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Beyond Random Choice: Strategic NOAC Selection
for High-risk AF Patients
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msidenlden Non-Vitamin K Antagonist Oral Anticoagulant %58 NOAC Tu
#Uig high risk AF muJumaqmqaqmﬂmaﬂﬁmwwi anﬁmﬂmiﬁnmmq
ﬂauﬂ'vmm'iﬂﬂwﬂuﬂauﬂsvmﬂ'ﬁwmaﬂwm aaﬁwawwmimumﬂwwsumsiﬂm
1floe91n NOAC aw«awlm class effect IumaaﬂﬁvammamamaawmmLmawmﬁ
Ainwn

nslasunsidouvesenlungy NOAC dwiiuteuddlugthe AF Sindngiu
auuauuﬂiyawﬁwamﬂmiﬂﬂmwwﬂauﬂwLUu landmark study “UENEJ’MQ 4 ¥ilp
Toun dablgatran (n13AnW RE-LY; 2009) rivaroxaban (n13An®1 ROCKET AF;
2011)°, apixaban (M15ANw1 ARISTOTLE; 2011)° uag edoxaban (M13AnwA
ENGAGE AF-TIMI 48; 2013)° fivihnsdnwidieudieuriu warfarin UAZANSANE
FannugidisimsAnuannnit 10,000 §1 20,000 AY Fannwefluszdiu
inawﬁmwsuaam LLawaJwmsammsﬂﬂmmﬂummmamaa';u Taensdne EN-
GAGE AF-TIMI 48 mmﬁwmiﬂnmwLﬂummamamnmamﬂa 2,873 AU (3aaa~
14) msmﬂmmmﬂm'miammEmvduwmmEJ (@1g > 75 V) wagnguiniinig
Foslunsiin stroke mﬂ'ﬁwmumﬂ CHADS, score Imamsﬂﬂmwmmwu
high risk mnwaﬂﬂa M3Anw1 ROCKET AF (Spwaz 87) Tosasunfe MsAne
ENGAGE AF-TIMI 48 (5aay 53)

Compa of the NOACs in Clinical Trials for AF

ROCKET AF ARISTO' ENGAGE AF TIMI 48 Combined
(2 (201 (2011 (2013) | NOACs | VKA |
Crepiste Double-blind Double-blind Double-blind

(PROBE)
N=18,113

Trial design

Patients N=14,264

N =932 (6.5%)
*An additional 1280
Japanese patients were
enrolled in J-ROCKET

N =18,201 N=21,105

°

N=42411 N=29272

N =2,782 (15%) N =1,993 (11%) N =2,873 (14%) N = 8,580 (11.96%)

Age 275 7,258 (40.1%) 6,229 (43.67%)

150,110 mg 20 mg 0D
and bid compared with  compared with Warfarin _ compared with
comparison  Warfarin (INR2-3) (INR2-3) Warfarin (INR2-3)
w1 o3 2 =77 2 e
cHADS, m2
» N W, ,, o= 35 -,
Mean 55% Mean 62.2%
Median 58% Median 66.0%

5,678 (31.2%) 8,474 (40.2%) 38% 38%

Edoxaban 60 mg or 30

mg OD compared with
Warfarin (INR2-3)
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Mean 64.9% A Median
Median 68.4% 65%

Apixaban 5 mg bid

Mean 64%
uud Median 67%

Median F/U 19years 1.9years 18 years 2.8years 22years  2.2years

dlofiansan primary outcome YpiuAazNIsAnEIAe all stroke/systemic
embolism (SE) W11 dabigatran 150 mg bid ag apixaban 5 mg bid @130
an primary outcome asleniliuderas 34 uay Sevar 21 mudwiu lnenSeudiou
U warfarin @ NOAC wiaduldnuauuansisiu warfarin sghadiiudidey
@ dabigatran 150 mg Wag edoxaban @snsaan CV mortality adldsesay 15

uazdorar 14 MWEIRU Way apixaban @1w1saan all-cause mortality 1%

Sovay 11 ludewesmulaensienuin dabigatran 110 mg, apixaban way
edoxaban @nsaan major clinical bleeding uag NOAC ynvlinanansaannsiig
intracranial hemorrhage (ICH) aenglsfmu wuh dabigatran 150 mg, rivaroxaban
wag edoxaban WuN15LAA Gl bleeding BRAN Tl u‘uamaiuUﬁumﬂﬁ‘n'mawa
WU dabigatran 150 mg waw edoxaban 1u"lml,wumm1,aﬂwmnﬁl,ﬂm Gl bleeding

uazilaRansanluized net clinical outcome MRA5aNTII efficacy uag safety 1o
stroke/SE, major bleeding Wag all-cause death Wu21 dabigatran 150 mg,

apixaban ez edoxaban #1311908a net clinical outcome

Primary
Outcome
(Composite of
all stroke/SE)

CV Mortality.

