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Giris-Atrial Fibrilasyon (AF) ve Akut koroner sendrom

(AKS) da sekonder korunma

J Varfarin (VKA) gerek AF’li ve gerek ise AKS’Ii
hastalarda iskemik olaylari Onlemede
etkinliginin  kanitlanmis olmasina ragmen
kullanim zorluklari nedeniyle kulfetlidir, bu
durum yeni tedavi arayislarini zorunlu kilmistir

-IBoylece, yeni kusak oral antikoagtlan (YKOA)
ilaclar gelistirilmistir.

Cabral KP, Ansell J, Hylek EM. Future directions of stroke prevention in atrial fibrillation: the potential impact of novel
anticoagulants and stroke risk stratification. ) Thromb Haemost 2011;9:441-9.

Van Es RF, et al. Aspirin and coumadin after acute coronary syndromes (the ASPECT-2 study): a randomised controlled trial.
Lancet 2002:360:109-113.

Hurlen M, et al. Warfarin, aspirin, or both after myocardial infarction. N Engl J Med 2002;347:969-974.



YKOA’larin Avantajlari

JVarfarine nispetle intrakraniyal kanama
acisindan daha guvenlidir.

JTromboembolik olaylari 6nleme acisindan en az
varfarin kadar etkin, bazilari da varfarinden
daha etkindir.

J Koagtlasyon takibi gerektirmemektedir.

J Hizh etki baslangici

JGidalarla ve ilaclarla etkilesimleri son derece
azdir




Kullanima Giren
Yeni Nesil Oral
Antikoagiilanlar...




Koaglilasyon yolundaki farkl faktorlere etki eden yeni

kusak oral antikoagulanlar

1 Dabigatran (RE-LY) Direkt Trombin
inhibitorii

1 Rivaroxaban (ROCKET-AF) Direkt Faktor Xa
inhibitorii

1 Apixaban (ARISTOTLE) Direkt Faktor Xa
inhibitorii

-l Edoxaban (ENGAGE AF-TIMI 48) Direkt
Faktor Xa inhibitoru




1 hayat kurtarmak igin, NNT (ka¢ hasta tedavi edilmeli )?

Tablo 1. CHA2DS2-VASC.

Risk faktora Puan

C — Konjestif kalp yetrmezligi 1 puan
H — Hipertansyon 1 puan
A —Yas 275 2 puan
D — Diabetes mdlitus 1 puan
S — inme/Transient iskemik 2 puan
atak/Tromboembolizm

¥ —waskdler hasalik (gecirilmis myokard 1 puan
enfarktisl, periferik arter hastahgl, veya aortik

plak)

A —Yag 65-74 aras 1 puan
Sc —Cinsivet kategorisi (kadin cinsiyet) 1 puan

Farklhh CHADS2 ve CHA2DS2-VASce skorlarinda YOAK icin
‘number needed to treat’ (NNT) degerleri

CHA2DS2-VASc skoru 2-9 iken
» varfarinle 109 hasta,
» dabigatranla 78 hasta,
 rivaroksaban ile 88 hasta,
« apiksaban ile 87 hasta tedavi edilmeli

CHADS. skoru
Tedavisiz Varfarin NNT Dabigz'“n NNT Rivaroksaban NNT Apiksaban NNT
o 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
2-6 3.01 1.65 74 1.00 52 1.45 60 1.30 590
CHA_.DS.-VASec skoru
(s 0.07 0.04 3333 0.03 2315 0.04 26065 0.03 20637
1 0.10 0.05 2000 0.03 14604 0.04 1623 0.04 1611
2-9 2.00 1.08 109 0.71 ~8 0.05 388 0.85 8~
Tim 100 0.53 215 0.35 154 0.47 174 0.42 172




isi AF ile iliskili inme ve

Sistemik Tromboemboli
Klinik Calismalar...




Health Services and Outcomes Research

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; Stuart J. Connolly, MD; Mike Ezekowitz, MD;
Jeff 5. Healey, MD); Jonas Oldgren, MD; Sean Yang, BComSc; Marco Alings, MD; Scott Kaatz, D)
Stefan H. Hohnloser, MD:; Hans-Christoph Diener, MD; Mara Grazia Franzosi, PhD; Kurt Huber, MD:

Paul Reilly, MD; Jeanne Varrone, MD; Salim Yusuf, MD

Backgronad—Dabigatran 150 and 110 mg twice a day and warfarin are effective for stroke prevention in atrial fibrillation.
The purnpose of this study was to compare their risks of bleeding in the Randomirzed Ewaluation of Long-Term
Anticoagulant Therapy (RE-LY) trial.

Methods and Resulis—The RE-LY trial randomized 18 113 patients to receive dabigatran 110 or 1530 mg twice a day or
warfarin dose adjusted o an international nommalized ratio of 2.0 to 3.0 for a median follow-up of 2.0 yvears. Compared
with warfarin, dabigatran 110 mg twice a day was associated with a lower risk of major bleeding (2.87% versus 3.57%;
FP=0.002), whereas dabigatran 150 mg twice a day was associated with a similar risk of major bleeding (3.31% versus
3.57T%; P=0.32). There was a significant treatment-by-age interaction., such that dabigatran 110 mg twice a day
compared with warfarin was associated with a lower risk of major bleeding in patients aged <75 vears (1 .89% versus
A204%; P=2000017% and a simdlar risk in those aged =75 years (4.43% versus 4.37%; P=0.89; P for interaction =000 ] ),
whereas dabigatran 130 mg twice a day comparad with warfarin was associated with a lower risk of major bleeding in
those aped =75 wvears (2.12% versus 3045 P=20.001 ) and a trend toward higher risk of major bleeding in those agsed
=75 years (3. 108 versus 4 37%; P=0.07. P for interaction =200 The interaction with age was evident for
extracranial bleeding, but not for intracranial bleeding, with the risk of the latter being consistently reduced with
dabigatran compared with warfarin irrespective of age.

