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MRA mineralocorticoid receptor antagonis 271A BEMOAE S22 £2X XA
NDCC non-dihydropyridine calcium channel blocker | H| CISIO|E2L2|HA Z&EEE AIHA|
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O 2% /15 X FoYARE 11243H0F sh= e ot | BLER
-
c oy HEY, Id s
propafenone | 150-300 mg tid XN5te| AL 27
AEH
o« =4 EEE HIAIZdX 71 IIJE ?
s&2 oI_EEEJ—l' = QRS 70| =7} o AR 1Y
715 Holl, P15 Zol, A7Is ZHok > 95% o[t AR
EE HA0| Qe AR 79 ’ .
propafenone SR |225-425 bid o CIX|H2|AQ} warfarin 228 2-3¢2
S7tAE
« oy dEE, Id s AEH,
G _ XNotel 4L 27| RS 7HA9| =74 AJEH 12,
pilsicainide | 25-50 mg tid °r = L Q e U= oF
c SEE = WHZENM M V5| > 25% A
o, 715 o7t U= 82 F 2-3d
s foet LV, 57| A8, M4 | QT 749 oF agm0) | ARt A
- EE, = (Y
QT <zHA49l B7), NZEELS,| > 500 ms, ;Er AI;* 10
sotalol 40-160 mg bid CrCl < 50 mg/mL2l &< 271| %A AR = —— IP‘PE
« S5k MY7Is Motel B2 M| QT -9 &7t ;Af 2_3_(')|
Mot 8 2H T > 60 ms B =
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H 8 dYMsS o |
K| ZUEAL a7 /A 8% =15
beta—blocker
_ 5 1.25-10 mg QD
bisoprolol =S Fo o) 28
| 3.125-25 mg BID
dilol* g2
carvedilo ok 8-64 mg QD (ER)
T SRt M HIEMT XICHH| AS
12.5-100 mg BID -
N o 25200 ma qp | BT 2 B3 Il o
P % &R TPFRI0] QI TR
27| *carvedilol (HPMEHX H|E}
_ 5 1.25-10mg QD RIEHR)
nebivolol = Fo o) 28
500 mcg/kg 2HOZ 12 0[A0| ZX
esmolol FAt & 50-250 meg/kg/min £E2

& 3

calcium channe

. 60-120 TID
oo 025 mgjkg 8202 2% ORI TH | o
FA 3 515 mo/h SE2 BN AL ’ _
(ER) T TS Kot MRHUN 37|
0.075-0.15 mg/kg 8FO= 2& O} 40-120 mg TID | ¢ & AWVIs Kot Al &
verapamil 24X ZFAF Z 5 meg/kg/ min £E2 120-480 mg QD
HA A (ER)
cardiac glycosides
o gi= FALZ Z[0f 0.75-1.5 mg2 g5 AE s /M Al 2 B0t
digoxin 2N O 2K AfS 00625025 m0 | 1. rspmionyt 82 23 e
other
300 mga 1AM ZX FAF & 10-50 SpAEIsi0| Qe 2O
amiodarone mo/h £E2 24AH0 2X FAL 100-200 mg QD

) = o =%
SHAS 0[dl= As 7

BID: 1 23|(twice daily), CKD: 2HYZEH(chronic kidney disease), ER:

OD: 1Y 13|(once daily), TID: 1Y 33|(3 times a day)

[EX. Oiets

XNt (extended release),

NS T=XIE. 2021]
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Tl 7SR SAL ZHA

[EX. Cereme

I

3|, 4

YMs L=X1H.

B2 M E= T2 oy

b O =SAHEHO] 60 kg 0| FAAES AR 1 SR MSE= ofHY

2021.]

H 9. NOAC 8% Z& 7|&
2 dabigatran rivaroxaban apixaban edoxaban
B8 150 mg ofF 23 20 mg SIE 13 5 mg 312 23] 60 mg otF 18
M8 | 110 mg 312 2] - - -
azEH - 15 mg oIF 18] 2.5 mg 312 23] 30 mg 312 13
110 mg = 28| AfZ: | * CrCl 15-49 mL/min | OF2f 37tX| 7|& & | Of2f 7|& & StLt
« CrCl 30-50 mL/min | * &8 8= 37t 271X| O|AfOl AL: | O|AfOI AL
e L}0| > 75K (SEATH ALE) Lto] > 80Al * CrCl 15-50 mL/min
. i 2 e 2O e 2O
g2t verapamil AtE =74 < 60 Kg =74 < 60 Kg
Iz <58 T 371 * &% creatinine * dronedarone,

. > 1.5 mg/dL ciclosporine,
erythromycin,
ketoconazole
SA AR

CrCl: IOtElH HA&(creatinine clearance)
* & Y’k &7F 22004, OfALR, HIAHZ0|EY AGH 58, U8M e &8N 2101y, g4
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Jhu

E 10. NOAC %=std EM H|u'
2= dabigatran apixaban edoxaban rivaroxaban
15 mg/20 mg:
. SAt 3 HFok=
MH0|I2E 70 0 0
HOI2E 3-7% 50% 62% 240 100%, T2iX]
o2 42 66%
M= US U AS s
SE UMY 5
;é[ Syt H@ 20%/80% 73%/27% 50%/50% 60%/35%
SN ASE
S 35% 87% 55% 95%
(plasma protein binding)
. 14% o els oid els
A0 B4Rt A 20-60% (Fyo=z ;1I715|I| (E**C;Hi KA (EMOOHi LN
(dlalysability) (Y EMoz ®p) | T o) o o) o o)
} CYP3A4 (25%),
Z=a20 23 \25%) CYP2A4 (18%),
CHAL S CYP1A2, CYP3A4
, (Glucoronic acid CYP3AA(18%),
(metabolism) coniucation) CYP2J2, CYP2C8, | (HMMzke| 4% Ojeh VPO
o CYP2C9, CYP2C19
A 0] ot _ _ 622% ]
orF| £ Tt = T3t el g+ 37t +39% &4 37t
T (BlAsto] )
$I’é*f%*ﬂf AH =8 Al A -12% to 30% ot glo ot oj2 ot gio
E4(H2 ARIH|/PPI) (UM Q0| Aol gis
A SZIKIQ| ARZHARD 3 3 2-4 2-4
5-9 (F2 AE)
KA 7 |(ARZE 12-17 12 10-14
41 [ONFd)) 0 11-13 (29
Hl(non-vitamin K oral anticoagulant)

