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Atriyal Fibrilasyon Neden Onemli??

En sik karsilastigimiz klinik aritmi

Siklig1 yasla birlikte artar, >80 yas yaklasik %10

Aritmi nedeni ile hospitalizasyonlarin en sik nedeni

AF INMEYE YOLACAR !!
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Atriyal Fibrilasyon - Inme

AF hastalarinda yaklasik 5 kat artmis inme riski
Embolik SVO’larin 1/5°1 AF’ye bagh

Sessiz ve paroksismal AF’de risk digerlerinden farksiz
AF’ye bagli inme daha mortal

AF’ye bagli inmenin morbiditesi daha ytiksek

KORUNMA SART!!



AF’de Tromboprofilaksi

/Oral Antikoagiilanlar
VKA

YOAK

F Ila inhibitotleri
*Dabigatran

F Xa inhibitorleri
*Rivaroksaban

\ *Apiksaban

LAA OBLITERASYONU

RiTM KONTROLU ??




AF’de Tromboprofilaksi

CHA,DS,-VASc inme riski degerlendirmesi

CHADS,-VASc kriterleri
C (Konjestif kalp yetersizligi)

H (Hipertansiyon)

D (Diabetes mellitus)

S (Inme/gecici iskemik atak/tromboembolizm)

A (Yas 65-74) Yillik inme riski%
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1. Lip G, et al. Chest 2010;137:263-72. 2. Lip G, et al. Stroke 2010;41:2731-8.

3. Camm ], et al. Eur Heart 1 2010;31:2369-429, 4, Hart RG, et al. Ann Intern Med




Antiplatelet Ajanlar

Afib Antiplatelet Ajanlarin Etkililigi : Metaanaliz

Antiplatelet ajanlar vs Relative Risk Azalmasi
placebo yada kontrol (95% ClI)
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Non-valviler AF'ye bagli inmenin 6nlenmesinde

antitrombotik tedavi

1. Ajan Daha lyi 2. Ajan Daha lyi

RRR = %22
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RRR = %64 :
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Warfarin




Warfarin-Dar Terapotik Aralik
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Persistence With Therapy
Among Patients Treated With Warfarin
for Atrial Fibrillation

1004 Warfarin tedavisine baglarken CHADS, skoru |
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Warfarin tedavisinden sonra gecen stre (gun)

Warfarin tedavisine baglilik yillar icinde giderek azalir!

Arch Intern Med. 2012;172(21):1687-9.




Inme /Emboli Riskinin
Degerlendirilmesi

1romboza Kargili]
Kanama Riskini;
Dengelenmes;

Kanama Riskinin
Belirlenmesi

»nekleri (VKA
YAK)




Yeni Oral Antikoagtuilan
Ajanlar
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Faz 3 Calismalar

Apixaban versus Warfarin in Patients with Atrial Fibrillation

Christopher B. Granger, M.D_, John H. Alexander, M.D., M.H.5., John J.W. McMurray, M.D., Renato D. Lopes, M.D._,

Ph.D_, Elaine M. Hylek, M.D., M.P_.H., Michael Hanna, M.D_, Hussein R. Al-Khalidi, Ph.D., Jack Ansell, M.D., Dan Atar,

M.D_, Alvaro Avezum, M.D_, Ph.D_, M. Cecilia Bahit, M.D_, Rafael Diaz, M.D_, J. Donald Easton, M.D_, Justin A. Ezekowitz,

M.B_, B.Ch., Greg Flaker, M.D_, David Garcia, M.D., Margarida Geraldes, Ph.D_, Bernard J. Gersh, M.D_, Sergey Golitsyn,

M.D_, Ph.D._, Shinya Goto, M.D_, Antonio G. Hermosillo, M.D_, Stefan H. Hohnloser, M.D., John Horowitz, M.D., Puneet

