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ADL
AP
BMI
CClI

Cl
DOAC
DPA
DPC
DVT
EMR
FDA
GPSP
HCEI
HTA
ICD-10

IMS
IPTW
IMDC
MARTA
MDV
MID-NET
NCDA
NDB
NTT

OR

PC
PhVWP
PMDA
PRO

PE

QOL

Activities of Daily Living
Antipsychotic

Body Mass Index

Charlson Comorbidity Index
Confidence interval

direct oral anticoagulant
Dopamine partial agonist
Diagnosis Procedure Combination
deep vein thrombosis

Electronic Medical Record

Food and Drug Administration
Good Post Marketing Study Practice

Health, Clinic, and Education Information Evaluation Institute

Health Technology Assessment

International Statistical Classification of Diseases and Related Health Problems 10th

Revision

IP Multimedia Subsystem

Inverse Probability of Treatment Weighting
Japan Medical Data Center

Multi-acting receptor targeted antipsychotics
Medical Data Vision

Medical Information Database Network
National Health Organization Clinical Data Archives
National Database

Nippon Telegraph and Telephone Corporation
odds ratio

protein C

Pharmacovigilance Working Party
Pharmaceuticals and Medical Devices Agency
Patient Reported Outcome

pulmonary thromboembolism

Quality of life



RWD Real world data

SD standard deviation
SDA Serotonin-dopamine antagonists
SMD standardized mean difference

STROBE  Strengthening the Reporting of Observational Studies in Epidemiology guidelines
VTE venous thromboembolism



Frikim A2 ZE42SE (venous thromboembolism : VTE) 1%, T2 T OEEHFHFARICE R S
TR AR IZ X A R ARIARE  (deep vein thrombosis : DVT) &, & O RIMLAE
DNEREL CHMEIIRAZPAZEST 52 L THE L DMt 24 E (pulmonary
thromboembolism : PE) O#EFRTH 5, VTE [ TRCKIZISUWTHREIMAE R, A & [
TR SCEBER 72 3 RIVERBISALES T 6D (1], —F, LBETIE VIE (372
RELEEZZ DN, BHEITE L 2o 12y, I FERIEFEBIIF 2 Z LML TW5,
ZORK E U THEEEIEORCKE, milintta oSk, WgBEE o\, K%E
BT 2RAEN B & & BT, BMEIROMRESCGEIC K 22WrERm Ll ERE XS
nTws 2.

VTE D2 DN T, DRETIZAAERSE TS & ARFEIESINTESIC L5 [
AR ZEFRIE 6 X OGRER IR MARSE D2, 18, TICET A4 KT A ] (Bl
VTE A KT A4 ) 32004 4 4 HIZHEER I, £O%, 2009 FI25 1 [FlDLL
RIDMTOILTWAR, i h 8L ERRE L, Fr#llc&RE S - HritE S o8 A
ICFEVBRIRIEN KR E S BIE L= Z D, 2017 D 2 RIOWET MITONBEICE
S>TW5S [3],

VTE OJFIA & 72 D iAo 3 KER & LTk, 1856 41T Rudolf C. Virchow 73 &
Bl (1) mymofsEs, () mAENKEEE, 3) MmikEERLENHITHND
[4], BAREOICIE, e RMGRINFE Ly meT A4S (PS) KRZIE, 7o F bn
VEVRZIE, @EAEVATA UMGE R E0, BRMEGKRE T & U TR, IR,
O o MM LAE, BHEMEE, MnERFEE, ftY JIEEIURERRE, B (=X e
7 UoBA RO, 27 m A R L), REREERITIC X 2 RITH MARAEZR 03 H
Do

VTE O3 IEDOHOIIPEEREE TH O, Ry~ LT LT 57 U v Of A
AOENELHH IR TE 7, 364METIE, HEREOLIEN 2VMES T~3 )
R S LT KA SN TE D, DRETIE VIE OB L CIEEE
HERBEI X2V, L, 2011 4R X 0 HEREI A A S MR A K Xa HEED 7
7 AL E R X7 A [5] Y, 2014 EICIE, BROEEEAR Xa PHEZR (direct oral
anticoagulant: DOAC) Toh D= R 3 [6], U /N\—a X432 [7][8], 7 EFH A
> [9] AR THEGE SN, VIE ~Off N AlfE L 72> 7= (Fig. 1),
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Fig. 1. Structures of the oral factor Xa inhibitors edoxaban, rivaroxaban and apixaban

DOAC XIMIEHRAEDE=% U > 72 & D5 HERE 217 2 272 < FWHH BEAER M
I EORNREA LTS, £7, KEEBKRBRICBW T~ v - T T 5
U > OFEHETRE & O g CIRBN M 22 & O il OHEN GBI e 2 & vl
i, @%££ﬁ4b74/[mnu]%lW@%%&ﬁk;U”%ﬁmm&r@%
Wr, J69%, TIHICEET 204 KT 42 [3] I2BWT, VIE O#IH « MERFARICE
DOAC fE DR STV D,

DOAC OGN LR LE 10 2588 L7-BifE, EWNTIX VIE I2%79 % DOAC ®
HAREREOR R L AR IND L 91272 -7- [12] [13], L2>L, DOAC 78 VTE 5
BICHEHATREE 7o TRIB 2 W BRI, BRRBRICE W TEKICER T bz
population, T 72 HIRIR - FRAMEHEIC A BT DR DA B DIV A ME - K4
MT— X DIHZIARERIRI TH o 7=, L2 T, BUIR TIRERRRER TRt S vz
I - B RERR E B E S m I E ~OFEAB G- 0L et L, RERICEHERRBR CE LN
TR EZOEEHRTUIOONENEWV IR EOEMNAE LSS,

