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Non-Valviiler AF icin NOAK ilaglar

Mekanizma Oral direkt trombin inhibitari Oral direkt fakttr Xa inhibittril | Oral direkt fakttr Xa inhibittri
Biyoyararianim, % 6 60-80 50

Pl oo | s ;

fan tmiir, saat 12-17 5-13 214

Atlim %80 bubreklerle 2/3 karaciger, /3 btbreklerle | %25 bbbreklerle, %75 fekal
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Non-Valviiler AF icin NOAK ilaglar

Calisma tasarmm Randomize, agik etiketli Randomize, gift kor Randomize, ¢ift kar

Hasta sayisi 18111 14 264 18 201

lzlem soresi, yil 1 1.9 1.8

Randomize gruplar Uazu ayarfanmis variarine kargi Dozu ayarlanmig varfarine Dozu ayarlanmis varfarine kars:
dabigatranin kor dozlan karg! rivaroksaban 20 mg o.d. | apiksaban 5 mg b.i.d.

Yag, yil 71.528.7 (orctSD) 73 (65-78) [medyan I8 70 (63-76) [medyan

(ceyrekler arasi aralik)] (ceyrekler aras: arahk)]
Erkek cinsiyet, % 63.6 61.3 64.5
CHADS, (ortalama) 11 35 11




Non-Valviler AF ic

in NOAK ilaclar

Dabigatran (RELY)™" mﬂl Apiksaban (ARISTOTLE)4

Varfarin  [Dabigatran 150 | Dabigatran | 10 | Varfarin | Rivaroksaban Varfarin | Apiksaban
(n=6022) |(n=6076&) (n=6015) (n=7133) | (n=T7131) (n=9081) | (n=9120)
(RR, %95 CI;  [(RR, %%5 CI; (HR., %95 CI; (HR, %95 CI;
P degeri) P degeri) P degeri) P degeri)
Inme/sistemik emboli | 1.69 111 (0.66, 1.53 (0.2, 14 2.1 (0.88, 0.75- |6 |.27 (0.79, 0.66-0.95;
0.53-0.82; 074-1.11; 1.03; Egdegerlik Esdegerlik icin P<0.001,
ustinlik icin | Esdegerlik igin P icin P degeri tscinlak icin P=0.01
P<0.001) degeri <0.001) <0.001, ostinlak
icin P=0.12) (ITT)
Iskemik inme |.2 0.92 (076, 1.34 (L.11, 1.42 1.34 (0.94; .05 0.97 (0.92,
0.60-0.98; 0.89-1.40; 0.75-1.17; 074-1.13;
P=0.03) P=0.35) P=0.581) P=0.42)
Hemorajik inme 0.38 0.10 (0.28, 0.12 (0.31, 0.44 0.26 (0.59; 0.47 0.24 (0.51,
0.14-0.4%; 0.17-0.56; 0.37-0.93; 0.350.75;
P<0.001) P<0.001) P=0.024) P<0.001)
Major kanama 3.36 3.11 (0.93, 171 (0.80, 34 3.6 3.09 .13 (0.69,
0.81-1.07; 0.69-0.93; (P=0.58) 0.60-0.80;
P=0.31) P=0.003) P<0.001)
Intrakranyal kanama 0.74 0.30 (0.40, 0.23 (0.31, 0.7 0.5 (0.67; 0.80 0.33 (0.42,
0.27-0.60; 0.20-047; 0.47-0.93; 0.30-0.58;
P<0.001) P<0.001) P=0.02) P<=0.001)
Ekstrakramyal kamama |2.67 1.84 (1.07, 251 (0.94, - — - —
0.92-1.25; 0.80-1.10;
P=0.38) P=0.45)




Non-Valviiler AF icin NOAK ilaglar

L £

Gastroentestinal 1.02 .51 (1.50, .12 (1.10, 2.2 3.2 (P <0.001) 0.86 076 (0.89, 0.70-1.15;
kamama [.19-1.89; 0.86-1.41; P=0.37)
P<=0.001) P=0.43)
Miyokart enfarktust 0.64 081 (1.27, 0.82 (1.29, [.1 0.9 (0.81; 0.6l 0.53 (0.88, 0.656-1.17;
094-171; 096-1.75; 0.63-1.06; P=0.37)
P=0.12) P=0.09) P=0.12)
Herhangi bir nedenle 413 3.64 (0.88, 375 (0.91, 2.2 1.9 (0.85; 0.70- 3.94 3.52 (0.89, 0.80-0.99;
slom 0.77-1.00; 0.80-1.03; 1.02; P=0.047)
P=0.051) P=0.13) P=0.07)
klem sonunda 10.2 |5.5 14.5 222 23.7 275 253
devam etmeme %
Devam etmeme Ll 78 7.3 1.7 125 153 14.1

% [yl




Olgu 1

Hasta: Cemile hanim

Aigise) gl

Cinsiyet Bayan Tibbi hikaye  « Romatizmal kapak
Yas 74y hastaligi
Agirlik 71 kg . Carpln.tl ve nefgs.darhgl
nedeniyle 6 ay icinde 3 kez
Kan Basinci 118/78 mmHg hastaneye yatiriimis.
* Coumadin baslanmis. 1
Kalp Hizi 120 bpm, dizensiz kez géz[jnde kanama
Bobrek olmasi nedeniyle ilaca ara
fonksiyonu Bozulmamis verilmis. Tekrar baslanmis
« Ev hanimi ancak INR takibi
Kisisel * Aile tiyeleri hareket yaptiramiyor.
? etmesine yardimci * YOAK 6nerilmis
oluyorlar ilaglar *  Furosemid

e Digoksin
* Warfarin + ASA



Olgu 1

Hasta: Cemile hanim

Basvuru ve Bulgular

* Rahatsiz edici carpinti ataklari ve nefes darligi
* EKG: AF—130-140/dk

* EKO: Sol atriyum dilate (4.6x4.8cm), EF %50, Mitral kapaklar
fibrotik, acihmi iyi, 3.derece MY...

— Kapak hastaligi 6ykiisii olan AF olgusu



Antikoagulan secimi

Non-valvuler AF Valviler AF*

Evet

<65 yil & yalin AE (kadin dahil) l
¢ Hayir
[ Inme riskini'degerlendir, (CHA,DS,-VASc skoru) l VKA
y b3 .
_T *Romatizmal valvuler
: y [_l_] hastaliklar ve protez
kapaklari icerir
OAK tedavisi ]
| |
| | | |
Kanama riskini'degerlendir. (HAS-BLED skoru)
A Hasta degerlerini ve onceliklerini goz onunde bulundur:

¥

ooy
tedavi yok [ NOAK ]

AF: atriyal fibrilasyon; OAC: oral antikoagilant; VKA: vitamin K Renk: CHA,DS,-VASc; yesil = 0; mavi = 1; kirmizi > 2
antagonisti; YOAK: yeni oral antikoagilan

cizgi; devamli = en iyi secenek; kesik = alternatif secenek

Camm et al. Europace 2012;14:1385-1413.



REVIEW
How to define valvular atrial fibrillation? @mm

Comment définir la fibrillation atriale valvulaire ?

Laurent Fauchier*, Raphael Philippart,
Nicolas Clementy, Thierry Bourguignon,
Denis Angoulvant, Fabrice Ivanes,
Dominique Babuty, Anne Bernard

Table 1 Exclusion criteria related to valve disease in phase Il and Il trials with the new anticoagulants in atrial
fibrillation.