Mohan, M.D_, Ph.D_, Petr Jansky, M.D_, Basil 5. Lewis, M.D_, Jose Luis Lopez-Sendon, M.D_, Prem Pais, M.D_, Alexander
Parkhomenko, M.D., Freek W.A. Verheugt, M.D_, Ph.D_, Jun Zhu, M.D., and Lars Wallentin, M.D., Ph.D. for the

ARISTOTLE Committees and Investigators [tion

N Engl J Med 2011; 365:981-992 | September 15, 2011 | DOI: 10.1056/NEJMoa1107039
,MD.,

Werner Hacke, M.D., Ph.D., Glunter Breithardt, M.D., Jonathan L. Halperin, M.D., Graeme J. Hankey, M.D_, Jonathan P.
Piccini, M.D., Richard C. Becker, M.D., Christopher C. Nessel, M.D_, John F. Paolini, M.D_, Ph.D., Scott D. Berkowitz,
M.D., Keith AA. Fox, M.B., Ch.B., Robert M. Califf, M.D_, and the ROCKET AF Steenng Committee for the ROCKET AF
Investigators

Dﬁbl; N Engl J Med 2011; 365:883-891 | September 8, 2011 | DOI: 10.1056/NEJMoa1009638

Stuart J. Connolly, M.D_, Michael D. Ezekowitz, M.B_, Ch.B_, D_Phil_, Salim Yusuf, F. R.C_P.C., D_Phil_, John Eikelboom,
M.D_, Jonas Oldgren, M.D_, Ph.D._, Amit Parekh, M_.D_, Janice Pogue, M.Sc_, Paul A. Reilly, Ph.D_, Ellison Themeles, B.A_,
Jeanne Varrone, M.D_, Susan Wang, Ph.D., Marco Alings, M.D_, Ph.D_, Denis Xavier, M.D_, Jun Zhu, M.D_, Rafael Diaz,
M.D_, Basil 5. Lewis, M.D_, Harald Darius, M.D._, Hans-Christoph Diener, M.D_, Ph.D_, Campbell D. Joyner, M.D_, Lars
Wallentin, M.D_, Ph.D., and the RE-LY Steering Committee and Investigators

N Engl J Med 2009; 361:1139-1151 | September 17, 2009 | DOI: 10.1056/NEJMoa0905561



AF’de YOAK’lar ile Yapilan Caligmalar

HASTA SAYISI
YAS
[LAC

KONTROL

Ot TTR
ORT.CHADS2?

RELY
18.113
71
Dabigatran 150 2x1
Dabigatran 110 2x1
Warfarin 2-3
%67
2,1

ARISTOTLE

70

Apixaban 5 2x1
Warfarin 2-3
%66
2,1

ROCKET-AF

73

Rivaroxaban 20 1x1
Warfarin 2-3
%57,8
3,5




Dislama Kriterleri — Valviiler AF

Protez Kapak, Hemodinamik Anlamli Kapak Hastaligi

Protez Kapak, Orta- Ciddi MD

Protez Kapak, Romatizmal Kapak Hastaligi



Primer Sonlanim Sonuglart (Inme,Sistemik
Emboli)

ARISTOTLE

ROCKET-AF

Dabigatran 150
%1,1

Warfarin %1,69

Dabigatran 110
%1,53

Apixaban
%1,27

Warfarin %1,69

Warfarin %1,6

Rivaroxaban Warfarin %2,2

%1,7

Superior

RR 0.66
95% Cl1 0.53-0.82
P <0.001

Non-Inferior

Superior

HR 0.79
95% CI 0.66-0.95
P=<0.001 Non- 1

P=0.01

Non-Inferior

HR 0.79
95%0 CI 0.66-0.96
P =<0.001




Inme Sonuclari

DABI DABI RIVA APIX EDOX EDOX
150 mg 110 mg 20 mg 5mg High Low

SSE 0.66 0.91 0.79 0.79 0.79 1.07
RR (95% CI) (0.53-0.82) (0.74-1.11) (0.66-0.96) (0.66-0.95) (0.63-0.99) (0.87-1.31)

