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Event Association with AF

Death Increased mortality, especially cardicvascular
martality due to sudden death, heart failure or
stroke.

Sroke 20-30% of all strokes are due to AR A growing
number of patients with stroke are diagnosed with
‘silent’, paroxysmal AF

Hospitalizations | 10—40% of AF patients are hospitalized every year.

Quality of life Quality of life is impaired in AF patients independent
of other cardiovascular conditions.

Left ventricular | Left ventricular dysfunction is found in 20-30% of all

dysfunction and | AF patients. AF causes or aggravates LV dysfunction

heart failure in many AF patients, while others have completely
preserved LV function despite long-standing AR

Cognitive decline | Cognitive dedine and vascular dementia can

and vascular develop even in anticoagulated AF patients.

dementia Brain white matter lesions are more common in
AF patients than in patients without AR

AF

atrid fibrillation; LV = left ventricular.
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CHA,DS,-WAS: risk factor Points

Congestive heart failure +|
Sgneisymptoms of heart failure or objectve evidence of
reduced left ventricular ejection fraction

Hypertension +|
Resting blood pressure = 14090 mmHg on at least two
oCaskons or current anthypertensive treatment

Age 75 years or older

Diaberes meellitus +
Fasting glucose > |25 mgfdL (7 mmaollL) or treatment
with oral hypoghycaemic agent andior insulin
Previous stroke, transient ischaemic attack, or
thromboembolism

Vascular disease +l
Prewious myocardial infarction, peripheral artery diseacs,
or aortc plague

Age §5-74 years +

Sex category (female) +|
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Diabetes, Stroke idoubled ), Vasoular dsmss. Age &85 —74 and Sex (femalke)
= v A aa a
E‘IJJ]“I‘W‘VI 2 L!ﬁﬂ\?'ﬂ%%ﬂlﬁﬂ\‘lﬂNﬂQUﬂGluﬂﬁlﬂﬂ stroke,
transient ischemic attack 11¢ systemic embolism il
UsziiiuTagld CHA,DS,-VASc score””



a a A va . . . . : .
4. Tsaviaeaaeanailna @dsziatdulsn myocardial infarction, peripheral artery disease %30 aortic
plaque)
5.91¢ 65-74 1)

6. INANTY

0 [~ y o a ' {
ESC guideline 1/ 7.71.2016" ungih I 1deodumsuisdvesdoaiiotloanumaiia stroke Tugilef
1l CHA,DS,-VASc score > 2 Azuuu Tuimeane wag > 3 aguui Tumawnaje (Class I, Level A) 111099101
= o A Y2 1w oA Yo ¢ Y v ¢ o A
msanenneluilgiuiuaaddimundgihonguiioz lasulss Teninnmsidondumsuisiveuion
dmSudihenil CHA,DS,-VASc score (M 1 Azuuy Tumaane uag 2 azuunlumanga nuninsany
A A £ T AN 1 A 9J < ' 9 9 < = a 4 1 =
Mvnau uadedl ldunwetuaasliimuiims Idedumsudsivesdoaiilsz Tesinnnnnudes
T < a < W 1 1 3
uad e lsnawerviinsanldordiumsudsirveudoenludiienguilld (Class Ila, Level B) Tagvzdos
a [ [ L] [ ] d' a P d‘d = d’ =
Wasanrae Ja9e3mnu 1wy ANudealunsing stoke (Tasmnizgileniony >65 1 1ieanniiany
A a A d? A A A d? = a A Y
1@891uN5IAA stroke G HAZINVIUITOH)ANOYNVAUU) ANVFBINTNANILIA0ADDN LATAIINABING

voadihe Hudu

I Y Y S v =) a o
msaenlFendmumsndaivesaeasHasulsymu
0 Vitamin K antagonist (warfarin)
. o Y [ = a o @ AqQ Yo [ [

warfarin 1 ugrid1umsudidrveudeasiasvilszmudmsnnldiuediaunivarslums
flosfiuniaiia stroke Tudihe AF oo naunsoaannu@sslunisia stroke 18 2 1u 31w nazaa
easimsme’la 1 Tu 4 v efeunudihen 105y aspirin w3e li1dsveuiedloai stroke™ gans