Study drug Study acromym) name Year of publication Atrial fibrillation exclusion oriteria
related to valve disease

Apixaban AVYERROES [5,7] 2011 Valvular disease requiring surgery,
prosthetic mechamical heart valve

Apixaban ARISTOTLE [11,14] 20mM Climically significant (moderate or

severs ) mitral stenosis, prosthetic
mechanical heart valve

Apixaban ARISTOTLE-J [15] 2011 Valvular heart disease

Betrixaban EXPLORE-Xa [4] 2013 Prosthetic mechanical heart valve
Dabigatran PETRO [9] 2007 Mitral stenosis, prosthetic valves
Dabigatran RE-LY [6,8] 2009 History of heart valve disorder (including

hasmodynamically relevant valve disease
and prosthetic valve)

Edoxaban Edoxaban phase Il study [19] 2012 Comorbid rheumatic valvular disease,
history of valvular surgery, infective
endocarditis

Edoxaban EMGAGE-AF-TIMI 48 [10,18] 2013 Moderate or severe mitral stenosis,
unresected atrial myxoma, mechanical
heart valve

Rivaroxaban ROCKET-AF [17] 2011 Hasmodynamically significant mitral
valve stenosis, prosthetic heart valve

Rivarcxaban J-ROCKET-AF [13] 2012 Haemodymamically significant mitral
valve stenosis, prosthetic heart valve

Ximelagatran SPORTIF Wl [1Z,16] 2003 Mitral stenosis, previous valvular heart
surgery, active infective endocarditis

Ximelagatran SPORTIF ¥ [3,12] 2005 Mitral stenosis, previous valvular heart

surgery, active infective endocarditis




Intern Emerg Med (2015) 10:21-24
DOL 10.1007/411739-014-1181-5

IM - REVIEW

Novel oral anticoagulants and valvular atrial fibrillation: are they
always contraindicated?

Giuseppe Di Pasquale - Silvia Zagnoni -
Letizia Riva

Intern Emerg Med (2015) 10:21-24 23

Table 2 Type of valvular Trial VHD patients (%) Type of VHD

disease among patients enrolled

in NOAC:s trials RE-LY [12] 3.950 (21 %) MR 3.101 (17.1 %)°
AR 817 (4.5 %)
AS 471 (2.6 %)
TR 1.179 (6.5 %)
MS (Mild) 193 (1.1 %)

ROCKET-AF [13] 1.992 (14 %)* MR 1.756 (89.6 %)°

AR 486 (24.8 %)
AS 215 (11 %)
Other 11 (0.6 %)

MR mitral regurgitation, MS

mitral stenosis, AR aortic

regurgitation, AS aortic stenosis,

TR tricuspid regurgitation ARISTOTLE [15] 4.808 (264 %)°
* Patients with single VHD or

combination of VHD

® Percentage of overall
populaton

© Percentage among patients
with VHD ENGAGE AF [16] N/A

Prior cardiac procedure: 106 (5.3 %)
Valvuloplasty: 64 (60.4 %)

Other: 42 (39.6 %)
MR

AR

AS

TR

MS

N/A

3.526
887
384
2124
131
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Apixaban Compared with Warfarin in Patients With Atrial Fibrillation and Valvular Heart
Disease: Findings From the ARISTOTLE Trial
Alvaro Avezum, Renato D. Lopes, Phillip J. Schulte, Femando Lanas, Bemard J. Gersh, Michael
Hanna, Prem Pais, Cetin Erol, Rafael Diaz, M. Cecilia Bahit, Jozef Bartunek, Raffacle De Caterina,
Shinya Goto, Witold Ruzyllo, hm Zhu, Christopher B. Granger and John H. Alexander

Circulation. published online Tune 23, 2015;
Circulation is published by the American Heart Association, 7272 Greenville Avenue, Dallas, TX 75231
Copyright © 2015 American Heart Association, Inc. All rights reserved.
Prnt ISSK: 0009-7322. Online ISSN; 152443539

Table 1. Types of valvular heart disease.

Overall Apixaban Warfarin
Any VHD* N=4808 % N=2438 % N=23T70 % P value
Any mitral valve disease 3578 74.4% 1801 73.9 1777 75.0 0.38
Mitral regurgitation 3526 73.3% 1778 72.9 1748 73.8 0.52
Mitral stenosis 131 2.7% 69 2.8 62 2.6 0.65
Any aortic valve disease 1150 23.9% 604 24.8 546 23.0 0.16
Aortic regurgitation 887 18.4% 462 19.0 425 17.9 0.36
Aortic stenosis 384 8.0% 208 8.5 176 7.4 0.16
Tricuspid regurgitation 2124 44.2% 1082 44.4 1042 44.0 0.77
Prior valve surgery 251 5.2% 132 5.4 119 5.0 0.54

*Patients may have more than one type of valvular heart disease.
VHD indicates valvular heart disease.




Apixaban Compared with Warfarin in Patients With Atrial Fibrillation and Valvular Heart
Disease: Findings From the ARISTOTLE Trial
Alvaro Avezum, Renato D. Lopes, Pullip J. Schulte, Femando Lanas, Bemard J. Gersh, Michael
Hanna, Prem Pais, Cetin Erol, Rafael Diaz, M. Cecilia Bahit, Jozef Bartunek, Raffaele De Caterina,
Shinya Goto, Witold Ruzyllo, Jun Zhu, Chnistopher B. Granger and John H. Alexander

Circulation. published online June 23, 2015;
Circulation is published by the American Heart Association, 7272 Greenville Avenune, Dallas, TX 75231
Copyright © 2015 American Heart Association, Inc. Al rights reserved.
Print IS5N: 0009-7322_ Online ISSN: 1524-4539

—l- Nonvalviler kalp hastalidi (n=13389)
—@- Valviler kalp hastalidl (n=4808)

Apiksaban Varfarin

%/yil oranlari (olay sayilart) HR (%95 GA) p*
inme veya sistemik 1.20 (148) 1.43 (176) —— 0.84 (0.67-1.04) 0.378
embolizm 1.46 (64) 2.08 (89) —— 0.70 (0.51-0.97)
Inme 1.12 (139) 1.33 (163) —+ 0.85 (0.68-1.06) 0.257
1.37 (60) 2.03 (87) —— 0.67 (0.48-0.94)
iskemik veya tipi 0.89 (110) 0.89 (110) R IS 1.00 (0.76-1.30) 0.294
bilinmeyen inme 1.18 (52) 1.51 (65) —® 0.78 (0.54-1.13)
Hemorajik inme 0.25 (31) 4.45 (56) —— 0.55 (0.36-0.85) 0.481
0.20 (9) 0.51 (22) 0.40 (0.18-0.87)
Herhangi bir nedenle 3.02 (381) 461 (454) B 0.84 (0.73-0.96) 0.101
Blom 495 (222) 6.88 (215) —— 1.01 (0.84-1.22)
inme/SE/ Olim 3.94 (487) 462 (568) = 0.85 (0.76-0.96) 0.247
6.04 (265) 6.26 (269) —@- 0.96 (0.81-1.14)
inme/SE/MI/OLOm 4.31 (531) 4.99 (611) . 0.86 (0.77-0.97) 0.527
6.37 (279) 6.91 (295) —@- 0.92 (0.78-1.09)
| |
0.125 1 2