NOAC: H| H|EfRI K ZStx| A7

==t}

o O

T Steffel J, Collins R, Antz M, et al. 2021 European Heart RhythmAssociation practical guide on the
use of non-vitamin K antagonist oral anticoagulants in patients with atrial fibrillation. Europace

2021;23(10):1612-1676.
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I 11. NOAC oH| Msxtat

OFH| 7|5 dabigatran apixaban edoxaban rivaroxaban
P-gp
7 & (substrate) O X O X
CYP3p4 71& X O (=25%) X ((4%) O (=18%)
SRR
amiodarone | & P-gp A +12% ~ okzst A= Ol +40% Z0jet Hat
60%SmPC
digoxin P-gp &4d Fak EZSmPC I o= I U2 gk PSSmPC
diltiazem okt P—gp, A5k A2SmPC +40% NS T o=
CYP3A4 9X|
dronedarone P-gp, CYP3A4 20| Qaf +85%
ol | (SI2 8t H 30mg
=8 #%)
quinidine P-go 29 +53%SmPC | 2i=st xI2 g +77%
B 28 e
)
verapamil P-gp M| 3 oot +12% L= AR Ois +53% (SR)
CYP3A4 X 180%SmPC Y =™ =o
= =2 ) =)
(110 mg BID
=58 ¢
7B} A o=
P-go 34 & e H2AE gt A= gt A=

atorvastatin

g [ ﬁ

CYP3A4 9| =)
ticagrelor P-gp &M +24% to |/
65%SmPC
(CH7HESE £t
20t =
2518 £0)
Sl
clarithromycin; P-gp <X & Clarithromycin; | Clarithromycin; | Erythromyein; | Clarithromycin;
erythromycin PA=Ly 19% AUC,; +60% AUC; +85% AUC; +50% AUC;
CYP3A4 9| +15% Cmax +30% Cmax +68% Cmax +40% Cmax
(SmPC) (SmPC) (dose reduction | Erythromycin;
to 30 mg daily +30% AUC;
by label) +30% Cmax
(SmPC)
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K| 71 dabigatran apixaban edoxaban rivaroxaban
rifampicin P-gp/BCRP2} -35% AUC, (but
CYP3A4 S&A| with
(inducer) compensatory
increase of
active
metabolites)
fluconazole a5 CYP3M4 -42% AUC;
oK -30% Cmax
(TIAIEA])
itraconazole; A=ot P—gp2t +140 to 150% | -100% AUC; -874% AUC; -160% AUC;
ketoconazole | BCRP 4%; 43t | (ketoconazole) | —-64% Cmax -89% Cmax ~72% Cmax
CYP3A4 X | (US: 2x75 mg | (ketoconazole) | (6FF SHH 30mg | (ketoconazole,
if CrCl 30-50 =28 HY) SmPC)
mL/min)
voriconazole | 248t CYP3A4 2R |- s
posaconazole Be~E5E9
P-gp X, Zst
CYP3A4 S|
7|E} A
naproxen P-gp 374 = S +55% AUC; | AUC x0| 8ig | AUC x0| i
OpEalY oz +61% Cmax
BT (bleeding
time) 37t
H2-blockers; Aokl dojst &g, g el dojet &8, gL el
PPI; UAE ot UMH ot
Al-Mg- A=SmPC =
hydroxide
SSRIs; SNRIs | SHATHO| Osals SmPC 7 ///% // SmPC
oy % %

AUC: area under curve, P-gp; P-glycoprotein, SmPC; summary of product characteristics

Cmax: 4=&

5 2D ¥EsE

T Steffel J, Collins R, Antz M, et al. 2021 European Heart RhythmAssociation practical guide on the
use of non-vitamin K antagonist oral anticoagulants in patients with atrial fibrillation. Europace
2021;23(10):1612-1676.
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o AlHFA0L 2|E XH(rate and rhythm control)0fl CH&t
S22 H0l= &kts gEtNoz 2|5 E’S(rhythm controI)E

SA0| gL 25 B4
MS5t= 2402 HI8HPotpara S, 2013?).

 SkZ 11 M|(anticoagulants), H| HIEFZI K ZStH| A7 &S10X|(0I5H NOAC)O| CHst
SOl VK| 22 M3k
- 2120 HES 40| gz 0=, Ut =Y dUMHs eXi= NOAC =
4 Ao =X ArzE FAFSEAHY z

POl Xl o7H &OshA ZAH(shared
decision making)ste= A2 MS6k= BHH, D2EAQL Q= SiXt= QALY MEHSH
FE AS MSoiE A7 2n7t US(Lane S, 20187)

- warfarin X|20f gt MSE: Wright 5(2019)” ST70AM & 12352 Algt
M 2SS Ude= ot MU0 20t "SIX0 Cigt HEV 0] RS
M X warfarin X252 211 QU= K| 68%0|A] NOAC X229 0|
(benefits)ll= 276t warfarin X2 JIHZE QX|ots A4S MSE LSt
AEMIES 2Rtel &g |(warfarin, NOAC)O| CHet MS =t MEH 0|RE= O
CrfsiCH= 2 107F US(Loewen S, 2017%). Shafrin o( 016)? A7L0f
OfotH 2JAH200H)2l 85%= warfarin CiH] NOACE MSst= BHH Sixy
warfarin |25 #X| 410 Q= 8Kt 78 2% U= ‘warfaring M3 3oL,
warfarin X|28& i QU= A9 73.0%= ‘NOACE M3z’ 3MCh=

=1

warfarin X|Z20f| CHgt SIAS0| Mt MsEE H11st

- X|2 F=20{ st MSE: Vaughan Sarrazin 5(2014)" A0 2I5HH Alst
NS BXt= QR 2AH20] AUL0|E 275t warfarindt H|mZHS o
dabigatran At20| Cfalf X021 Ao2 E11st NOAC S0|A= apixaband|
st M&=7F 219 B QS(Shafrin 5, 2016%). Andrade 5(2016)°
A0 2l5HH 2JAH266TH)2| 61%= NOAC =0|A apixabang MES3HX|Tt
BtXH178%Y)= apixaban, rivaroxaban, warfarin A {26t MEdH=

OF=20| Q= ZOZ LIEtE. TJ2{U BAt= G20 st H Hi=(once dally
medications) rivaroxaban £ warfarin X|Z20f| gt &=2E7} 5120 +
HE 220 HloH O =A LERCD Hgt

A= 1

[

* 0| EXFOME HIAZ2H & St JH0A SRt & %”él% LlohA
X2 ZETAON SRS Z0| EOHAIAN 2Rt 2719t *1255 oty St=s
AR5 AU2(Seaburg S, 20147; Stiggelbout 5, 2012'9).
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1) McCabe PJ, Kumbamu A, Stuart-Mullen L, et al. Exploring patients' values and preferences for initial atrial

fibrillation education. J Cardiovasc Nurs 2020;35(5):445-455.