All Cause
Mortality

Major Clinical
Bleeding

ICH

Gl Bleeding

Comparison of the NOACs, in Cli

ARISTOTLE ENGAGE AF TIMI 48
| (2011) (2013)

2009)

150 mg

not significant

not significant

60%

110 mg
not significant
not significant

not significant

-

not significant

not significant

not significant
not significant

not significant

9
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not significant
not significant

not significant

58%

not significant

Net clinical

not significant
outcome* <

not significant
°

*Net clinical outcome = Stroke/SE, major bleeding, all-cause death (including PE and MI in RE-LY, including M1 in ROCKET AF)

snilafeiisndufosinnsaniedenld NOAC udawiinde ﬂmauummq
WndgIaumaRsazduWarans (PK/PD) vowiieusazyiln dabigatran aaﬂqwmﬂu
direct thrombin inhibitor @3u rivaroxaban, apixaban ag edoxaban @angns
W anti-factor Xa Tudnresumusdfuvesemuin dabigatran gnudsanineag
N3¥UIUNIT glucuronic acid conjugation Il rivaroxaban Waz apixaban WU
N5EUUNTAURATUTDIAY CYPA50 enzymes Wundn lae CYP3Ad u
wulmindnuusaninen rivaroxaban way apixaban f9508ay 18 uavieway 25
mmmﬂ“u d@1u edoxaban amLU’iamwmu CYP450 enzymes Ypaninsevay 4
Fan191in metabolism #1u CYP450 enzymes douAayyilAindunsisensyning
91-87Uoras rivaroxaban Way apixaban A1 protein binding qammnmw
Sovay 90 wazSeway 87 AU i lMiAnSunsAsenfu i high protein
binding ﬁ]’]ﬂmiLLENﬁ]UﬂUIUiﬁquLﬁaﬂﬂU NOAC vilsiseau free drug g4 way
denastenssnwld Snnsduiulusivludendsdmasionisvi dialysis Tugte
Adosimsenla ilesaneiioglugy bound form ﬂUI‘IJ’iGW‘lJI‘NLﬁ@Wﬂ“‘hJﬁWQﬂiﬂ
mmamaaﬂlﬂlmmumﬁmim dialysis # dabigatran fiuitu plasma protein
Wigsdowaz 35 wﬂummu”lmmmaa’lusﬂ free form gnudneentuld LLaumawmﬁm
nsidaveserumsla wudl dabigatran gnudnesnisiesay 80 Fansviau
vadlavestheazdmarannautin PK/PD Yol

m‘sLaaﬂh NOAC LLmaumuﬂimma AF mmm'sumd‘] WU {g9ey dwinsatien
famz renal impairment Wialsﬂiw maﬁwmsmwwnmamamﬁﬂﬂmmmauﬂiu
namﬂivmﬂswmanwmwmnan il

de9a18 (elderly) .
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’JLﬂi’]“MUiuaMﬁNaLLa“ﬂ’J’]E.I‘UaE]ﬂﬂEJ‘UEN NOAC L‘UiEJ‘ULMEJ‘Uﬂ‘U warfarin Tugfgsene
Tned pnmary efficacy endpoint fi® stroke/SEE LiJE]‘ﬂWﬂ’li’JLﬂi’]uWLLﬁJﬂm&J‘U’NEﬂﬂ
YRIRTINITANYINUTD UivawﬁwaimLmammmvmwnamﬁlﬂiu NOAC uag
warfarin LmLmammsuLﬁmv'mLaww“luﬂammmammﬂuaamw 75 U wun
dabigatran fmuUaBAsiEgINd1 warfarin LLaVIummma 75 YFuld wuin msle
warfarin mmmﬂaaﬂnaqamﬂmﬂmmﬂmmu dabigatran 150 mg uag 110 mg
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uaz rivaroxaban agalsfinnu W'imENNL?Jﬁuumiﬂﬂmmmmamﬂmua B4
ummﬂaammmmmﬂm apixaban wag edoxaban mmlu Tmamwuamam
Iunamwmumsmmm 85 Yuld 7ilé%u edoxaban aldenldedeannsde
AN warfarin faiu Wieanenandeddunisiia bleeding Tugthe AF My
Hase1gdemsideniy apixaban uaz edoxaban

n3ANY1 ELDERCARE-AF’ 1Anwmsle low-dose edoxaban ¥
15 mg 'I‘uﬂaumma AF mUuNmmwumamLLm 80 Tuly (very elderly)
way CHADS, score>2 uawdl 1 Tosolut Téun

- Low CrCl (15-30 mL/min)

- Low body weight (45 kg)

- History of bleeding from critical organs or areas or Gl bleeding

- Concomitant use of NSAIDs or antiplatelet therapy

Primary end point fien131iin stroke #39 systemic embolism lagwuin
neuEthenlezy edoxaban wuin 15 mg HUsvdvsnmwilenhemaenlunisan
a‘ummimm stroke wsa systemic embolism amamuamﬂmmdam (HR=0.34,
95% Cl=0.19-0.61) dleRasannisiin major bleeding Wmmammlmu
edoxaban 15 mg fiuwdliunisiiia bleeding aqmwmuaammlmuammyﬁma
aiid (HR=1.87, 95% C1=0.90-3.89) fstiu Tunduiitheviflengraus 80 Tauly
wmmaw AF FlaiwngAunslesu oral anticoagulant Iummmmmiﬁ'mmmmﬂ
frudsduiue aunsofivsald edoxaban 15 mg Iglumsiaaiu
stroke Wag systemic embolism