Ischemic stroke 0.76 1.11 0.94 0.92 1.00 1.41
RR (95% CI) (0.60-0.98) (0.89-1.40) (0.75-1.17) (0.74-1.13) (0.83-1.19) (1.19-1.67)

Hemorrhagic stroke 0.26 0.31 0.59 0.51 0.54 0.33
RR (95% ClI) (0.14-0.49) (0.17-0.56) (0.37-0.93) (0.35-0.75) (0.38-0.77) (0.22-0.50)

Connolly SJ, et al. N EnglJ Med. 2009;361(12):1139-1151.
Patel MR, et al. N EnglJ Med. 2011;365(10):883-891.
Granger CB, et al. N Engl J Med. 2011;365(11):981-992.
Giugliano RP, et al. N EnglJ Med. 2013;369(22):2093-2104.




Major Kanama

MAJOR KANAMA % /YIL

Dabigatran 150 Warfarin RR 0.93

93,11 % 3.36 95%5_‘ g'ii'lm

Dabigatran 110 Warfarin P=0.003
%2,71 % 3,36

ARISTOTLE Apixaban Warfarin HR 0.69

95% CI 0.60-0.8
P=<0.001

ROCKET-AF Rivaroxaban Warfarin HR 1.04
03,6 % 3.4 95% Cl1 0.90-1.20
P=0.58

%2,1 % 3,1




Intrakraniyal Kanama

INTRAKRANIYAL KANAMA

Dabigatran 150 Warfarin RR 0.40

960,32 % 0.76 95"/‘;)_C'<8'§(7)'10'6°

Dabigatran 110 Warfarin RR 0.31

960,23 % 0.76 95%{200(%' 0.56

ARISTOTLE Apixaban Warfarin HR 0.42
960,33 % 0.8 95% CI 0.30-0.58

P =<0.001

ROCKET-AF Rivaroxaban Warfarin HR 0.67
%0,5 % 0.7 959% CI1 0.47-0.93
P=0.02




Mortalite

ARISTOTLE

ROCKET-AF

Dabigatran 150

%3,64
Dabigatran 110

%3,75

Apixaban
%3,52
Rivaroxaban
%4,5

Warfarin

% 4,13
Warfarin

% 4,13
Warfarin

% 3,94
Warfarin

% 4,9



Comparison of the efficacy and safety of new oral
anticoagulants with warfarin in patients with atrial
fibrillation: a meta-analysis of randomised trials

Christian T Ruff, Robert P Giugliano, Eugene Braunwald, Elaine B Hoffman, Naveen Deenadayalu, Michael D Ezekowitz, A John Camm,
Jeffrey | Weitz, Basil S Lewis, Alexander Parkhomenko, Takeshi Yamashita, Elliott M Antman

Methods We searched Medline from Jan 1, 2009, to Nov 19, 2013, limiting searches to phase 3, randomised trials
of patients with atrial fibrillation who were randomised to receive new oral anticoagulants or warfarin, and trials
in which both efficacy and safety outcomes were reported. We did a prespecified meta-analysis of all g

Lamcet 2014; 383: 955-62

Yeni Oral antikoagiilanlarin Warfarinle karsilastirildigi bu metaanalizde;
»YOAK’lar ile tiim nedenlere bagh 6liim ve intrakranial kanamalarda

istatistiksel olarak anlamli azalma;

» Gastrointestinal kanamalarda ise artis saptamistir

e e e e L e e e e e e e e

reduction in major bleeding with new oral anticoagulants when the centre-based time in therapeutic range was less
than 66% than when it was 66% or more (0-69, 0-59-0-81 vs0-93, 0-76-1-13; p for interaction 0-022). Low-dose new
oral anticoagulant regimens showed similar overall reductions in stroke or systemic embolic events to warfarin (1-03,
0.84-1.27; p=0-74), and a more favourable bleeding profile (0.65, 0.43-1.00; p=0.05), but significantly more
ischaemic strokes (1-28, 1-02-1-60; p=0-045).