2) Potpara TS, Polovina MM, Mujovic NM, et al. Patient preferences at ten years following initial diagnosis of
atrial fibrillation: the Belgrade Atrial Fibrillation Study. Patient Pref Adherence 2013;7:835-842.
3) Lane DA, Meyerhoff J, Rohner U, et al. Patients' perceptions of atrial fibrillation, stroke risk, and oral

anticoagulation treatment: an international survey. TH Open 2018;2(3):e233-€241.

4) Wright JN, Vazquez SR, Kim K, et al. Assessing patient preferences for switching from warfarin to direct oral

anticoagulants. J Thromb Thrombolysis 2019;48(4):596-602.

5) Loewen PS, Ji AT, Kapanen A, et al. Patient values and preferences for antithrombotic therapy in atrial

fibrillation. A narrative systematic review. Thromb Haemost 2017;117(6):1007-1022.

6) Shafrin J, Bruno A, MacEwan JP, et al. Physician and patient preferences for nonvalvular atrial fibrillation

therapies. Value Health 2016;19(4):451-459.

7) Vaughan Sarrazin MS, Cram P, Mazur A, et al. Patient perspectives of dabigatran: analysis of online

discussion forums. Patient 2014;7(1):47-54.

8) Andrade JG, Krahn AD, Skanes AC, et al. Values and preferences of physicians and patients with nonvalvular

Can J Cardiol

atrial fibrillation who receive oral anticoagulation therapy for stroke prevention.

2016;32(6):747-753.

9) Seaburg L, Hess EP, Coylewright M, et al. Shared decision making in atrial fibrillation: where we are and

where we should be going. Circulation 2014;129(6):704-710.

10) Stiggelbout AM, Van der Weijden T, De Wit MPT, et al. Shared decision making: really putting patients at

the centre of healthcare. BMJ 2012;344:e256.
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2) Song Y, et al. A Reporting Tool for Adapted Guidelines in Health Care: The RIGHT-Ad@pt Checklist. Ann
Intern Med 2022 doi: 10.7326/M21-4352.
The user guide of the Right-Ad@pt. Right-Ad@pt Checklist. Version 04. Extending the RIGHT statement for
reporting adapted practice guidelines in healthcare. 2020.
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Referral for specialised
management
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Refer people promptly at any stage if treatment fails to control the

symptoms of atrial fibrillation and more specialised management is needed O
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1-1: Andrade JG, Aguilar M, Atzema C, et al. The 2020 Canadian Cardiovascular Society/Canadian Heart Rhythm Society comprehensive guidelines for the management of atrial fibrillation. Can J Cardiol
2020;36(12):1847-1948.

1-2: Andrade JG, Verma A, Mitchell LB, et al. 2018 Focused update of the Canadian Cardiovascular Society guidelines for the management of atrial fibrillation. Can J Cardiol 2018;34(11):1371-1392.

1-3: Macle L, Cairns J, Leblanc K, et al. 2016 Focused update of the Canadian Cardiovascular Society guidelines for the management of atrial fibrillation. Can J Cardiol 2016;32(10):1170-1185.

2: BC Guideline.ca (British columbia). Atrial Fibrillation-Diagnosis and Management. 2015.

3: American Academy of Family Physicians. Pharmacologic management of newly—-detected atrial fibrillation. 2017.

4-1: ACC/AHA. 2019 AHA/ACC/HRS Focused update of the 2014 guideline for management of patients with atrial fibrillation. 2019.

4-2: ACC/AHA. 2014 AHA/ACC/HRS guideline for the management of patients with atrial fibrillation: a report of the American College of Cardiology/American Heart Association Task Force on practice guidelines
and the Heart Rhythm Society. 2014.

©O© 00 N O O

fibrillation 2018. 2018.

 NICE. Atrial fibrillation: the management of atrial fibrillation. 2014.

. National Heart Association of Malaysia. Management of atrial fibrillation. 2012.

: Japanese Circulation Society. Guidelines for pharmacotherapy of atrial fibrillation (JCS 2013). 2014.

: ESC. 2020 ESC Guidelines for the diagnosis and management of atrial fibrillation developed in collaboration with the European Association for Cardio-Thoracic Surgery (EACTS). 2020.

. National Heart Foundation of Australia. National Heart Foundation of Australia and the Cardiac Society of Australia and New Zealand: Australian clinical guidelines for the diagnosis and management of atrial

10: Chiang CE, Wu TJ, Ueng KC, et al. 2016 Guidelines of the Taiwan Heart Rhythm Society and the Taiwan Society of Cardiology for the management of atrial fibrillation. J Formos Med Assoc

2016;115(11):893-952.