Primary Efficacy and Safety End Points

A Stroke or Systemic Embolism

B Major Bleeding (ISTH criteria)

129 Hazard ratio, 1.87 (95% C1, 090-3.89)
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14 Hazard ratio, 0.34 (95% CI, 0.19-0.61)
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Cumulative Incidence of Event (%)

Months since Randomization Months since Randomization

No. at Risk No. at Risk
Edoxaban, 15mg 492 451 394 323 238 163 116 71 30 Edoxavan, lsmg 492 452 91 314 251 IS5 107 &4 28
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%aaﬂa real-world data ﬁaﬁfuaﬂéumﬂ% low-dose edoxaban’ #Hl#¥h
MsAnwlUYTLNIE IngnudmasnNNSINEUNSNAN1SANY ELDERCARE-AF
Wuwalviinisld edoxaban auim 15 mg Lﬁm?juluéﬂw AF Laganusnan
expected risk ¥8IN3LAA ischemic stroke 91n3oEaY 5.2 folauniosodag 2.0
(anasiowaz 61) yaudivan expected risk Y89n154AA ischemic stroke/TIA/SE
nsevar 7.3 seolauvdesosay 2.3 (amadsaaaw 68) Lmamﬂ,ﬁﬂmu
expected risk YBINITLAA mMajor bleeding g awuiaaay 49 Lmeiﬂﬂmumaﬁmm
losannsld modified HAS-BLED score #ilulléithen INR snfinnsannsau
Fee1ilinisiiesigsinanisiia bleeding ﬂmmmaaulﬂmamwmﬂuaiﬂm

giifinnzdssdanisndnnnvndy vdediian 12U14 (frai

wﬂaanamumﬂuwaqma NNSANYIVDS Steffel wazani (2016)° Tilé
e wvigesndeyamsfinu ENGAGE AF-TIMI 48 ﬁlm’msamﬂ’m AF
il#5U edoxaban 38 warfarin $7au 900 AU AiflAudssteniswdann
nnew WU tneliusyiinmsan e lower extremity weakness, poor balance,
cognitive impairment, orthostatic hypotension, severe arthritis vis0 dizziness
smmmﬂﬂj psychotropic drugs Han153AsIENUIINSIA edoxaban u
nawummLaaqmamiwammnwnamﬂsﬂmumﬂmmawlmmmmm e
LiJiElULVISJUﬂU warfarin 10 edoxaban anpadssresnsiin hemorrhagic
stroke, ICH, life- threatening bleeding wag all-cause mortality leis1nnan

qumwunmuaa (low body weight)

miﬂﬂmmlmmmmmﬂmaaamﬂmmﬂm ENGAGE AF-TIMI 48 Tu
nauthe AF w,JmmﬁmmmmmﬂmLLa.JLms‘u edoxaban’ Taeusnithedungu
low BW (LBW: <5" percentile, <55 Alansy, N = 1,082), middle BW (MBW.
45" 55" percentile, 79.8-84 Alan3y, N = 2,153) wag high BW (HBW:
>95" percentile, >120 flandu, N = 1,093) wagsin153As1e9 edoxaban
concentration lagfiansanvissediugfi peak uaz trough level InfiAau
LLﬁﬂG]NﬂUidmNﬂaMMiEﬂll I@amsﬂﬂmuumiﬂwmmmsnmm recommended
dose Fawuinszduen edoxaban Vit peak uay trough level laiumnsingdiu
5vvmqﬂamLﬁmsaumiﬂﬂmwmwunwnu Smitudlefiarsan antiFactor Xa
activity ﬁ’LuwummLLmnmanusmmaﬂaulmummﬂu m3l edoxaban lugfthe AF
Fmiindalugg 30 81 2120 Alandu 74 recommended dose Felaivirlsr
suUEn edoxaban wansetu wenand primary efficacy endpoint fo
stroke/SEE ﬁb&mmmﬂuim*mnam atdlsfinny dlefnsamadnsludenes
mmUaeniefa major bleeding Wmﬁmﬂ‘w edoxaban “Lunammawu LBW
fluwaliuiieziia major bleeding uaammawlmu warfarin 108 HR=0. 55,
95% C1:0.31-0.97 (p<0.05) lunauilléf3u higher dose edoxaban WAz HR=0.27,
95% Cl:0.13-0.54 (p<0.0005) iuﬂaummi‘u lower dose edoxaban

EHRA Practical Guide on the Use of Non-Vitamin K Antagonist Oral
Anticoagulants in Patients with AF U A 2021 wuzinisld apixaban wag
edoxaban Wumadenusnnsaivmtding <60 Alandu Lﬁmmﬂﬁﬂivﬁw%mw
wazAuUaandtlagdndeandoyanisdnyr ENGAGE AF-TIMI 48 trial il
ﬂammwu low BW Sithwiinlusg 30-55 Alansu