Apixaban Compared with Warfarin in Patients With Atrial Fibrillation and Valvular Heart
Disease: Findings From the ARISTOTLE Trial
Alvaro Avezum, Renato D. Lopes, Phillip J. Schulte, Femando Lanas, Bemard J. Gersh, Michael
Hanna, Prem Pais, Cetin Erol, Rafael Diaz, M. Cecilia Bahit, Jozef Bartunek, Raffaele De Caterina,
Shinya Goto, Witold Ruzyllo, Jim Zhu, Chnistopher B. Granger and John H. Alexander

Circulation. published online June 23, 2015;
Circulation is published by the American Heart Association, 7272 Greenville Avenue, Dallas, TX 75231
Copyright © 2015 American Heart Association, Inc_ All rights reserved.
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-l Nonvalviler kalp hastaligi (n=13350)
—@-— Valviler kalp hastalidi (n=4778)

Aplksaban  Varfarin

HR (%95 GA) p*
% /yil oranlari (olay sayilan)
ISTH major kanama 2.01 (228) 3.07 (343) B = 0.65 (0.55-0.77) 0.228
2.49 (99) 3.14 (119) — Q@ 0.79 (0.61-1.04)
intrakranial kanama 0.37 (42) 0.78 (88) —il— 0.47 (0.33-0.68) 0.201
0.25(10) 0.88 (34) L 0.28 (0.14-0.57)
Major veya CRNM 3.78 (422) 5.89 (642) = o 0.64 (0.57-0.73) 0121
kKanama 480 (191) 6.36 (235) —@— 0.77 (0.64-093)
Herhangi kanama 17.24 (1674) 24.72 (2203) B 0.71{(0.67-0.76) 0.898
20.54 (682) 29.20 (857) - 0.72 (0.65-0.79)
| 1 1 1
0.125 0.25 0.5 1 2

ISTH, Uluslararasi Tromboz ve Hemostaz Dernedi; CRNM, klinik olarak iligkili majér olmayan.
* Valviler kalp hastalidl durumunda etkilesim ile randomize tedavi igin p degeri.




AF - Trombojenez
Kapak hastaliginin rolii ?

Trombojenez mekanizmasi ?

Virchow Ucliisii
—  Damar duvari hasari (Endotel Disf.)
— Hiperkoagilabilite (Trombosit disf.)
—  Kan akiminda staz

LA icinde yavas akim ?
—  Orta-ciddi mitral darhgi ?

Hemen her zaman romatizmal !
—  ‘Romatizmal AF’ ? Vs ‘Valviler AF’ ?

Mekanik kapak yiizeyine temas ?
—  ‘Protez kapakli AF’

“mechanical and rheumatic mitral valvular AF’ (MARM-AF)

— [De Caterina and Camm]

“Mekanik Kapakli AF”’ ve ““Mitral darlik ile AF”’

— [Breithardt and Baumgartner]
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FOCIETY O
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Non-vitamin K antagonist oral anticoagulants in
atrial fibrillation accompanying mitral stenosis:
the concept for a trial

Raffaele De Caterina'2* and A. John Camm?3

institute of Cardiology and Center of Excellence on Aging, G. d Annurzio University —Chieti-Pescara, Clo Ospedale 55. Annurziata, Via dei Vestini, 31, Chieti 66031, laly;
* (. Momasterio Foundation, Pisa, laly; and *Division of Clinical Sdences, 5t George's University of London, London, UK

Received 26 May 2015; accepted after revision 30 July 2015

Patients at thromboembolic risk with non-valvular atrial fibrillation (AF) can now be managed either with a vitamin K antagonist (VKA) or witha
fixed dose of a non-VKA oral anticoagulant (NOAC), while patients with valvular AF have been restricted to VKAs on the basis of a potentially
higher risk and different mechanism of thrombosis, and the lack of sufficient data on the efficacy of NOACs. The terms ‘non-valvular AF' and
‘valvular AF' have not been however consistently defined. "Valvular’ AF has included any valvular disorder, including valve replacement and re-
pair. In AF with rheurnatic mitral disease, observational studies strongly suggest that VKA treatment is valuable. These patients have not been
included in NOAC trials, but there is also no stringent argument to have excluded them. This is at sharp variance from patients with mechanical
valves, also excluded from the pivotal Phase lll trial comparing warfarin with NOACs, but in whom a single Phase |l trial of dabigatran etexilate
against VKA treatment was stopped prematurely because of increased rates of thromboembolism as well as increased bleeding associated with
dabigatran. Until more data are available, such patients should be therefore managed with VKAs. We here propose an open-label randomized
trial of one of the NOACSs against the best of treatment available in regions of the world in which rheumatic heart disease is still highly prevalent,
aiming at showing the superiority of the NOAC used against current standard treatment




Updated EHRA practical guide for use of the non-VEKA oral anticoagulants

146¢

Table | Valvular indications and contraindications for NOAC therapy in AF patients

Mechanical prosthetic valve

Moderate to severe mitral stenosis
(usually of rheumatic origin)
Mild to moderate other native valvular disease
Severe aortic stenosis
Bioprosthetic valve®

Mitral valve repair®

FTAV and TAVI

Hypertrophic cardiomyopathy

Eligible

v

v

Limited data.

Maost will undergo intervention

v
(except for the first 3 months post-operatively)

v
(except for the first 3—6 months post-operatively)

v
(but no prospective data; may require combination
with single or double antiplatelets: consider bleeding risk)

v
(but no prospective data)

Contra-indicated
o
o

FTAY, percutanecus trarsluminal aprtic valwloplasty; TAVL, transcatheter aortic vabve implantation.
*American guidelines do not recommend MOAC in patients with biological heart valves or after valve rlzl:a'l'_a




Antikoagulan secimi

Non-valvuler AF Valviler AF*

Evet

<65 yil & yalin AE (kadin dahil) l
¢ Hayir
[ Inme riskini'degerlendir, (CHA,DS,-VASc skoru) l VKA
y b3 .
_T *Romatizmal valvuler
: y [_l_] hastaliklar ve protez
kapaklari icerir
OAK tedavisi ]
| |
| | | |
Kanama riskini'degerlendir. (HAS-BLED skoru)
A Hasta degerlerini ve onceliklerini goz onunde bulundur:

¥

ooy
tedavi yok [ NOAK ]

AF: atriyal fibrilasyon; OAC: oral antikoagilant; VKA: vitamin K Renk: CHA,DS,-VASc; yesil = 0; mavi = 1; kirmizi > 2
antagonisti; YOAK: yeni oral antikoagilan

cizgi; devamli = en iyi secenek; kesik = alternatif secenek

Camm et al. Europace 2012;14:1385-1413.



Kadin hasta Bobrek fonksiyonlari korunmus

Agirhik: 71 kg Sol atriyum dilate
. ‘Orta-ciddi MD ve Mekanik Kapak
Kan basinci: 118/78 mmHg OLMAYAN’ AF
Kalp hizi ylksek 74 yasinda
Risk factors ‘Stroke risk per year
Congestive SCORE % RATE PER YEAR
3 +1 point
Heart Failure 0 0%
H Hypertension ~ +1 point 1 1.3%
2 2.2%
A2Age 275 +2 point 3 3.2%
- 4.0%
D Diabetes +1 point
5 6.7%
Stroke/TIA 6 9.8%
2 History ¥2 poliv.
5 I 7 9.6%
ascular
Dicaase +1 point 8 6.7%
9

15.2%
@ Age 65-74 +1 point ]
l S Sex (Female) +1 point ]

Reference: European Heart Rhythm Association. Guidelines for the management of atrial fibrillation: the Task Force for
the Management of Atrial Fibrillation of the European Society of Cardiology (ESC). Eur Heart J. 2010;31(19):2369-2429.