11: U. S. Preventive Services Task Force. Screening for atrial fibrillation with electrocardiography: US Preventive Services Task Force recommendation statement. JAMA 2018;320(5):478-484.
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2-1) 2HERXIZ)| 2

o ZMTIZE 201194 1&~20204 12

e JHO|E2I0! AM K= H
- =9 7f | 2kl EXH 7]12H57H): G-I-N, NICE, SIGN, CMA_Infobase, NHMRC
- =229 AM D/B(27H): Pubmed, Google
- =Ly 3—.*§|

o MAX JI0|=2tQl HM2 2 AM ZE0| B2 Hx AMTE et

o TIBXF B MOITIOl= 129 IFOB HMGHOD HA AlS [ 22,

i

[(Guideline* or Practice guideline* or Clinical practice guideline* or Recommendation* or

Consensus)]

AM Xz HE2 M M2Ksearch strategy)s 7HESHH ME0IRH, PubMed ZAA H2f Of|Al
7o
E O

H 16, AUAS 710|521 HMS 95t Pubmed A4 H2t

= H 161t

M ;202114 39 18Y

Search Query Results
#1 "Atrial Fibrillation"[Mesh] 58,155
" atrllal—flbnlllatl.on'[TI] OR atrium—fibrillation*[TI] OR 435,700

auricular—fibrilation*[TI]

#3 #1 OR #2 65,512
#3 AND ("Consensus Development Conference" [ptyp] OR
"Consensus Development Conference, NIH" [ptyp] OR "Guideline"

" [ptyp] OR "Practice Guideline" [ptyp] OR Guideline*[TI] OR 1078
Clinical-Practic*[Tl] OR Recommend*[TI] OR CPG[TI] OR CPGs[TI] OR ’
"consensus'[MeSH] OR consensus[Tl] OR Guide[Tl] OR
Statement*[Tl] OR Best-Practic*[Tl])

#4 NOT (animals[Mesh:noexp] NOT (animals[Mesh:noexp] AND

#5 1,277
humans [Mesh]))

45 #5 AND (("2011/01/01"[PDAT] : "2020/12/31"[PDAT]) AND 797

English([lang])
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2-2) EZ 34 O[] MET M

o ZM7IZE 2018 1€ ~ 20214 128

° 2074 ARF FYAER T 4070 HM X2 AM H2A(search strategy)s /WSO HESIUOH,
HYMS S AEAE A UHERE MAKCE dMot/| gt Pubmed AMES OlAl= & 171}
paiel
Eo.

B 17. tEMS 381 Xz 99| HAE HMS flet Pubmed M HE

Al 2021 68 209

Search Query Results
#1 "Atrial Fibrillation"[Majr] 49,140
) atrial—fibri|Ie.1tionl*[T.|] QR atrium—fibrillation*[TI] OR auricular—fibrillation* 45,385

[TI] OR atrial-fibrilation*[TI]
#3 #1 OR #2 57,041

#4 | "Anticoagulants"[Majr] OR "Anticoagulants” [Pharmacological Action] 235,750
Anticoagulant*[TW] OR Anti-coagulant*[TW] OR Anticoagulation*[TW]
#5 OR Anti-coagulation*[TW] OR "Factor Xa Inhibitor*'[TW] OR | 152,717
Antithrombin* [TW]

#6 "Vitamin K'[Mesh] OR "Vitamin K"[TW] 28,620
#7 #4 OR #5 OR #6 302,591
#8 #3 AND #7 14,441

#8 AND (review[ptyp] OR review*[TI] OR Meta—-Analysis[ptyp] OR
Meta—-Analys*[TI] OR systematic[sb] OR systematic review*[Tl] OR
systematic Literature*[TI]] OR Randomized Controlled Trial[ptyp] OR
Randomized[Tl] OR Randomised[TI] OR RCT[TI])

#9 NOT (animals[Mesh:noexp] NOT (animals[Mesh:noexp] AND
#10 | humans [Mesh])) AND ((Englishllang] OR Korean[lang]) AND 1,116
("2018/01/01"[PDAT] : "2021/12/31"[PDATI))

#9 4,312
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3) ZA(RIEX|Z]) MMl 7|1F, AJeld 3% Y MY SEL(PRISMA Flowchart)
H 18. ZAEI=EXZ) M & 7|E Y HiM 7|E
dM =4 3 23 J|E A 71&
« Mg QlFH: MOl o Mg QIR 00|, FaH
s Z2t0] AN E2 « 20| AENSO| OfH 32
o 7t0|=2t21 N HMA|(Etiology, Prevention, e ZMAET: 20104 128 O
1 Diagnosis, Therapy/Treatment, Follow-up, « 00 I=, G22=E SMUEX| P42 32
Management)
e EMAL: 2011.01~2020.12.31
« 00 22 Qo3 EntE HQ
o M= 2t YR}, ORt 3 oRf = 7|2 M2t S, S
2 1. HHAE J10|=2121 * Mt H3[A 7H0| =22l
e 22 2tXE 7H0|=2fel « U BXE JHo|E2R!
3 1. Home care& 7}0|=2f2!
4 |« K& ALBXE: QA o K& AL Zt3AL, 2HAL Bl S
o {718 710|=210101 H2 s 27718t 710|=21210] OfH &<
- dAeE ¥ HISE BIPE UeE 8% - deE # HISE B gl 8%
- 7t 2L %71|5| U= 8% - HITF 2AE HAEN UX| fh2 ER
* AMP7HLHGRADE & 2al) 7H0|=2te! o :E7HY HHOZ JLE JH0|=2tel
« JHH20| U= E2 F version 7H0|=2f2! o SOUHY HHOZ JEUE JH0|=2tel
o i FHol| ZEtE HY FH JHo|=2tel * 710|E2}QI/RIZ X|ZI0| Ot AR
- WS iR 2 Witk FE
° . Bioj= 7joj=2fol
o (Z|AD) J4™ M version 710|E2t0I
o i SY0M HMlE HY FH 7H0|=2t21
(=&-ME S
IR, 2F, Y 9 0|f2 EEZ0|
2/tstt 82
« 7|EhH 27 718t X|&2 OfLX|2H =LY
7I0|=2IRI0[AHL =2 IANELE S8 &=
NS 710|=2t2l
e QE 2720104 12€ O|M)=Z 4L
6 710|=fRI0[ X2t & ZQtsHoF & 2HE ZEefot
Olb 7|-O|I:E_|-O|
J|EXN, 21, Y=MEIt TENE S5t
80| 7tsst 2AHE Eegotll U= 7I0|=2tel
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Identified
through
searching
(n=772)

Identification

Screened hy
two independent
reviewers

(n=733)

Screening

Full-text CPGs
assessed for
eligibility
(n=75)

Eligibility

Included CPGs
(n=12)

Included

oA
1o
rx
oA

g0l et SEZ(PRISMA Flowchart)

Duplicated records removed (n=39)

Excluded after screening the titles and
abstracts (n=658)