“iifinsviuvadiaunwsas

Landmark study mu’ngmuum‘lmw CrCl<30 mL/min 18u exclusion
criteria YBINIANYT BAKTUNTSANEYY ARISTOTLE fuum exclusion criteria 1314
CrCl«25 mL/min a8 dabigatran, rivaroxaban, aplxaban uaz edoxaban mm'«m
sanvilauszanaiferaz 80, 66, 27 way 50 AN Lilesan dabigatran
gnidamilatisiesay 80 viliduuiiau EHRA 2021 liluugiinisly dabigatran
Iumwumimmumaﬂmmwsaama CrCl<30 mL/min aghslsfions USFDA €
aummiﬁhj dabigatran 75 mg bid ile crcl aglutae 15 - <30 mL/min 333
- aplxaban Tugfiivih dlaly5|s 19 9nnwansiasIz#n meta-analysis
lugithe AF 7% GFR 15-50 mL/min”’ wuin dabigatran flUsgansmmmilonin
warfarin Tun1stlesiu thromboembolic events (HR=0.56, 95% Cl:0.37-0.85)
Iuﬂaumwu eGFR whifu 30-50 mL/min ilefin1san bleeding events Wu31
sl apixaban Way edoxaban aziimuuasndeunnnin warfarin Iuﬂauwwu
eGFR Wwinfiu 25-50 mL/min (HR=0.50, 95% Cl:0.38-0.66) Wag 30-50 mL/min
(HR=0.76, 95% C1:0.58-0.98) AU&HU

Use of NOACs according to renal function

crel i i Apixaban

90 mimin —--—-

150 rog B
110mg BID*

smaBID/
25mg 8ID°

50 mU/min —}

40 mimin —

30 mmin
USFDA - 75 mg BID
15 mUmin

Dialysis —]

according to dose
reduction criteria

2021 EHRA Practical Guide on the Use of Non-Vitamin K Antagonist Oral Anticoagulants in Patients with Atrial Fibrillation

fiifisziansiia stroke FURN)

Ntaios wazAniy 2017)" lgvhns@nwluguuuy  meta-analysis loe
S9UT RCT Adnwnslyd NOAC LU‘ssJumwﬂU warfarin lungugias AF i
U’i“")ﬁﬂﬂﬂﬁmﬂ stroke/TIA anriey dlovhnsiase Mmamaimﬂiumaﬁﬂ NOAC
Taunaansaan stroke/SE Tognadivedfny LllﬂL‘lJiEJ‘ULVIEJ‘Uﬂ‘U warfarin
(odds ratio=0.86, 95% Cl: 0.75-0.98) meamms;mi%mmﬂ NOAC
urazvdalinuingaisan stroke/SE lepddiduddy WieRasaninadwsee
hemorrhagic stroke WU11 apixaban, edoxaban Uy dabigatran wilonan
vvarfarm Tunisan hemorrhagic stroke ézml,uammi’msﬂmmauamﬂ NOAC
mwmﬂwummmmam hemorrhaglc stroke lAlguLAEaiY Lﬂummmﬂmﬁ
edoxaban {u NOAC wflauiieafiiiusyavdnalunisan Cv mortality (odds
ratio=0.77, 95% Cl: 0.62-0.96) way all-cause mortality (odds ratio=
0.82, 95% Cl: 0.68-0.99) a8 3dltdAYNNADA
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Meta-analysis in previous stroke/TIA

Ntaios G, et al. Nonvitamin-K-antagonist oral anticoagulants versus warfarin in patients with atrial fibrillation and previous stroke or transient
ischemic attack: An updated systematic review and meta-analysis of randomized controlled trials. Int J Stroke. 2017 Aug;12(6):589-596.
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Tneviily dabigatran waz edoxaban 1Andunsisesninse-enlddey
191 apixaban W@y rivaroxaban fmmuJummmmaawamwmmmnwm
NOAC uhlluusums$nwilviuistoe AF Algsuemanesiin

ijm’a" coronary artery disease (CAD)

Nndeyanisfnyseansnauay mmﬂaaﬂnamaa NOAC Tugduuy
meta-analysis lufthe AF waz established CAD' mlmaummauamiﬂﬂwﬂu
sULUU RCT LLauﬂsaUﬂauﬂamme 58,606 AL Luawmmwaammsﬂﬂm
Wuin Tuiles edoxaban fidusaan stroke/SE wag M Wewseudieuiiv
warfarin leiegnsdifudrAmieeadia 1as HR=0.65, 95% Cl: 0.46-0.92 uay