Conclusions—In patients with atrial fibrillation at risk for stroke, both doses of dabigatran comparad with warfarin have
lower risks of both intracranial and extracranial bleeding in patients aged =73 years. In those aged =75 wvears,
intracranial blesding risk is lower but extracranial blesding risk is similar or higher with both doses of dabigatran
compared with warfarin.

Clinical Trial Registration—htip/faw clinicalirials gov. Unique identifier; NCTO0262600. (Circrdation. 2001;123:2363-2372)



Dabigatran Randomized Evaluation of Long-Term

Anticoagulant Therapy (RE-LY)

JAF hastalarinda inme ve sistemik emboli
acisindan dabigatran ve warfarinin etkinlik ve
guvenliliklerinin  kiyaslandigi  prospektif ve
randomize bir calismadir

1 Dabigatran gilinde 2 kez 110 mg veya 150 mg
dozunda verilmis, warfarin dozu ise INR 2-3
arasi tutulacak sekilde ayarlanmistir

Eikelboom JW, et al. 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. Circulation 2011;123:2363-72.



Dabigatran Randomized Evaluation of Long-Term

Anticoagulant Therapy (RE-LY)

J Calismaya 18,113 hasta dahil edilerek 2 yil boyunca
takip edilmistir

. Primer sonlanimlarda inme ve sistemik emboli
acisindan dabigatran 110 mg dozunun (%1,54/yil)
warfarinden (%1,71/yil) non-inferior oldugu,
dabigatran 150 mg dozunun (%1,11/yil) ise
warfarinden daha iistiin oldugu bulunmustur

Eikelboom JW, et al. 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. Circulation 2011;123:2363-72.



Dabigatran Randomized Evaluation of Long-Term

Anticoagulant Therapy (RE-LY)

) Major ve éliimciil kanamalar agisindan diisiik doz
dabigatran warfarine gére daha az riskli iken yiiksek
doz dabigatran warfarinle benzer riskli saptanmistir

- intrakraniyal kanamalar ise her iki dozda da
warfarinden daha diisiik oranda gézlenmistir

. Dabigatranda diisiik dozda gézlenmeyen ancak yiiksek
dozda gézlenen bir yan etki ise warfarine kiyasla artmis
gastrointestinal kanamalardi

Eikelboom JW, et al. 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. Circulation 2011;123:2363-72.
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1 Dabigatran yiiksek doz (2x150mg) FDA tarafindan
2012°de AF hastalarinda inme profilaksisinde
onaylanmistir, ayni zamanda kreatin klerensi 15-
30mL/dk olan hastalarda 2x75mg kullanimi
onaylanmistir.
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. ESC kilavuzlarinda kanama riski diisiik olan hastalarda (HAS-
BLED skoru 0-2) 2x150mg/gtin, kanama riski yiksek
hastalarda (HAS-BLED skoru>3) 2x110mg onerilmektedir

Recommendations

Recomemendaticons Tor pr-l::w:-nl;iz_m of thromboembalism in en-vabalar AF—I;IA:t-ding

15, 54, 59,
60

Aszessmenst of the risk of bleeding is recommended when prescribing amitheembotic therapy (whecher wich VECA,
MO, aspirin'dopidogrel, or aspirin.

The HAS-BLED score should be considered as 2 calculation ©o assess bleeding risk, wherehy a score 23 indicates “high
risk’ and some cauton and repaar review is needed, follersdng the initivton of ancithresnbotic therapy, whether with
O o antiplatelet therapy (LoE = A)

Carrectable risk factors for bleeding [e.g. uncontrolled blood pressure, labile IMNRs if the patient was on a VKA, la 15, 54, 60
concomitant deugs (aspiring MSAIDS, erc.), alosheol. etc.] should be addressed (LoE = B

Use of the HAS-BLED score showld be used o idencfy modifiable bleeding risks that need to be addressed. buc should

not be uted on its own o exclude patients from OWC therapy (LoE = B).

The risk of major bleeding with antiplavelet therapy (with aspinin—clopidogrel combination therapy and = especilly in 182123,
the elderly — also with atpirin monatherapy) shauld be considered as being simiar wa OAC, 24, 2635

Recommendations for prevention of thromboembaolism in non-valvular AF—peri-cardioversion

For paticnts with AF of 248 h duration. or when the duration of AF is unfoncrem, QAT therapy (e WA with INR 2.3
or dabigatran) i recommended for =3 weels price to and for 24 weeks after cardicwersion, regardless of the methed
{electrical e oralfiv. pharmacological).