Z DEFIRERERD B & DN B HUITHIRD & 5 /UE, Five toos (too few : GEFIE A D
72\, too narrow : FBERERE - MTHEREMR S, M7 EORRR B IS LTV D
median-aged : m#E /NRIIERIN ST D, too simple @ 5 5-7ENBAM T, JFH 3K
72 EDMEDIVTVRYY, too brief : G HIHNE S, BRHIRGOREN I TH L)
[14] L b Ebh, BERBRORBRASE L TALmLNTEY, 29 LERAZ IR D
TIRZIC IR T 2 HESCHRBREZITO R E L TEREZMTET DI ENEETHD & S
nTws (Fig.2),



too few
NELE VAYRAR
too narrow
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too simple
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too brief
HEMIMMNEL, EHREOERENRHATHS

Fig. 2. Five toos of the clinical trial

— 5T, FEERR CERBEORBEITK L TRBEEITWE DL RITERRER O X 512
IR« PRAMEYE CHREEIN 21T 720 Real world data (RWD) & L CHHZRBEERTH
D, VIE OBRICHIZHERBEBHFICE > UIARRERE VW Z D, EEE, §TIC
VTE (2% 5ia% & LT DOAC VKRB INTWHBLRZEE E 25 &, BRHMNERIZ
72 D EERRER 2 2 O ORIREE 2 i3 2 BRI TIT 2 56, SBRT V91 o, gk
FRE E HRF AR OMELR, mERROBLE, BEHm R Rk 2 72 50 b FEE rTREM: & v 5
FCHEEN TFREINTZTD, 5725 RWD OIFHB#HR ST,

KK CTIE 3 T O FANZ %925 RWD % F U 72 SRAIE AR5 0 FE i A3 Al
1T TW\W5b, HiZ, KEIZEBIT2 FDA OFET B F XL - £ =TT 4 7%
EZFZ7aev=7 e LT, A, 2, BXORBEEEH LT, BFEOETIER
T =2 P HEEDOEFRIEN AR I N EE L OLENVEL TN T 5 o AT L &5
L, 2K ToOBEL, Fhilofat, FHnrER 7L, H & ZaMEICR D EH
NG PE VIR S 4TS [15], VTE (ZBSE# 3 2 3AIZE A0 & LC, & [E T,
PURSAII 34 5B F 128V C VTE BIENPURAINIE A G STV L BF TIE, £
D TIRWALITHART VTE BIE YU 27 M 132 fF172 0, Bl IEE GRS s 54
HOU AT MM 1I3 L EmnWZ L3, #[E Hucknall Health Centre O2HRIE#RT — #
— A % > Chris Parker K H20MT o727 — Az ha— Uil 5E T ENZ 2 o72 LD
WENH D [16],

Fo, BRNERGT 7 7 —~ a2y 7 v AMEEHRS (PhVWP) X [HUEMIREEIC X
5 ERIMARZERRIE (VTE) OIIEICHOWT] W EhE (A FlHREE (2009.10.29) )
Z3H L, PhVWH OEE TlE, VTEIZOWT, BER RASCE) I (1) Hiks
MR 5L, VIE R LIZERN NS D Z &b, VIE & OREEIIEE TE
PN e, (2) TRIRBRLART L IRWETIC VTE OV 27 K+ (RENREE, EHIEVE, B
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i, BACKRREZR &) 2R LT, @MU THEEEZ L5 RETHH L, Zil#iT 5
ZEEES LI (17, I ESZIT TONET L USR58 5 ERNTOI
FEAE DR BRI S 2SR X4, 2010 453 A 23 B, EAF@HE OEERE L%
IR TC, PURARRIE CT— & I SCEUGET T oLz, 2 OFE RS LA A
PEATEN, EERGBEEEEROTIEL 2D, JFUMRER 5125 % VIE BIEDE
B 2 S 72 BRI FEHITH 5,

AARIZI T 2 IEFATE S FrEIK S O ER L L AEEARIZ T 5 RWD IEH 2 /&8I
BV S EIERFFILERNED SNOOH D, TORLREIZREODOE DN, [[E
AL D BLEIR 7B % O K OFRER D 320 O FEUEIC B3 2845 (R 16 FFEA @A
% 171 %) 1 (Good Post Marketing Study Practice ; GPSP) DikIETHh v, R 3E
PN FES 5 BLEIRGE R A O O & DI TRLUEIRGER 7 — Z N— A BEST
N & ThonH, AFTHRDERGELEMEHOFER THoTov 7 /var— MY
THIOEHERE D D ERIERT —F _X— R G L e E I EZ iz 5
EVD HHZe b O TIER L, ERIEHRT — 2 X— A2 LERE T FEE AW E
HKRZEMEENET 2 bOICHEASE TN ENI DO THD, ZETOMHEMMK
AL, EOEMTIE Z o Tokkx A EFRO 2 M@ENITNET L2 L2 HE L
THEMESNTEEDIZH LT, 7—F_X—RE2HWAHLEI21E, R TLHHEELN
HY, TOHFEFEROBERE LT —F_X—ANTORMNRREEE T DHZ ENER &
2%, ZOX DA OFA HENTIS U THRZRIC R 2 FEZEIR LT, 230,
NRHVRHEZ FERT 52 &2 rlRe s T HRENEN>OH D [18],

HEATE D B ISR PR OHEE I T D I D> o H H— T, HAREWNTILE
KiZ EFNER TR R R T — F X=X+ hH b LT FE 2w, £, FIHA
R T — A XN—=ZA LG FRERER S 7T — 4 X=X OFFIC L Bx 5720, W9t
HH AR LD IEMOBISG TR A BF L7 9 A THT 57 — & _X— 2 &R
THMEND D, ZI6 OB ERSOEELLZLEESITE ORI BT, T7h
TITICBITDEREHRT —F X—2AZFH L7 FEAE PRI Y TUTE D, BR
I, BEMEEE (BRET — 21X 50, MNGBRFXEORESEND D, £t
T — A DT — 2 D, &), BEBHME (P LT HIBHRTEEDY), AR
g aTaett (BRI T — % O AFILAIEEDY) 72 EOMFIEIT O D, T — 4 X—A[H
OHAEFREMEITIEIN DT — FZ _X—RF EE L 2 WEIRDZ H 5,