HR=0.69, 95% Cl: 0.49-0.98 awdWy uaziilofinnsanFosesaudedy
n756NA major bleeding wWu31 NOAC nﬂﬂjﬁmhﬂﬁlﬂmmmL?fm‘iumilﬁm
bleedlng Welfieuiu Warfarln Tuwma AF 73l CAD s21f728

sAne EPICCAD' wﬂﬂmm‘%wmwmﬂ‘u edoxaban monotherapy iU
dual antithrombotic therapy fio edoxaban saufiU single antiplatelet
agent LUumiﬂﬂU’MﬂﬂW\‘UnLWE}FJ‘UEJIJNWUEN edoxaban Iummumau AF 53U
stable CAD ﬂﬂiﬂﬂmuwm’imﬂ primary endpoint fie composite of death from
any cause, Ml, stroke, systemic embolic, unplanned urgent revascularization,
major bleeding, clinically non-major bleeding e 1 Y wamsAnemuh
edoxaban monotherapy @111308a primary outcome iéi'ﬂ'jmeiw?ilﬁﬁuu dual
antithrombotic therapy I@saummimmmmaaay 6.8 wazsewaz 16.2 mu
@y (HR=0.44, 95% Cl: 0.30-0.65) LLamazJﬁl@iU edoxaban monotherapy
aJ’eJUGlmifmJad major or clinically relevant nonmajor bleedlng uaEJmWﬂan
"vﬂ,msu dual antithrombotic therapy sgnsditisahdgfe WhivSewas 4.7 ez
Sowaz 14.2 anua1su (HR=0.34, 95% CI: 0.22-0.53) aayﬂﬂiﬂslm Naﬂjﬁmi%ﬂ
WU major ischemic events laupnsneiuseningis 2 ngu At st
aspirin vi30 clopidogrel i lUlunmssnwsmiu edoxaban Fdlallsuszlowi
widlunsan ischemic events

Primary Outcome Major or Clinically Relevant Nonmajor Bleeding

Cumulative Inci

0 3 6 9

Months since Randomization Months since Randomization

The risk of a primary-outcome event at 12 months was significantly lower in the edoxaban
monotherapy group than in the dual antithrombotic therapy group.

This result appeared to be driven mainly by a lower incidence of major bleeding or
clinically relevant nonmajor bleeding in the monotherapy group.

The risk of a major ischemic event at 12 months appeared to be similar in the two groups.

Cho MS, et al. Edoxaban Antithrombotic Therapy for Atrial Fibrillation and Stable Coronary Artery Disease. N Engl J Med. 2024 Dec 5;391(22):2075-2086.
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NOAC \3guiiuriu warfarin Iumﬂaa AF Lm%ﬂu‘hﬂmmmﬁmma NANNSAN
WU rivaroxaban 91nN15ANYY ROCKET AF Lmuuwmmsnam cv mortal!ty
eognsfifedniny waznudn edoxaban 1u NOAC \ieswdaieniian major
bleeding Iumma AF wuLmmwuLﬂuiiﬂiaulmaﬂwmuaammmaam
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Lummaammﬁmmwmaw AF ‘VHI‘MLﬂC"I microthrombi muﬂ,ﬂamaw
vascular dementia '«Nmmmﬂmwmmwmma“ AF ﬁ]wmmwmaamamqw
Alzheimer’s disease %58 vascular dementia mﬂmﬂuwiulmﬂu AF
Ay ﬂaumha AF #ile%u oral anticoagulant ﬁ]ummiaammmLaaﬂumsmm
dementia gt miﬂﬂ‘wﬂuimwu retrospective observational study
Iuwwmmaw AF WU NOAC @nansaam dementia laldumnsngann warfarin us
LiJ’e]‘I/HﬂﬁQLﬂSWuVIEJ’e]EJIﬂEJmLL‘LJﬂ NOAC usagiin Wui1 edoxaban @unsnan
AUEBIwes all dementia l§nnns1 warfarin vauiinasld rivaroxaban uaz
edoxaban W‘Ui’l mmLﬁlaﬂumiLﬁm vascular dementia #88n31 warfarin
mmmmmmiw NOAC Tiluamsuszlowilunisanminandesues Alzheimer’s
disease Luaamﬂ‘wmsmLumaﬂ,ﬁﬂwwu degenerative disease ldmsatunaln
m'iaaﬂqwﬁmm anticoagulant Auanauselovdlunsananudssues vascular
dementia .

TneegU edoxaban 1¥u NOAC fanansausmseniiosiuas 1 A Yoy
mﬂmsmﬂw ENGAGE AF-TIMI 48 #u11 edoxaban mswawsmwiumha AF
mﬂ‘uﬂau‘ds mniwmms wwumsmmwmlmunmaq wmmwmamma
miwammmmam N'VlLﬂEJLUu stroke/TIA 1n9U LLauNﬂﬁIﬁﬂi’JﬁJ 1 CAD, DM #38
dementia 8n1t edoxaban ilfeRfe ndunsisenswhen-entios YUIAVDY
edoxaban Flunsshumseatinde 60 waz 30 mg AN 15 mg T
MINeBIUsEavSHanUN1SANE ELDERCARE-AF

Beyond Random Choice: From Clinical Evidence
to Confidence in Practice

WAUW. S9As dusidndmil

d3mussene

B.UN. SYWIA 9ualele

WA.UW. 9597 JeUsZAUA

nadiAnundl 1 wdeeny 76 U Case HTN, DLP 1 iieuneuiianie
palpitation, dyspnea on exertion Fc 3, EKG: AF with RVR 132 bpm, TWI
V4-V6, poor R progression, CHA, DS,VA=3, Thyroid function test: normal

Echocardiogram: LVEF 57%,
dyskinesia, moderate MR, TR

moderate to severe LAE apical

Stress MPI: small-size ischemia at apex

wﬂaaﬂmﬂmsumﬁnmma bisoprolol wazldu losartan, atorvastatin
fowilos ImﬂLLWVlmmmumﬁﬂMLLUU rhythm control
Q1l: Q'LJ’JEJS’]SJumﬂﬂSU anti-arrhythmic drugs Wwag anticoagulants astaln?