Kadin hasta Bobrek fonksiyonlari korunmus

Agirhk: 71 kg Sol atriyum dilate

_ ‘Orta-ciddi MD ve Mekanik Kapak OLMAYAN’
Kan basinci: 118/78 mmHg KRONIK AF
Kalp hizi yiiksek / gozde kanama / INR izlemi ? 74 yasinda

Kronik AF olmanin hi¢ etkisi yok mu ?
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Heart Rhythm Disorders

Effect of Atrial Fibrillation on Atrial
Thrombogenesis in Humans: Impact of Rate and Rhythm

Han S. Lim, MBBS, PHD,* Scott R. Willoughby, PHD,* Carlee Schultz, BHLTHSC(Hons),*
Cheryl Gan, BSC,* Muayad Alasady, MBCHB,* Dennis H. Lau, MBBS, PHD,*

Darryl P. Leong, MBBS, MPH, PHD,* Anthony G. Brooks, PHD,* Glenn D. Young, MBBS,*
Peter M. Kistler, MBBS, PHD,} Jonathan M. Kalman, MBBS, PHD,F

Matthew 1. Worthley, MBBS, PHD,* Prashanthan Sanders, MBES, PHD*

Adelatde and Melbourne, Australia

Objectives

Background

Methods

Results

Conclusions

We sought to assess the affect of atrial fibriliation (AF) on atrial thrombogenesks In humans by detarmining the
impact of rate and rhythm.

Although AF 5 known o Increase the risk of thromboembolic stroke from the left atrium (LA}, the exact mecha-
NISME remaln poony understood.

We studled 55 patients with AF who underwent catheter ablation while In sinus rhythm; 20 patients were In-
duced Into AF, 20 patlents were atrial paced at 150 beats/min, and 15 were control patients. Blood samples
were taken from the LA, right atrium, and femoral veln at baseline and at 15 min In all 3 groups. Platelet activa-
tion (P-selecting was maasured by Mow cytometry. Thrombin genaration (thromoin-antithremoin [TAT] complax),
endothellal dysfunction (asymmetric dimathylarginine [ADMA]), and platelet-derived Inflammation (soluble CD40
ligana [SCD40L)) were measured using enzymedinked Immunosoroent assay.

Piatelet activation Increased significantly In both the AF (p < 0.001) and pacing (p < 0.05) groups, but de-
creased In control patients (p < 0.001). Thrombin generation Increased specifically In the LA compared with the
periphery In both the AF (p < 0.04) and pacing (p < 0.04) groups, but decreased In control patients (p <
0.001). With AF. ADMA (p < 0.01) and SCD40L (p < 0.001) levels Increased signincantty at all sites, but wers
unchangad with pacing (ADMA, p = 0.5; sCD40L, p = 0.8) or In control patients (ADMA, p = 0.5; sCD40L,

p = 0.9).

Rapld atrial rates and AF In humans both result In Increased platelet activatlon and thrombin generation. Pro-
thrompotic activation occurs to a greater extent In the human LA comparned with systemic circulation. AF addi-
tionally Induces endothellal dystunction and Inflammation. These findings suggest that although rapld atrial
rates Increase the thromobogenic sk, AF may further potenttate this nsk. () Am Coll Cardiol 2013;61:852-60)
@ 2013 by the American College of Cardiology Foundation




Table. Studies Showing A Corralation Between AF Burden and Stroke or Systemic Embolism

Advances in Arrhythmia and Electrophysiology

Authorjyear]  Patients ir) Shudy Type AF Monitoring ~ Fabow-Uip Outcoms
Role of Atrial Fibrillation Burden in Glokzer gt =1 2 Secondary analysis of Dual-chamber FPM - Median 10 patients (3 2% developad stroke
Assessing Thromboembolic Risk (2003¢ medficenter RCT (MOST) 27 mo AHRE lasfing =5 min associated with HR of 2.79 for

death or nonfatal stroke {P=0.0011)
Peter Zimetbaum, MD; Jonathan W. Waks, MD; Ethan R. Ellis, MD; Taya V. Glotzer, MD;

’ Capucr et al 725  Prospective regisiry [Oual-chamber PFPM  Madian 14 patients (1.9%) developed a thromboambaolic event
Raod S. P . MD, MSCE .
R — {2005F [ATS00 Ragistry) 22 mo {11 ware siroka or TIA]
AF episodes lxsting =24 h associzted with adpusied HR of

4.1 for hramboembalic event (P=0.044)

AF episodes lasting between 5 min and 24 hwere not associsted
with a significant mcrezse in thromboembolic sk

Botio et al 568 Prospactive Dual-chember PFPM 1y 14 patients (2.5%) developed stroke or systemic amboism

(20095 obarvational study When patisnts were stratified into muffiple growps based on
CHADS, scors (0, 1, 2, or 23) and duration of AF epesodes over
24 b (=5 min, 5 min to 24 h, and 24 h comtinuously), ths allowed
sslection of 2 patient populstions with significantly differant
annual rates of thromboembaobic events [LB%. ws 5%
Pafsents with a high CHADS, scors and any burden of AF and
patients with 2 low CHADS,, scors and a high bunden of AF had
mcreased raies of thromboambolizm.

Circ Arrhythm Electrophysiol December 2014

Glotzer et =l 2485  Prospactive observationsl  Dual-chamber PPM Maan 1.4y Annual thrombosmbolic risk was 1.1% for patients with

(2000 study (TRENDE) or ICD no AF, 1.1% for patients with AF episodes kxsting <5.5 h
{lowy burden), and 2.1% for patients with AF spisodes kxsfing
=55 h fhigh burdeni)

Ho statistically significant difference in thromboambolic events
betwesn no AF, low burden, and high burdan groups, although
Pwalue of borderling significance in comparison between high
burden znd zero bunden (HR 220, P=0.08)

30-day cumulative AF burden 1008 h showsd a trend towsand
=ssociafion with an increasad risk of thromboembaolkzm

{HR 2.22, P=0.05)
Healey et al 2580 Primery anshysis Dual-chamber PPM Mean25y  Annual rate of thrombosmbealism 1.60% in patients with strial
{22y of RCT (ASSERT) o ICD tachyarrhythmés episodes lasting =& min campared with (. 50%

i patients with episodes <8 min (HA 1.7, P=0.05)
Longest atrial tachyarrhythmia <17.7 h—annuesl rats of

siroka or systemic embolizm was 1.2%
Longest atrial tachyarrhythmia =17.7 h—annuesl rats of
siroka or systemic embolism was 4.0%
Shammuigan at al 560  Sacondary analysis of Erveniricusr PP Median 370 11 patients [2%) had 2 thromboembolic event
202y 2““”‘““7;::““ or ICD ey AHRE =3.8 hid wers associated with HR 9.4, P=0.006 for
obsarvationa s siroks or systamic embolism compared with patients
Baoriani et zl 10016  Pooled anahyss of PPM or ICD with Madian of 95 patients (0.39%y) experienced sroke or systemic ambolism
(2014F 3 prospactive studies - airial laad 24 mo AF burden was indapendertly associsted with
FFE"”& !:;mm; thromboembolism at mutiple cutol poinks
Ra-gimr_rn AF episodes =1 hwere associzted with HR of 2.11,
P=0.008 for ischemic stroke

AF episodes =5 min were associabed with HR 1.78,
P=0.041 fior ischamic stroke
For avery hour of AF in 2 24 h period, the relstive risk
for stroke increased by 3%
PHRE indicates atrial high rate episodes; AF, strial fbrillation; HR, hezard ratio; ICD, implantable cardioverier-deftwillator, FPM, parmanent pacemaker; and RCT,
randomized comtrol frisl.