In pacients with rick facrors for stroke or AF recurrence, OWC dherapy, whether with dose-adjusced VEGA, (IMR

2.3} or a MOAC, should be contineed lifelong irmespective of the apparent maintenance of sinus rhythm following
carckoversion,

Thoracic S, et al. Guidelines for the management of atrial fibrillation: the Task Force for the Management of Atrial
Fibrillation of the European Society of Cardiology (ESC). Europace : European pacing, arrhythmias, and cardiac
electrophysiology : journal of the working groups on cardiac pacing, arrhythmias, and cardiac cellular electrophysiology
of the European Society of Cardiology 2010;12(10):1360-420
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BACKGROUMD
Theuse of warfarin redoces the rate of tscheomic strole in pathentswith atrial fibeil-
lathon bt requires Frequent mondtoring and dose adustment. Bjvarocaban, an ol
factor ¥a mhibitor, may peovide more consistent and predictahle anticoagnlation than
warfarin.

HETHODS
In & dou ble-hifnd trial, we randomly assigned 14, 264 patients with nonvalvalar atrial
frheill ation who were at increased sk for stroke to receive ther rivanmeaban (3t a
dizily dose of 20 mg ) or dose-adusted warfarin. The per-protocol, as-trested prmary
analysis was desrgned to determine whether rivarmaban was nonin berior towartz-
rin for the primary end paoint of stroke or spstemic embolism.

RESULTS
In the primary anal ysis, the primary end point occurred in 188 patients in the tva-

roxaban group (13 :E peer year) and in 241 in the 'A_':rh'ri'r! proup (2.Fk per :p_t:l._'] J. Adérems reprint requests o
(hazard ratiom the riamaban group, 07% 99k confidence interval [CI, 0660 056; D Patd ot Dl Clinical Benearch ettt
Pl i‘r:cm:ul.'nlrl"\:rri't'f'l In L'1|: mten tion-to-treat z.lqu:i..-, H1r pl.'imar'r end paint E'Ih ul:: iy Weical C

in ﬂu wartarin group (2 -l‘l: per year) (hazard ratho
Pl for nonfnferiority; P=(.12 for superiorityl. Major and nonmajor dindcally 1'-"'-
l:'nnt I:-::d:n.t :-u:urrcd in !I-F'a plLtru:: n the rrrumha.n tl‘l’.‘lp [l-i- “l': Fcr'r:arl and

Airial Fibrdlstion |
vided in #he 5 Tf
CORCLUSION 5 weailable 2 NE]
In patients with atrial E frhrill ation, riranoxaban was nonin ferior to warfadn for the
prevention of strobe or systemic embalism. There was no significant betweengroup
difference in the risk of major Beeding, although intracrantal and fata! bleeding
occurred less frequently in the rivarmmaban group. (Funded by Johnson & Johnson
and Bayer; ROCKET .P.F (linical Trials.gor mmber, HCTMMOETE.)
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Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition

Compared with Vitamin K Antagonism for Prevention of Stroke
and Embolism Trial in Atrial Fibrillation (ROCKET-AF)

JAF hastalarinda warfarin ile Rivaroxaban
etkinlik ve gtivenliliklerinin kiyaslandigi c¢ift kér,
randomize ¢cok merkezli bir calismadir

. Calismaya CHADS2 skor ortalamalari 3,5 olan
14.264 hasta dahil edilmis olup hastalar
ortalama 590 giin boyunca izlenmistir

Patel MR, et al. Rivaroxaban versus warfarin in nonvalvular atrial fibrillation.
N Engl J Med 2011;365:883— 891.



Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition

Compared with Vitamin K Antagonism for Prevention of Stroke
and Embolism Trial in Atrial Fibrillation (ROCKET-AF)

A Rivaroxaban grubunda hastalara glinde tek doz
20 mg veya 15 mg (kreatin klerensi 30-
49mL/dak olan hastalara);

A Warfarin grubuna INR 2-3 arasi tutulacak
sekilde warfarin verilmistir, her iki gruba da
korliigii korumak amaciyla bir plasebo tablet de
verilmistir

Patel MR, et al. Rivaroxaban versus warfarin in nonvalvular atrial fibrillation.
N EnglJ Med 2011;365:883— 891.



Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition

Compared with Vitamin K Antagonism for Prevention of Stroke
and Embolism Trial in Atrial Fibrillation (ROCKET-AF)

d Primer sonlanimda inme ve sistemik
emboli acisindan  rivaroxabanin
(%1,7/yil) warfarinden (%2,2/yil)
non-inferior oldugu gdésterilmisir,
ancak ustunlik saptanmamistir

Patel MR, et al. Rivaroxaban versus warfarin in nonvalvular atrial fibrillation.
N EnglJ Med 2011;365:883— 891.



Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition

Compared with Vitamin K Antagonism for Prevention of Stroke
and Embolism Trial in Atrial Fibrillation (ROCKET-AF)

) Majér kanamalar agisindan rivaroxaban ve warfarin
gruplari arasinda belirgin fark goézlenmemis (sirasiyla
%3,6 ve %3,4; p=0,58),

) Gastrointestinal  sistem  kanamalari  rivaroxaban
grubunda (%3,2) warfarin grubuna (%2,2) kiyasla daha
stk gelismistir (p<0,001)

2 Intrakraniyal ve éliimciil kanamalar ise rivaroxaban ile
anlamli sekilde daha az siklikta ortaya ¢ikmistir

Patel MR, et al. Rivaroxaban versus warfarin in nonvalvular atrial fibrillation.
N EnglJ Med 2011;365:883— 891.