A. Flecainide + rivaroxaban

B. Flecainide + edoxaban

C. Dronedarone + rivaroxaban

D. Dronedarone + edoxaban

E. Amiodarone + edoxaban

ATl anti- arrhythmlc drugs class | mﬂﬁ’ﬂuﬂauﬁﬁﬁ structural
heart disease NU’JEJT]EJuL'tJu ischemic heart disease T@ammimﬂmwmw
sl flecainide azifiusmsnNsdeTin Wowmilian ventricular tachycard|a
PMNAMUZUIVDY ESC AF guideline U A.A. 2024 n1sshwnnnaz AF BN
WUU rhythm control @1afia1saun catheter ablation w3eminaIsaulA
antiarrhythmic drugs ﬂiiﬁﬁ'ﬂ]ﬂaﬂuamw stable HFmrEF (LVEF 41-49%),
coronary heart disease 38 valvular heart disease Tfiasautdenld
amiodarone %%® dronedarone ﬂ’ﬁ‘VIEJ’]‘VN 2 il maumﬂimﬂumauimm
sl antmoagutant Famsdeneniifisunsiseniuendutios fie edoxaban
Turuafivangay vie _apixaban d anti-arrhythmic drugs @nunsawdentd
dronedarone ynnAvaGesHAtaFEwes amiodarone Tudgsenguasliiaym
Lﬁaqawﬁmimﬂmy ‘Luwmaiwummmmmﬁiﬂ‘mma beta-blocker Fsia9
se¥adeaves bradycardia ¥ndin1slit beta-blocker 331U dronedarone

Drug-Drug Interaction

Dabigatran etexilate Rivaroxaban

Antiarrhythmic drugs

Moderate P-gp +12% 0 0% NoPK daca® Minor effece

inhibicion

Pgp competition No effect™ Noeffece™™ » No effect™

Weak P-go and No effec™ +40%*®
CYP3A4 inhibicon

With caution 85549

(dose reduction o 30
mg once daly by hbe))
Pogp inhibition x 7%

(o dosereduction
required by label)

onedarone

P-gp inhibition and +12% w0 180%™ +53% (R)*®
wesk CYP3AG
ihibition required by abe)

(110 mg BID by labe)

(probaby ot elevant)

2021 EHRA NOAC practical guide

Tugftheaulsaiild rifampicin Fau CYP3A4 inducer waz P-go/BCRP
inducer mndndudedld NOAC awnsadenliliiiios edoxaban lay
r\famplcm azlUanszAuen edoxaban as LLGI%&IUSJJ’]QJ active metabolite il
istunmauny ldasdentd NOAC wiindusaufiu rifampicin losnnswdu
871 NOAC IuLaamwamadLﬂuasmu'm wag rifampicin SAARSURTAZENAU warfarin
LLavuwaamqwﬁmaq warfarin 8n¢ig NaN13ANE real-world data 910 Korean
database ‘1/IL‘lJﬁEJ‘UL‘V\EJ‘U‘UE‘“?T‘VIﬁNaLLa“ﬂ]ﬁNUa@ﬂﬂﬂ‘UaﬂNﬂlﬂiU NOAC #5®
warfarin 911U rlfamplcm wmmawlmu NOAC uaummsmmm ischemic
stroke mmmawlﬂsu warfarin agneditednAey widloRansannsifia major
bleeding WU’J’]I&IJLLGmG]NﬂuE]EJ’NEJu&Jﬁ’]ﬂfy

n3aifinwil 2 ey 73 U Case DM, HTN, DLP, CKD3b, COPD Usz i@
Liin NSTEMI (TVD) s/p PCl to LCX and RCA 6 L#iaunew, HFmrEF (LVEF 42%),
PAF, CHA, DS,VA= 5 Lab: Cr 2.11 mg/dL CrCl 32.6 mUmin, BW 74 kg
m‘wmwmammu@maw@mumisﬂmm OPD #Uel@isu clopidogrel 75 mg
daily, edoxaban 30 mg daily uag gndudnvanevia
Q2: §thenislisu clopidogrel kag edoxaban selunsealal?