Advances in Arrhythmia and Electrophysiology

Role of Atrial Fibrillation Burden in
Assessing Thromboembolic Risk

Peter Zimetbaum, MD; Jonathan W. Waks, MD; Ethan R. Ellis, MD; Taya V. Glotzer, MD;
Rod S. Passman, MD, MSCE

Circ Arrhythm Electrophysiol December 2014 RISk ﬂf thrﬂmbﬂembﬂlic events
P =0.035
0.8% t 5.0%
I
58 Ptz E0 Pis 24Pz I 4Pis
No AF Mo AF Ke AF Il NeAF
Figure 3. Thromboembolic risk stratified by atrial fibrillation [AF] 54 Pis T6 Pis 47 Pis 7 Pi=
duration and CHADS, score. Combination of AF burden and AF AF I AF AF
CHADS, score separated the study population into 2 groups -5 mi wsmin Ml =5 i 5 mi
with significantly different thromboembolic risk (0.8% vs 5.0%). _— —— -, — _—
Columns correspond to CHADS, scores and rows correspond [—
to AF duration over the course of 1 day (none, =5 min, and 24 h 59 Pis I 113 Pis 45 Pis 6 Pis
continuous). Heprinted from Botto et al* with permission of the AF AF AF AF
publisher. Copyright ©2009, Wiley Periodicals, Inc. YT | | BT “3d b =34 I
33. Botto GL, Padelatti L, Santini M, Capucci A, Gulizia M, Zolezzi F, Favale I
5, Molon G, Ricei B, Biffi M, Russo G, Vimercati M, Corbuceci G, Boriani 0 1 1 2 =3
. Presence and duration of atrial fibrillation detected by continuwous
mionitoring: crucial implications for the risk of thromboembolic events. J CHAD SI sCorc

Cardiovase Electrophysiol. 200072024 1-248.
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Outcomes of apixaban vs. warfarin by type

and duration of atrial fibrillation: results from
the ARISTOTLE trial
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Bernard Gersh?, David Garcia?, Justin Ezekowitz®, Marco Alings®, Hongqui Yang!,
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Table 2 OQutcomes by type of atrial fibrillation

Qutcome No. of Paroxysmal AF Persistentor permanent AF Unadjusted HR ~ Unadjusted
patients Mo. of events Mo. of events (95% CI) Pevalue
(%/100 patient-years) (%/100 patient-years)

Stroke or systemic embolism 18198 51(0.98) 426 (152) 0.65 (0.48, 087) 0.003

( (
All-cause mortality 18198 149 (281) 1123 (3.90) 072 (0.61, 0.853) 0.0002
Major bleeding 18137 104 (122) 685 (168) 083 (0.68, 1.02) 0078
Composite of stroke or systemic 18198 272 (5.31) 1905 (691) 077 (0.68,087)  <0.0001
embolism, all-cause mortality,
major blreding

AF, atrial fibrillation; O, confidence intervat HR, hazard ratic.




A i B A 5]

E R FTRRY e, o PR P iR
% 008 — Fararysmal 008 — Partysma

E Sedpuinedd WRLG, O, S5% CI 0.51-0.00 -E ':J.W'IWJNHU‘H.“!I*-E“J-'.'-“'J
& 008 P=0i018 E 008 =i _"F

MNo.of  Apixaban  Warfarin HR P-value for
AF Type Patients No. of Events (%/year) (95% Cl) Interaction
Stroke or Systemic Embaolism
Paroxysmal 2786 2110.82)  30(1.14) T 0.72(0.41,1.25) 0.71
Persistent or permanent 15412 191(1.35)  235(1.69) —— 0.80(0.66, 0.97)
Major Bleeding
Paroxysmal 2776 44(1.88)  60(256) —E—<  0.73(0.49,1.08) 0.75
Persistent or permanent 15361 283(2.18)  402(3.19) - 0.68(0.59, 0.80)
All-cause Mortality
Paroxysmal 2786 73(2.79)  76(2.82) —§—099(0.72,1.37) 050
Persistent ar permanent 15412 530(3.65) 593(4.15) e 0.88(0.78, 0.99)
Net Benefit
Paroxysmal 2776 127(5.02)  145(5.58) —m—  092(072,1.06) 062
Persistent or permanent 15361 882(6.33) 1023(7.51) 5 0.83(0.76, 0.91}

|

I .
0.25 0.5 1 2

Figure | Outcomes by type of atral fibrillation and study treatment



Kadin hasta Bobrek fonksiyonlari korunmus
Agirhk: 71 kg Sol atriyum dilate

‘Orta-ciddi MD ve Mekanik Kapak

Kan basinci: 118/78 mmHg OLMAYAN’ AF

Kalp hizi yiksek / gozde kanama / INR izlemi ? 74 yasinda

consion _______lpons W, pscic | Secdepe

H - Hypertension SeOre 100 patient-
A - Abnormal renal or liver function .
(1 point each) 1or2 0 1.13
S - Stroke 1 1 1.02
B - Bleeding 1 2 1.88
- B
- Elderly (> 65 years) 1 4 8.70
5 12.5

D - Drugs or alcohol (1 point each) 1or2

Note: HAS-BLED has been validated for warfarin, but not for the new anticoagulants.

Pisters R et al. Chest 2010;138(5):1093-1100.



Kadin hasta Bobrek fonksiyonlari korunmus

Agirhk: 71 kg Sol atriyum dilate

_ ‘Orta-ciddi MD ve Mekanik Kapak OLMAYAN’
Kan basinci: 118/78 mmHg KRONIK AF
Kalp hizi yiiksek / gozde kanama / INR izlemi ? 74 yasinda

Digoksin kesildi

Metoprolol 50 mg 2x1
Aralikli Furosemid
Apiksaban 5 mg 2x1






Olgu 2

Hasta: Hasan Bey

Cinsiyet Erkek Tibbi hikaye « HT
Yas 66y * 2yl dnce 1 kez
belgelenmis AF atagi
e 7 ay Once gegici iskemik
Kan Basinci  150/100 mmHg atak. Atak sirasinda AF
saptanmamis
* Noroloji 6 ay antiagregan

Agirhk 100 kg

Kalp Hizi 80 bpm, duzenli

Bébre.k Bozulmamis tedaviyi yeterli bulmus.
fonksiyonu

N * Emekli ilaglar - ARB
Kisisel * Kendi islerini kendisi « Kalsiyum antagonisti

goruyor ASA



Olgu 2

Hasta: Hasan Bey

Basvuru ve Bulgular

* Genel kontrol icin bas vuruyor
* EKG: Sinus ritmi ve sol ventrikil hipertrofisi

 EKO: Sol atriyum 4.0cm, EF %60, Hafif MY, Sol ventrikdl
hipertrofisi, Evre 1 Diyastolik disfonksiyon

- Kriptojenik inme ?
> PAF?