9 9 1

101 warfarin A25U5Dv11A1 17 14524 INR 2.0-3.0 NetiTedesordonusmilonindiieield 18
HAN3SNEINA 1119991087 warfarin THTNHIVOW WAL LAZOANTNRADUATNIOINVIINTOOINTT

a [ @ { ] o a [ [ a
Tanareriia dawalidszdu INR wasunadlde Jaduiudesdimsaamuszdu INR 0d131ndaa

olsuvnae Iiianummnz ey

9 Non-vitamin K antagonist oral anticoagulants (NOACs)

Y o 9y @ 9 S @ A 1 1T a o d?}
TuilagiiulafinsWauierdiunisudedrvoudoangu Inuaiasulseniudu (NOACs)

4

9 a

11199970 warfarin iYo1ianms 1dnatelszmaainandiedu o1 NOACs Jagnitanldiimsoengn

Y 1
=~

Idmmzmgaanniu uagiive 1Hiumaden1dgihentded1ialuns 5o warfarin Taeluilaqaiud

YoyamsAnINTuduI 01 NOACs Hilsza@nsnmlunistlosiunisifa stroke 11az systemic embolism

a

1AiReum1130AN181 warfarin az§aiien NOACs 119¥HaNNUII11710A major bleeding Tioannen

v
C=

. (R < . So g =~ a A S Y [
warfarin llﬁ’f)iﬂ\‘]uliﬂﬁ'lllﬁﬂ warfarin ﬂEJ\?L‘]JuEJ']!,WEN"'D'uﬂ!,@EJ'JGIJH{I%%Uuﬂﬂﬂ'ﬂiﬁ]@yjaﬂ')']llﬂﬁ@ﬂﬂﬂﬁlu

Q

v Y v Y
d1e AF flimsiauvesauialodailng (theumatic mitral valve disease) tag/v3orAaasuan

4 b4
walufien (mechanical heart valve prosthesis) #41iu34 linasidonlder NoACs Tudihenguil™

o ]
4 I3

' I 1 = Y
81 NOACs tiugoontilu 2 IGEY @]"Illﬂallﬂﬂ”ﬁ@@ﬂf]‘ﬂ‘ﬁ Aail (?j‘ﬂﬂTW‘V] 3)
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< Rivaroxaban
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Dabigatan Rivaroxaban Apixaban Edoxaban
ﬂ’sjml‘l Direct thrombin inhibitor Direct factor Xa inhibitors
66% (ADUNBIII)
Bioavailability 3%-7% . v 50% 62%
g 80-100% (3U3zMUNTOUDINT)
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5 , 9115 ¥2A0NTRATUY pnsiHaINIT IR NgNgATY 91413 lviugeazszaomsgadne -
2 |WaveivImIseen e p - e y - 91113 Lilinanee
< ua lufinagei/sinaeigngady 39% ua lifinadei/Saunaengngady
g T, 1-2 ¥ 19 2-4 97104 3-4 %7 T34 1-2 ¥ 109
3
E Protein binding 35% 92-95% 87% 55%
S
(3]
= o o o \ T
E ® 1 LAY plasma: hydrolysis ®q1: CYP3A4 (major), CYP3AS5, ®611: CYP3A4 (major), CYP1A2, L magiugﬂ‘lmﬂaauuﬂaﬂu plasma
< Pl
= Metabolism ® (714 substrate Y049 P-gp CYP2J2, hydrolysis CYP2C9, CYP2C19, CYP2CS, CYP2J2 | (M3 metabolism (AA¥11I0811A)
® 1511 substrate V04 BCRP, P-gp .11 substrate V04 BCRP, P-gp ® 1111 substrate V04 P-gp
0 66% (~36% lugal linlaounlas) | @ 'la ~27% Tugi lunlaeuwla @ la 50% Tugi lunlaenuila
Excretion 10 80% :
® 9991352 28% (7% Tugillunlasunilas) | @ ganise ® 999132 50%
Half life 12-17 %2 19 5-13 ¥ 19 9-14 %2139 10-14 2109

a o_ o - 4
mummmmzmm‘miﬂ‘u

110 mg %50 150 mg

E4
20 mg SUlsemuiuazase

F
5 mg SUlsgnuiuag 2 ASa

Fa
60 mg FUsEmuIuazni e
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floafiu stroke lugfihe AF suilsEniuiua 2 A59 WSoue1m19)
. Ty o 'y o
CrC 1>50 mL/min TidealSuvnaen TudealSuvunaen
Ty 1 " - z
CrCl 30-50 mL/min liidesdlsuviaen 15 mg 5ulsemuiuazasa

