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CYP3A4/ P-gp | 3] & 4 ¥4 o
(z) 20T X F2REAMEE > REH

ME P s s e AL T 2R KT
B0 A Z gtk P PERAL S - B LR
WME RGP o HBEnT R 445 - B3
%] > 41 * incidence density sampling method -
1:4 % fa4kp o 4 0 25 fr NOACS chif &
REXPDCitifiett-5 1 3@ F* NOAC
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AARHERT  F R 3 20 el B RE T E M %o
P RE D CHHEEE SRR 262 760 &~ HPB e 3070 &
BT o R H| e W R E T IERIDE A TT R T(77.7 £ 9.7,
77.7 + 9.6; p=0.541) ~ 5]t Gi4p 62(% - 51.0%, 50.9%: p= 0.962)
Ed P AL -MHB e r S FREYPRRGAER MBS S
PRELSFTEER o 3 NOACs & & CYP3A4/ P-gp #4144 (adjusted
odds ratio [aOR], 1.24; 95% confidence interval [C1], 1.03-1.50) ~ 3% % |
(@OR, 1.53; 95% Cl, 1.16-2.01) & = I P & i Jr %] £2 3 %) (aOR,
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Bk e APME - ERENIN LA = F I RERIY TER- K

S
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Bl SRR BRI AR R A A A i R RF] R R
» FRIBVEENFFREL N X LB v’ffﬁ:*ﬁ > B AE
FoEBREAR A 2w BA LA S A PREA KL 2] &
o B BEERTHESE Y FR a‘&rﬂﬁamfk 7% d 2000 &
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B PR iFLMF FR#E - WRER) -

ABPIFAL R A T g A 47 2RI S R R 4 €
Fr4] v PRFusE A A2 5. (Novel Oral-Anticoagulant,
NOAC) 4 » 3 # B m 2 3 (8% chfijnds v | jf »ceh
1R o

SN I RBRARP

]
>

FE YRR RS ROHEEY R 2

e

FTHEIEEETHE DA CFE —é‘—a%}%?‘}

R FORLE > 5 2012 & 3 2018 E o

T-L

Iy FrHR AP BEFHEEIACH &
FRACIE G S PR g A 000 S AT DR S
%2012 # 3 2017 #FF > iz- B3G5 X en®H AP B
EFLIAZMPA- KL ¥ ICD-9-CM
codes: 427.31 &% ICD-10-CM codes: 148.0, 148.2, 148.91,
148.1; & % % F — = ePTA| v PRI H B SR
= > #a. 32 (ATC code) : Dabigatran : BOLAEQ7 ~
Rivaroxaban : BO1AFO1 - BO1AX06 -~ Apixaban :
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BO1AF02 - BO1AXO08 ~ Edoxaban : BO1AF03 -

I
?\_
Bt
é"‘l
\"F
.}’i
‘f“'&
‘1

RS F A a2 B
BRAFEE R TN - g A RET E Py =
Shp BT R AR Y AR (Index date ) -

T ATERFEEL S fapithp w o A de] 0 20 Ao
feid % RT3 v PRFUFLL A LD RS A IR 4
THFIRE S P RS THRRE R R RSB

B SRR E L R R T RS AT 0 AP LR AL

zﬂ:\,-— ~ #’:Kf |'+ [:'—'*E] Fﬁg K%&

# "f g = &
Z X PRk F (mitral % %7 ICD-9-CM codes & 394.0 st
stenosis ) ICD-10-CM codes % 105.0 ~ 105.2 ~
Q23.2

A 1w BEEER (prosthetic 2 %7 1ICD-9-CM codes & V43.3 st
valves ) ICD-10-CM codes & 105.0 ~ 105.2 ~

Q23.2

= sz (infective 7 %7 ICD-9-CM codes = 036.42 ~

endocarditis ) 074.22~093.2~098.84~112.81~115.04 ~
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115.14~115.94~391.1~421.0~421.1 ~

421.9 ~ 424.9 ¢ ICD-10-CM codes &

A32.82 ~ A39.51 ~ B33.21 ~ A52.03 ~

A54.83 ~ B37.6 ~ B39.4 ~ 139 ~ 101.1 ~

133.0 ~ 133.9 ~ 138 ~ M32.11

AR % £ 4G R DAL P L

ICD-9-CM codes : 585 & ICD-10-CM

codes : N18.x m}}ia Ao

RN 365 % p o> F"’é”}fﬁ:%fgaﬁ&; Y A

&%%%%%i*lﬁ’?ﬁﬁﬁ?
B 72 ¥7A% © ICD-9-CM codes : 585

g |ICD-10-CM codes : N18.x o

R ER L) R % 75 : 58001C ~ 58027C -~ 58029C
e R ¥ 5 : 58002C ~ 58011C ~ 58017C -
58028C

gy

% % % 75 ( Exposure variable ): £_% & * CYP3A4/P-gp #r
FIRSFEH R BRAELZZ By - i ddgihp
w290 = po» & x CYP3A4/ P-gp Frdl@l= = 1+ > i

A3 1E% € 34 NOAC e ® Jk & ! 4o fluconazole

T
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ketoconazole - itraconazole ~ voriconazole ~ posaconazole -
erythromycin -~ clarithromycin ~ verapamil ~ diltiazem -
amiodarone ~ dronedarone ~ cyclosporine - % = i & #dp %
PR3 90 = p % CYP3A4/P-gp 3 M4~ % 1
Foip- B3 iEr ¢ M NOAC s ¥ k& ¢ 4r
phenytoin ~ rifampin - H & AP 2 2 3 F% > ey €
s X NOAC jk B - 4r atorvastatin » % = 2P| & fppFrig *
t itz CYP3AA/ P-gp Frl &t 2 of HAdpdhp B2
90 x A ® @ A~ X U+ oo R Ap R Anatomical
Therapeutic Chemical (ATC) code % 32 » X5 4 = o

% - ~ Z 24 ATC code

®t ATC code
amiodarone C01BDO01
atorvastatin C10AA05 -~ C10BX08 ~ C10BX03 ~ C10BAOS -~

C10BAOS ~ C10BX15 ~ C10BX12 ~ C10BXO06 -

C10BX11
clarithromycin JO1FA09 ~ A02BDO06 ~ A02BDO07 ~ A02BD09 -
A02BDO05 ~ A02BD04 ~ A02BD11 ~ A02BD12 -

A02BD14
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cyclosporine
diltiazem
dronedarone
erythromycin
fluconazole
itraconazole
ketoconazole

phenytoin

posaconazole

rifampin

verapamil

voriconazole

LO4ADO01

CO5AEQ3 ~ C08DB01

C01BDOY

JO1FAO1

JO1IRAO7 ~ JO2ACO1 ~ JO2ACO01

JO2AC02

JO2AB02

NO3ABO2 - NO3ABO4 ~ NOSABO5 ~ NO3AB52 ~

NO3AB54

JO2AC04

JO4AB02 ~ JOAAMO2 ~ JOAAMOS ~ JO4AAMOG -

JO4AAMO7

C09BB10 ~ CO8DAO1 ~ CO8DAO1 ~ CO8DA5S1

JO2ACO03
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A s AR K S & G4 RAT 1 (nested case-control study ) 0 %
Plee R F 2 RENHEC REPMTEOLLG QR
ALEF T2 A BELE FEI L Z o dptk P HEES F - =
FAREPMEED D - HREDTE EFF - BEH
F1* incidence density sampling method 53 3¢ - 1:4 * 4% p >
£ 4 0 4 ul4o NOACs e# 5% ¥ % PDC i& (7 it o % 7 B~
EHEFR* NOAC e ¥ » A ¢ &:E = = & INDEX_DATE
@ 3 1% * p > NOAC < proportion of days covered (PDC)>=0.8
g A EFE LT B et R NOAC Z ¥ 52 3 iF
hgd b A rEEEapR -

PDC eh#_ 4o o 38 957

Days Supply of Medication Dispensed to the Patient

FDC = Total number of days
_ BHEXH
AR =EH)
# = &%ﬁ%iPmF% ST
P T EOR Ayt
EE O R # %7 ICD-9-CM codes % 433.x &t
( Ischemic stroke ) ICD-10-CM codes % 163.x
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TS B %7 ICD-9-CM codes & 434.x1 &

( Non-specific stroke ) ICD-10-CM codes = 164.x

BT R Ak 0 B 1T 7 %7 ICD-9-CM codes % 435.9 st
( Transient ischemic ICD-10-CM codes = G45.9

attack )

U B 7 %7 1ICD-9-CM codes = 410.x &

( Myocardial infarction) 1CD-10-CM codes 7 121.x ~ 122.x
R R 2 %7 ICD-9-CM codes % 444.x ~

( Arterial embolism) 362.3x & ICD-10-CM codes

174.x ~ H34.x
LR = 7 %7 1ICD-9-CM codes i 557.9 &

( Mesenteric ischemia) 1CD-10-CM codes i K55.9

=~ * %31 (Confounding factor) % & — A & F# 1 44k p
B EE S R S JTr o T r HNEEK B KT LR
AP BT - LR (Fh- X F 5L LR 4
) %~ k4?7 IDL_UNIT =51 & §_ID1_UNIT =52 -
Bl 4 Mo r # 3 BARRHI? ~ Rk 4rd cnIDLAMT = A

X BT B & 45 3N E 3 16500 AT 5 A L ¢ Moz~
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# 2 16501 27 26400 A7 2 % A2 5 ¢ B ot # fe 3 26400
Ao s ®lar e o

A~ F3E %9 (Confounding factor) = & — % suid g ¢ F M
APRE K Bl 0 B BRI R B A A o gt
I3+ 8 CHA,DS,VASC score» iz gt p w0 365 2 p e 8 F 5 £
* 5 $TE 4P B 22 5 4 B2, CHALDS,VASC score 78 B ¥7

BRI AT o

RN CULEEL R

Bt e A

L WAL e AP A35 XN A MBI Fm]*; &
(chronic obstructive # & 125 %1 (ICD-9-CM codes 491 ~ 492 ~ 496
pulmonary disease > g ICD-10-CM codes J44.x)> & ® 90 = p & &
COPD) i COPD & # & - # COPD &
F Rt 10— fhes g F 5 o (COPD & F°
S ol A [ S | B
A [E 2T BB~ T PR] 0 B RG A
[ipratropium &t tiotropium] > aminophylline §=

theophylline o »# e 3¢ % 2.2 3= oral
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7R 14 (liver

cirrhosis)

F P ( tuberculosis

X LAEF A DT
(acquired
immunodeficiency

disease )

¥ Pk ( diabetes

mellitus, DM )

ST LY

antitussives > mucolytic agents -

sympathomimetics -

L= HomshT 7 &% ICD-9-CM codes &
571 & ICD-10-CM codes = K70.2 ~ K70.3x ~
K74.x -

d B PR TR R A TR

B R TR s 4 TR

©365 % p o j - = ik (DD ) #ARRE
4t 3 b L (CDAN) A ARp 2 % - 4%
Wi %7 % ICD-9-CM codes 250 » &
ICD-10-CM codes 3 E11* - |+ P 365 % j 4%
LG F R OR A U L B E SALE 90

DDD -

365 » 3 B X ML P ¥rs ICD-9 410-414 ;
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( coronary artery &3 V- XA e S ICD-9 410-414 & %

™

disease ) < i coronary angioplasty ¢ coronary by-pass
graft s (Procedure codes: 33076B, 33077B,

33078B, 68023B, 68024B, 68025B, N26002,

N26003) -
B o R S A pF R AL - X AL ET
( Hypertension ) ICD-9-CM codes: 401.x ~ 402.x & ICD-10-CM

codes: 110 ~ 111.x -

(SRS EAER 365X M F I UAKPBA - X A T

(Congestive heart  ICD-9-CM codes: 428.x & ICD-10-CM codes:

failure ) 150.X °
RARERVR W 4 S AP F L AL - X AL T
( Dyslipidemia ) ICD-9-CM codes: 272.0-272.4 & ICD-10-CM

codes: E78.0-E78.5 -

& (Cancer) 365 X 3 2 A XA - AR T
ICD-9-CM codes: 140-208 ¢ ICD-10-CM

codes: Cxx = & 35 & = i Fidh~ & F 49 M ezt

a
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occlusive disease ) 170.x ~ 175.X °

A NN e8I

PEBRIEE ARG 3B IAPFIOAIMY

( Peripheral arterial  1CD-9-CM codes: 440.2 £« ICD-10-CM codes:

an

% 7 ~ CHA2DS2 VASCc score #p [ 334 1% it

1

Aot A

S

CESEXNE 2
( Congestive heart failure )
% = /& (Hypertension)
Ed A 75
¥ Pk ( Diabetes mellitus )

o ¥ & (lschemic stroke )

[ 5 44 # kb (Hemorrhagic stroke ) /&4 #gak o 3 17

( Transient ischemic attack ) /

% F # P12 % & s (Peripheral arterial occlusive disease )

/=34 & (Myocardial infarction )
EdL 43T 65 1 T4 K

B S
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http://en.wikipedia.org/wiki/Transient_ischemic_attack

* € (2 DDD 4 7% ) 4236 9

dose ~ DDD) > Rlzn 2 5 £ &

ATC code T_& 4ok = #77] o

F iedptR P 2 W 365 % 2 phE

o

B &+ pAE (defined daily

S
™
g
i
"
(\s
B
g
ey
(w

o R ATC codes
Antihypertensive agents C02
Antiplatelet agents BO1AC
Calcium channel blockers CO8CA
Corticosteroid HO02
Hypoglycemic agents A10B
Insulin Al10A
Lipid-lowering agent C10
Non-steroid anti-inflammatory drugs MO1A
Proton pump inhibitors A02BC
Warfarin BO1AAOQ3
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l‘“

it adr ke feREGA AT HEH b gIE

RpW I tficfep 4 v ZIR > T i@ * chi-sqaure test vt i
F A REr T okt RARE X 27 ttest & ¢ =i

median and = 4 > §E¥ Mann-Whitney U test +* s & 5 ik

%718 §_% % normal distribution @ %_- %] % &_time-matched

case-control matching - #712 * conditional logistic regression &

7 su3t 4 47 0 2 & 3R Odds ratio §= 95% confidence interval » &

AT BHBREFIHEAIF AT PR LT G ERR

SR o B L B HREEERT T R

Ed s PE e e R R R RASEC S A G

‘%
n
pas
I

T KB E& M e r d /ﬁafi’ff’#ﬁfﬁg‘—%'f”%‘; »
IHBLEZRIT T AR AL BN e ~F AR R
G4 RPN FE g o o TG AP AT R S

S-eBEF R & & P-value< 0.05 > ¢ * SAS9.4 4 (7 o
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T~FI%R

X E AR - 0 REFTREEXA O RBAFT
PR S RRTER N T & 0 22012 & 3 2017 £ R R X R 365
ARG IR XL A - XA RPETG 2R L R
ICD-9-CM codes: 427.31 & ICD-10-CM codes: 148.0, 148.2, 148.91,
148.1 3 189,702 4 > ¥ fF#7 5 e e SRR L Y3 - X
53NOAC % =B * - } 66,508 4 -

BB FAN B ES20 KT 37 4 0 EH 3132 4
2 oAl c R AR RS w2 E 365 X ) g 4 - o MR
B4 RO R TR R TR s R TR
WEE 4T H 5,613 4 0 BB 1T 60,726 4 (7 K bl 2 PR 2 A 4

RAERRE EEAY RS REFED 0 G ¢ ERR Y NOAC 7]
PR B E R R AT RFR S B R F S adpthp W
SN X080 B MBI T69 A r Kbl o ¥ ITES 2 B AE D
iz L4 ehfe st 933070 £ a¥fpele » B¢ 5 58 4 & kp v K

FAYRARETESEHE
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National Health Insurance Research Database

(NHIRD)

21 admissions or 22 out-patient visits with
a NVAF diagnosis from 2012-2017

!

189,702 patients with diagnosed NVAF

=1 prescriptions of NOAC after the date of

diagnosed NVAF

¢

66,508 patients with nonvalvular atrial
fibrillation and NOAC use

Exclude following status before index date:

1. Age <20 years old (n=37)

2. Unknown sex (n=132)

3. Mitral stenosis, prosthetic valves, infective
endocarditis, ESRD, CKD, DM nephropathy,
hypertensive chronic kidney disease, HD or
PD (n=5,613)

(n=60,726)

Patients with NVAF and NOAC use

Patients with thrombotic events after NOAC use and PDC of
NOAC = 0.8 during 90 days before the date of the thrombotic events

Control groups
(n=57,914)

L
Case groups
(n=769)
v
Case groups " 1:4
(n=769) incidence density |
sampling method

Matched control groups
(n=3,070)

B- ~ B Xy i",fiﬁﬁﬁ%l
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€% ATA] T ORFE A2 AR S AR R Y b 2
REFTZ (Fble) g p s X (HRE) ki & THl4e
PAod R EgE N P EFOLE > Toag (REL) A9 5
EGl e T7.729.7 > R 77.7£9.6 fk > ® 3373 90%1 F ca A & 3%
GO o @ A MR E it PREFLR > Ra Sk - gk
T hlleA s 392 4 s % e b1.0% ) eSS 1662 4 s ik
%2 e50.0% - B B r RS E AV E P EFEL R (P=0.727) -

2 P 2 = ’ 2 2 2.
BELEELIRY FRNL > EERIT R

#

,(L

el
388 4 (50.5% )~ %P6 2+ 1,181 % (59.0%); & & ¢ * CYP3A4/ P-gp
FrdlH > R bled 228 4 (29.7%) -~ PRt 841 4 (27.4%); &
% CYP3A4/P-gp #4& > Z 6t 92 4 (12.0%)~ %P8 w4 264
A (8.6%);: I pEie * CYP3AAL P-gp $r| #2354 > % 6] 61

L (7.9%) %+t 154 & (5.0%) L#FZ2 3 @& * kG257

=3

B w2 FFE 4 EEE B > P<0.0001 -

Rl iR e AR B £ R e W ARE 2 & g R F
LFHFDLE > B hod 2 Bt R BRI R
EAGE IR &< 3 L LR SR LRGSR IS A 8
(P<0.0001) 328 % bl et pli$tpR e kB F » ¥ @E L3 hE

AP AR AR L Bk A% blied § 728 4



(94.7%) ~ #pR e 3 2,732 4 (89.0%) 353 i 80% + o
Foobd e 2bepntd oo S A TER L P b oA & £ R TS ] E
AR SRR R bTRA L gEFP R R RIRER 0 R
* gaig e 1 £ 5 CHA,DS,VASC score (congestive heart failure/left
ventricular dysfunction > 1 4 ; hypertension > 1 4 ; age >75 years > 2
> diabetes mellitus » 1 4 ; stroke/transient ischemic
attack/thromboembolism > 2 % ; vascular disease (prior myocardial
infarction ~ peripheral artery disease % aortic plaque) > 1 4 ; age 65to 74
years > 1 4 ; femalesex » 1 4 ) % 6] e es 4R 2 AP 355 909414 + ¢
AR BERY ARG R HREG 754 4 (98.1%)  F bk 2,796
4 (911%) 0 A e E G R E P EFSL R > P<0.0001 o
WM ESOEBZS Bt hde ) FE S (b 24.2% Vs
¥R e 171%) v PR L B2 (X 6]%e 18.7% vs ¥ 2 14.4% ) ~ %
B2 (% 0] 55% vs ¥ e 3.2% )~ 2LaF FIR b L2 ( % v e 14.4%
vs ¥ PR 2 11.0%) ~ 7 FfE (6] 2 5.6%vs ¥R 33%) 5L 7 &
FeaL B oo nEkpEai it FRF o P E<0.0001 o H &g eE e
warfarin ~ % & JRE ~ AT Y PR ETR] O P BOUZ g AT R ETR| Y
BRI EVREDLR > LRI K B nid L ok B
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#. = ~ Baseline characteristics of cases and controls

Cases with Controls without
thrombotic events thrombotic events  p value
(n=769) (n=3,070)
Age 77.7+£9.7 77.7+9.6 0.541
<59 36 (4.7%) 127 (4.1%) 0.053
60— 79 378 (49.2%) 1560 (50.8%)
>80 355 (46.2%) 1383 (45.1%)
Female sex 392 (51.0%) 1562 (50.9%) 0.962
Income (NT dollars per month) 0.727
<16500 226 (29.4%) 939 (30.6%)
16501 — 26400 357 (46.4%) 1349 (43.9%)
> 26401 179 (23.3%) 753 (24.5%)
Drug-drug interaction (DDI) <.0001
DDI=0 388 (50.5%) 1811 (59.0%)
DDI=1 228 (29.7%) 841 (27.4%)
DDI=2 92 (12.0%) 264 (8.6%)
DDI=1+2 61 (7.9%) 154 (5.0%)
Comorbidity
Hypertension 728 (94.7%) 2732 (89.0%) <.0001
Congestive heart failure 197 (25.6%) 565 (18.4%) <.0001
Diabetes mellitus 170 (22.1%) 481 (15.7%) <.0001
COPD 99 (12.9%) 216 (7.0%) <.0001
Malignancy 85 (11.1%) 275 (9.0%) 0.006
Dyslipidemia 61 (7.9%) 235 (7.7%) 0.664
PAOD 28 (3.6%) 58 (1.9%) <.0001
CHA,;DS,VASc score 51+16 35+14 <.0001
high risk of stroke
(=3 ingfemale, >2 in male) 754 (98.1%) 2796 (91.1%) <.0001
Medication use
Warfarin 6 (0.8%) 16 (0.5%) 0.194
Antiplatelet agents 186 (24.2%) 526 (17.1%) <.0001
Antihypertensive agents 44 (5.7%) 138 (4.5%) 0.029
Calcium channel blockers 230 (29.9%) 871 (28.4%) 0.169
Lipid lowering agents 184 (23.9%) 731 (23.8%) 0.951
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Hypoglycemic agents 144 (18.7%) 443 (14.4%)
Insulin 42 (5.5%) 97 (3.2%)

NSAIDs 111 (14.4%) 337 (11.0%)

Proton pump inhibitors 77 (10.0%) 242 (7.9%)
Corticosteroids 43 (5.6%) 102 (3.3%)

<.0001
<.0001
<.0001
0.005
<.0001

DDI: concurrently use with the following medications within 3 months before index date.
(a) The CYP3A4/ P-gp inhibitors: fluconazole, ketoconazole, itraconazole, voriconazole,
posaconazole, erythromycin, clarithromycin, verapamil, diltiazem, amiodarone,
dronedarone and cyclosporine.

(b) The CYP3A4/ P-gp inducers: phenytoin, rifampin; drugs which may reduce the plasma
level of NOAC with unknown mechanism: atorvastatin.

DDI=0: no use of (a) and (b); DDI=1: (a); DDI=2: (b); DDI=1+2: (a) as well as (b).
Abbreviations: COPD, chronic obstructive pulmonary disease; NSAIDs, nonsteroid
anti-inflmmatory drugs; NT dollars, new Taiwan dollars; PAOD, peripheral arterial

occlusive disease.
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B BIERT Y RO S R GE B e F AT E RS
i@ % 2% NOACs chztspirt e s ayd L a2 7 b e ¥
BRI BT - BHFIHANE e BIRERI AT RERL
N oy BE I - £ NOACs & & & * CYP3A4/ P-gp |3
RFEA g R A H U RETEEG AP 2 XY
NOACs 2 CYP3A4/ P-gp ¥4 | &lfrig EAm & @ * Prerdp A 3

(¥ % £ [OR, 1.88; 95% ClI, 1.36-2.58] ; % % & -1 - [aOR, 1.81; 95%

Cl,1.31-251] ; % % € 4] = [aOR, 1.76; 95% CI, 1.27-2.43] ; % % #
#-7) = [aOR, 1.75; 95% CI, 1.26-2.44] ; % % ¥ #7| » [aOR, 1.69; 95%
Cl, 1.22-2.35])- ¥ i & & CYP3A4/ P-gp 3% %/ (¥ % £ [OR, 1.63; 95%
Cl,1.26-2.12] ; % % & %3] - [adjusted OR (aOR), 1.58; 95% Cl,
1.21-2.07]; % % ¥ #7 = [aOR, 1.60; 95% Cl, 1.22-2.09] ; % & #-7|
= [aOR, 1.54; 95% Cl, 1.17-2.03] ; % % # #=2| = [aOR, 1.53; 95% Cl,
1.16-2.01]) 2 4p B 127 £ B »-H fb & & ¢ * CYP3AA P-gp Fr 4 | (H
¢ ¥ [OR, 1.27; 95% Cl, 1.06-1.53] ; % % & #-4| - [aOR, 1.25; 95% Cl,
1.03-1.50] ; % % £ #7] = [aOR, 1.28; 95% Cl, 1.06-1.54] ; % % & #=
= [aOR, 1.22; 95% Cl, 1.01-1.47] ; % % & #-4| = [aOR, 1.24; 95% Cl,

1.03-1.50])
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N~ & 6 CYP3A4/ P-gp 2z #r|F| N 34 EHE R T Eejpl i %

sorm | sme | TeE xS 23 23 xS
% TS g 7 v T R S E 2 a =) b - ) c - ) d
" T;; - (%) (%) OR p value 3l L p value f3l 2 p value f-3l 3 p value fel 4 p value
(n=769) | (n=3,070) (95% CI) aOR aOR aOR aOR
(95% CI) (95% CI) (95% CI) (95% CI)
7 4 P
>~ F 5F e
45 (v | 388 (50.5) églé) 1 1 1 1 1
(ref.) '
CYP3A4/
1.27 1.25 1.28 1.22 1.24
P- 228 (29.7 41 (27.4 011 022 01 044 .02
s ﬁﬂi}d 8(29.1) | 841 (27.4) (1.06, 1.53) 00 (1.03, 1.50) 00 (1.06, 1.54) 0.010 (1.01, 1.47) 00 (1.03, 1.50) 0.025
CYP3A4/
1.63 1.58 1.60 1.54 1.53
P- 92 (12.0 264 (8.6 .0001 .0008 .0006 0.002 0.002
- g‘;l (12.0) (8.6) (1.26, 2.12) (1.21, 2.07) (1.22, 2.09) (1.17, 2.03) (1.16, 2.01)
CYP3A4/
P-gp 1.88 1.81 1.76 1.75 1.69
gogpin | OL(9) | 154(50) (1.36, 2.58) 0002 (1.31, 2.51) 0004 (1.27, 2.43) 0007 (1.26, 2.44) 0.001 (1.22, 2.35) 0.002
B

>y o

P

a L R for s H (B R W b R R BRI B Rk~ 8 R ¥ BRI R A ) -
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b e #&~Eu~der ~FAYRRGAE
C et Edb ol sfor ~HU KRR B W e R BRI R R £ g R FRRIE R A R)
ip b FE i (warfarin ~ fin o 2~ A FEETR] B L BRE S TR BES L F o Fa P ES C LEHBRT UE &
Y3 TR ~ 27 FE) o

d%ﬁ&ﬁ%‘ﬁw‘{ CBARY R R G BAPM B R (warfarin s o ) A B STAET PEETH LB o BRE S T IR L BES
L E o Ea g ES o RS U E C § A I ETR - EIM) o

pvalue<0.05 E & ¥4 -
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BEA R AT SR o A ERA N TS aEREY L F R R
* CYP3A4/ P-gp 3 ¥ pF » gr2bopirid oo S Gapid L ¥4 2 2k
TEE4 rApME > E%E %% 5 (OR,1.60;95% Cl, 1.14-252) » =
% %8 #HA(HA - [aOR, 1.63; 95% Cl, 1.15-2.32]; #73| = [aOR,
1.60; 95% CI, 1.13-2.25]; #-%) = [aOR, 1.61; 95% Cl, 1.13-2.31]; #-%
w [aOR, 1.54; 95% Cl, 1.09-2.81]) - % CYP3AA4/ P-gp % & frdr 4] &
prensi o 2Lt c S RAH R EFHF LT T ol AR
TR RI MM E%E(OR,218;95%Cl, 1.48,3.20) » = & %

£ #3(#3] - [aOR, 2.09; 95% Cl, 1.41-3.11]; #-%] = [aOR, 2.15;
95% Cl, 1.46, 3.16]; #-%| = [aOR, 2.09; 95% ClI, 1.40, 3.12]; #-7|
[aOR, 2.12; 95% CI,1.43,3.14]) » & Ak %% B R34 4 o

P sk A4 BRF LA L o Afu A KA nEE Y
LR BB BT BSR40 3 AL & CYP3A4/ P-gp
Frdl A A B K A 2 S A PR > 722 NVAF &K 3
AP RARETEE S M o @ § e BT NOACs
& @i CYP3AA/P-gp e HHpr > Rty 4 25 1 4ph >
H % ¥ (OR, 1.76;95% ClI, 1.23-2.51) > = & % % ¥ #4| (3% - [aOR,
1.66; 95% CI, 1.16-2.40]; =% - [aOR, 1.77; 95% Cl, 1.23-2.54]; #-%
= [aOR, 1.58; 95% ClI, 1.09-2.30]; #:4] = [aOR, 1.65; 95% Cl,
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113-2.40]) » 7 B %35 NVAF L F 4 2 REF & vk 3 fpfst

2P EHRY hEWkEE
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24 ~ &% CYP3A4/P-gp 2 4r I M X A EM SRR T2 20k 2%
4 b I T P RE 3%% PRE ’5%“'%
e P T AR SE E oy 18 ) -z AC )
f:; (%) (%) OR p value 3l L p value f-3l 2 p value f3l 3 p value fal 4 p value
3 (n=767) | (n=2,966) | (95% CI) aOR aOR aOR aOR
(95% CI) (95% CI) (95% CI) (95% CI)
E#<75
]
e 3 116
o (151) | 534(180) 1 1 1 1 1
(ref.)
CYP3A4
1.46 1.45 1.48 1.37 1.40
I P- 4 (11. 270 (9.1 02 02 .02 .067 .057
s #?}% 84(ALO) | 2700 | 1 05,201 | 922 | (104, 202) | %92 | (106,207 | %9%° | (098 1.92) | %% | (0.99,1.07) | O
CYP3A4
1.56 1.46 1.48 1.35 1.37
/ P- 38 (5.0 111 (3.7 0.035 0.080 0.078 0.185 0.896
" ;;l (5.0) G171 (103, 2.37) (0.96, 2.24) (0.96, 2.27) (0.87, 2.10) (0.87, 2.15)
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CYP3A4
/ P-gp
P |
+i %

Ell

17 (2.2)

53 (1.8)

1.52
(0.84, 2.74)

0.168

1.42
(0.78, 2.60)

0.253

1.18
(0.64, 2.18)

0.590

1.25
(0.67, 2.31)

0.481

1.04
(0.56, 2.15)

0.171

##>75

¥
=
) \,}ﬁ

T

(ref)

270
(35.2)

1210
(40.8)

CYP3A4
/ P-gp
For ] A

144
(18.8)

546 (18.4)

1.18
(0.94, 1.49)

0.144

1.15
(0.91, 1.45)

0.252

1.18
(0.94, 1.48)

0.148

1.12
(0.88, 1.41)

0.355

1.15
(0.91, 1.45)

0.239

CYP3A4
/ P-gp
Ex =

54 (7.0)

149 (5.0)

1.60
(1.14, 2.52)

0.007

1.63
(1.15, 2.32)

.0003

1.60
(1.13, 2.25)

0.007

1.61
(1.13, 2.31)

0.009

1.54
(1.09, 2.18)

0.015

CYP3A4
/ P-gp
P
+i %

cll

44 (5.7)

93 (3.1)

2.18
(1.48, 3.20)

<.0001

2.09
(1.41, 3.11)

0.006

2.15
(1.46, 3.16)

.0001

2.09
(1.40, 3.12)

.0003

2.12
(1.43,3.14)

.0002
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a el E& o fEu s s K (R B W e BB B OR > BB R E C RE g R - R EE ORI )

b & ## Pwu~far ~BREY b b'%AHo

CRE Edrfrul s for B W (B WA e R B R R R Rk g B F RO R B )
ip b E i (warfarin ~ fin o 2~ A FEETR] B L BE S TR L BES LG F o Fa P ES C LEHBST UE 4
B FERTR] - 5E FIEE) o

d Rt E# P8 ~der ~FRY R R'GABPMES @ % (warfarin ~ Fos | 72 4T85 8RB o BRE S v R EF L BES -
L EE SR ER LR LE S LT LR S SEHRE) o

p value< 0.05 E &g % {4 o
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%5~ & CYP3AA/P-gp 2 dr A & f A g fa e F 2 Jnl Ak %
Eolw | HEE LY s RE FRE PRL 3+
L I - B3 1t =l =k #a) 4
o (%) (%) OR p value p value p value T p value o p value
(n:769) (n:3,070) (95% CI) aOR aOR aOR aOR
(95% CI) (95% CI) (95% CI) (95% CI)
7
9+ v
el o o
e 207
RIER L oeg) | 913(9) 1 1 1 1 1
(ref.)
CYP3A4/ Lo7 Lo3 ;
P-gp | 98(12.7) | 407 (13.3) | 0.634 | 0.843 L07 0.617 1.00 1.03
$ ) A (0.82, 1.40) (0.78, 1.36) (0.82,1.41) | ©76,132) | > | (078 1.35) | 0%
CYP3A4/ 76 ”
Pgp | 51(66) | 127 (4.1) | 0.002 | 0.006 LI 0.002 158 165
£ (123, 2.51) (1.16,2.40) 23,258 | 7% | (wos,230 | O | (113,240 | OO
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CYP3A4/

P-gp 1.54 1.47 1.35 1.33 1.19
21 (2.7 61 (2.0 0.102 0.152 0.275 0.295 0.524
Fr) A+ 27) (20) (0.92, 2.60) (0.87, 2.49) (0.79, 2.30) (0.78, 2.28) (0.69, 2.06)
e
I
>~ J IR e
a5 er | 381 8ag(203) 1 1 1 1 1
(23.5)
(ref)
CYP3A4/
1.48 1.48 1.48 1.42 1.43
P-gp 130 | 434 (14.1) 0.002 0.003 0.003 0.010 0.007
4] (16.9) (1.15, 1.91) (1.14,1.92) (1.15,1.91) (1.09, 1.85) (1.10, 1.85)
CyP3Ad/ 1.49 1.53 1.42 1.51 1.39
P-gp 41 (5.3) | 137 (4.5) 0.042 0.037 0.086 .0007 0.1137
o5 3 (1.01, 2.20) (1.03, 2.29) (0.95, 2.10) (1.00, 2.28) (0.93, 2.08)
CYP3A4/
P-gp 2.15 2.13 2.11 2.11 2.11
. 40(5.2) | 93(3.0) .0002 .0005 .0004 0.048 .0005
Fr 1A+ (1.43, 3.24) (1.39, 3.26) (1.39, 3.18) (1.37, 3.24) (1.38,3.21)

EX &l

-

P
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a el E& o fhu s s KmE (R B W e RR BOR > BB R G R g R - R FERIEE A )
b et E# - Eu ~for AR B b A o

C il Ed~pul~fer ~HE Xpp(Ba B Halbo TR BRB - BREEERE 5 gk B2 - P EBREERAR)
AR EE e ¢ % (warfarin ~ Fs [ S S ATEE T PEETR] LB S RE S TR L BES L F L BRI ERAY LF G
B3 P ETH| ~ X ER)

d & ZE#~MHu~Jar ~FAP R R %GA 3 M ES & " (Warfarin s o | F % TR T LR B 2 RE v R & B E S
Wl E L S ER s L EMm RS U E S I TR - SRR o
pvalue<0.05 £ & ¥ |+ o
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o R BRI T g A o

RfFe S RAFH A5 P 0 240k * NOACs 2 § &
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Eo bR FURHL S LR SET R (LAY AT WAF R
* CYP3A4/ P-gp e 24 34 S8 ) BF o 2R m P o f Pl stn 7 ¢ e
/% (prothrombin time, PT 4 activated partial thromboplastin time, aPTT)¥t>*
NOACs #tj R £ % — 17 B R 2 e = e » i R 9 7 23k
¥ #5d Fma @ k&~ Ecarin clotting time -~ dilute thrombin time & 4 anti-FXa
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