Xa relfo

rlvaroxaban tablets

IRivaroxaban 2011’de FDA tarafindan AF
hastalarinda inme profilaksisinde
onaylanmistir
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Apixaban versus Warfarin in Patients

with Atrial Fibrillation

hn H. Aleande
Michael Hanna, M.,

ABSTRACT

BACEGROU
¥itamin K antagonists are highly effective in preventing stroke in patients with
atrial fibeill ation but have several limitations. Apizaban #s 2 novel oral direct factor
Xa mhibitor that has been shown to reduce the fsk of stroloe tn 2 simflar population
in comparison with aspicin.
HWETHODS
In this mdn.'u‘nlzr:d. douhble-hlind trial, we companed apizaban (at a dose of 5 mg
(5 ith warkarin (target international normalzed ratio, 2.0 to m
1E, MM pattents with atrial fibrillation and at least one additiona! risk Gctor for
strake. The primary outcome was: ischemic or hemomhagic stroke or spstemic em-
balism. The trial was designed to test for noninferiority, with key secondary objec-
tives of testing for s periority with respect to the primary ouicome and to the rabes
of major hleeding and death from any cause.
RESULTS
The medran duration of tollow-up was 1.E years. The rate of the primary outcome was
1 X% per year in the apivaban group, as compared with 1.60% per year in the war-
farin group (harard ratio with apicaban, 07% 9k contidence intereal [O], UGG to
001 tor noninberiority; P=0U0] tor superiority). The rate of major bleeding

s (. 24% |:-':r year in the
aprxzhan group, as compared with L% peryear m the warfarin group thazard ra-
tiny, 0.51; 95% CL, 035 to 0.75; PoOUD01), and the mate of ischemic oruncertain type of
stroke was (.97% per year in the apiahan group and 1.05% per year in the warfarin
proup (harard ratio, 053, CL 0.7 o 113 P=0.47).

CORCLUSIONS

[n patient=with atrial fibrillation, apixaban was superior towariarin in preventing stroke
or systernic embolsmy, caused bess Bleeding, and resulted o lower mortal ity (Funded by
Exristol-Myers Squibband Pizer; A RISTOTLE Qlinical Trials.gov mumber, HCTOMM12964)
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Apixaban for Reduction In Stroke and Other Thromboembolic

Events in Atrial Fibrillation (ARISTOTLE)

JApixaban’nin AF hastalarinda warfarin ile
kiyaslandigi ARISTOTLE calismasi; 18.201
hastanin dahil edildigi, ortalama CHADSZ2
skorlari 2,1 olan hastalarin ortalama 1,8
yil boyunca takip edildigi randomize, cift-
kor bir calismadir

Granger CB, et al. Apixaban versus warfarin in patients with atrial fibrillation.
N Engl J Med. 2011;365:981-92.



Apixaban for Reduction In Stroke and Other Thromboembolic

Events in Atrial Fibrillation (ARISTOTLE)

J Iki gruba ayrilan hastalara apixaban 2x5mg
veya INR 2-3 arasi tutulacak sekilde doz ayarli
warfarin tedavisi verilmistir

Jdinme ve sistemik emboliyi iceren primer
sonlanimlarda apixabanin (%1,27/yil)
warfarinden (%1,60) listiin oldugu bulunmustur

Granger CB, et al. Apixaban versus warfarin in patients with atrial fibrillation.
N Engl J Med. 2011;365:981-92.



Apixaban for Reduction In Stroke and Other Thromboembolic

Events in Atrial Fibrillation (ARISTOTLE)

J Major kanama warfarin grubunda (%3,09/yil),
apixaban grubuna (%2,13/yil) kiyasla daha sik
gelismistir

JAyrica apixaban daha az intrakraniyal
kanamaya ve mortaliteye neden olmustur

Granger CB, et al. Apixaban versus warfarin in patients with atrial fibrillation.
N Engl J Med. 2011;365:981-92.



JApixaban 2012’de FDA tarafindan AF
hastalarinda inme profilaksisinde
onaylanmistir
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Edoxaban versus Warfarin in Patents
with Atrial Fibrillation ENGAGE AF-TIMI 48 klinik
' - calismasi 46 iilke 1.393
merkez ve 21.105 hasta ile
- bugiine kadar bu
endikasyon alaninda
b ' et ol e X i il prov, st s = gergeklestirilmis en biiyiik

with atrial fibrillation is not known.
K o o

klinik calisma olarak kabul
We conducted a randomized, double-blind, double-dommy trial comparing two ;.h":“::‘f;;: ’n, a , ma o ara a u
once-dafly regimens of edoxahan with warkarin in 21,106 patients with moderate-  delghin (M . .
te-high-risk atrial Fbeillation {median Follow-up, 28 peats). The primary efficacy Hamiken, OK edllmekted[r
end point was stroke or systemic embolism. Each edmaban n:g*r.m:n was tested far |l
noninfedority tos warfarn during the treatment perfod. The princpal satety end
point was major bleedmg.
RESULTS
The anmalized rate of the primary end point during trestment was 1.50% with NC (1B, £
wardarin {median time in the therapeutic range, G£.£%), a5 compared with L1E% phﬁf:“m":ii:‘“r;tm
with high-dose edoxaban (hazard ratha, 07 onfidence interval [C1], O - Glugliano at the Dividon o