CrCl 15-30 mL/min

v
75 mg Sulsemuiuag 2 asa

CrC 1<15 mL/min
=\
visevlonln

msisvvinaenludihalaunnsea

laifidoyavalunuzii 1 lden

CrCl <30 mL/min #50von la: 133

doyads luungih 19 1de

anviaeiiu 2.5 mg Sudszmuiuaz
2 adaludiheid 2 1u 3 9o delil
1.919 >80 1
2 1imiin <60 kg

3. Serum Creatinine >1.5 mg/dL

***FDA Black box warning***

. 1 Y d’l

CrC1 >95 mL/min: 13in25 1561l
A & 4 -

lu?J\ﬁﬂﬂl“l/‘lllﬂ'ﬂlllﬁﬂ\ﬂuﬂ1ﬁlﬂﬂ

ischemic stroke

CrCl 15-50 mL/min: 30 mg

v
sudsemuiuazaia

lugidoyavaluinuziir i lden

laifidoyava lunuzii v lden

* Tifteeuua 60 me S1lszmiuiuagasuniniu #'ldsumssuseslidldiloaiu sroke Tudihe AF iWipesnnnundgienldeluauie 30 mg Sullsznuiuazass
a . . ' oA o . 1 Ao o @ aa [3]
INA ischemic stroke mﬂmmqw"l?\'ﬁmn warfarin 99 NUUITIAYNNADA (RR 1.41; 97.5% CI, 1.19-1.67)




Dabigatan

Rivaroxaban

Apixaban

Edoxaban

AN ¥ ® Valvular AF 1182/4130 mechanical heart valve prosthesis ® Active pathological bleeding
Vo 1UlY .. . A g Aa o 1 v A =~ 3 o A a ada = ' a A
® Moderate-severe hepatic impairment ‘Hiﬂﬂﬂ’]El“l/lilii'ﬂWUS’HJﬂ‘lJllﬂTJg‘VlﬂTiLL‘ll\Wl’J"’llﬂQmﬂﬂWﬂ“lJTWWIllﬂ'JnllﬁEJ\W]@f‘ﬂilﬂﬁfﬂ]zmﬂﬁ@@ﬂ
v an y Anticoagulants
DUHAINIYIITH I
P-gp inhibitors/inducers P-gp& strong CYP3A4 inhibitors/inducers P-gp inhibitors/inducers
Y a . (=Y
EMUNY Idarucizumab Lt

Ms1eh 2 waaewamsaneulSeifieutlszaninmuazanuilasasouessngy NOACs oy warfarin Tumisflesiunisina stoke 11az systemic embolism Tugilae AF

(Fautlaannenansdnavan 8, 10, 12, 14)

RE-LY

ROCKET AF™”

[12]

ARISTOTLE

[14]

ENGAGE AF-TIMI

Study design RCT, open-label RCT, double-blind
= IUIN Non-valvular AF 18,113 Al Non-valvular AF 14,264 il Non-valvular AF 18,201 Al Non-valvular AF 21,105 AU
=
(= m = = = =
:gavg 918 71.5+8.71 (mean + SD) 73 (65-78) 1| [median (interquartile range)] 70 (63-76) Bl [median (interquartile range)] 72 (64-78) 7 [median (interquartile range)]
3 o
S & | CHADscore 2.1 3.5 2.1 2.8
S (mean)

Randomized groups

Dose-adjusted warfarin iy

dabigatran 150mg lag 110mg twice daily

Dose-adjusted warfarin Ui

rivaroxaban 15-20 mg once daily

Dose-adjusted warfarin Meuny

apixaban 5 mg twice daily

Dose-adjusted warfarin Meuny

edoxaban 60 mg 1101¢ 30 mg once daily

szgznaluMsAam 21 1.99 1.87l 287l
%//////////////% Dabigatran 150mg | Dabigatran 110mg Rivaroxaban Apixaban Edoxaban 60 mg | Edoxaban 30 mg
(n = 6076) (n=6015) (n=7131) (n=9120) (n=7035) (n=7034)
Stroke/ systemic embolism | W34% (p<0.001) | lsiuanenafiy liuanaranu WV 219 (p=0.01) Tiiuananeniu Tiiuangnenu
Ischemic stroke W49 (p=0.03) Tiuanaadu Tiiuanaanu Tunanenaiu Tiiuanaany AN41% (p<0.001)
Hemorrhagic stroke WV 749 (p<0.001) | W69% (p<0.001) V419 (p=0.024) WV 49% (p<0.001) NV 46% (p<0.001) | W 67% (p=0.001)

bleeding

Major bleeding Tainanenanu WV 20% (p=0.003) laiuanananu V319 (p<0.001) NV 20% (p<0.001) WV 530 (p<0.001)
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