Gastrointestinal Kanama Sonuglari

DABI DABI RIVA APIX EDOX EDOX
150 mg 110 mg 20 mg 5mg High Low

Gl bleeding 1.50 1.10 1.39 0.89 1.23 0.67
RR(95%Cl)  (1.19-1.89)  (0.86-1.41)  (1.19-1.61) (0.70-1.15) (1.02-1.50) (0.53-0.83)

Connolly SJ, et al. N EnglJ Med. 2009;361(12):1139-1151.
Patel MR, et al. N EnglJ Med. 2011;365(10):883-891.
Granger CB, et al. N Engl ) Med. 2011;365(11):981-992.
Giugliano RP, et al. N EnglJ Med. 2013;369(22):2093-2104.




European Heart Journal E SC G UIDELINE S

doik10.1093/eurheartyehs253

2012 focused update of the ESC Guidelines

OAK endikasvonu olan ancak warfarnn(INR=2-3) kullanamayan olgularda;

Dabigafran veya

Apiksaban veya
Rivaroksaban

OAK endike oldugunda, olgulann cogunda warfarin(INR=2-3) yerine

Dabigatran veya

Apiksaban veya
Rivaroksaban

Dastunulmelidir

Dabigatran kullanilacak olursa, clgulann ¢cogunda 150 mg BD dozu dustntlmeli; 110 mg BD
dozu asadidaki durumlarda onerilmelidir

Yas = 80

llac etkilesimi (verapamil gibi)

HASBLED skoru = 3

Kreatinin klirensi 30-49 mL/dak

Rivaroksaban kullanilacak olursa, clgulann cogunda 20 mg OD dozu dastnalmeli; 15 mg OD
dozu asadidaki durumlarda onernlmelidir

HASBLED skoru = 3

Kreatinin klirensi 30-49 mL/dak

Yeni oral antikoaadlan kullanilan olgularda bébrek fonksiyonlan baslangicta ve izlemde yilda
bir kreatinin klirensi hesaplanarak degerlendirilmelidir. Baslangicta oria derecede bébrek
fonksiyon bozuklugu olanlarda takipte yilda 2-3 deferlendirme onerilir

Kreatinin klirensi 30 mL/dak altinda olanlarda yeni oral antikoaaulanlar kullanilmamahdir



January, CT et al.
2014 AHA/ACC/HRS Atrial Fibrillation Guideline

2014 AHA/ACC/HRS Guideline for the Management of Patients With
Atrial Fibrillation: Executive Summary

A Renart of the American (Calleoe aof Cardinlnov/ American Heart Ac<cnciatinn Tack

Daha 6nceden stroke yada TIA 6ykiisii olan, yada CHA2DS2-VASc Skoru > 2 olan hastalara oral
antikoagiilan(Warfarin , Apiksaban, Rivaroksaban, Dabigatran) baslanmalidir(Smnif 1,Kanit
A;;WQ‘T‘; A \

Terapotik INR diizeyi idame ettirilemiyorsa, Warfarin yerine Direk Trombin yada Faktor Xa
inhibitorleri kullanilabilir.(Siif 1,Kanit diizeyi C)

Direk Trombin yada Faktor Xa inhibitorleri baslanacak ise, baslanmadan 6nce, klinik endikasyonlar
dahilinde ve yillik olarak renal fonksiyonlar takip edilmelidir.(Sinif 1,Kanit diizeyi B)

End-stage bobrek yetersizliginde (Kr. K1 <15 ml/dk) ise Warfarin tercih edilmelidir.(Smif 2a,Kanit
diizeyi B)

Orta-ciddi bobrek yetersizligi olup, CHA2DS2-VASc Skoru > 2 olan hastalarda Direk Trombin
yada Faktor Xa inhibitorlerinin doz azaltilmasi yapilmalidir (Sinif 2b,Kanit diizeyi C)




