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BT 36.7 °C. BP 147/89 mmHg. HR 127 bpm (%),

/min. Sp0, 98 % (Room air)
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+ WBC 4,850 /L, Hb 12.1 g/dL, PLT 7.0 x10* / u L

- Alb 2.5 g/dL, T-Bil 2.1 mg/dL, D-Bil 1.2 mg/dL, AST 24 U/L, ALT 20 U/L,
LDH 267 U/L, BUN 9.7 mg/dL, Cre 0.55 mg/dL,

e PT/EME 57.3 %, PT-INR 1.3, APTT 36.4 sec, Fib 234 mg/dL
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Child-pugh : B (95)
CHADS, : 25
HAS-BLED : 358
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Guidelines for Pharmacotherapy of Atrial Fibrillation (JCS 2013)
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Evidence-based Clinical Practice Guidelines for Liver Cirrhosis 2015 (2nd Edition)
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2016 ESC Guidelines for the management of atrial
fibrillation developed in collaboration with EACTS
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@ ESC curopean Heart Journal 2018 39, 1330133 1 € 2018 European Heart Rhythm Association
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of Cardiology | 20F10-1093/eurheartjiehy136 Practical Guide on the use of non-vitamin K
antagonist oral anticoagulants in patients

with atrial fibrillation

Child-Pugh category Dabigatran Apixaban Edoxaban Rivaroxaban

A (5-6 points)

C (10-15 points)

« NOAC (Non-vitamin K antagonist oral anticoagulants)4&| (2D WLNT D &,
RED D D,
 Child-pugh B A LIFIEE®RS. b LLIFERTH %,
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« Pubmed[“cirrhosis”, “atrial fibrillation”, “anticoagulation”] %
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Meta-Analysis

Efficacy and safety of anticoagulation for atrial fibrillation in patients
with cirrhosis: A systematic review and meta-analysis

J Digestive and Liver Disease 51 (2019) 489-495
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Users' Guides to the Medical Literature

How to Read a Systematic Review and Meta-analysis
and Apply the Results to Patient Care
Users' Guides to the Medical Literature

JAMA. 2014 Jul
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JAMA. 2014 Jul:312(2):171-9.
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Users’ Guides to the Medical Literature. A Manual for Evidence-Based Clinical Practice, Second Edition.
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Table 1
Main characteristic of studies included in meta-analysis of anticoagulation for AF in patients with cirrhosis.
Grewal et al. [8] Lee et al. [25] Lai etal. [24] Choietal.[19]
Country USA South Korea Taiwan South Korea
Study design Retrospective cohort Retrospective cohort Retrospective cohort Retrospective cohort
Year 2014 2015 2016 2017

Total number

Age |

Follow up time |

Exposure definition

136,050 liver cirrhosis patients

321 AF/cirrhotic (LC: liver

AF/liver (N=433) or

465 nonvalvular

cirrhosis) AF/non-liver (N =3490) cohort AF/cirrhosis
N/A 62.1+10.3 72.8+12.6 63.5
N/A 9years 3.3+ 1.4years 37.6 months

Cirrhosis patients with
elevated INR from database
(abnormal INR: on warfarin vs.

Early and advanced LC

prognosis with VKA as primary

stroke prevention in AF.

Compare between liver disease
and without liver disease AF
patient

AF/cirrhotic patient on
warfarin 113
warfarin-treated patients

off) vs. 352 non-users.
Newcastle-Ottawa scale 54, C1, 00. 54, C2, 03. 54, C2, 03. S4,C2,03.
Kuoetal. [23] Pastori et al. [20)] Goriacko etal. [18]
Country Taiwan Italy USA
Study design Retrospective cohort Retrospective cohort study Retrospective cohort
Year 2017 2018 2018
Total number 9056 AF/cirrhosis with 129 AF/liver fibrosis (77 on 75 DOAC/158 warfarin

Age
Follow up time

CHA2DS2-VASc =2 (VKA 754,
antiplatelet 2770, others; not

VKA, 52 on DOAC)

(cirrhotic/AF)

use any)
73.4+99 789+7.5 66
11 years VKA (3622 patients/years), 7years
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DOACGCs(T508 patients/years)
OAC in AF patient with liver
fibrosis diagnosed with High
FIB-4

$4,C2,03

AF/chronic liver disease started
on anticoagulation treatment
with either VKA or DOACs
S4,C2,03

Exposure definition AF/cirrhosis patient on
antiplatelet/VKA/no therapy
for stroke prevention.