Full-text CPGs excluded (n=63)
Reasons:

e Consensus CPG (n=4)

e Not an evidence-based CPG (n=3)
Not a CPG (manual) (n=2)

e QOld version (n=15)

e Summary version (n=1)
e Others
- CPG for stroke prevention (secondary)
(n=6) and surgical treatment (n=25)
- Similar contents with main CPGs (n=1)
- Quality standard [n=5)
- Insufficient evidence (n=1)

12 3. AMMS JlojSael MY B2
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4-2) ZHEE)Y & It ¢
F7fet 24l 24 =Zelo] RCTR! 8%
- I3E Risk of Bias’ HH =75 Aol HIEH, AFLUHE HMetds B7iet
. Bias : Systematic error or
Sources of bias (RCTs) deviation from the truth
Target Population
Random sequence generation
Allocation
Control group

Allocation concealment

Blinding of participants, personnel
Blinding of outcome assessment
Incomplete outcome data

Selective reporting

Intervention group

Outcome assessment

Outcome assessment

Publication of study outcomes

13 5. 239 I Wt EREI)

1) MONASH University. Introduction to Systematic reviews of health interventions short course. 2016.

o FIfet Al 2 10| SRY &R
- I ROBIS' =7 AIZ5I0 7Ol XeHHe HIIEt?
. Judgement
3= ROBIS domain 2
()
Concerns regarding specification of study eligibility criteria Low risk
Concerns regarding methods used to identify and/or select studies. Two S
2 L . . High risk
authors screened citations for inclusion, but only one screened full text.
Concerns regarding methods used to collect data and appraise studies. One L
. . High risk
author extracted data and assessed risk of bias.
Low risk

4

on how to use ROBIS. University of Bristol. 2016.

3
Concerns regarding synthesis and findings
2) Whiting P, Savovic J, Higgins J, et al. ROBIS: Tool to assess risk of bias in systematic reviews guidance
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bleeding risk assessment.

Ooo=2 o = — =
A1 == ZHXZE(supporting evidence)
A5 &9 A o= 7|1E 2HSE/ - A8E 2HE B+ B -
A1 (Recommendations) HISE &1 B C D ¢
A-1|A-2|B-1|B-2| C D
YSUHE MES2 HUHS SoME £ 01F S AAE M8t 1l 75t £
G1 o[BioIXtZ TOI5I0{0r BiTY. B/lla 0 1 0 1 3 0 0
For bleeding risk assessment, a formal structured risk—score-based bleeding
risk assessment is recommended to help identify nonmodifiable and address
modifiable bleeding risk factors in all AF patients, and to identify patients B/I 3 0 0 0 1 0 0
potentially at high risk of bleeding who should be scheduled for early and more
frequent clinical review and follow-up.
G2 For a formal risk-score-based assessment of bleeding risk, the HAS-BLED
score should be considered to help address modifiable bleeding risk factors, B/lla 3 0 0 0 . 0 0
and to identify patients at high risk of bleeding (HAS-BLED score > 3) for early
and more frequent clinical review and follow-up.
Estimated bleeding risk, in the absence of absolute contraindications to OAC,
o . . . A/ 0 0 0 0 0 0 0
should not in itself guide treatment decisions to use OAC for stroke prevention.
We recommend initial and ongoing evaluation of bleeding risk for all patients
G3 with AF whose stroke risk warrants antithrombotic therapy, with the use of | Low/ Strong 0 0 1 1 1 0 0
strategies to mitigate the increased risk of bleeding associated with OAC.
ca Rever3|b|e'b|eedmg. facltor's slhould be identified and corrected in AF patients for Low/ Strong 1 0 0 0 0 0 0
whom anticoagulation is indicated.
For patients with AF, bleeding risk assessment should be performed in all
patients with AF at every patient contact and should initially focus on potentially | Low/ Strong 2 2 0 2 3 0 0
modifiable bleeding risk factors.
For patients with AF, we recommend use of the HAS-BLED score to address
G8 modifiable bleeding risk factors in all AF patients. Those potentially at high risk Moderate/ 1 0 9 1 0 9 0
(HAS-BLED score > 3) warrant more frequent and regular reviews or Strong
follow-up.
In VKA-treated patients, we recommend use of the HAS-BLED score for Low/ Week 1 0 9 1 0 9 0

ale) Alewlld ul uone||1qi4 |elly J0j dUIIBPIND Paseq-9dUapIng

| RIYBiR SRR jAlcke 82lo B |
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A1 == ZHXZE(supporting evidence)
ARF &9 2k o= 7|1E 2T/ - MEE ZHE 5 B -
#1(Recommendations) HisZ &1 A B @ D
A-1 | A-2 | B-1|B-2| C D
Assess the risk of bleeding when:
- considering starting anticoagulation in people with atrial fibrillation and - 0 0 0 0 0 0
- reviewing people already taking anticoagulation.
Use the HAS-BLED score to assess the risk of bleeding in people who are
starting or have started anticoagulation.
G5 Offer modification and monitoring of the following risk factors:
- uncontrolled hypertenspn _ _ B 0 0 . 4 9 0
- poor control of international normalised ratio (INR)
- concurrent medication, for example concomitant use of aspirin or a
non-steroidal anti-inflammatory drug (NSAID)
- harmful alcohol consumption.

% Recommendation Matrix ZFH0IAM HID E=

ZAXIZE (supporting evidence)?| F& L H7Y|

A-1 SR/Meta-analysis
A A-2 RCTs, CTs with control
B-1 Clinical trials (no control)
° B-2 Non-RCT, Observational study (Cohort, Case-control)
C Cross—sectional study, Case report
D Expert opinion, Consensus