Kardiyoversiyon - YOAK

Oneriler Sinif Seviye

AF'nin >48 saatten uzun slirdigi ya da AF'nin stiresinin bilinmedigi
hastalarda, OAK tedavi (6rnek, INR 2—3 arasinda olacak sekilde VKA,
dabigatran, apiksaban, rivaroksaban) elektriksel ya da farmakolojik
(oral ya da i.v.) kardiyoversiyondan >3 hafta 6nceden baslamak lizere
kardiyoversiyondan >4 hafta sonrasina kadar 6nerilmektedir

Inme acisindan risk faktérleri olan ya da AF'si tekrarlayan hastalarda
OAK tedavi (INR 2-3 arasinda olacak sekilde VKA ya da yeni OAK),
kardiyoversiyon sonrasi sinlis ritmi olmasindan bagimsiz olarak omiir
boyu 6nerilmektedir

e

American
Heart

Associations



- Stroke T

American American
Heart | Stroke

Assocamtion Associatior.

Guidelines for the Preventon of Stroke in Patents With Stroke and Transient Ischemic
Artack: A Guideline for Healthcare Professionals From the American Heart

Association/American Stroke Association
Walter N. KEernan,. Bruce Ovbiagele, Henry R Black, Dawn M. Bravata, Marc I. Clhumowitz,
Michael D. Ezekowitz, I'-.-I'!If""-l.:l.'El' C. Fang. Marc Fisher, Karen L. Funie, Donald V. Heck, 5.
Claiborne (Clay) Johnston, Scott E. L.I!.‘--ﬂt’.'r Steven J. Kittner, Pamela H. Mitchell, MMichael W
Rich. DeJuran Richardson. Lee H Schwamm and John A Wilson

2. published online Mav 1. 2014;
Stroke 15 pubhished by c s moe g ' Avenoe, Dallas, T 75231
i 1:-"-11:1=r]:1'r E' 2014 -..m-:n- an Heart Assoc 1:-|1:|.1:-J:|_ I.n... Al nghts reserved.

Prnot ISSH: 039-2499 Online ISS5M- 1524- 4.-.11




e i

American American
Heart Stroke

Association Association.

Persistan ya da paroksismal AF’de rekiirren inmenin énlenmesinde ;
WARFARIN

APIXABAN

DABIGATRAN

RIVAROKSABAN

Paroksismal yada persistan AF olan ve inme 6ykiisii olup, VKA kullananlarda hedef
INR 2,5 olmalidir (2,0-3,0 araliginda)

AKS yada PTCA 6ykiisii olmayan hastalarda VKA ya da YOAK tedavisine ek
olarak antiplatelet ajan eklenmesi 6nerilememektedir

Iskemik inme yada TIA 6ykiisii olup AF’si olan hastalarda VKA yada YOAK
kullanim kontrendikasyonu var ise yanlizca ASA onerilmektedir

ASA tedavisine klopidogrel eklenmesi diistiniilebilir




KBH Olan Hastalarda OAK Doz Semasi

Renal Warfarin Dabigatran Rivaroksaban | Apiksaban
Fonksiyon

Normal/hafif
KBH

Orta KBH

Ciddi KBH

Son donem KBY
(diyaliz -)

Son donem KBY
(diyaliz +)

INR 2,0-3,0 arasinda
olacak sekilde

INR 2,0-3,0 arasinda
olacak sekilde

INR 2,0-3,0 arasinda
olacak sekilde

INR 2,0-3,0 arasinda
olacak sekilde

INR 2,0-3,0 arasinda
olacak sekilde

150 mg BID
CrCI>50 ml/dk

150 mg yada 75
mg BID

CrCl 30-50
ml/dk

75 mg BID (CtCl
15-30 ml/dk)

Onerilmemekte

CrCl <15 ml/dk

Onerilmemekte

CrCl <15 ml/dk

20 mg QD
CrCl >50ml/dk

15 mg QD
CrCl 30-50
ml/dk

15 mg QD
CrCl 15-30
ml/dk

Onerilmemekte

CrCl <15 ml/dk

Onerilmemekte

CrCl <15 ml/dk

5 yada 2,5 mg
BID

5 yada 2,5 mg
BID

Onerilmemekte

Onerilmemekte

Onerilmemekte

- American

Heart
Association.