54,C2, 03.

XIEROEBEICEALTE
RICERI D,

Newcastle-Ottawa scale

Abbreviations: AF, atrial fibrillation; DOAC, direct oral anticoagulation; ICH, intracranial hemorrhage; LC, liver cirrhosis; GIB, gastrointestinal bleeding; N/A, not available;
OAC, oral anticoagulation; VKA, vitamin K antagonist; S, C, O, selection, comparability, and outcome.
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JAMA. 2014 Jul;312(2):171-9.
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2.1. Literature review and search strategy 73 p490

The protocol for this meta-analysis was registered in PROS-
PERO (International Prospective Register of Systematic Reviews;
no. CRD42018102664). A systematic literature search of MEDLINE
(1946 through July 2018), EMBASE (1988 through July 2018), and
the Cochrane Database of Systematic Reviews (database inception
through July 2018) was conducted to assess the risks of stroke and
bleeding in patients with cirrhosis on oral anticoagulation for AF.
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*Cochrane Handbook for Systematic Reviews of Interventions. Version5.1.0
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@ A) Risk of Stroke in Patients with AF and Cirrhosis
Study name Statistics for each study

Hazard Lower Upper

ratio limit limit Z-Value p-Value
Lee et al 0.300 0.143 0631 -3.172 0.002
Lai et al 1.090 0.151 7.890 0.085 0.932
Choi et al 0.760 0.206 2729 -0437 0.662
Kuo et al 0.710 0.510 0.989 -2.024 0.043
0.577 0.346 0962 -2.109 0.035

Hazard ratio and 95%CI

T
B

0102 05 1 2 5 10
Lower Stroke Higher Stroke

@\ ’._-dy name
Odds Lower Upper

Statistics for each study Bleeding / Total

Odds ratio and 95% CI

ratio  limit limit Z-Value p-Value Warfarin DOAC
1915 3.158 7.051 0.000 261/1297 96 /1033
0554 2695 0496 0620 25/158 10/75

1.001 3702 1.963 0.050

Pastorietal 2.459
Goriacko et al 1.222
1.925

0.1 0.2 0.5 1 2

Warfarin Better

+F

5

DOAC Better

10

@ B) Risk of Bleeding in Patients with AF and Cirrhosis
Study name Statistics for each study

Hazard Lower Upper

ratio limit limit Z-Value p-Value
Lee et al 1.870 1.131 3.092 2439 0.015
Choi et al 2600 1320 5.121 2763 0.006
Kuo et al 1.100 0622 1946 0.328 0.743
Grewaletal 1.070 0966 1.185 1.297 0.194
1446 0963 2172 1.777 0.076

0.1

Hazard ratio and 95% CI

Bl

0.2 05 1 2 5§ 10

Lower Bleeding Higher Bleeding

BREIONBED RO, @MY R0, @7
27 YUY vs. DOAC*OEBIMI R, THD

*Direct oral anticoagulants

v WInHForest plotTRENTLB DN,
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A) Risk of Stroke in Patients with AF and Cirrhosis

Study name Statistics for each study

Hazard Lower Upper
ratio limit limit Z-Value p-Value

Lee et al 0.300 0.143 0631 -3.172 0.002
Lai et al 1.090 0.151 7890 0.08 0.932
Choi et al 0.750 0206 2.729 -0437 0.662
Kuo et al 0.710 0510 0.989 -2.024 0.043

0.577| 0346 0962 -2.109 0.035

« Baseline risk : 447 per 5,532 (8.1%) ¥&HH 4 XDAZListudy L ¥
« Absolute risk with anticoagulation : 8.1 X 0.577=4.7%

* Absolute risk reduction : 8.1—4.7=3.4%

« Number need to treat : 1/0.034 =29
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B) Risk of Bleeding in Patients with AF and Cirrhosis