Guidelines
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CPGs ID Reference list for supporting evidence [Types of evidence]
323. Fang MC, Go AS, Chang Y, et al. A new risk scheme to predict warfarin-associated hemorrhage: The ATRIA (Anticoagulation
and Risk Factors in Atrial Fibrillation) Study. J Am Coll Cardiol 2011;58(4):395-401. [Cohort]
324. Gage BF, Yan Y, Milligan PE, et al. Clinical classification schemes for predicting hemorrhage: results from the National Registry
a1 of Atrial Fibrillation (NRAF). Am Heart J 2006;151(3):713-719. [Cross—Sectional]
(st 325. Hijazi Z, Oldgren J, Lindback J, et al. The novel biomarker-based ABC (age, biomarkers, clinical history)- bleeding risk score
2018) " | for patients with atrial fibrillation: a derivation and validation study. Lancet 2016;387(10035):2302-2311. [RCTs]
326. O'Brien EC, Simon DN, Thomas LE, et al. The ORBIT bleeding score: a simple bedside score to assess bleeding risk in atrial
fibrillation. Eur Heart J 2015;36(46):3258-3264. [Cross—Sectional]
327. Pisters R, Lane DA, Nieuwlaat R, et al. A novel user-friendly score(HAS-BLED) to assess 1-year risk of major bleeding in
patients with atrial fibrillation: the Euro Heart Survey. Chest 2010;138(5):1093-1100. [Cross-Sectional]
388. Borre ED, Goode A, Raitz G, et al. Predicting thromboembolic and bleeding event risk in patients with non-valvular atrial
fibrillation: a systematic review. Thromb Haemost 2018;118(12):2171-2187. [SR/Meta]
395. Pisters R, Lane DA, Nieuwlaat R, et al. A novel userfriendly score (HAS-BLED) to assess 1-year risk of major bleeding in
& patients with atrial fibrillation: the Euro Heart Survey. Chest 2010;138(5):1093-1100. [Cross-Sectional]
(ESC. 2020) 404. Caldeira D, Costa J, Fernandes RM, et al. Performance of the HAS-BLED high bleeding-risk category, compared to ATRIA and
' HEMORR2HAGES in patients with atrial fibrillation: a systematic review and meta—analysis. J Interv Card Electrophysiol
2014;40(3):277-284. [SR/Meta)
406. Chang G, Xie Q, Ma L, et al. Accuracy of HAS-BLED and other bleeding risk assessment tools in predicting major bleeding
events in atrial fibrillation: a network meta—analysis. J Thromb Haemost 2020;18(4):791-801. [SR/Meta]
411. Esteve—Pastor MA, Rivera—Caravaca JM, Shantsila A, et al. Assessing bleeding risk in atrial fibrillation patients: comparing a
bleeding risk score based only on modifiable bleeding risk factors against the HASBLED score. The AMADEUS trial. Thromb Haemost
63 2017;117(12):2261-2226. [Clinical Trials]
412. Chao TF, Lip GYH, Lin YJ, et al. Major bleeding and intracranial hemorrhage risk prediction in patients with atrial fibrillation:
(CCS/CHRS, ) . . ) ) ) e . . .
2020) attention to modifiable bleeding risk factors or use of a bleeding risk stratification score? A nationwide cohort study. Int J Cardiol
2018;254:157-161. [Cohort]
413. Guo Y, Zhu H, Chen Y,et al. Comparing bleeding risk assessment focused on modifiable risk factors only versus validated
bleeding risk scores in atrial fibrillation. Am J Med 2018;131(2):185-192. [Cross—-Sectional]
G4 . ) . o : . . .
(NHFA 244. 7Zhu W, He W, Guo L, et al. The HAS-BLED score for predicting major bleeding risk in anticoagulated patients with atrial

CSANZ, 2018)

fibrillation: a systematic review and meta-analysis. Clin Cardiol 2015;38(9):555-561. [SR/Meta]
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CPGs ID Reference list for supporting evidence [Types of evidence]
115. Caldeira D, Costa J, Fernandes RM, et al. Performance of the HAS-BLED high bleeding-risk category, compared to ATRIA and
HEMORR2HAGES in patients with atrial fibrillation: a systematic review and meta—analysis. J Interv Card Electrophysiol
2014;40(3):277-284. [SR/Meta)
106. Zhu W, He W, Guo L, et al. The HAS-BLED score for predicting major bleeding risk in anticoagulated patients with atrial
fibrillation: a systematic review and meta-analysis. Clin Cardiol 2015;38(9):555-561. [SR/Meta]
69. Fang MC, Go AS, Chang Y, et al. A New risk scheme to predict warfarin—associated hemorrhage: the ATRIA (Anticoagulation and
Risk Factors in Atrial Fibrillation) study. J Am Coll Cardiol 2011;58(4):395-401. [Cohort]
98. Pisters R, Lane DA, Nieuwlaat R, et al. A novel user—friendly score (HAS-BLED) to assess 1-year risk of major bleeding in
patients with atrial fibrillation: the Euro Heart Survey. Chest 2010;138(5):1093-1100. [Cohort]
99. Gage BF, Yan Y, Milligan PE, et al. Clinical classification schemes for predicting hemorrhage: results from the National Registry
of Atrial Fibrillation (NRAF). Am Heart J 2006;151(3):713-719. [Cross—Sectional]
100. Hijazi Z, Oldgren J, Lindback J, et al. The novel biomarker-based ABC (age, biomarkers, clinical history)-bleeding risk score for
patients with atrial fibrillation: a derivation and validation study. Lancet 2016;387(10035):2302-2311. [RCTs]
101. O’Brien EC, Simon DN, Thomas LE, et al. The ORBIT bleeding score: a simple bedside score to assess bleeding risk in atrial
fibrillation. Eur Heart J 2015:;36(46):3258-3264. [RCTs]

G8 102. Shireman TI, Mahnken JD, Howard PA, et al. Development of a contemporary bleeding risk model for elderly warfarin recipients.
(CZ';'HE:)T’ Chest 2006;130(5):1390-1396. [Cross-Sectional]

103. Zulkifly HH, Lip GYH, Lane DA. Bleeding risk scores in atrial fibrillation and venous thromboembolism. Am J Cardiol
2017;120(7):1139-1145. [Cross-Sectional]

98. Pisters R, Lane DA, Nieuwlaat R, et al. A novel user—friendly score (HAS-BLED) to assess 1-year risk of major bleeding in
patients with atrial fibrillation: the Euro Heart Survey. Chest 2010;138(5):1093-1100. [Cohort]

114. Lip GY, Lane DA. Bleeding risk assessment in atrial fibrillation: observations on the use and misuse of bleeding risk scores.
J Thromb Haemost 2016;14(9):1711-1714. [Expert Opinion]