99 P01 for nond tarity) and 16X with low-dosr edoxahan (hazard ratia, . & Medicine, Erigham and

ClL, 0LET to 131; P= 005 for nonin feriority). [n the intention-to-treat dy
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Gluglano and Ruff comtribubed
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annua! Fed rate of major bleeding was 3. L
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Fng rates of the key second- weailable xt NI WL,
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cular causes) were 4.45% versus 3 7TE to D05,
Pu005), and 4.73% (hazard ratio,
CONCLUSIONS
Eoth ance-daily regimens of edmeaban were nonfnferior to warfarin with respect to
the prevention of stroke or systemic embol ism and were associabed with signf ficanty
lower rates of bleeding and death from cardiovascular Funded by Daiichi
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Edoxaban once daily to prevent stroke or

systemic embolism (ENGAGE AF-TIMI 48)

JAF hastalarinda warfarin ile Edoxaban etkinlik
ve gquvenliliklerinin  kiyaslandigi c¢ift Kkor,
randomize ¢cok merkezli bir calismadir

A Calismaya CHADS2 skor ortalamalarina gére
orta-ytiksek riskli olan 21,105 hasta dahil
edilmis olup hastalar ortalama 2,8 yil boyunca
izlenmistir

Giugliano RP, et al. Edoxaban versus warfarin in patients with atrial fibrillation.
N Engl J Med 2013; 369:2093-104.



Edoxaban once daily to prevent stroke or

systemic embolism (ENGAGE AF-TIMI 48)

JAF hastalarinda warfarin ile Edoxaban etkinlik
ve gquvenliliklerinin  kiyaslandigi c¢ift Kkor,
randomize ¢cok merkezli bir calismadir

A Calismaya CHADS2 skor ortalamalarina gére
orta-ytiksek riskli olan 21,105 hasta dahil
edilmis olup hastalar ortalama 2,8 yil boyunca
izlenmistir

Giugliano RP, et al. Edoxaban versus warfarin in patients with atrial fibrillation.
N Engl J Med 2013; 369:2093-104.



Edoxaban once daily to prevent stroke or

systemic embolism (ENGAGE AF-TIMI 48)

J Edoxaban grubunda hastalara giinde tek doz
30 mg (diisiik doz) veya 60 mg (yiiksek doz);
warfarin grubuna INR 2-3 arasi tutulacak
sekilde warfarin verilmistir

JPrimer sonlanimda inme ve sistemik emboli
acisindan her iki dozda Edoxabanin (%1,18/yil,
%1,61/y1l) warfarinden (%1,50/yil, %1,61/yil )
non-inferior oldugu gésterilmistir

Giugliano RP, et al. Edoxaban versus warfarin in patients with atrial fibrillation.
N Engl J Med 2013; 369:2093-104.



Edoxaban once daily to prevent stroke or

systemic embolism (ENGAGE AF-TIMI 48)

' Majér kanamalar agisindan her iki doz Edoxaban ve
warfarin gruplari arasinda belirgin fark gozlenmis
(sirasiyla %2,75, %1,61 ve %3,43; her ikisi icin p<0.001),

Jd Yillk kardiyovaskiiler nedenlerden 6liim oranlari
acisindan Edoxaban ve warfarin gruplari arasinda
belirgin fark goézlenmis (sirasiyla %2,74 ve %3,17;
p=0,01),

Giugliano RP, et al. Edoxaban versus warfarin in patients with atrial fibrillation.
N Engl J Med 2013; 369:2093-104.
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Edoxaban 30mg , 60mg )smmg =
Film Coated Tablet S avaysv
nchi- (edoxaban) tablets
Daiichi-Sankyo s

Dispense the accompanying
medication guide to each patient

inme profilaksisinde kullanilmak Uzere onay

_JEdoxaban FDA tarafindan AF hastalarinda
almistir

Edoxaban
CAS# 480449-70-5

Edoxaban Is FDA Approved As
Anticoagulant Therapy
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Regular Article

Safety of the direct-acting anticocagulants in patients with atrial @ Crosettark
fibrillation: a meta-analysis

Tim yeni nesil oral antikoagiilanlar
Fen Rong **, Bin Jia ", Pinxian Huang ?, Henry S. Lynn®, Wei hemorajik inme ve intrakraniyel kanama
Yeni oral antikoagiilanlarin hepsi vitamin K a riskinde anlamli bir azalmaya yol agmis,

antagonistlerine kiyasla non-inferiorite _ major kanama riskinde varfarine kiyasla
gostermistir belirgin artisa yol agmamislardir