BEFOEHRIERT —F X—RA L LTE, V7 b GERESREGER) HHRT — % X—
A, DPC 7 —=HF_X—=R, AL 28T —2 =X, ZLT, EFHNLT
(Electrical Medical Record ; EMR) HHSEDZIFEIG T — ¥ N— A |Z0E S5 [19][20],
WIS EFE PRI T O T —F XR—=2 T3, 2FRITAHDOEREHEZ
I1RAME LTEBSNTT =2 O 2 kA L 72% (Table 1),



Table 1. Characteristics of each database available in Japan

-"ﬂﬁm.’-\“ﬂﬂﬂ
1 43 HFE&DE BFHNFDB

Y A
LB R = ~:im WOAE AR - SEERE Y Er:i%i AR -
meEczLe R e il EmER G, SRnr R
«| O A X X O
A N EREEASE EADTRIE S S ¥
B LT 6EE e GRT3CEMTE  GRTICEMTE e apee
| X X A @ X
Jivke ., _ L .
REC R BT AT S HEEEE
EnlE L F—auEdshiw —HERR A HEd L
-~ @ O O A @
EELEREEE L HESEE

LET N T =2 _—=0F, JBAEGEE OE BT L EREFERR (ER) 2E5nb
W5 )T a3 T —H~X—AZ (National Database : NDB) N H % Th DM, EFMIT
DORHADIZD DT —H X—=ZADFEICT — X & v MEMOKHITE R EEWVWZ D,
BURTIE, BEMEEDORMAEZESLT U7 I 7 bR AR DL, 3400 J7 ABUMELD 7
EREHEHEOLE TS F T = R_XR—=2ATHY, MRSt BRERT —F o ¥ —
(Japan Medical Data Center : IMDC) 230 2> T\ %, BEDOPIZ L OZETE),
9725 patient journey ZIBHF CEX 50N LT v T — X RXR—ZADHKKDEHATH
D, IMDC D7 —H X—Z [T 06 OEE bEV, — 5T, RGO ERAR S
ERDIZD, mEETHERICZLWEWIRAR S D, iz, BHFERITHTNTND
HEDREEMN I TND T2, MEEEOT U7 I LBHFEE LR,

%ﬂ%%f@?—&&—xﬁ,%ﬂ%%@%ﬂ%ﬁ%ﬁﬁ#éﬁ%ﬁ,%Eﬁmf
A SN HRERE LT, BE~ORFNORNEE LD DO THDH, HAFAIR
H DR A R FE R ﬁnﬁ%lMS/kA/ %NS, BHLTWD T
— A RX—=ZA TR b AL THY ZEOFRANMRNS U TV Z A LZEWETRESNAT
W5, FHRIT —H_X—21%, 24, IEAILSNOIREIT %, *ﬁﬁﬁ‘ﬁ EDT Y MJA%%
T b7, FEAIOEER & L COOFHE, Mg, EROERITRALS
%, 12721, HEBERIZOWTIE, BENRHNY DR xfwﬁw#iT%T%
D, ZOMPIINTFEEPMLETH D,

DPC 7 — & ~—2{%, AAENICAFIES 559 1700 ORPEIIRBEC BV THRHA S
TWAEHEZE (DPC) HlEZIER LT, #1490 OJFkt & 248 L ¢, EA TR I
HEN5D DPC BEDIEREEN LT — I _XR—REEE L TCND AT A )V T —

5



Z - BV a BRI (Medical Data Vision: MDV) DiEM T %, O~EEH 4425 75
NHED & DR RPOPHEN TN D, KT —F N—RTIIHRAEFITEZ L
RN S LTV RS, DPC TFHICIE, WA o i S VT2 38R D 27 537, TR
DIEFEREFELEENTEY, 2MEHEF.L L LEEERBSE COBRE T 5 2 & ICE
nTn5s,

BT HNT (EMR) HROBERT — 4 _N—R & LT, JEAGEE IR R
e o (PMDA) IZX - T, BEEOESLR PR E 7 v —7J\be, NTT
BT DT A BT HEOEREH A L7z MID-NET 28 H AN F 3L & L CHil#
LEKROFNERDNIL L E > TV D, BURE R TORFRENL605 T AIET D L Sh,
LB ITENDRBERSE SR E AR L (NCDA) OB HIILVT T —F _—2 L O
2990, S%IZ00 TABMDT —H RX—=2 L5 Z ERALNITR->TND, B
WELTE, SREEREREICINA T, filREOLZEMER 21T 9 B TRERESEA~D
EHZEZDIZME LN SO0, FNEH &S 5 TIEEAIZIT DI TV D4R
IZIZE-STELT, 0L ZATHTITOMAL TERW, £, —(balRerc
FMTLHZESDRNT =2l LTS Z ENnD, SO RE TR 1E,
DA BAARESND & 5T =2 DIFEELOBRFNED LN TND L ZAHTH D,

ZDIE, —AEENE NRERE - =% - B8 I iEHn e (HCED TiE, 2015 4
B, 2EOL OEEKE L E#EZ L TEF VLT HEROKSFEEROINEL TE
0, BRZZEEHIL, VT AU — RT =St (RWD fh) ORI X
ST 190 EFRHERE, 1410 T ABUMROBER DT — & X— 23100, WFHIeHEE
MR EEICT 57 — &y bR (ZRAIH) 2L 05, ERERIC
B DEFHINT HEOBIRIERT —F X— 2%, MLiE, FFREERE, FTHERE, BHERE,
KRB A F~— T — OB 2 FRRANCHSG LB L T b2, &I, AR
BIREONREZNET H72DDT U NI AF5E, BIWER OENT O 7= 8 O BLE IR FE#% R A,
EHBIGOERELITIRT D700~ —7 7 ¢ 2 FORUL I, F 72 EERIGH & B
L7 QOL/PRO fHi#t& & HWTHEMT 2 RN (HTA) D7z OE %)
REFICE, MOTHmAORY—1tibtsnTnsd,