Erkek hasta

Agirlik: 100 kg
Kan basinci: 150/100 mmHg

Kalp hizi normal /Ritim sinis

Sol ventrikul hipertrofisi, Sol atriyum
dilate, Normal EF

GIA 6ykiisii, Gecmis AF dykiisii
‘PAROKSISMAL AF’ ???

66 yasinda

GIA ile PAF dykusu iliskili olabilir mi ?



CONTEMPORARY REVIEW

Cryptogenic stroke: Is silent atrial fibrillation the culprit? ®

Taya V. Glotzer, MD, FACC, FHRS, Paul D. Ziegler, MS'

CrossMark

From the ~Hackensack University Medical Center, Hackensack, New Jersey, and 'Cardiac Rhythm Disease

Management Division, Medmronic Inc, Mounds View, Minnesoia.

BACKGROUND Stroke without an identifiable cause is fright-
ening to patients and their families and is frustrating for the
caring physician. Approximately 30% of patients with cardiac
implanted electronic devices have some evidence of atrial
fibrillation (AF), and much of it is silent: asymptomatic, and
previously unrecognized.

OBIECTIVE The purpose of this review is to examine "silent AF" as
a potential cause of cryptogenic stroke.

METHODS/RESULTS We begin by reviewing most of the pub-
lished literature on screening for AF with different monitoring
technologies in the setting of cryptogenic stroke. We present the
results of 2 recent large randomized trials, CRYSTAL AF and
EMBRACE, which compare standard of care monitoring in
cryptogenic stroke patients to invasive and noninvasive mon-
itoring strategies, respectively. Finally, we review the relation-
ship of silent AF to stroke in the cardiac implanted electronic
device population. Patient selection, duration of monitoring,
sensitivity and specificity of monitoring technology, patient

compliance, and several other factors affect the yield of AF
detection during monitoring.

CONCLUSION Data suggest that silent AF is identified in appros-
imately 30% of cryptogenic stroke patients and has important

therapeutic implications. Oral anticoagulation likely should be
prescribed when silent AF is detected.

KEYWORDS Atrial fibrillation; Stroke: Implantable device:
Continuous monitoring

ABBREVIATIONS AF = afrial fibrillation; AHRE = atrial high rate
episode; (OED = cardiac implantable electromc device; ECG =
electrocardiogram; HR = haszard matio; ICD = implantable
cardioverter-defibrillator; ICM = insertable cardiac monitor; MCOT =
mobile cardiac outpatent telemetry; OAC = oral anticoagulation; TEE
= transesophageal echocardiography; TIA = transient ischemic attack

(Heart Rhythm 2015;12:234-241) © 2015 Heart Rhythm Sooety. All
rnghts reserved.




CONTEMPORARY REVIEW

Cryptogenic stroke: Is silent atrial fibrillation the culprit? ®

Taya V. Glotzer, MD, FACC, FHRS, Paul D. Ziegler, Ms!

CrassMark

Table 1 AF detected by outpatient cardiac monitoring in patients with cryptogenic stroke
No. of Monitoring type and
Study (year) patients AF definition duration AF detection yield Notes
Tayal et al'® (2008) 56 Any duration  MCOT: 21 days Overall: 23%
AF <30 seconds: 18% Median time to AF
detection: 7 days
AF =30 seconds: 5% (2-19)
Elijovich et al™® (2009) 20 Not defined Event monitor: 30 days  20%
Gaillard et al™ (2010) 08 32 seconds Transtelephonic 0%
monitoring: 30 days
Bhatt et al** (2011) 62 30 seconds MCOT: 28 days Overall: 24% 93% of AF was detected
AF = 5 minutes: 9% within first 21 days
Median duration of
monitoring: 21 days
(range 2-28 days)
Hint et al* (2012) 236 5 seconds MCOT: 30 days Overall: 11%
AF <30 seconds: 4%
AF = 30 seconds: 7%
Kamel et al** (2013) 20 30 seconds MCOT: 21 days 0% Only 64% completed 21
days
Miller et al** (2013) 156 30 seconds MCOT: 30 days Overall: 17% Only 62% completed
AF <30 seconds: 12% 21 days
AF =30 seconds: 5%
EMBRALE; Gladstone 572 30 seconds Event monitor: 30 days  16.1% (45/280) event
et al*® (2014) vs 24-hour Holter monitor
3.2% (9/277) 24-hour
Holter
2.5 minutes

0.9% (28/284) event
monitor

2.5% (7/277 ) 24-hour
Holter



CONTEMPORARY REVIEW

Cryptogenic stroke: Is silent atrial fibrillation the culprit? ®

Taya V. Glotzer, MD, FACC, FHRS, Paul D. Ziegler, MS'

Table 2 AF detected by insertable cardiac monitors in patients with cryptogenic stroke

CrassMark

No. of AF detection

Study (year) patients  AF definition Monttoring duraton yield Notes

Cotter et al®™ (2013) 51 2 minutes Mean 229 (116) days 25.5% Median time from ICM implant
to first new AF episode: 48
days (range 0-154 days)

Median duration of first new AF
episode: 6 minutes (range
1= 4320 minutes)

Ritter et al®™® (2013) 60 2 minutes 1 year 16.7% Mean ime from ICM implant to
first new AF episode: 64 days
(1-556). 7-day Holter
detected AF in only 1.7%

Etgen et al™ (2013) 22 B minutes 1 year 27.3% Mean time from stroke to first
new AF episode: 5 months

Rojo-Martinez et al*™® 101 2 minutes 281 + 212 days 313.7%

(2013 )

SURPRISE™ (2014) 85 2 minutes 569 + 310 days 16.1 % Mean time from stroke to first
new AF episode 109 = 48
days

CRYSTAL AF'! (2014) 221 =30 seconds’  Minimum 6 months 8.9% at 6 months

12.4% at 12 months
3005 at 36 months




Inme ile AF ataklarinin zamansal iliskisi

» Olgularin cogunda (%73-94) tromboembolik olaydan

onceki 30 gun icinde AF yok !

» Inmenin mekanizmasi dogrudan AF’nin kendisiyle ile

iliskili olmayabilir !

» AHRE artisi olay sikhigini artiriyor !

CONTEMPORARY REVIEW
Cryptogenic stroke: Is silent atrial fibrillation the culprit? W) oo

Taya V. Glotzer, MD, FACC, FHRS, Paul D. Ziegler, MS'

Table 5 Temporal relationship of device-detected AF to thromboembolic events
No. of patients  Definition Any AF detected  AF detected only Mo AFin 30 days  Any AFin 30 days
Year Trial with TE event of AF episode before TE event after TE event before TE event before TE event
2011 TRENDS™ 40 5 minutes 20/40 (50%) 6,/40 (15%) 29/40 (73%) 11/40 (27%)
2014 ASSERT* 51 6 minutes 18/51 (35%) 8/51 (16%) 47/51 (92%) 4/51 (8%)
2014 IMPACT™ 69 36/48 atrial beats 20,69 (29%) 9/69 (13%) 65/69 (94%) 4/69 (6%)
=200 bpm

AF = atrial fibrillation: TE = thromboembolic event.



Sol ventrikul hipertrofisi, Sol atriyum

Erkek hasta dilate, Normal EF

Agirhik: 100 kg TiA 6ykiisti, Gecmis AF 6ykisi
Kan basinci: 150/100 mmHg ‘PAROKSISMAL AF’ ???
Kalp hizi normal /Ritim sinis 66 yasinda

Olguda PAF olasiligini artiran zemin var mi ?