Artide fristory: Introduction: Atrial fibrillation (AF) is lcnown as one of the independent risk factors for strolce and might signifi-
Received 14 October 2014 cantly increase its rislc Nowadays, direct-acting oral anticoagulants (DOACs) have been developed and demon-
Received in revised form 1 Apal 2015 strated a more promising option to warfarin, the conclusion for safety is heterogeneous in different studies. It
Accepted 6 April 2015 indicates the importance of comprehensive comparison of safety between DOACs and warfarin.
Available online 11 April 2015 Materiat and Methods: Four studies including ARISTOTLE, ENGAGE AE-TIMI 48, RE-LY and ROCKET-AE were in-
Keywords: cluded in the meta-analysis to perform separate meta-analyses for high-dose regimen, low-dose regimen and
DOACs ' their combination. The events included major bleeding, intracranial haemorrhage, gastrointestinal bleeding,
Warkiia non-major clinically relevant and minor bleeding.
Safety Results: Regardless of high dose or low dose regimen, DOACs were associated with lower risk of intracranial
Wleta analysis haemorrhage but due to no significant association for gastrointestinal bleeding, the overall effect measured by
the major bleeding was also insignificant (High dose: RR = 0.86, 95% (1 0.73 to 1.01; Low dose: RR = 0.63,
95% C10.38 to1.04), However, the combined result of high-dose and low-dose regimens showed DOACswere as-
sociated with lower risk of major bleeding events (RR = 0.77, 95% (1 0.63 to 0.95).
Conctusions: Meta-analyses have showed the comparative safety of the direct-acting oral anticoagulants than
warfarin in most endpoints and even better in intracranial haemorrhage. Therefore, without the need of INR
monitoring, DOACs demonstrated promising alternatives to warfarin in prevention of strolce in patients with ﬁF'|
© 2015 Elsevier Ltd. All rights reserved.




YKOA’larin Klinik Kullanim Alanlari

JAF ile iliskili  Inmeden
korunmda

IDVT ile iliskili VTE onlenmesi
_IPE tedavisi

_JAKS de sekonder korunma




Hangi Hastaya, Ne Zaman?

Varfarin kullanan bir non-
valviler AF hastasinda

] Istenen antikoagulasyon seviyesini (INR 2-3) elde etmek
mumkin olamiyorsa (TTR < %60 ise), labil INR yada INR
kontrolu kotu

J INR takibi cesitli nedenlerden dolayr duzenli
yapilamiyorsa,

) Varfarine bagli yan etkiler meydana gelmisse,

J Varfarin kullanmakta iken tromboembolik bir olay

yasanmissa

YOAK lar diisiiniilmelidir



Akilda Tutulmasi Gerekenler...

1 Bobrek fonksiyon testi bozuklugu yine warfarin
tedavisini 6n plana cikarmak icin bir neden
(Kreatin klirensi<15 ml/dk olan hastalarda bu
ajanlar kullanilmamal)

J Atriyal fibrilasyon disinda bir antikoagtlasyon
nedeni varliginda (ornegin protez kapak,
hiperkoagulabilite, vs.) yeni nesil antikoagulan
kullanimi su asamada kontrendikedir



YOAK’larin kullanimi sirasinda

kanama yonetimi

J Antidot ilac bulunmamaktadir!!! (uygun doz
secimi)

I TDP etkisiz (ortamda faktor eksikligi olmamasi,
trombin veya faktor Xa inhibitoru varhgi)

J Dabigatran kanamalarinda kryopresipitat,
apiksaban ve rivaroksaban kanamalarinda ise
protrombin konsantreleri???

J Aktif komiir kullanimi ve takiben hemodiyaliz
(Dabigatran igin)

CTran H, et al. New oral anticoagulants: a practical guide on prescription, laboratory testing and
peri-procedural/bleeding management. Intern Med J. 2014;44:525-36.



YOAK’larin kullanimi sirasinda

kanama yonetimi

ESC onerileri:
Ilk olarak hemodinamik durumu kontrol et, bobrek fonksiyon testleleri ile

bazal koagiilasyon testlerini iste

Minor kanama Bir sonraki dozu atla ya da tedaviye ara ver

Destekleyici/se mptomatik tedavi bagla, mekanik ko mpresyon
uygula, siv1 replasmani ve kan transfiizyonu sagla, eger dabigatran
dozu yeni alinmisg ise aktif komiir kullanimi agisindan degerlendir.

Orta — ciddi
kanama

Aktive rekombinan FVII veya protrombin konsantresi bagla.
Cok ciddi kanama Dabigatran kullanan hastalarda aktif komiir ve hemodiyaliz

uygula.

CTran H, et al. New oral anticoagulants: a practical guide on prescription, laboratory testing and
peri-procedural/bleeding management. Intern Med J. 2014;44:525-36.



Reversal of Other Blood Thinners

Direct Thrombin T ——
oy Factor Xa inhibitor
Inhibitor

NOAC

Dabigatran | Rivaroxaban| Apixaban | Edoxaban
(Pradaxa®) (Xarelto®) | (Eliquis®) | (Lixiana®)

Dialysis
Removable \/ X )( )(

Specific

Antidote ldarucizumab Andexanet alpha

« |darucizumab & andexanet alpha have been granted breakthrough therapy
designation by US FDA.

-

[ —
¥




Praxbind® (idarucizumab) ile kanama yonetimi

J For emergency surgery/urgent procedures

JIn life-threatening or uncontrolled bleeding

) Dabigatran treatment can be initiated 24 hours
after administration of PRAXBIND

JAThe recommended dose of PRAXBIND is 5 g,
provided as two separate vials each containing
2.5 g/50 mL vial idarucizumab

Praxbind

idarucizumab
INJECTION 5g




Oral Antiplatelet (Antiagregan,
Antitrombositer) llaglar




Akult keroner sendirem tedavisinde
olrall antitremiesit tedavii

Akut koroner sendromlarin
tedavisinde (AKS) Aspirin ve
Klopidogrelden olusan dual
antiplatelet tedavi (optimal
platelet inhibisyonu!) yillardir
kabul gormus bir tedavi
modalitesidir.