A: wgn clopidogrel wagld edoxaban saly

B. 1% clopidogrel sialy wagvyn edoxaban

C. ldms clopidogrel Wag edoxaban sioly

glhesneliiing AF Sauriu CAD 910 ESC AF guideline U a.A. 2024 Lzt
A5k NOAC 1A vitamin K antagonist (VKA) nsaifeansld oral anticoagulant
AU P2Y,, receptor antagonist uugindu clopidogrel Lﬁaaﬁnﬂﬁﬁaga
ns@nuneadinAeudisn §die ACS undergoing PCI azuuziiinishe
triple therapy #® oral anticoagulant + P2Y12 inhibitor + aspirin W
1 davivsemndungu ACS high ischemic risk U DM agdunuinuesnsls
triple therapy 1ot 1 Wou LmemmEJ oral anticoagulant + P2Y12 inhibitor
Wunan 1 U uasndeaniudeld oral antlcoagulant soluiigsriinfen
duAluzdIues AHA ACS guideline U a.a. 2025 nsel bleeding reduction
strategies post PCI n13l4 triple therapy aveglutas 1 &awids 1 iieunds
i1 PCl Tnefiansanduiuanudssiunisiia bleeding %38 ischemia A1seae
clopidogrel monotherapy + oral anticoagulant Tuiuna 1 Yuddmen

wmyiwwaﬂsﬂ clopidogrel sufu edoxaban luifiunan 1 U wwu
wnndmeensmies wu melena, Hb 6.1 g¢/dL (baseline 9.8 g/dL),
Cr 21> 1.8 mg/dL, CrCl 32 &> 37 mL/min, BW 74.5 kg, SI/TIBC 3.9%,
ferritin 12 ng/mL Fwgn clopidogrel s3ufiU edoxaban uag admit ilsisu




PRBC 2 unit #iasn Hb 8.1 ¢/dL mmaﬂgmﬁ EGD
Q3: mhamwm‘u Hb Aputrarsiidunan 2 dasi asviedslsdaly ?

A: LAAO

B. Restart edoxaban 15 mg OD

C. Restart edoxaban 30 mg OD

D. Start rivaroxaban 15 mg OD

E. lafl4f oral anticoagulant 8nssaly o

nsglftiedinng Gl bleeding misfiansanilademariiietosiu
maiAn bleeding soluluaupnneufiazfinnsannisvin LAAO (Left Atrial
Appendage Occlusion) léin

- M3l PPl saudhe

- NSRRI H. pylori laafiansannisyin EGD

- mM3Ufurnaves oral anticoagulant mumsvinuvedlaegiamngas

- ﬂ’]iLﬂﬂau(ﬂiﬂiEﬂi“‘WJ’N antithrombotic agents ﬂumau

ﬂﬁmmmmamsmm bleeding @naniauen antiplatelet i 6 1iou uaz

aﬁﬁjwamm fiduaSunain Gl bteedmg

ndeyan1sfinyn PRAGUE-17" wWisuileuszwinanisl NOAC uas
M3 LAAC (Left Atrial Appendage Closure) lufthe AR fifuseh
M3iAn bleeding WisRasannaansnanvosnsanen loun stroke, TIA, SE, CV
death, bleeding v3amsiin complication Wuhmsvh LAAC Lideeninnisld
NOAC Tunstlosiumnuidessasnan (sHR=0.81, 95% Cl: 0.56-1.18) laeiile
YINNTAATIZAUBNRAGNENUI1 11571 LAAC SigURinnsaliin non-procedural
bleeding #oanin NOAC (sHR=0.55, 95% Cl: 0.31-0.97) usilaiunnmneiu
Tunsdleariu stroke 3o TIA (sHR=1.14, 95% Cl: 0.56-2.30) M5¥i1 LAAC 33
Wumadeniihaulalufthenel egdlsfinnu msvih EGD Sallanuddnysio
AIRATUINITINY LTU991N9IN Gl bleeding HinaN non-reversible cause
azandudearuly long-term anticoagulant

LAA Occlusion

Inclusion criteria were AF & 1 of the following: |

« Hxof bleed required intervention or
hospitalization

* Hxof cardioembolism while taking OAC

* CHADSVASc >3 + HAS-BLED >2

+402 High-risk AF pts = Randomized
~CHADS, VASC= 47215
-HASBLED =312 09 =
«Median Follow-up: 35 years (IQR2.6-4.3),1354 ptyear &

Antithrombotic regimen post LAAC i
ASA 100mg/d+clopidogrel 75mg/d for 3 mo |
then ASA 100mg/d i

* High-risk bleed: DAPT for 6wk
then ASA 100mg/d

* High-risk thrombosis: NOAC for 3months
then ASA 100mg/d

e o

§ ¢

§

Cumulative Incdence
3

* LAAC was noninferior to NOAC in
preventing stroke of TIA
* LAAC { non-procedural bleeding

© & m ow % % % 4
Time Since Randomization (onths)

—uc oA

Csmanci P et JACC 2022

1 hounasanntin Gl bleeding NU’Jﬂmmmimmmmu WU Hb
8.1 > 8.2 g/dL SaUfjias EGD uazn15vin LAAC \ilesse unknown Gl lesion
WNNE39 restart edoxaban 15 mg daily (off-label use)

1 wiousiann Hb 11.6, Cr 1.56, BW 75, CrCl 44.7 mU/min Fufuvun
edoxaban 30 mg daily %mamiammméﬂw 4 Usiaun Hb 13.3 g/dlL, Het 40.0%

NYeYa meta-analysis™® fisausaunsfne landmark w1BASIZH
ﬂivawﬁwaua zAUUaenfgvain1sld NOAC Tudiie AF vnlede wudingy
Nmﬂl dabigatran, aplxaban ey edoxaban Lfin stroke/system\c embolism
uay major bleeding Wowunin warfarin egslifedAn ehdlsinm
NOAC vnuiinflatfn1saliin intracranial hemorrhage Woend warfarin uay
§anudn dabigatran tag edoxaban viMliin Gl bleeding luiumn@ngain
warfarin Tusede muﬁlama retrospective cohort study Aasziily
Fme@snuin NOAC wiledn warfarin wﬂuLsawmmsam ischemic stroke,
intracranial bleeding, GI bleeding, major bleeding uag composite
outcome uaziinynMTAATIEieIToUTiBUTEWING NOAC Tunsfinunil
1aNA13841 composite outcome WU edoxaban i rivaroxaban WAz
dabigatran ugliisin991n apixaban'’

Asians Cohort

Retrospective cohort 116,804 AF patients (Korean database)
NOAC vs Warfarin
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Edoxabanmsessss meamams
All NOACs are better than warfarin in Asians

Lee et al. Stroke 2019

Statement lag Journal of the American College of Cardiology: Asia®
wuztnsld apixaban, dabigatran uay edoxaban luvmied@eiiiedesiu
stroke Tugflhe AF sautieanguiidl high risk of bleeding (HAS-BLED score >3)
viseeiusedfiniaiiin Gl bleeding viseRgeny (enemwuws 75 Tyull) uae
fiuan15Anw1 ELDERCARE-AF® fuguinnisld edoxaban 15 meg @nunse
an SSE liwnidenirevasn wazliiiuainudssdunisiin major bleeding
EANTELREN!]

w ¥ee1Y 64 U Case severe MR, persistent AF,
thyrotoxicosis dnsumsinuilulsmenunatitorh MvaTv repair, LAA excision,
right-sided MAZE (failed left-sided)

Q4: A5k oral anticoagulant %ﬁﬁﬂ,mLﬁ"av‘hmﬁwﬂw%’ﬂwné’uﬂm?

A: Aspirin

B. Warfarin

C. Edoxaban

D. Dabigatran

A thyrotoxicosis w¥hlyiAnn1sviane clotting factor wess1sny
unniund Tenaiin bleeding dloléisu warfarin SaunTu FsdesRnaiy INR
0819lnaTn lnaaniz amamLmawmwmmamﬂnam'gv euthyroid

suauafuaamﬂw edoxaban ’Luﬂauwm bloprosthetlc valve implantation
Fuau 191 au Aadufesay 0.9 MndidrsaumsAnevianun 21,105 aw lu
MsANW ENGAGE AF-TIMI 48” wuiinsld edoxaban i primary net clinical
outcome tulionin warfarin amﬂuu&imﬂm muﬂﬂiﬂﬂwﬂummﬂw AF *vm
bioprothetic valve lésy apixaban uay rivaroxaban FBui Lmlmuﬁaada
o5l dabigatran Tugthenduil

ENGAGE AF-TIMI48 (bioprosthetic valve)

191(0.9%) of 21,105 patients had previous bioprosthetic valve implantation
Median FU of 2.8 yrs. Mean TTR of 68.9%

Stroke or Systemic Embolic Event B Major Bleeding c

Primary Net Clinical Outcome

Strokeorsee

1=

Edoxaban had better net clinical (SSE & ing) as compared to warfarin
Similarly in ARISTOTLE(apixaban) and ROCKET AF (rivaroxaban)
RELY (dabi luded any p hetic valve

Carnicelli et al. Circulation 2017

Msfnw ENAVLE? fivhnsfnuiuSeudisuussansunaves edoxaban
30 130 60 Mg Hay vvarfarip RWINNISHIGA bioprosthetic valve implantation
Wunan 3 wew msfinuiifitay AF Suaufesay 60 waghiansan primary
efficacy outcome 1owA death from any cause, clinical th‘romboembolic
events uag asymptomatic intracardiac thrombosis WuNguTIlASU edoxaban
WnnadnsHINaItenin warfarin eg1ditedAny dun1siin major bleeding
Liunnsnafuegiideddy  wavdinsAnu ENBALY.  #ildSunismeuns
w0 aa. 2025 Fau3ouiisunsly edoxaban waz warfarin Tugithefidnsngn
bioprosthetic valve replacement nan1s@n#IUI1 edoxaban Waz warfarin
laumnsinsnulunisan stroke/systemic embolism kazn1siin major bleeding
JsagUldn edoxaban HuszavEnalisioondn warfarin Tugftengussnan

wmmwulmu warfarin post-op (per CVT) wds1ntiu 1 ey INR 1. 74,
2 ifiow INR 1.82, 3 LHiau INR 1.68 91n1u off warfarin per CVT uazvdntiy
2 Ba%a flheddfinng AF 36l#3U edoxaban wazlsinuinfn bleeding uio
stroke
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