Common Questions iIn
Anticoagulation Management
in Atrial Fibrillation

o]

Pilar Gallego, mMD, PhD™7,
Gregory ¥ . H. Lip, mD= =

“Vanessa Roldan, MDD, PhDS,

Card Electrophysicol Clim 6 (2014) 7/9O—86
http/'dx.doi.org/ 1T0.1016/j.ccep.2013.10.005
187 7-9182/124/S — see Ffromt miatter ©& 2014 Elsewvier Inc. All rights reserved.

50 mL/min 30 mL/min 15 mL/min

Dose according to INR

<€ >€ > € >€ >
DABIGATRAN 150 mg bid 110 mg bid 75 mg bid* Not approved

><€ >

APIXABAN <€ > Not approved
2.5 mg bid if risk factors

<€ >€ >€— ->
RIVAROXABAN 20 mg OD 15 mg OD Not approved

Fig. 1. Dose reduction according to renal function. bid, twice daily; OD, once daily. * Approved in the United
States, not in Europe.




YOAK’lar Neler Kazandirdi?

En az Warfarin kadar etkili

Terapotik pencereler1 genis

Kisiler arasi degiskenlikleri diisiik
Besin ve 1lag¢ etkilesimler1 diistik
Diizenli monitorizasyon thtiyaglart yok
Etki baslangici hizli

Y arilanma omurleri kisa



Tartismal1 Konular

Antidotlar ?

Antikoagiilan etkilerinin izlenmesi i¢in valide edilmis test?
Uzun stireli glivenlik ?

[lac etkilesimi diisiik ?

Yasli ve kiigiik hastalar?

Cerrahi?

AKS?



Tartismal1 Konular

Antidotlar: ?

Antikoagiilan etkilerinin izlenmesi 1¢in valide edilmis test?
Uzun siirel1 giivenlik ?

[lac etkilesimi diisiik ?

Yash ve kiiclik hastalar?

Cerrahi?

AKS?



L

Circulation "9

Learn and Live..

JOURMNAL OF THE AMERICAN HEART ASSOCIATION

Reversal of Rivaroxaban and Dabigatran by Prothrombin Complex Concentrate
: A Randomized, Placebo-Contr u]]ed Crossover Study in Healthy Subjects
Elise S. Eerenberg, Pieter W. Kamphuisen, Meertien K. Huphem Joost C. P&eueru
Harry K. Buller and Marcel Lewi

COFACT (Prothrombin Complex Concentrate)
1. Non-aktive PCC
2. Faktor 11, VII, IX, X
3. Protein C, S, ATIII
4. 50 IU PCC/kg doz

Eerenberg E, et al Circulation 2011;124:1573-1579



> Bilinen antidotlar1 yok

> Kilavuzlar destekleyici tedavi onermekte

YOAK’larin yar1 dmri rolatif kisa

> Dabigatran;

Renal eksresyon
Teorik olarak diyaliz edilebilir

Kanita dayali veri yok



> Apiksaban ve rivaroksaban;

Plazma proteinlerine baglandigindan diyaliz edilemezler

Protrombin kompleks konsantresi (Beriplex, Octaplex vs.) teorik olarak

kullanilabilir

Klinik data kisitl



Dabigatran ve Rivaroksaban Kullanan Hastalarda
Non-aktive PCC etkisi

Endogenous Thrombin Potential
Rivaroxaban
B PCC @®Placebo

Percentages (

80
60
40
20

0

Rivaroxaban 20 mg PCC or placebo
twice a day for 2.5 days  infusion

EerenbergES, et al. Circulation. 2011;124(14):1573-1579.

v'Dabigatran tizerine etkisi
konfirme edilememis

v'1 doz PCC kullanimina
bagl olabilir




Anti-Dabigatran Antibody Fragmani
(Fab)

Diluted ThrombinTime

70 - —O— DE + placebo (n=9)

~@— DE + 1g Fab (day 4) (n=9) .