116. Apostolakis S, Lane DA, Guo Y, et al. Performance of the HEMORR 2 HAGES, ATRIA, and HAS-BLED bleeding riskprediction
scores in nonwarfarin anticoagulated atrial fibrillation patients. J Am Coll Cardiol 2013;61(3):386-387. [7|El]

104. Apostolakis S, Lane DA, Buller H, et al. Comparison of the CHADS,, CHA2DS,-VASc and HAS-BLED scores for the prediction
of clinically relevant bleeding in anticoagulated patients with atrial fibrillation: the AMADEUS trial. Thromb Haemost
2013;110(5):1074-1079. [Clinical Trials]

105. Roldan V, Marin F, Manzano-Fernandez S, et al. The HAS-BLED score has better prediction accuracy for major bleeding than CHADS>
or CHA2DS,-VASc scores in anticoagulated patients with atrial fibrillation. J Am Coll Cardiol 2013;62(23):2199-2204. [Clinical Trials]
106. Zhu W, He W, Guo L, et al. The HAS-BLED score for predicting major bleeding risk in anticoagulated patients with atrial
fibrillation: a systematic review and meta-analysis. Clin Cardiol 2015;38(9):5655-561. [SR/Meta]

4
J



291

CPGs ID Reference list for supporting evidence [Types of evidence]

396. Seet RCS, Rabinstein AA, Christianson TJH, et al. Bleeding complications associated with warfarin treatment in ischemic stroke
patients with atrial fibrillation: a population—-based cohort study. J Stroke Cerebrovasc Dis 2013;22(4):561-569. [Cohort]
382. Roldan V, Marin F, Manzano—Fernandez S, et al. The HAS-BLED score has better prediction accuracy for major bleeding than
the CHADS, or CHADS,-VASc scores In anticoagulated patients with atrial fibrillation. J Am Coll Cardiol 2013;62(23):2199-2204.
[Clinical Trials]
384. Roldan V, Marin F, Muina B, et al. Plasma von Willebrand factor levels are an independent risk factor for adverse events including
mortality and major bleeding in anticoagulated atrial fibrillation patients. J Am Coll Cardiol 2011,57(25):2496-2504. [Cohort]

Gb 183. Guo Y, Apostolakis S, Blann AD, et al. Validation of contemporary stroke and bleeding risk stratification scores in

(NICE 2014/ | non-anticoagulated Chinese patients with atrial fibrillation. Int J Cardiol 2013;168(2):904-909. [Cohort]

2021 Update)

166. Gallego P, Roldan V, Torregrosa JM, et al. Relation of the HAS-BLED bleeding risk score to major bleeding, cardiovascular
events, and mortality in anticoagulated patients with atrial fibrillation. Circ Arrhythm Electrophysiol 2012;5(2):312-318. [Cohort]

24. Apostolakis S, Lane DA, Buller H, et al. Comparison of the CHADS,, CHA2DS, -VASc and HAS-BLED scores for the prediction
of clinically relevant bleeding in anticoagulated patients with atrial fibrillation: the AMADEUS trial. Thromb Haemost
2013;110(5):1074-1079. [Cross-Sectional]

27. Apostolakis S, Lane DA, Guo Y, et al. Performance of the HEMORR(2)HAGES, ATRIA, and HAS-BLED bleeding risk—prediction
scores in patients with atrial fibrillation undergoing anticoagulation: the AMADEUS (evaluating the use of SR34006 compared to
warfarin or acenocoumarol in patients with atrial fibrillation) study. J Am Coll Cardiol 2012;60(9):861-867. [Cross—Sectional]
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=9 2HN=E A8HE R0l 2T BV Ul 7HX| 5822

o TIIQH DHEZA0 H7[E AA 247t YL B B3
S8He 7IR(EPHE JIHIRE EEEH HI9 2AHxE

(Guideline)22 H7|gt,

o UMTIZX|E WL SI0ME HOSZ S Class |, lla, b2 2F510 MAGIRS. HIZE TN
MEE QAETRIGHT-Ad@pt Checklist™ ,710120] M2t MAGIZS. =, ST HHY| 24F, HAnt
23012t £0]2)) 0|20 YAt M=HHOM MM 75, 84, €8 #F10 22 0 JHX|
EQ5t QASS ZEXOR HIAGIAS(GRADE-ADOLOPMENT 20177). [EISE B &X]

UYLTIRXIF HUAASIOME BIOISI0] BISTS 4B 52 okF ZHSH= 20| Jhs5E.
TSong Y, et al. A Reporting Tool for Adapted Guidelines in Health Care: The RIGHT-Ad@pt Checklist. Ann
Intern Med 2022 doi: 10.7326/M21-4352.

The user guide of the Right-Ad@pt. Right-Ad@pt Checklist. Version 04. Extending the RIGHT statement for
reporting adapted practice guidelines in healthcare. 2020.

TSchunemann HJ, et al. GRADE Evidence to Decision (EtD) frameworks for adoption, adaptation, and de novo
developement of trustworthy recommendations: GRADE-ADOLOPMENT. Journal of Clinical Epidemiology

2017:81:101-110.

*

o HISE2 HIUBHELSH| L=LhH( 1), daAtitk(lla), 28 & ACLK(IIb)'2 =25t E7|8

[EISE B AT
o WIST WHES sl UokE 24

1

2. 0|91} £0|%U(benefits & harms)