REVIEW TOPIC OF THE WEEK

Obesity, Exercise, Obstructive Sleep ()

Crmis

Apnea, and Modifiable Atherosclerotic <
Cardiovascular Disease Risk Factors
in Atrial Fibrillation

Jared D. Miller, MD, Konstantinos N. Aronis, MD, Jonathan Chrispin, MD, Kaustubha D. Patil, MD,
Joseph E. Marine, MD, Seth S Martin, MD, MHS, Michael J. Blaha, MD, MPH, Roger S. Blumenthal, MD,
Hugh Calkins, MD

Classically, the 3 pillars of atral fibrillation (AF) management have induded anticoagulation for prevention of throm-
boembolism, rhythm control, and rate control. In both prevention and management of AF, a growing body of evidence
supports an increased role for comprehensive cardiac risk factor modification (RFM), herein defined as management of
traditional modifiable cardiac risk factors, weight loss, and exercise. In this narrative review, we summarize the evidence
demonstrating the importance of each facet of RFM in AF prevention and therapy. Additionally, we review emerging data
on the importance of weight loss and cardiovascular exercise in prevention and management of AF. () Am Coll Cardiol
2015;66:2899-906) @ 2015 by the American College of Cardiology Foundation.




Sol ventrikil hipertrofisi, Sol atriyum

Erkek hasta dilate, Normal EF

Agirlik: 100 kg TiA 6ykiisti, Gecmis AF 6ykisi
Kan basinci: 150/100 mmHg ‘PAROKSISMAL AF’ ???
Kalp hizi normal /Ritim sinis 66 yasinda

» Olguda PAF olasiligini artiran zemin var mi ?

Risk Factor Modification In Atrial Fibrillation (AF)
Atrial electroanatomic

Modifiabla: Feourrence of AF
[ ':'t'EED-'_ J AF-related symptoms
Hypertension Impaired quality of life
Hyperlipidemia
Dizbetes mellitus : _FS_tr-:-ke ;n::l -
Low cardiorespiratory fitness RF prevention e

Obstructive sleep apnea anad managesent Increased mortality

Coronary artery disease Weight loss through Increased morbadity

_ light to moderate exercise Rising health care-

Norsn l:-:lrﬁ.al:-le. (mot high-intensity exercisa) assoCiated expanses

Age and management of
Ganetics modifiable RFs

Mliller, J0. et al. 1 &m Coll Capdiol. 2005; 66(25).2B95-90G.



Antikoagulan secimi

Non-valvuler AF Valviler AF*

Evet

<65 yil & yalin AE (kadin dahil) l
¢ Hayir
[ Inme riskini'degerlendir, (CHA,DS,-VASc skoru) l VKA
y b3 .
_T *Romatizmal valvuler
: y [_l_] hastaliklar ve protez
kapaklari icerir
OAK tedavisi ]
| |
| | | |
Kanama riskini'degerlendir. (HAS-BLED skoru)
A Hasta degerlerini ve onceliklerini goz onunde bulundur:

¥

ooy
tedavi yok [ NOAK ]

AF: atriyal fibrilasyon; OAC: oral antikoagilant; VKA: vitamin K Renk: CHA,DS,-VASc; yesil = 0; mavi = 1; kirmizi > 2
antagonisti; YOAK: yeni oral antikoagilan

cizgi; devamli = en iyi secenek; kesik = alternatif secenek

Camm et al. Europace 2012;14:1385-1413.



Erkek hasta

Agirhk: 100 kg
Kan basinci: 150/100 mmHg

Kalp hizi normal /Ritim sinis

Sol ventrikil hipertrofisi, Sol atriyum
dilate, Normal EF

TiA 6ykiisti, Gecmis AF 6ykisi
‘PAROKSISMAL AF’ ???

66 yasinda

RER [Ty T e T

Y,
v

Stroke risk per year

Risk factors
e, 1o
m Hypertension +1 point
A 2Age 210 +2 point
D Diabetes +1 point
(S 2vom
e+t

@ Age 65-74 +1 point

S Sex (Female) +1 point

SCORE % RATE PER YEAR
0%
1.3%
2.2%
3.2%
4.0%
6.7%
9.8%
9.6%
6.7%
15.2%

o

© 0O N O O b WO N =

Reference: European Heart Rhythm Association. Guidelines for the management of atrial fibrillation: the Task Force for
the Management of Atrial Fibrillation of the European Society of Cardiology (ESC). Eur Heart J. 2010;31(19):2369-2429.




Sol ventrikil hipertrofisi, Sol atriyum

Erkek hasta dilate, Normal EF

Agirlik: 100 kg TiA 6ykiisti, Gecmis AF 6ykisi
Kan basinci: 150/100 mmHg ‘PAROKSISMAL AF’ ???
Kalp hizi normal /Ritim sinis 66 yasinda

Condition Points HAS-BLED Bleeds per
H - Hypertension 1 SeOi 100 patient-

A - Abnormal renal or liver function

(1 point each) 1or2 0 1.13
S - Stroke 1 1 1.02
B - Bleeding 1 2 1.88
L - Labile INRs 1 3 3.74
F - Elderly (> 65 years) 1 4 8.70

5 12.5

D - Drugs or alcohol (1 point each) 1or2

Note: HAS-BLED has been validated for warfarin, but not for the new anticoagulants.

Pisters R et al. Chest 2010;138(5):1093-1100.



Apiksaban — etkililik - risk skoruna gére

Apiksaban | varvarin Tehlike orani (%95 Cl) P degeri
Hasta sayisi %/yil (olay sayisi)
CHADS:
etkilesim: 0.4457
1 6,183 %074 (44)  %0.87 (51) i
2 6,516 %1.24 (74) %1.37 (82) —
23 5,502 %1.95 (94)  %2.80(132) —
CHA2DS2VASc
etkilesim: 0.1210
1 1,604 %0.62 (10) %0.53 (8) =
2 3,771 %0.85 (30) %67 (24)
23 12,826 %1.48 (172)  %2.03 (233) ——
HAS-BLED
etkilesim: 0.9422 -1
0-1 7,461 %0.92 (65) %1.14 (79) ——
2 6,568 %1.39 (83)  %1.81(109) -
23 4,172 %1.73 (64) %2.14 (77) —E—
Genel 18,201 %1.27 (212)  %1.60 (265) | | ; | 0.0144
0.25 0.50 1.00 2.00 4.00
<< >
Apiksaban lehine Varfarin lehine




Apiksaban — givenlik — risk skoruna gére

Tehlike orani (%95 GA)

P dederi

Hasta sayisi
CHADS:
1 6,169
2 6,492
23 5,479
CHA2DS2VASc
1 1,602
2 3,759
23 12,779
HAS-BLED
0-1 7,433
2 6,544
23 4,163
Genel 18,140

Apiksaban | varvarin
%/yil (olay sayisi)
%1.38(76)  %2.34 (126)
%2.30 (125)  %3.03 (163)
%2.88 (126)  %4.15 (173)
%0.80 (12)  %1.21(17)
%1.26 (42)  %2.48 (82)
%2.60 (273)  %3.55 (363)
%1.36 (89)  %2.16 (137)
%2.25 (123)  %3.23 (175)
%3.46 (115)  %4.70 (150)
%2.13 (327)  %3.09 (462)