65 - —A— DE + 2 g Fab (day 4) (n=9) v'Fab infiizyonundan 5 dk.
—@— DE + 4 g Fab (day 4) (n=8)

60 - - Normal upper reference limit (n=86)
e Mesh hasaling [ne86} sonra pihtilasma zamani

i Placebo N=145 normale donmiis

ash|
wXl [T | N v'4 gr Fab ile tiim hastalarda,

z
Y]
£
=
=
£
E
-
3
=
a

sl SRR S 2 gr Fab ile 9 hastanin 7 sinde
e b =

A S — Dabigtran etkisi geriye

| B
-2 0 2 4 6 81012 24 36 48 60 72

Time After End of Infusion (h) cevrilebilmis

“Normal upper reference limit” refersto (mean+2*SD) of 86
predose measurements from a total of 51 subjects.

Glund S, et al. AHA 2013. Abstract 17765.




Andexanet Alfa - Apiksaban

> Andexanet alfa, faktor Xa gibi davranarak, faktor Xa
inhibitorlerini baglar

> 420 mg bolus andexanet alfa sonrasi, anti-faktor Xa diizeyi
olciilerek apixaban etkinliginin >%95 azaldig1 gozlenmis

> 2 saat infiizyon sonrasi apiksaban etkinliginin yaklasik %91
azaldig1 ve bunun idame ettigi saptanmis (p <,0001)

Crowther M, et al. ISTH 2013. Abstract 20.1.




OAK Tedavisi Sirasinda Kanama

Yasamu tehdit eden

Hafif kanama Orta ila siddetli kanama I -
anama
Bir §0{11:aki dozu . * Semptomatik tedavi « rFVlla veya PCC*
geciktirin veya tedaviyi « Mekanik kompresyon FEIBA
uygun bir gekilde L. .
sonlandirin * Cerrahi girigim * Aktif karbon

kkk
* Sivi replasmani ve filtrasyonu™" (<Zsaat)

hemodinamik destek
* Kan ve kan urunleri
transfiizyonu

* Oral aktif karbon™"
* Hemodiyaliz (dabigatran)

Oliimciil kanama, semptomatik intrakraniyal kanama, hemoglobin degerinde en az 5 g/dL azalmaya yol agan kanama, en az 4 {inite tam kan veya
kan trlnleri transfizyonuna neden olan, intravenéz inotropik ajanlarin kullanilmasini gerektirecek kadar hipotansiyona yol agcan kanama, cerrahi
girisime ihtiya¢ duyalan kanama
“PCC = protrombin kompleks konsantresi; tFVIIa = rekombinant Faktor VIIa, FEIBA: factor eight inhibitor bypass activity

ook

Klinik deneyim olmayan teorik yaklasim.
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Antidotlar: ?

Antikoagiilan etkilerinin izlenmesi icin valide edilmis test?
Uzun siirel1 giivenlik ?

[lac etkilesimi diisiik ?

Yash ve kiiclik hastalar?

Cerrahi?

AKS?



> aPTT ve Trombin zamani hastanin dabigatran kullandigin1 anlamamiza

yardimci olabilir

> PT hastanin Rivaroksaban ve apiksaban kullandig1 hakkinda bilgi verebilir

YOAK’LARIN ANTIKOAGULAN ETKILERININ iZLENMESI

Dabigatran Rivaroksaban yada
Apiksaban

Uzamis Uzamis (curvilineer, | Uzamus (curvilineer,

doz bagimli) doz bagimlr)

PT yada INR Uzamus (lineer iliski) Duyarsiz Uzamus (lineer, doz
bagimlr)

1 Van Ryn ef ai (2010) Thromb Maemost 103 111627

d Hewlbuchal af al (AN1) Furopace 15 G2
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REVIEW ARTICLE