Study name Statistics for each study
Hazard Lower Upper

ratio limit limit Z-Value

Lee et al 1.870 1.131 3.092 2439
Choi et al 2600 1320 5121 2763
Kuo et al 1100 0622 1946 0.328
Grewaletal 1070 0966 1.185 1.297
1446 | 0.963 2172 1.777

XHEMICO2WLWTE, RBDFEAYERICOWTEHF A L,

p-Value

0.015
0.006
0.743
0.194
0.076

(Limitation TS & ; £aR)

« Baseline risk : 107 per 5,532 (1.9%) ¥&HH 4 XDAZ=Listudy L ¥
* Absolute risk with anticoagulation
« Absolute risk increase : 2.7—1.9=0.8%
« Number need to harm : 1/0.008=125

1.9 X 1.446=2.7%



fak®@ I 7YV EDOACOIBM®D Y RD

Study name Statistics for each study Bleeding / Total

Odds Lower Upper
ratio limit limit Z-Value p-Value Warfarin DOAC

Pastorietal 2459 1915 3158 7.051 0.000 261/129796 /1033
Goriackoetal1.222 0554 2695 0496 0620 25/158 10/75
1.925| 1001 3.702 1963 0.050

e Bleeding risk with DOAC : 96 per 1,033 (9.3%)
XY A XDKEWNADstudy L V)
« Absolute risk with warfarin : 9.3 X 1.925=17.9%
« Absolute risk increase : 17.9—9.3=8.6%
« Number need to harm : 1/0.086=12
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J Clin Epidemiol. 2011; 64: 1312.
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a) NA T ZADORIEEMIEARE WA ERENA T XL
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Selection bias TV LCED A IF TN TURL

Performance bias fAZT@EENEFR{IEL T N TULVERL
Detection bias EENERIEINTULZRL
Attrition bias RKEMDT—IHH 5 (R E)

Cochrane Handbook for Systematic Reviews of Interventions figure8.6a
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CMAJ. 2005; 172: 661-665.
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1) T 7_ 2 @F—)—T- < j’ 24 K - JAMA. 2014 Jul:312(2):171-9.
b) FEERIXM R LT T W=D,
Hazard ratio and 95% CI Hazard ratio and 95% CI Odds ratio and 95% CI
iEEY R 7 HimY X 717 7Y vs. DOAC

| + I
. ae —+

——
— — 0.2 0.5 1 2 5 10
01 02 05 1 2 5 10 01 02 05 1 2 5 1
Lower Stroke Higher Stroke Lower Bleeding Higher Bleeding Warfarin Better DOAC Better
/2=35% [2=T12% /2=63%
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1) T t?‘/X@Eé%T j—% X+ JAMA. 2014Ju|,312(2>:171—9.
c) FERITEN L o WIBHED,
Hazard ratio and 95%ClI Hazard ratio and 95% CI Odds ratio and 95% ClI
fitEE Y X 7 HimY R 707 7Y vs. DOAC
- — |-o—
- - _—
- +
——
e — 0.2 05 1 2 5 10
01 02 05 1 2 5§ 10 01 02 05 1 2 5 1
Lower Stroke Higher Stroke Lower Bleeding Higher Bleeding Warfarin Better DOAC Better

0.577 (95%Cl: 0.35-0.96) | | 1.446 (95%Cl: 0.96-2.17) 1.925 (95%Cl: 1.001-3.70)
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JAMA. 1990 Mar 9;263(10):1385-9.
BJM. 2006; 333: 597-600.
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Funnel Plot of Standard Error by Log hazard ratio
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« CHADS,. CHA,DS,-VASc, HAS-BLED®D & X a7 E7T DDA D

FCTIEEAERREINTWAYL, £F/-, XAaT7EMNDY 77—

BENTIZFEIT S LT ULV Ly,
DFEF L Child-pugh BO&=) TH Y . EITLI-FBEETH -7,
« FFEZOREICEL Tld, —EZDME TL DB I N TULE L,
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- 4512, Child-pugh B EIZCDOWTORRETIZ1ID DI TL A

TR AT WL LY,
- IAEZE) X7 Y — KEE 0.60 (95%Cl: 0.15-2.42)

mY) X7 /Y —FKEE 2.98 (95%Cl: 1.23-7.19)
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Cardiol. 2015; 180: 185-191.
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