Etkilesim: 0.4018

——
—a—
—
Etkilesim: 0.2059
B
—_—
-
Etkilesim: 0.7127
e
——
—fT—
- <0.001
I I I I
0.25 0.5 1.00 2.0 40
- B

Apiksaban lehine

Varfarin lehine




Apiksaban — etkililik ve gtivenlik — yasa gére

A. Birincil etkililik sonucglari: inme ve sisterni embolizm®

Altgrup ‘ Hasta sayisi Aplksaban ‘ UElREN ] Tehlike Orani (%95 GA) Em“;i;::m =
Yo/yil (olay sayisi)
Yas 0.11*
=65y 5471 51 (1.00) 44 (0.86) a
65t0 <75y 7,052 82 (1.25) 112 (1.73) —_——
275y 5,678 79 (1.56) 109 (2.19) —_—
u.;_5 n.._r.u 1.00 a.lu

— ——

Apiksaban lehine Varfarin lehine

B. Majér kanama®

Hasta sayisi Aplksaban

Etkilesim icin p

Altdrup Varfarin Tehlike Orani (%95 GA)

%/yil (olay sayisi)

Yas 0.63*
<Bb5y 5,435 56 (1.17) 72 (1.51) =
65to </5y 7,030 120 (1.99) 166 (2.82) —
275y 5,655 151 (3.33) 224 (5.19) —_—
n.;a n.'r,a 1.00 ?.::




Apiksaban - etkililik ve giivenlik — 6nceden gegirilmis inme

Apiksaban Varfarin Etkilesim icin
(N=9120) (N=9081) RIS 0GR LRS00 P degerl
%Syl (olay sayisi)
Inme / SE 0.71
Gegirilmis inme veya GIA 2.46 (73) 3.24 (98) ——
Gecirilmis inme veya GIA yok 1.01 (139) 1.23 (167) E =
Herhandi nedenli 6lim 0.89
Gegirilmig inme veya GIA 4.22 (129) 4.77 (150) -
Gegirilmis inme veya GIA yok 3.37 (474) 3.75 (5619) -
Kardiyovaskiler 6lim 0.53
Gegirilmig inme veya GIA 2.35 (72) 2.41 (76) [
Gegiritmis inme veya GIA yok 1.68 (236) 1.94 (268) i
| T T 1

0125 0.25 0.5 1.0 2.0
- —_—

Aplksaban lehine Varfarin lehine

Easton et al. Lancet Neurol 2012;11:503-11" den uyarlanmustir.




Apiksaban - etkililik ve giivenlik — 6nceden gegirilmis inme

Tim inmeler

Gegiritmig inme veya GIA 2.26 (67)
Geciritmis inme veya GIA yok 0.96 (132)
Istemik veya bilinmeyen tip

Gegiritmig inme veya GIA 1.92 (57)
Geciritmis inme veya GIA yok 0.76 (105)
Hemorajik

Geciritmis inme veya GIA 0.40 (12)
Geciritmis inme veya GIA yok 0.20 (28)
Sakat birakan veya 6lomcul

Geciritmis inme veya GIA 1.31 (39)
Geciritmis inme veya GIA yok 0.33 (46)

Aplksaban
(N=9120)

%/yil (olay sayisi)

Varfarin
(N=9081)

3.17 (96)
1.14 (154)

2.23(68)
0.79 (107)

1.00(31)
0.34(47)

1.49 (46)
0.56 (/76)

Easton et al. Lancet Neurol 2012;11:503-11" den uyarlanmistir.
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Etkilesim icin
P degeri

0.40

0.61

0.35

0.18




NVAF Hastalarinda Ilk Major Kanama Riski:
Apixaban vs Varfarin

ARISTOTLE CALISMASI? MARKETSCAN REAL-WORLD DATABASE?
MAJOR KANAMA* HASTANEYE YATIS GEREKTIREN MAJOR KANAMA
6,0 6,0 AR=0.52
HR=0.69 (95% Cl: 0.30—0.89)
50 (95% CI: 0.60-0.80)

4,0

3.09

VAKA SIKLIGI (%/YIL)

VAKA SIKLIGI (%/YIL)

(N=8692

APIXABAN 5 MG)
N=12,713 N=2402

VARFARIN APIXABAN VARFARIN APIXABAN
Adapted from ESC Poster, Lip et al, 2015

APIXABAN 5 mg)
N=9052 N=9088

RCT ve Gergek-yasam analizleri referans karakteristikleri, bitis noktalari ve metodoloji arasindaki
onemli farklari gostermektedir. Sonuglar direkt karsilastirilamaz

The definition of major bleeding in clinical trials was different than in the real-world data initiative

*Clinically overt bleeding accompanied by a decrease in the haemoglobin level of at least 2 g/dL or transfusion of at least 2 units of packed red cells, occurring at a critical site, or
resulting in death

C1, confidence interval; HR, hazard ratio; NVAF, non-valvular atrial fibrillation; RCT, randomized clinical trial; R\WD, real world data
1. Granger et al. N EnglJ Med. 2011;365:981-992; 2. Lip GYH et al. ESC 2015, London, UK. Poster P6217, ESC 2015. Accessible on congress365.escardio.org



Sol ventrikul hipertrofisi, Sol atriyum

Erkek hasta dilate, Normal EF

Agirhik: 100 kg TiA 6ykiisti, Gecmis AF 6ykisi
Kan basinci: 150/100 mmHg ‘PAROKSISMAL AF’ ???
Kalp hizi normal /Ritim sinis 66 yasinda

Anti HT tedavi
— ARB
— Kalsiyum antagonisti
Apiksaban 5 mg 2x1
Toplam risk yonetimi
— Etkin KB kontrolu
— Egzersiz
— Kilo kontrolu



Atrial Fibrillation
Oral Anticoagulation Card
for itamin K i ! (NOACs)

Patient name: DOB:

Patient address:

Oral anticoagulant, dosing, timing, with or without food:

Treatment indication and start date:

L t (s): type, start & stop dates:
Name and address of physidi dinating NOAC
Telephone number of di hysi dinic:
@ More info:
EUROPEAN www.NOACforAF.eu
HeartRivthm S oy www.noacforaf.eu
— CARDIROGY

Planned or unplanned visits

Date Site (GP; clinic; | Todo / findings:

(or date range): | cardiologist;
pharmacist; ...):

Recommended follow-up

(see EHRA at www.NOACforAF.eu for information & practical advice )

Important patient instructions

Check each visit: 1. Adherence (pt. should bring remaining meds)?
2. Thrombo-embolic events?
3. Bleeding events?
4. Other side effects?
5. Co-medications and over-the-counter drugs.

Take your drug exactly as prescribed (once or twice daily).

No drug is no protection!

Never stop your medicine without your

Never add any other ication without ing your

not even short-term painkillers that you can get without prescription.
Alert your dentist, surgeon or other physiclan before an intervention.

Blood sampling: - monitoring of anti ion level is not ired!
= yearly: Hb, renal and liver function
~ 57580 y lly if o or frail:
6-monthly renal function
- If CrCl £ 60 mi/min:

recheck interval in months = CrCl / 10
=~ if intercurrent condition that may have impact:
renal and/or liver function

Serum Creatinine | Hemo- Liver
creatinine | clearance | globin tests

Concomitant medication

Name; Dose:

Emergency information

Standard tests do not quantitatively reflect level of anticoagulation!

Name & telephone of patient relative to contact:




