P S

Atriyal Fibrilasyonda Antikoagiilan
Tedavi ve Yaklasimlar

Dr. Sekan Topaloglu
Tiirkiye Yiiksek Ihtisas Hastanesi

Geriatri 2015



Prevalans (%)

12 -

10 T

No
Kadin
Erkek

AF prevalansi

m Kadin
mE Erkek
0.
0.1 0.2 0.4 )
<55 55-59
530 310 566 896 1498 1572 1291 1132
1259 634 934 1426 1907 1886 1374 759

ATRIA calismasi, Go AS et al. JAMA 2001;285:2370-5



/////\\

e

/

Olim oranlar AF ile iki katina, inme 5 katina
cikmaktadir. Yalnizca antikoagiilan tedavinin AF
ile ilgili oliumleri azalttig1 gosterilmistir.
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Sol atriyal appendiks AF’de baskin embolizm
kaynagidir (>%9o0).

Daha olumcil

Daha uzun hastanede kalisg

Daha ¢ok sekel

Daha fazla nuks riski




AF tipinin antikoagiilan tedaviye baslama
endikasyonunu belirlemede 6nemi yok

Atriyal fluttera yaklasim atriyal fibrilasyonla ayni

Kapak hastalig1 varliginda TEK TERCIH Warfarin
Mekanik veya bioprostetik kapak
Mitral darhig:

Kapak onarimi



NON VALVULER AF ‘DE HANGI HASTAYA HANGI TEDAVI

Stroke Risk Stratification

Definition and Scores for CHADS, With the CHADS, and
and CHA,DS ;-VASc CHA,DS,-VASc Scores
cor An:i.um Stlui;
e te pery v
ey Y O: Dustik
Congestive HF 1 0 18 1-2: orta
Hy pertension ] 3 28 3 ve usti: ytiksek
Age =75 y 1 2 4.0
Diabetes mellitus 1 3 5.9
Stroke/TIA/TE 2 4 8.5
Maximum score B 5 125
6 18.2
CHA:DS:-VASC CHA:DS; -VASCt
Congestive HF 1 0 0
Hy pertension 1 1 13
Age =75 y ) 5 29 O: distik
Diabetes mellitus 1 3 32 1: orta
Stroke/TIA/TE 2 4 40 2 ve Ustu: yuksek
Vascular disease (prior M, 1 5 B.7

PAD, or aortic plagua)

Age B5-74 vy 1 5] 9.8
(Sex category (ie,, female se) 1 7 %6
Maximum score g B 6.7

9




"HAS-BLED kanama risk skorlamasi

Letter Clinical characteristic* Points awarded
H Hypertension 1
A Abnormalrenal and liverfunction (1 pointeach) 1or2
S Stroke 1
B Bleeding 1
L Labile INRs 1
E Elderly (e.g. age > 65 years) 1
D Drugs or alcohol (1 pointeach) 1or2
Maximum 9 points

Europen heart journal 2010
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Antitrombotik tedavi alternatifleri

ASA
ASA + klopidogrel

Vit K antagonistleri (VKA)

 Warfarin

Yeni oral antikoagtilanlar

— F Ila inhibitorleri
» Dabigatran
— F Xa inhibitorleri

* Rivaroksaban
 Apiksaban
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Aspirin Compared with Placebo

Relative Risk Reduction
(95% Cl)
AFASAK I (1) —e
Abslt: 9%0.8 SPAF | (3) : *
Kanama: %o0.7
NNT: 125 EAFT (9) I
ESPS 11 (14) ———e
LASAF (13) — e
UK-TIA (16) — . R
All Trials (n=6) He—f
RRR = 19% 100%  50% 0  -50% -100%

Aspirin Better Aspirin Worse

Hart Ann Int Med 1999;131:492
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Alumni WARFARIN
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“In 1941, Karl Paul Link successfully isolated the anticoagulant factor,
which initially found commercial application as a rodent-killer. Warfarin is

now one of the most widely prescribed medicines in the world.”



seboya karsi oral antikoagulan

itrol

Relative Risk Reduction

95% CI
AFASAK | e | |
Abslt: %27 SPAF | | ° : | :
NNT:37 | i
sekNNT:12 BAATAF e i
| |
CAFA | —e : I
SPINAF —e—r— I
EAFT —e—H |
All Trials (n=6) o—| l
RRR p— 64% | : 11 L II T T 1T 1
100% 50% 0 -50% -100%
Warfarin Better Warfarin Worse

132067-7/05

Hart Ann Int Med 1999;131:492



iplatelet tedaviye kars oagulan
tedavi
Study, Year (Reference) Relative Risk Reduction
(95% Cl)
AFASAK |, 1989 (3); 1990 (4) : n |
AFASAK Il, 1998 (5) Ii . >
BAFTA Study, 2007 (1) ot
Chinese ATAFS, 2006 (6) | = |
EAFT, 1993 (7) ._._H
PATAF, 1999 (8) — .
SPAF Il, 1994 (9)
Age<75y : . :
Age >75y := - |
Aspirin trials (n = 9%) I—--—I
RRR=39% 0% . "

Hart. Ann Int Med 2007

Warfarin Better

Warfarin Worse
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BAFTA:Role of Aspirin? -
75 yas lsti hastalar

Hazard Ratio
End point Warfarin Aspirin (95% Cl) NNT

Fatal or nonfatal

disabling stroke or 0.48

significant arterial 1.8 3.8 50
Shitie (0.28-0.80)
embolism (%
annum)
Hazard ratio (95%
End point Warfarin Aspirin Cl)
: : o
Major extracranial hemorrhage, % 14 16 0.87 (0.43-1.73)
annum
All major hemorrhages, % annum 1.9 2.2 0.96 (0.53-1.75)

Mant J, et al. Lancet. 2007;370:493-503.111



0.10

0.08

0.06

0.04

0.02

ACTIVE

RR =172 (1.24-2.37), P = 0.001

Klopidogrel + aspirin

0.5 1 L5
Yillar

Connolly et al. Lancet. 2006;367:1903-1912.
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Hylek EM, et al. Ann Intern Med. 1994;120:897-902.
Hylek EM, et al. N Engl ] Med. 1996;335:540-546.

Terapotik
aralik

Iskemik inme

Intrakraniyal kanama




TTR: INR(2-3)/tiim Ol¢timler. Idaeal deger >%65-70
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Warfarin

Time in Range Correlates with Freedom from Stroke

1.0 Warfarin group

-t 71-100%
- 61-70%
51-60%
-ty 41-50%
31-40%
0.9 - -t <30%
‘ I Non warfarin

Cumulative survival
o
e ]

0.7 4

064

0 500 1000 1500 2000
Survival to stroke (days)

Retrospective study of 6108 patients in the United Kingdom




TTR < 65% TTR >=65%
4~ | RR=1.22(0.75-1.97) 4+— | RR = 2.25 (1.45-3.49)
p=0.42 p=0.0003

37 I 37
<
Z
= C+A
€ 5 o
S
[

4 OAC 4-

o~ 0

[ I [ 1 [ I I 1

R X 0.5 Years 1.0 15 o a0 0.5 Years 1.0 15
C+A 1588 1533 1164 441 CeA 1737 1635 1255 500
OAC 1600 1531 1156 419 0AC 1771 1702 1311 511

C+A: klopidogrel art1 aspirin; OAC: oral antikoagiilan tedavi
RR: inme i¢in rolatif risk oran1 C+A vs OAC

Connolly S, et al. Circulation. 2008;118:2029-2037.



National Assessment of Warfarin Anticoagulation Therapy
for Stroke Prevention in Atrial Fibrillation

Jeffrey S. Dlott, MD; Roberta A. George, MS; Xiaohua Huang, MS; Mouneer Odeh, MS;
Harvey W. Kaufman, MD; Jack Ansell, MD; Elaine M. Hylek, MD

Background—Anticoagulation control with warfarin, as assessed by the international normalized ratio (INR), is challenging.
Time in the therapeutic range has been inversely correlated with major hemorrhage, thrombosis, and mortality. Quest
Diagnostics offers standardized INR laboratory testing services to approximately half of US physician practices. To
inform national stroke prevention strategies, we evaluated anticoagulation control in office-based community practices.

Methods and Results—We selected individuals with 22 months of INR data, INR results of >1.2, and an ICD-9 diagnosis

code of atrial fibrillation. Frequency of INR testing and time in the therapeutic range were analyzed by age, sex, length

of testing period, number of referred patients per provider, and median household income (based on home ZIP code).

We identified 138319 individuals referred by 37939 physicians, yielding a total of 2683674 INR results. Patients had

a mean age of 74 years; 81% were 265 years of age, and 55% were =75 years of age.

testing to 57.5% for those with =6 months of testing (P<0.0001). The number of patients tested per physician practice

was positively associated with time in the therapeutic range. Younger age, female sex. and lower income were also
independently associated with poorer anticoagulant control.

- Conclusion

(Circulation. 2014:129:1407-1414.)

Key Words: anticoagulants m atrial flutter m blood coagulation m stroke




Yeni oral antikoagulaniar — etk
anizmasil |

W

Direk faktor Xa
inhibitorleri

* Rivaroksaban

» Apiksaban

Adapted from Ansell J. ] Thromb Haemost 2007;5(suppl 1):60-64.
Turpie AGG. Arterioscler Thromb Vasc Biol 2007;27:1238-1247.
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Comparative Pnarmacology

Characteristic Rivaroxaban Apixaban Edoxaban Dabigatran

Target Factor Xa Factor Xa Factor Xa Thrombin
Prodrug No No No Yes
Bioavailability, % 80 60 62 6
Dosing od (BID) BID od BID (od)
Half life, h 7-11 12 9-11 12-17
Renal, % 33 (66) 25 50 80
Monitoring No No No No
Interactions 3A4/P-gp 3A4/P-gp P-gp P-gp

Heidbuchel H, et al. Eur Heart J. 2013;34:2094-2106.[18]
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Atrial fibrilasyonda YOAK’larla yapilan calismalar
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RE-LY ARISTOTLE ROCKET-AF
HASTA SAYISI 18.113 18.209 14.000
YAS 71 70 /3
iLA(; Dabigatran 150 Apixaban 5 2x1 Rivaroxaban 20
2x1 1x1
2.5 2x1 80yas,
Dabigatran 110 2x1 Cre 1.5 ve 60kg 15mg 1x1
crecl 15-50
KONTROL Warfarin 2-3 Warfarin 2-3 Warfarin 2-3
Ort TTR %67 %66 %57,8
ORT.CHADS?2 2,1 2,1 3,5




~ Sistemik Emboli)

RE-LY Dabigatran 150 Warfarin Superior
%11 %1,69
Dabigatran 110 Warfarin Non-inferior
%1,53 %1,69

ARISTOTLE |Apixaban Warfarin Superior
%1,27 71,6

ROCKET-AF |Rivaroxaban Warfarin | Non-Inferior
%1,7 72,2
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MAJOR KANAMA % /YIL

RE-LY Dabigatran 150 Warfarin
%3,11 % 3,36

Dabigatran 110 Warfarin

%2,71 % 3,36

ARISTOTLE Apixaban Warfarin
72,1 % 3,1

ROCKET-AF Rivaroxaban Warfarin
3,6 % 3,4




N

Intrakraniyal KANAMA
RE-LY Dabigatran 150 Warfarin
%0,32 % 0,76
Dabigatran 110 Warfarin
90,23 % 0,76
ARISTOTLE Apixaban Warfarin
9%0,33 % 0,8
ROCKET-AF Rivaroxaban Warfarin
%0,5 % 0,7




MORTALITE

RE-LY Dabigatran 150 Warfarin
%3,64 % 4,13

Dabigatran 110 Warfarin

%3,75 % 4,13

ARISTOTLE Apixaban Warfarin
%3,92 % 3,94

ROCKET-AF Rivaroxaban Warfarin
%4,5 % 4,9
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Connolly S] et al. N Engl ] Med 2011;364:806-817

HR =1.13
(95% CI, 0.74-1.75)
0.020 - P=0.57
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No. at Risk Aylar)
Aspirin 2791 2557 2140 1571 6
Apixaban 2566 2120 1521 6
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Comparison of the efficacy and safety of new oral

anticoagulants with warfarin in patients with atrial
fibrillation: a meta-analysis of randomised trials

ChristianT Ruff, Robert P Giugliang, Eugene Bravnwald, Elaine B Hoffman, Naveen Deenadayalu, Michael D Ezekowitz, A John Camm,

Jeffrey | Weitz, Basil 5 Lewis, Alexander Parkhomenko, Takeshi Yamashita, Elliott M Antman

Summary

Background Four new oral anticoagulants compare favourably with warfarin for stroke prevention in patients
with atrial fibrillation; however, the balance between efficacy and safety in subgroups needs better definition. We
aimed to assess the relative benefit of new oral anticoagulants in key subgroups, and the effects on important

secondary outcomes.

Interpretation This meta-analysis is the first to include data for all four new oral anticoagulants studied in the pivotal

phase 3 clinical trials for stroke prevention or systemic embolic events in patients with atrial fibrillation.

The relative

efficacy and safety of new oral anticoagulants was consistent across a wide range of patients. Our findings offer

clinicians a more comprehensive picture of the new oral anticoagulants as a therapeutic option to reduce the risk of
stroke in this patient population.

NOAC (events) Warfarin (events) RR (95% CI) ]

RE-LY® 134/6076 159/6022 —m— 0-66 (053-0-82) 00001
ROCKET AFS 269/7081 306/7090 —— 088(075-103) 012
ARISTOTLE' 212/9120 265/9081 + 0-80 (0-67-0-95)  0.012
ENGAGE AF-TIMI 485§ 296/7035 3377036 — 0.88 (075-102) 010
Combined (random) 91129312 110729229 — 0.81(073-091) <0.0001

T 1

0. 10 20
8 “«— —
Favours NOAC Fawours warfarin

Figure 1: Stroke or systemic embolic events

Lancet 2014; 383: 955-62




AlINOACs =

Stroke or SEE Risk Ratio (95% Cl)
RE-LY : 0.66 (0.53 - 0.82)
[150 mg] :

ROCKET AF 0.88 (0.75 - 1.03)
ARISTOTLE 0.80 (0.67 - 0.95)
ENGAGE AF-TIMI 48 0.88 (0.75 - 1.02)
[60 mg]
Combined 0.81(0.73 -0.91)
[Random Effects Model] P <. 0001

- I 1
N =58,541 05 1 2

Favors NOAC Favors Warfarin
Heterogeneity P =.13

Ruff CT, et al. Lancet. 2013;Early Online Publication.!3°]



Secondary Efficacy Outcomes =

Risk Ratio (95% Cl)

Ischemic Stroke 0.92 (0.83 - 1.02)
P=.10
Hemorrhagic Stroke 0.49 (0.38 - 0.64)
P <.0001
Mi 0.97 (0.78 - 1.20)
P=.77
All-Cause Mortality > 0.90 (0.85 - 0.95)
P =.0003
! ! 2
0.2 0.5
Favors NOAC Favors Warfarin
—

Heterogeneity P = NS for all outcomes

Ruff CT, et al. Lancet. 2013:Early Online Publication.[30!



AlFNOACs ™ —
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Major Bleeding
Risk Ratio (95% Cl)
RE-LY : 0.94 (0.82-1.07)
[150 mg] 5
ROCKET AF 1.03 (0.90-1.18)
ARISTOTLE 0.71 (0.61-0.81)
ENGAGE AF-TIMI 48 0.80 (0.71-0.90)
[60 mg]
Combined 0.86 (0.73-1.00)
[Random Effects Model] P=.06
N = 58,498 | 1
0.5 F 1 . 2
Heterogeneity P = .001 avors NOAC Favors Warfarin
— —

Ruff CT, et al. Lancet. 2013;Early Online Publication.!3%



Secondary Saftety Outcomes ==

Risk Ratio (95% Cl)

ICH 0.48 (0.39 - 0.59)
P <.0001

1.25 (1.01 - 1.55)

Gl Bleeding p = .043
! I 2
0.2 0.5
Heterogeneity Favors NOAC Favors Warfarin
ICH, P=.22 — —

Gl Bleeding, P = .009

Ruff CT, et al. Lancet. 2013;Early Online Publication.!3%
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With NOACs

Via Dabigatran Apixaban Rivaroxaban Edoxaban
Minor effect (use
PED AR +12-180% (use with caution if + 53% (reduce
verapamil CYP3A4 lower dose) MICELE CrCl 15-50 dose by 50%)
inhibition .
mL/min)
Minor effect (use
P-gp and with caution if
Diltiazem CYP3A4 No effect + 40% No data
s CrCl 15-50
inhibition .
mL/min)
Minor effect Minor effect (use
. P-gp (use with caution with caution if -
Amiodarone inhibition i Crel 15-50 No data crel 15-50 Minimal effect
ml/min) mL/min)
P-gp and +70-100% (use +85% (Reduce
Dronedarone CYP3A4 ° No data No data °
N lower dose) dose by 50%)
inhibition
P-gp and
Conazole +150% (use +100% (use +160% (use
. CYP3A4 . . . . No data
antifungals nhibition lower dose) with caution) with caution)

Heidbuchel H, et al

. Eur Heart J. 2013; 34:2094-2106.[18]
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Updated Guidelines for AF

ESCa TES < 65 years and lone AF (including women)
v No
(201 2) Assess risk of stroke (CHA,DS,-VASc score)
v ¥ ¥
Assess bleeding risk
(HAS-BLED score)
5 : Consider patient values and preferences
No antithrombotic therapy v v v 5
AHA/ACC/HRSP (2014) NoAc VKA*

Assess risk of stroke in patient with nonvalvular AF (CHA,DS,-VASc score)

No antithrombotic * No antithrombotic therapy - Oral anticoagulant
» Oral anticoagulantor aspirin - Warfarin

therapy may be considered - NOAC (dabigatran, apixaban, rivaroxaban)

* NOAC should be considered over VKA

a. Camm AJ, et al. Europace. 2012;14:1385-1413[201; b. January CT, et al. J Am Coll Cardiol. 2014. [Epub ahead
af nrint121]




YOAK’ LAR:

En az Wartfarin kadar etkili
Guvenlik profilleri Warfarinden daha iyi
Terapotik pencereleri genis

Kisiler aras1 farmokokinetik-farmokodinamik
degiskenlikleri diistik

Besin ve ila¢ etkilesimleri distik
Diizenli monitorizasyon ihtiyac¢lari yok
Etki baslangic1 hizli

Yarilanma omtrleri kisadir
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YOAK’ LARDA SORUNLAR:

Antidotlar yok (calismalar1 devam ediyor)

Antikoagtilan etkilerinin izlenmesi icin valide
edilmis test yok

Kisa yar1 omur
Uzun sureli guvenlik ?
Maliyet
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Geriatrik hasta grubu

TTR dasuktir

Multipl medikasyon alirlar

Bobrek fonksiyonlar disuktiir,
Yemeklere olan komplianslar1 digtiktiir
[laclara olan komplianslar disukiir.

Diisme riski ve noropsikiatrik hastaliklar fazladir.
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AF’da “etkin” inme Onleyici tedavi
 Yeni oral antikoagilanlar
e lyi kontrollii VKA tedavisi
« INR=2-3ve
« TTR en az % 70

 Mekanik kapak(RE-ALIGN), mitral darligi, kapak onarimi
varsa tek tercih
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Tesekkiirler...