Akult keroner sendirem tedavisinde
olrall antitremibesit tedawvi

Prasugrel ve Tikagrelor EMA
(Avrupa) ve FDA’'dan (Amerika) kisa
surede ilag ruhsatlarina onay almis
ve nispeten hizl bir sekilde ESC ve
AHA kilavuzlarina AKS tedavisinde

Sinif | endikasyonla girmistir



Akut koroner Sendromda
Yeni Oral Antiplateletler
Klinik Karsilastirmali
alismalar...

b
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TRITON-TIMI 38

Faz lll Cahsma Tasarimi

AKS (UA/NSTEMI veya STEMI) ve planlanmis PKG
N=13,608 J
v
Randomize
Cift kor J
— 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, 6liimciil olmayan Ml veya inme
¢ 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

UA/NSTEMI semptom STEMI semptom
baslangici sonrasi baglangicindan 12
saat - 14 gun sonra
<72 saat ve TRS 23 (Post-STEMI)

STEMI semptom
baglangici sonrasi
S12saat

(Primer PKG)

~—

PKG plani l

Medikal
CABG plani

| |

‘ Calisma ilaci Yiikleme Dozu
l

* Eglik eden tedavi ve cihaz
segimi hekim insiyatifinde

Giinliik idame Tedavisi & Uzun Dénem Takip

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



TRITON-TIMI 38

Net klinik yarar alt grup analizi

HR Risk (%)

Daha énce Evet O + 54
griﬂrllmls inme/ Hayir P =0.006 16
>75 . -1

Yas
<75 Pc=0.18 16
Agirhik <60ke +3
260 ke e = 0.36 14
TOPLAM O 15

<

>
0.5 Prasugreldahaiyi 1 Klopidogrel dahaiyi 2

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




Son nokta (%)

TRITON-TIMI 38

<75 Yas, 260 kg ve inme/GIA oykiisii olmayan hastalarda

167

14-

12-

=
o
]

Primer sonlanim noktasinda %26 azalma

KV 6liim / 6limcil olmayan MI /
o6lumciil olmayan inme

Klopidogrel 11%

Risk orani, 0.74
(%95 Cl, 0.66-0.84)
P<0.0001

~ Prasugrel 8.3%

Risk orani, 1.24
(%95 Cl, 0.91-1.69)
P=0.17

Bypass a bagli oimayan
TIMI Major Kanama

Prasugrel 1.95%

30 90 180 270 360 450
Siire (Giin)

Wiviott SD et al. Am J Cardiol 2011;108(7):905-11
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TIRITON-TIMI 38 calismasinin Avrupa
kullanim onay onerilerine gore anahai

Prasugrel kullanim suresi igin oneri 12 aydir
Prasugrel’den fayda gormeyen 3 subgrup

1. Transiyent iskemik atak (TIA) ve inme gegirme 6ykusl olanlarda
net klinik zarar oldugu gorulmus

2. 75 yas ve ustu hastalarda net klinik yararsizlik( Avrupada kullanim
onay! incelendiginde 1&5 mg)

3. 60 kg altinda da net klinik yararsizlik ( Avrupada kullanim onay:
incelendiginde 1&5 mq)



CRUSH Calismasi: Prasugrel ezilerek kullanildiginda
daha hizli antitrombosit etki saglar

JOURNAL OF THE AMERICAN COLLEGE OF CARDIOLOGY voL. B, ~no. B, 2016
@ 2016 BY THE AMERICAN COLLEGE OF CARDIOLOGY FOUNDATION ISEN 0735-1097/%36.00
PUBLISHED BY ELSEVIER http://dx.doi org/10.1016/| jacc.2016.02.045

Crushed Prasugrel Tablets in Patients With
STEMI Undergoing Primary Percutaneous
Coronary Intervention

The CRUSH Study

Fabiana Rollini, MD, Francesco Franchi, MD, Jenny Hu, MD, Megha Kureti, MD, Niti Aggarwal, MD,

Ashwin Durairaj, MD, Yongwhi Park, MD, Michael Seawell, MD, Pedro Cox-Alomar, MD, Martin M. Zenni, MD,
Luis A. Guzman, MD, Siva Suryadevara, MD, Patrick Antoun, MD, Theodore A. Bass, MD,

Dominick J. Angiolillo, MD, PaD

RESULTS Compared with whole tablets, crushed prasugrel led to reduced P25 reaction units by 30 min post-LD,
which persisted at 1, 2 (164 vs. 95; least square mean difference = 68; 95% confidence interval: 10 to 126; pri-
mary endpoint), and 4 h post-LD. Significant differences were no longer present at 6 h post-LD. Parallel findings
were shown with platelet reactivity index. Accordingly, high on-treatment platelet reactivity rates were reduced
with crushed prasugrel. PK analyses showed a >3-fold faster absorption with crushed compared with whole

prasugrel.

CONCLUSIONS In STEMI patients undergoing PPCI, crushed prasugrel leads to faster drug absorption, and
consequently, more prompt and potent antiplatelet effects compared with whole tablet ingestion. (Pharmacological
Effects of Crushing Prasugrel in STEMI Patients; NCT02212028) (J Am Coll Cardiol 2016;m:m-m) © 2016 by the
American College of Cardiology Foundation.
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Ticagrelor versus Clopidogrel in Patients with Acute

Coronary Syndromes

Lary Walentin, M.D. PR.D, lichard C, Becker, M.D., Andram Buda, MO, PRD,

Chrtopher P Coamman M D,

Hilar Emanueisson, MO, PR.D, Claes Held, MO, Ph.C., fay Hormow, V.0, Stee= Husted MDD, DSc,
Stefan Jarmes. M.D., Ph.D., Hugo Katus, M.D,, Cerreth W. Mahaifey, MG, Beniarme M. Scirca, MDD, MPH_
Allan Skere, Ph,D,, Phiippe Gabriel Steg, M.D., fisbert F. Storey, M., DM, 3¢ 2obert A Marmogson, M D,

for the PLATD imestigatoss®

ABSTRACT

VACILIVUND
Ticagrelor s an oral, of the a5 diphos-
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PLATO'dur (Platelet Inhibition
and Patient OQutcomes)

Bu calismada ST segmenti yukselmesi olan
veya ST segmenti yukselmesi olmadan
AKS ile hastaneye basvuran 18.624
hastada kardiyovaskuler olaylarin
onlenmesinde Tikagrelor (180-mg yukleme
dozu, ondan sonra gdnde iki defa 90 mg)
e,

Klopidogrel (300 - 600 mg ydkleme dozu,
pundan sonra gunde bir kere 75 mg)
Karsilastiriimis




PLATOdur (Platelet Inhibition
and Patient Outcomes)

12. ayda, primer sonlanim noktalari; Kardiyovaskuler
olum, miyokardiyal enfarktus veya inme

Tikagrelor alan hastalarin %9,8'inde gorulurken
klopidogrel alan hastalarin %11, 7'sinde gorulmustur
(P<0,001).

Tikagrelor ve Klopidogrel gruplari arasinda major
kanama oranlari arasinda anlamli fark saptanmadi
(sirasiyla %11,6 - %11,2)
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Z STEMi’de Oral antiplatelet
(CE e .

tedavi onerileri
(Klavuzlar)




AHA 2013 STEMI Klavuzu

Circulation Americen

Heart
Association.

2013 ACCF/AHA Guideline for the Management of ST-Elevation Myocardial Infarction :
A Report of the American College of Cardiology Foundation/American Heart Association
ask Force on Practice Guidelines
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AHA/ACC STEMi Kilavuzu, 2013

Mumkun oldugunca erken veya PKG

sirasinda

COR LOE

Antiplatelet therapy

Aspirin
® 162- to 325-mg load before procedure

e 81- to 325-mg daily maintenance dose (indefinite)*
® 81 mg daily is the preferred maintenance dose*
P2Y ,inhibitors
Loading doses
& Clopidogrel: 600 mq as early as possible or at time of PC|
* Prasugrel: 60 mg as early as possible or at time of PCI
» 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 1 y with:

¢ Clopidogrel: 75 mg daily

o 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
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ESC 2014
Miyokardiyal Revaskularizasyon
Kilavuzu

European Heart Journal Advance Access published August 29, 2014
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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 STEMI Kilavuzu

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.

P2Y12 inhibitorleri ilk tibbi temasta onerilir
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2016 ACC/AHA Amerikan Kilavuzu

2016 ACC/AHA Guideline Focused
Update on Duration of Dual Antiplatelet
Therapy in Patients With Coronary
Artery Disease

Developed in Collaboration with American Association for Thoracic Surgery, American
Society of Anesthesiologists, Society for Cardiovascular Angiography and
Interventions, Society of Cardiovascular Anesthesiologists,
and Society of Thoracic Surgeons

Endorsed by Preventive Cardiovascular Nurses Association and
Society for Vascular Surgery

© American College of Cardiology Foundation and American Heart Association



2016 Amerikan Kilavuzunda:
12 ay sure ile
Klopidogrelden oncelikli olarak Tikagerelor ya da
Prasugrel onerilir

COR | I PKG ile tedavi edilen AKS Hastalarinda , P2Y12 tedavisi

(Clopidogrel, Prasugrel, ya da Ticagrelor) en az 12 ay verilmelidir
or DES implantation, P2Y, Inhibitor therapy (clopidogrel, prasugrel, or

B-R |ticagrelor) should be given for at least 12 months.

In patients treated with DAPT, the recommended daily dose of aspirin is
B-NR |81 ma (ranae. 75 ma to 100 ma).
AKS hastalarinda (NSTE-AKS veya STEMI) koroner stent implantasyonu yapildiktan sonra
DAPT ile tedavi edien hastalarda ve NSTE-AKS hastalarinda sadece MEDIKAL tedavi ile

(revasc. Yok) tedavi edilen hastalarda, P2Y12 inhibitorii tedavisi olarak klopidogrel yerine
lla TiKAGRELOR tercih edilmesi makuldiir.

AKS hastalarinda (NSTE-AKS veya STEMI) koroner stent
implantasyonu yapildiktan sonra DAPT ile tedavi edilen

lla hastalarda, yiiksek kanama riski yoksa ve inme/TIA 6ykiisii
yoksa, P2Y12 inhibitori tedavisi olarak klopidogrel yerine
PRASUGREL tercih edilmesi makuldiir.

B-R: Bir veya daha fazla randomize galisma; B-NR: Bir veya daha fazla non-randomize galisma
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