3. MZAYUN HEL/HRE T

4. 7|Ef: 74K & MSE(value and preferences), QX (importance of outcomes),

=~

+8H8(acceptability), Mai7tsM(feasibility), HIE &1l (cost-effective), FHEHM(equity)
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H 23. H1 ALEO| MOHROQlo| st AEXt QIX|FE XAt Z3t
I A2 FHOHEE(%)
no. i AB9 HO22l E& AT | EOHRQ! go | we | w2
Uy=
2019 | 125 | 39.0 | 29.3 | 19.2
v | oy ot we BaEE o swo na) 2020 | 11.8 | 26.7 | 45.1 | 165
2021 | 155 | 286 | 40.8 | 15.1
2022 | 14.0 | 27.9 | 41.0 | 171
2019 | 10.1 | 43.8 | 30.0 | 16.1
2 | 712 22 wEe HRE= X 20 2020 | 7.8 302 | 447 | 17.3
2021 | 15.1 | 27.7 | 34.9 | 223
2022 | 10.8 | 28.8 | 40.1 | 20.3
2019 | 6.7 29.0 | 27.9 | 36.3
3. | 27 meo e xE Azt =91 2020 | 3.1 15.7 | 26.7 | 545
2021 | 7.1 13.8 | 21.8 | 57.1
2022 | 6.8 15.8 | 29.3 | 48.2
2019 | 7.7 327 | 31.0 | 286
A FSHHEON D M2 o{HS(QAALRE, 2020 | 3.5 12.9 | 32.2 | 51.3
S YARTI719) BA S) 2021 | 3.4 14.3 | 286 | 53.8
2022 | 4.1 17.1 | 29.7 | 49.1
2019 | 5.1 18.8 | 226 | 535
HOOHHZ FE Al ATAM AlZisH £ olck= | 2020 | 2.0 145 | 30.6 | 52.9
> = 2021 3.8 13.8 | 269 | 555
2022 | 5.9 14.9 | 243 | 55.0
DS iR WS + R
=2 B2+ IR =]
- £2Q019 M
- 0| CHet 22t M8-s LHAZ]7] fott CIXE 7I0|E2fRls M- Eggt
« JHEQ ot=lis| Tz XIF0| et ws Z=E HACH X|EAEs gdatat
o E1 M Al HAHQI XHU(QARHIE LN 5)2 FS MOloh| A 23 FMS 250 MLE 2SS
ZES 0| Z0IM 270 231(Zheng S, 2014Y; Liberato S, 2016%)Q| H|2-51t o7 A1}t HEHE &21
ofEXlm FF0IAM HISIRCH, HLUMS MEHA F S AEX= SFOMY UM HIZ-220 #H
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ol 4E & 2
- MEtMS MEZAAL| St H|2-8 1K cost-effectiveness): AMS MEZAF T2 IS XHRI9| H]
SUN A1 ZE0| Uon, 7|3/X MEZHAHopportunistic screening)’t QIR CHANS] X|HX
MHZAA(population screening) 2Lt HIE-SHHYU 4 QCh= MAXN SHIE A7 Zupt M
(Welton £, 2017%), Moran 5(2016)2 2xt Q27|20 654 0|AQ1 A0S MO I
sk 7|38 MEHA HIE-S Y 4= QT sk HE AUS. EoF HYMES MEDAE 16
O 2 H|EO0| S7tok= BIH0| 5| 19

DHFY A CIHIO|A(mHealth devices)ES AIRRE 4L 0
(@)

2t |
A HES LM AU ZASICHE 7 AT QUS(Giebel S, 2020°).

- AHINS XBE Q5 AXEIE X U AlEta XX OF=2(rate—and rhythm-control drugs) H|2-5 1
el o= Z0|ME= propranolol0], AlEt4 XA

(cost-effectiveness): Kim £(2019)92 Al
H X

=
otE S0|ME pilsicainideZt AM5H0] 205t HE 9.

|
0z

Mls 2kt X|2 2A|(oral anticoagulants)df CHeh H|E-&1Hcost-effectiveness):

H
o
* NOAC(dabigatran, apixaban, rivaroxaban and edoxaban)2 warfarind} H|W3{S Of H2-
S14X0|2tD 218KLopez-Lopez S, 20177 Zheng S, 2014"; Liberato S, 2016%).

« warfarint H|W&1S I rivaroxaban0| HI2-5140|2k= ¢ ZAute 2 0skLiu S, 20219; Wei S,

20219; Peterson S, 2019'9).

Hef 1%ga L2l0M= NOAC S0A apixabanO| 7+ HIE-Z0XQ1 9f=0l

(Wong S, 2020"; Hersi 5, 2019'?). de Jong 5(2019)"¥2 VKALQ} H|WEHES [

HIE-20XM0|2t20 28t

- Wang £(2020)'Y2 C}2 &S TH|Q} W34S [ dabigatran0| HI&-F1X0I k20| Z{02 H1Is}

1) Zheng Y, Sorensen SV, Gonschior AK, et al. Comparison of the cost-effectiveness of new oral anticoagulants
for the prevention of stroke and systemic embolism in atrial fibrillation in a UK setting. Clin Ther
2014;36(12):2015-2028.

2) Liberato NL, Marchetti M. Cost-effectiveness of non-vitamin K antagonist oral anticoagulants for stroke
prevention in non-valvular atrial fibrillation: a systematic and qualitative review. Expert Rev Pharmacoecon
Outcomes Res 2016;16(2):221-235.

3) Welton NJ, McAleenan A, Thom HH, et al. Screening strategies for atrial fibrillation: a systematic review and
cost-effectiveness analysis. Health Technol Assess 2017;21(29):1-236.

4) Moran PS, Teljeur C, Harrington P, et al. Cost-effectiveness of a national opportunistic screening program
for atrial fibrillation in Ireland. Value Health 2016;19(8):985-995.

5) Giebel GD. Use of mHealth devices to screen for atrial fibrillation: cost-effectiveness analysis. JMIR Mhealth
Uhealth 2020:8(10):20496.

6) Kim M, Kim W, Kim C, et al. Cost-effectiveness of rate-and rhythm-control drugs for treating atrial fibrillation
in Korea. Yonsei Med J 2019;60(12):1157-1163.

7) Lopez—Lopez JA, Sterne JAC, Thom HHZ, et al. Oral anticoagulants for prevention of stroke in atrial
fibrillation: systematic review, network meta—analysis, and cost effectiveness analysis. BMJ 2017:359:j5058.

8) Liu L, Hong D, Ma K, et al. Cost-effectiveness of rivaroxaban versus warfarin in non-valvular atrial fibrillation
patients with chronic kidney disease in China. J Clin Pharm Ther 2021;46(3):658-668.
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prevention of stroke in patients with atrial fibrillation in China. BMC Health Serv Res 2021;21(1):96.

10) Peterson ED, Ashton V, Chen YW, et al. Comparative effectiveness, safety, and costs of rivaroxaban and
warfarin among morbidly obese patients with atrial fibrillation. Am Heart J 2019:;212:113-119.

11) Wong EKC, Belza C, Naimark DMJ, et al. Cost-effectiveness of antithrombotic agents for atrial fibrillation
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