ONLINE FIRST

Dabigatran Association With Higher Risk
of Acute Coronary Events

Meta-analysis of Noninferiority Randomized Controlled Trials
Ken Uchino, MD; Adrian V. Hernandez, MD, PhD

Dabigatran kontrol grubu ile karsilastirilmis
(warfarin, enoksaparin, plasebo)

1. Ml yada AKS riskinde artis 0.27%
2. M1 yada AKS rolatif riskinde artis 33%

ol Science lor randomized controlled trials ol dabiga-
tran that reported on MI or ACS as secondary out-
comes. The fixed-effects Mantel-Haenszel (M-H) test was
used to evaluate the effect of dabigatran on MI or ACS.
We expressed the associations as odds ratios (ORs) and
their 95% Cls.

Results: Seven trials were selected (N=30514), includ-
ing 2 studies of stroke prophylaxis in atrial fibrillation,
1 in acute venous thromboembolism, 1 in ACS, and 3 of
short-term prophylaxis of deep venous thrombosis. Con-
trol arms included warfarin, enoxaparin, or placebo ad-

R S S —.
consistent using different methods and measures of as-
sociation.

Conclusions: Dabigatran is associated with an in-
creased risk of MI or ACS in a broad spectrum of pa-
tients when tested against different controls. Clinicians
should consider the potential of these serious harmful
cardiovascular effects with use of dabigatran.

Arch Intern Med.
Published online January 9, 2012.
doi:10.1001/archinternmed.2011.1666

Uchino K, et al Arch Intern Med 2012;172:397-402



Myocardial
infarction
RR (95% Cl)

DABI
150 mg

1.38
(1.00-1.91)

AKS Sonuglari

DABI
110 mg

1.35
(0.98-1.87)

RIVA APIX EDOX EDOX
20 mg 5mg High Low

0.81 0.88 0.94 1.19
(0.63-1.06) (0.66-1.17) (0.74-1.19) (0.95-1.49)

Connolly SJ, et al. N EnglJ Med. 2009;361(12):1139-1151.
Patel MR, et al. N EnglJ Med. 2011;365(10):883-891.
Granger CB, et al. N Engl ) Med. 2011;365(11);981-992.
Giugliano RP, et al. N EnglJ Med. 2013;369(22):2093-2104.
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> P-glikoprotein inh (ketakonazol, verapamil, amiodarone,
Kinidin, klaritromisin) plasma konsantrayonlarini artirir

> P-glikoprotein stm (fenitoin, karbamazepin, rifampin) plasma
konsantrayonlarini azaltir

> Verapamil dabigatran diizeyini %180¢ kadar arttirabilir

» Dronedaron ve azol antifungallerin dabigatran ile beraber kullanimi
kontrendike

> Rivaroksaban ve apiksaban CYP 3A4 substrati

» Azol antifungaller ve proteaz inhibitorleri ile beraber kullanimlari
kontrendike
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> YOAK’larin eliminasyonu yasli hastalarda, ozellikle >80 yas
yavaslar
Dabigatran 110 mg
Apiksaban 2,5 mg
Rivaroksaban — doz degisimi yok

> 60 kg altindaki hastalarda plazma seviyeleri daha yiiksek
seyreder
Dabigatran — doz degisimi yok ama <50 kg yakin takip
Apiksaban 2,5 mg
Rivaroksaban — doz degisimi yok
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ELEKTIF CERRAHI ONCESI YOAK NE ZAMAN KESILMELI

Diisiik Kanama Riskli Cerrahi  Yiiksek Kanama Riskli Cerrahi

Kreatinin klirensi Dabigatran Apiksaban Dabigatran Apiksaban
yada yada
Rivaroksaban Rivaroksaban

>80 ml/dk 24 saat 24 saat 48 saat 36 saat
50-80 ml/dk 36 saat 72 saat

30-50 ml/dk 48 saat 48 saat 96 saat 48 saat
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AKS



‘I have tremor cordis on me: My heart dances; But not for joy; not joy”.
William Shakespeare, Winter's Tale Act 1, Scene 2.

TESEKKURLER...