AT, FIRMASTERRIE DR U R 27 34T 0D 72 30 O $EHE 78 & B L, VTE
RO HHEHCBI DEEY A7 Oz L 2MEROHKE Lz, Z07w,
VTE O E AT 5 BELGER L Lz, BEHIEROHHN B S e BT —
= ATOWRNEL TOD EEZ BN, ZOTD, KBS TIE DPC 77— 4
—ATHDHMDV OF —FZ_X— BN L, F{RY X7 70D 7= 8 OIRAE 5 %
Fhti L7z,



%1 FETIX, VIE OBEEDH 5 BFIZEIT D DOAC IEEIRRIZ X 5 FR ISz H

IZDOWT, adk— MFEEZMEFELE L GRRL, BELHZVRE 1.5 FER OB 2
1TV, BERSNEIZh S (A M), Mo AEME (Z24atk) Ol b O 21T -7,
BEHZ®H720, DOAC IERIRROAIIZ L BF % 2 BRI, BEEREH» b5
OO EREZ S LI LB RA a7 o 2470y, BN A 27 OWikESLEAM Tk
(IPTW %) IC L0 W0 BEE mEHRE2E b, T2bbigET7 ¥ abd 5 Fik
ZH\WT, VIE 30 RBERAERE RO D AR 21T o 72, FERR T2\ T
DOAC OHI{ER N OSSN D HIMFRIZONWTIL, BAEMHEDOEFZITo T2,

552 B ClE, VIE B2 5 VTE FREK 1 DOIREKE 2 BB R OER 21T 572,
VTE f5K+ & LT, JUFmmER 513 U A 7[R+ & LTHLNTND Z &
O PURS IR SR 5 2 BRI & O HURTARR 58 G- O 73 FE10 O F 501 5- 41 51 oD ZE A
DR AT T,



5l =
AR MLAR ZEARIE | Z 38 1T 2 IEFERE 1 HTkEE FE D
FERARHRIC & 2 A AU B3 2 fad

[#=]

DOMRED VIE BT A KT A 281D VIE BIAER OYIHIER, HERFREL O B
HIE, FEECHIEDO U A7 OF WO SMEER O S, DVT 226 PE IEDO I
TH D, PUEEEIFREICH LTSN 2T VUEZEME L, JERASEE CTHIENZ W E,
MERAIRIR NI/ 95 & STV b, IERIBHRICI 1T 5 BMPUEEE LD BH X
HEFFIRIEZ OB R Z THT25 2 L ThDINIERBFIZOWTO+n7eo BT v AT
FLERNE INTWD, JUiEREEO G HMIT— Ao EEEY (7 HET), #
FHREW (WHENEREEZ~3 » H), RIREY 3 » ALK ([ ohd [3] (Fig. 3).

HIHAER HHFaE HERGE
(0~78)  (8B~3nA) (3nH ~EERRIR)

. —
FHELREY| pazv K SRS L ZTOMOAEESE"
. susasif

YIS - TN RS R

s THEFRHIC « =00

HE

Fig. 3. Phases of anticoagulation.

DOAC DX 51 K% 10 4230 L 7-BI7E, EWNTIX VIE (x5 ERHE R

BT %5 DOAC DOEHBREBRNAERE S, FHEEREORELARIND LT
72 [12]1[13], ZAUC XLV, EERFEERIZIS W TS IZE T B 4L72 population VIS D B
NORFONTANME - BT — 2 PR L > TE - 211, L LAY S, VTE
IZ%F9" % DOAC OEWIZ2MZHIE LIZBKRRBR TIX 6 2HNORE 1 F£FToO
BRI ChH o722 & ERIU L, EHABREREOR FIT B 2 FF o R W BT — &
MOERRB OB L 2T — 2 OB LR LSRR 1 FL W RET VA TH
Do TDIO 1V FEZHX HWET A TIEERFEO =BT » A[IHZZEIC\ Wiz
FRERETOT — X IXHFEELR,



UbXy, DbAREDBFEZEFIZBIT S DOAC HEEBEOTET v ZADAIHD T
W, #13E VIE BEIZE T 5 DOAC OIER AR O FHAMI R 253 L, VIE B O
fERIKFAZOWNWTERTHZ LA HME L CERERT — 2 X—Z2 &2 H A L 7= B
HIM& K 1.5 F 0% FRBLIENE (ah— MIFE) & FEhi L7,



[J5i4]

1. e YA L5 —2 Y —2R

ARG CTIXERIERT — F _X— 2% Tk A& ak— MFFEE®ER L7, 2023
9 H 25 HELUE, MDV 7 — & X— X IR E O S R RIEE D) 27.5% 124 35

AVE R 485 gk D IF H 41D DPC T — X _X— AT 4425 T NDBET — X %
ﬁLTb\éo SUEHIE RSB U DA I AR IE T — X B LU k2 iET — & C
BRI TEY, T—XIXEAMLBE S, [MAB LU EZRE T HEMITE £
TR, ZBBRFOBEAIE, EEREERSES 10 R (ICD-10) @ =2— K35 X
nTWab,

2. FEAEIBRIR

EPULHEL LT, #IEIO VIE IZ X 5 ABtH % Index date (]54%H) & L, 2014 4 10
A725 2018 9 A £ TlZ, ABZEER4IC VTIE (ICD-10 =— R : 126, 180 £7-i%
182) #4 L [22], ABtH Y BIZHEEBEZE AN i, ABitk 90 H LANIZ DOAC 3%
HEhiz 18kl Lo EF 2N L7 (Fig. 4),

PrAMEHAE L LT, Index date 2> 5 180 HLARIIZ VIE O2Wrind 5 3, HLEE[EFK DO
TTIED 8 B B, FTRENRT 4 V2 —HHEREN S 5 BHE, BRI /v77 )
MEH D& 5B, VTE 2K 2 HIELAREELAE D REEA 72 EFE, BLELRH AR 90 H L
N® VTE B3 £ 721351, DOAC OiEIIMER (VTE ~OAGELARTOMEH) 12544
THREIIRIN L, £, HR-FKEICRKWELITEFEOH 5 BE LRI LT (Fig.
4),

VTE ZEHA RT A4 I2HSX DOAC DAL 90 H A2 5 HBE LI ETRERE

12, 90 HLIN O EFITFIFIERIREREIZEI D 4T, &K 18 HAMOBZE %217 > 7= (Fig.
5),
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—
*WIFEVTEIZ L 5 ABE180 H LLRTICVTED Wi & 5
«WIFEVTEIZ L 5 ABE180 H LARTIC Uk E SO FE N & 5 B
< MIFEVTEIZ L 5 APBE180 H LARTIZ T RERIR 7 « V2 —REEN & 5 B
MMMV T 7 U OERNS B EE
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Fig. 4. Eligibility criteria

Observation period ( 1.5 year/patient )

————————————————————————————————————————————————————————————————————————————————

DOAC i YES
— extended ——mW—i-—  _______________ .
treatment ON Follow-up iﬁl Recurrent VTE |

VTE patient with !
initial/maintenanc (15 month) . No

e treatment | | Recurrent VTE
(3 month) i DOAC i YES
= extended - i
| treatment OFF | Follow-up | |Recurrent VTE |
________________ (15 month) ! NO

Fig. 5. Schematic of Cohort Entry
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3. A

AWFFEOFEEZMT 7 N B AX VIE OFFE L, BIREHET 7 7 A& L
72o VTE OF¥IX VIE IZ L 5 HARBE L U C AR 4 I VTE (ICD-10 =— K ¢
126, 180 £7-1%£182) #H L, WEZK OEfEI X OFRIRNE 5 OFLEEE/B i ie Rk
MTbNT-BE % VIE OFEGIE EHE L, HAREDO ABRRELCHICOWTH T
U N LG E L TCERY T,

TN LFHEICHTEY, T R AL Ry FOFEEBL DOAC O 5k F 7= 1 34F
FTHIM O T (18 % HDEBIMET) OWTHNEWERRZFTHYIY & L=, DOAC IZ
L A®EPIET 14 BAB2 5T ELESEEE2 T IEfIE L CHERYHF -7,

BB G HIT Index date FFE 71T X—R T 1 VHIRIOE#R E L, Filis, M5, BMI
(30 LAk, 30 Ks), B AT EEFEEL (ADL) (Barthel Index #2520, 20 K3ii) [23],
F ¥ —L Y OB (CCD (0, 1, 2 LA L) [24][25], VTE OfE¥E (DVT, PE),
OHERER (8, 2 oMb ARs, MRS, EERRYYE, miedm, S0, Kb
i, MREZE, B, TTERE, B, RS QR MPEEEEE, HumiedE, Hui/
3K, RIEMAEILRE, PosemsE (B - JEER), X T oA FHEFRIESR), OFH
B (T, POBIRY T —F AR, FTRENRT 4 L2 —iE) #158EL L T
-7 (Fig. 6),

HARR R BE SR, Sfia— R R MIBERMNEITHEH# LT,
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Fig. 6. List of covariates
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4, #EHFIE
BEEREBRIZONT, 73V WVEBIIIA —FRE L2 EHGEBIZHOW TR Y
4 vay Vs DNARLFIRRE 2 AV T Lk L7z,

AEAFRER OFENTIZ I Cox Fefil Nt — RET L& HW, IERIRERE & FEIERIREREM
IBIFD VIE HRICET 20— Ribz R, ~¥F— N, EROBEY =
o (4E#B, MR, BMI, ADL, CCI) (ZHDEFHEZ4T - - HEEITINZ T, Index date
REEII_N—RA T A VHIRICB T A28 LEENOGHE I SN A= T 2612 HW
TN D1 T1E (IPTW E) I X AHEE % 2 FE T - 72,

FRREITEFH ORI Y X 7125 U THigEEFREOIRREIM 2 e+ 5 2 & A EE
SN2 EnD, MO 28 —bsE5729, IPTW 7 /0 E L TCHAERERD
L VIE OFIBUTERS LS LTV D EE 25 (ADL, #, 9 - Ra,
FERAA) 38 LN VTE OFFE & 72 0 152 —mtE 0B K (Fif, 54, FOFIRD 7 —
TOVERA, EREAPUREEE, bk, bri/bHCGE, REIME LIRS, PUBRE L,
FEAT O A REFRIER) 20O TEHB LZEA A2 TS50 (IPTW1),
BLOTRTOELEEZS LICER LM AaT7I2L 580 (IPTW2) THEE L7,

I OV T L, (B i, FPas i, B - RESHmIC L [27], #
SRS B L 7o B e SR LT,

AHFFENC BT D HBEIERIE RN & 7- - Ti, DOAC LERIEWIC LD VIE HROD
FHXFY 2713 80% 835 LIREL, ZOEEZMMT H72DIZ 95% D 71T 20 {4+

DA Ny PREPVLE L RIS bivle (WA EKYE 0.05), KT EEBIC, 7
TERBEHCHKIT D 1 FHH7-0 O VTE BRI 7% ERE L, SR 800 il Sample
YA ARUETHD EHE I,

— ARV A N X OWEEHENTIZ IMP Pro version 15.2.1 (SAS Institute, Cary,
North Carolina, United States) % T3 L, MEFFRIAEZED Y % p<0.05 LiRE L
7=

AWFFEH S 1L STROBE B (Strengthening the Reporting of Observational Studies in
Epidemiology guidelines) [28]IZ%E > CTHERK L7z,

5. REEOHT
DOAC OHWrH% (7 H, 14 H, 30 H) IZEEDWZRE/5HT %28 U T, DOAC OH
WA DO RR E Z LGP O W THRBITT 5720, RO — REb&a i Lz,
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6. PR
ARWFZCIT IR R N2t R e T 5 RS « W O AEmA RIS fm B R A
ZESOER (ZfEFEE - AE-2020-013) A& THEhE L7,
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[ R ]

1. BFE7n—

KEFZEOMFFEHII & 72 5 2014 45 10 A6 2018 -9 H £ TOMIZ, AHFFE~DHA
I AEEHE Vi -9 R 1% 7,787 IR Th o 7=, MRAMVEUEICEZ YT 2 BE 2R\
4,010 BlD 5 B, 1,326 BNIFEIERTEEREIC, 2,684 BITIERIEEREICE Y BT HNT-

(Fig. 7).

Adult inpatients (age >18 years) with medical imaging records and a DOAC prescription within 90 days

after the index date (October 2014 to September 2018; 7,787 patients)

Exclusion (8,623 patients) *
Any disease code for VTE 180 days prior to index date (n=582)
Anticoagulation history 180 days prior to index date (n=524)
IVC filter installation record within 180 days prior to index date (n=25)

Use of warfarin during the study period (n=955)

No observation after discharge (n=1,330)

Less than 90 days observation (incl. onset of recurrent VTE or death) (n=2,000)

DOAC off-label use (prescription before approval of reimbursement price for VTE ) (n=115)
Missing/abnormal data (body weight, height, BMI) (n=548)

Study patients (4,010 patients)

\ 4 \ 4

DOAC extended treatment group (2,684 patients) DOAC nonextended treatment group (1,326 patients)

*Some patients were duplicates

DOAC, direct oral anticoagulant; VTE, venous thromboembolism; IVC, inferior vena cava; BMI, body mass index

Fig. 7. Patient selection
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2. BEHEEREE Y I ®

FEAE RARIFRE I IE R VRHRAE & Lhie U C, milln (73.6£13.5 vs. 66.5+15.1 years; p<0.001)
ThHY, KHEOEIENRE < (63.2%vs. 55.3%; p<0.001), ADL (<20) 2ME< (35.0% vs.
29.1%; p=0.0001), 7B 0 DFEIE MR (37.7% vs. 44.2%; <0.001), JF(FHE R
E LT, HEEREYE (37.8% vs. 31.7%; p=0.0001), MMM EFEE (1.8% vs. 0.6%;
p=0.0008), ‘B4 (7.8%vs.3.6%;p<0.001) DOEEE « BOFEIANEmY, JRHSEKE LT
/R (16.4% vs. 11.6%; p<0.001) OFEHFIE A&, FUREHREE (ERY) (7.4%vs.
4.5%;p=0.0002) I L OHUEMHHIE GEER) (12.1%vs. 6.7%; p<0.001) OfEHEIE 2
FmWEWIFERE o T,

— 7, SERVRIERE IR RIS el U C, OHFREE LG, # (13.0%vs. 17.3%;
p=0.0003), 9 oI LARE (40.1% vs. 45.0%; p=0.0026), AFZEHE (8.3% vs. 12.1%;
p=0.0002) DEEFE - EOFEIG D EmWNE WO FER E R o T,

VTE OFRFIGITIFERIBERER L OIERIREIE CTENEI 1.66% (22/1,326 cases)
and 2.46% (66/2,684 cases) T o7,

A 2 TICHES < IPTWIEIC L D, 26 BEE SERICE T 2 WM O 1%
¥)—{LShfz  (Table2-4) .

17



Table 2. Demographic and clinical characteristics of study patient (Before IPTW)

Before IPTW
Extended treatment Nonextended treatment
(N=2,684, 66.9%) (N=1,326,33.1%) [ value SMD

Age: mean (SD) 66.5 (15.1) 73.6  (13.5) <0.001  -0.50
Age (%) <0.001

<40 5.3% 2.3% 0.15

40-64 32.0% 18.2% 0.32

>65 62.7% 79.5% -0.38
Sex (%) <0.001

Male 44.7% 36.8% 0.16

Female 55.3% 63.2% -0.16
BMI (%) 0.0179

<30 91.3% 93.4% 0.08

>30 8.7% 6.6% -0.08
ADL score (%) 0.0001

<20 29.1% 35.0% -0.13
20 70.9% 65.0% 0.13
CCIscore (%) <0.001

0 44.2% 37.7% -0.43

1 25.4% 31.5% -0.13

>2 30.4% 30.8% -0.01
VTE type (%) 0.3529
DVT 41.6% 40.1% 0.03
PE 58.4% 59.9% -0.03
Comorbidity (%)
Cancer 17.3% 13.0% 0.0003 0.12
Congestive heart failure 45.0% 40.1% 0.0026 0.10
Respiratory failure 7.0% 7.1% 0.9216 0.00
Severe infection 31.7% 37.8% 0.0001 -0.13
Thrombophilia 0.8% 0.9% 0.7828 -0.01
Varicosis 1.2% 1.2% 0.9505 0.00
Intracerebral bleeding 0.2% 0.5% 0.2259 -0.04
Cerebral infarction 0.6% 1.8% 0.0008 -0.11
Renal disease 3.8% 3.5% 0.644 0.02
Liver disease 12.1% 8.3% 0.0002 0.13
Fracture 3.6% 7.8% <0.001 -0.18
Surgery 14.5% 15.9% 0.2507 -0.04
Concomitant medication / therapy
Anticoagulant [injection] 70.8% 68.9% 0.2265 0.04
Thrombolytic 12.4% 13.3% 0.46 -0.02
Antiplatelet 11.6% 16.4% <0.001 -0.14
Peripheral vasodilator 5.0% 5.4% 0.5899 -0.02
Antipsychotic [typical] 4.5% 7.4% 0.0002 -0.12
Antipsychotic [atypical] 6.7% 12.1% <0.001 -0.19
Nonsteroidal anti-inflammatory drug 30.6% 30.1% 0.7652 0.01
Central venous catheterization 3.9% 5.1% 0.0785 -0.06
IVC filter installation 16.4% 14.5% 0.1225 0.05

IPTW, inverse probability treatment weighting; SMD, standardized mean difference; SD, standard deviation; BMI, body mass index; ADL,
activities of daily living; CCI, Charlson comorbidity index; VTE, venous thromboembolism; DVT, deep vein thrombosis; PE, pulmonary

embolism; IVC, inferior vena cava
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Table 3. Demographic and clinical characteristics of study patient (IPTW 1)

IPTW 1
Extended treatment Nonextended treatment
(N=2,676, 66.6%) (N=1,345, 33.4%) SMD

Age: mean (SD) 68.7 (14.7) 68.0 (16.2) 0.05
Age (%)

<40 4.0% 7.0% -0.16

40-64 27.4% 27.2% 0.01

>65 68.5% 65.8% 0.06
Sex (%)

Male 42.3% 42.0% 0.01

Female 57.7% 58.0% -0.01
BMI (%)

<30 92.0% 91.9% -0.01

>30 8.0% 8.1% 0.01
ADL score (%)

<20 - - -
20 - - -
CCIscore (%)

0 42.3% 43.6% -0.03

1 27.2% 26.5% 0.02

>2 30.5% 29.9% 0.01
VTE type (%)
DVT 41.3% 42.1% -0.02
PE 58.7% 57.6% 0.02
Comorbidity (%)
Cancer - - -
Congestive heart failure - - -
Respiratory failure - - -
Severe infection 33.4% 32.9% 0.01
Thrombophilia 0.8% 0.9% -0.01
Varicosis 1.2% 1.4% -0.02
Intracerebral bleeding 0.3% 0.3% 0.00
Cerebral infarction 1.0% 1.0% 0.00
Renal disease 3.8% 3.6% 0.01
Liver disease 10.9% 11.2% -0.01
Fracture - - -
Surgery - - -
Concomitant medication / therapy
Anticoagulant [injection] 70.1% 70.5% -0.01
Thrombolytic 12.7% 12.6% 0.00
Antiplatelet 13.2% 13.1% 0.00
Peripheral vasodilator 5.1% 5.2% 0.00
Antipsychotic [typical] 5.2% 5.5% -0.01
Antipsychotic [atypical] 8.8% 8.8% -0.02
Nonsteroidal anti-inflammatory drug 30.3% 29.9% 0.01
Central venous catheterization - - -
IVC filter installation 15.7% 15.5% 0.00

IPTW, inverse probability treatment weighting; SMD, standardized mean difference; SD, standard deviation; BMI, body mass index; ADL,
activities of daily living; CCI, Charlson comorbidity index; VTE, venous thromboembolism; DVT, deep vein thrombosis; PE, pulmonary

embolism; IVC, inferior vena cava
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Table 4. Demographic and clinical characteristics of study patient (IPTW 2)

IPTW 2
Extended treatment Nonextended treatment
(N=2,675, 66.6%) (N=1,344, 33.4%) SMD

Age: mean (SD) 68.7 (14.7) 68.1 (16.2) 0.04
Age (%)

<40 4.0% 7.0% -0.16

40-64 27.5% 26.7% 0.02

>65 68.5% 66.2% 0.05
Sex (%)

Male 42.3% 41.8% 0.01

Female 57.7% 58.2% -0.01
BMI (%)

<30 92.1% 91.9% -0.01

>30 7.9% 8.1% 0.01
ADL score (%)

<20 31.0% 31.1% 0.00
20 69.0% 68.9% 0.00
CCIscore (%)

0 42.3% 43.2% -0.02

1 27.2% 26.5% 0.02

>2 30.5% 30.3% 0.01
VTE type (%)
DVT 41.5% 42.4% -0.02
PE 58.5% 57.6% 0.02
Comorbidity (%)
Cancer 16.0% 16.3% -0.01
Congestive heart failure 43.4% 42.4% 0.02
Respiratory failure 6.9% 6.5% 0.02
Severe infection 33.4% 33.2% 0.00
Thrombophilia 0.9% 1.0% -0.01
Varicosis 1.2% 1.4% -0.01
Intracerebral bleeding 0.3% 0.3% 0.00
Cerebral infarction 1.0% 1.0% 0.00
Renal disease 3.7% 3.5% 0.01
Liver disease 10.9% 11.6% -0.02
Fracture 4.9% 4.9% 0.00
Surgery 14.9% 14.6% 0.01
Concomitant medication / therapy
Anticoagulant [injection] 69.9% 70.3% -0.01
Thrombolytic 12.8% 13.0% -0.01
Antiplatelet 13.1% 13.0% 0.00
Peripheral vasodilator 5.1% 5.2% -0.01
Antipsychotic [typical] 5.1% 5.4% -0.01
Antipsychotic [atypical] 8.3% 8.7% -0.01
Nonsteroidal anti-inflammatory drug 30.5% 30.6% 0.00
Central venous catheterization 4.2% 4.3% 0.00
IVC filter installation 15.6% 15.6% 0.00

IPTW, inverse probability treatment weighting; SMD, standardized mean difference; SD, standard deviation; BMI, body mass index; ADL,
activities of daily living; CCI, Charlson comorbidity index; VTE, venous thromboembolism; DVT, deep vein thrombosis; PE, pulmonary

embolism; IVC, inferior vena cava
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3. "Y¥—FKlit
AL, BEHT- 0 &K 1.5 FEMOBYFC VTE OBE3I1X 88 #il, ¥THHV 1% 1,589
BLOSBWRTE TN 2,333 B TH - 7=,

Cox [ElJF 53 #H71C X 2 MEEM O3 £ TOMMICE T 29— N GERIG R/ IFIE
IR 1T L, DY, IPTWI BLX O IPTW2 TENREH 131 (95% CI:
0.81-2.12; p=0.2762) , 1.25 (95% CI: 0.76-2.05; p=0.3720) , 1.32  (95% CI: 0.81-2.15;
p=0.2579) B LT 1.33 (95%CI: 0.82-2.16; p=0.2498) TH Y, ST OFEFR L v iEE
TRIEHE L FHIERIG I CA B 2IX@d b e o 7= (Table5)  (Fig. 8-11)

Table 5. Hazard ratio calculated by Cox regression for VTE recurrence

Type of analysis Hazard ratio 95% CI P-value
Unadjusted analysis 1.31 0.81-2.12 0.2762
Adjusted analysis 1.25 0.76-2.05 0.3720
IPTW analysis 1 1.32 0.81-2.15 0.2579
IPTW analysis 2 1.33 0.82-2.16 0.2498

VTE, venous thromboembolism; CI, confidence interval; IPTW, Inverse probability treatment
weighting

4. JEESHT
JRIE M OFE R, DOAC OHlr A% (7 HEBXON30 H) o ¥ — Riig, 135
(95% CI: 0.83-2.18; p=0.2266) LT 1.34 (95% CI: 0.82-2.19; p=0.2383) T»H

D, B 14 BHERESS BB RhoT,
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Fig. 8. Cumulative incidence of recurrent VTE: non-adjusted analysis using the definition of an

interruption in DOAC prescription for more than 14 days in treatment group assignment
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Fig. 9. Cumulative incidence of recurrent VTE: adjusted analysis using the definition of an

interruption in DOAC prescription for more than 14 days in the treatment group assignment
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Fig. 10. Cumulative incidence of recurrent VTE: s-IPTW 1 analysis using the definition of an

interruption in DOAC prescription for more than 14 days in the treatment group assignment
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Fig. 11. Cumulative incidence of recurrent VTE: s-IPTW 2 analysis using the definition of an

interruption in DOAC prescription for more than 14 days in the treatment group assignment

23



5. L3 AR

i D FE AT G GER IR FEER IR, p 18) (3, K 1. (2.94%/3.85%, p=0.13),
HARE L (2.12%/2.26%, p=0.78), FERas (1.01%/0.45%, p=0.05), & - JRE&H
ifi. (1.39%/0.68%, p=0.04) TH YV, B - [REEMHIMOI, ERIGEE CHEIZHLO%
HENENE -7 (Table 6)

HIL D b —Z LV ORERITIERIGFERET 100 N EHT-0 5.6 TH o=KL,
FEERIRERET 100 N - FEDHT2V 641 TH -T2,

Table 6. Incidence proportion of bleeding  (Days 91-548)

Type of bleeding: N  Extended treatment Nonextended treatment P-value
(%) (N=2,684) (N=1,326)

Intracranial bleeding 79 (2.94) 51 (3.85) 0.1341
Gastrointestinal 57 (2.12) 30 (2.26) 0.7774
bleeding

Respiratory bleeding 27 (1.01) 6 (0.45) 0.0546
Renal/Urinary tract 37 (1.39) 9 (0.68) 0.0405*
bleeding

Total ** 189 (7.04) 95 (7.16) 0.8868
*p<0.05

**Some patients were duplicates
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AWFFEITEEMIMN A2 1542 L, DOAC DIERJREOAH|IC L5 VIE BB LV
HALBI OBz DWW CFMi 21T - 72, Z#UX DPC 7 — % ~X— X % T DOAC DIk
FIBRICET 528 A L OZ 22 mat L7=0D TOMETH 5,

H 2R T TR D AIVIZ R O HEERIGIRIE & SER IR O B = Aii3 2 #f
[l TR > T, IBERIGRIHIERIGIRIEICILE LT, FHER &y, &Kt
DEE PRI Em, B E OFEEMRY, fHEREREEREmY, JHMFAREL L
T, HEERREYYE, MIERE, SholE - G0FFE28my, JFHE LS LT
RO EI G Dm0, U (ER JOIRER) OFEHFIG A mn &
IR E R, — T, ERIGFEAIIIFERIGFICHE LT, MPREE LT,
W, O oMb LS, FHREOEEE - BOFEIENEWE VIR Lo T,

AWFFECIX VIE 38 %2 EEHI 7T 7 b A & L, K%, #HE, 250 IPTW £
TIVDF 4 FED Cox [BUFHTZ Fhii L7=, IPTW E7 /L CIESMEES =IZHOWNT
A 27 ZHOWZEASTIC L > THEEOBEETRNE LIz, B,
REE, FEE, 2 OO IPTW BT L OWT VOISV T b LR AR & FFIERIR
PEREOMIZ VTE FR O Y — REIZZEITRRD v o7z,

FEATIRIEIZ B CHUEEE R IE N MU T =356 @O VTE R FRITN 2%
[11], KHMOFBEBIIK 2.2% [29]1[30] Th o7z EHE I TWDH, KiFZED VTE
HHERIL, INETIERE SN TN D BRI L RE SRR O oT, S
BT, AWIEICEBIT H2EEEN IS ORRIICEEZ 2B M OBBEEE S, EEOHNf
FTIZB T D RKHBMOBEHEEG E RIS ERDZLOTII R T-,

LEDOFEREI Y, EEKR T TIEVIE BEOETHAEEE RIS LY AT « XX
74y MMl XV, MERIEFEEER L OIHERIGFE & I 72 VTE B3 7B 23
ITONTWD Z LRIz, AR RIT, BARANEFIZEBOTHLNIT-
TWer 572 DOAC DIERIRFIZ L 2 A Atk KO eMEICET 2 1FREM O b D
L0, VIE 2RI A R A DD DIERIRIE D B B 121X DOAC DIERYR
WAERLET H &), DOAC DIERIGFRZXFFT oD L7207z,

AWFZEDOIRR A E LT, AWFETITERBEICEH LEZEHR2 900 H 2 HE 4 5 R
BRIl 24T o 7228, 8IS 2% 00 H AN O HBE X, VTE FIEZE N — i@
TIRIR ORGSR 22 72 O B HSEREIC X 2 BB B M Th L TV R W ERE WIS
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PRITHERE (3020 DITEZR E) 4V, BIMERISAREREENEENTWD
AIREMEN 8 D, VTE OFHINRIFRIT S ERIER TH D, DPC bz FLITiER 8 TH
D ENEESH, AT —ZIIDPCHELVESNT-FT—ZTHHN, 7V
= 7 RNEMHIRPE R 8T T X =T OFT —Z BNATARETHIVUTEREBEMED M
ERMRECE S, T2, KT — X _X— 205G A RERE HRLIIMT VTE OFEFRIZ K
ETRER T (RAERE) DHEETHAREEEEETE RNV, HfalTr—X
V—2AEHWERFNRINDERETH D,
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AARZETe% < OEICEHEVT DOAC 1% VTE OIEEN AR SN TEY, VIE HE T
Bh&tHimod VU A7 « X3 7 ¢y Rl TN 2N A ST 5, DOAC IZ XS
PUUE [ R VE I ISR LB B RIE IR T CTH Y [31], VIE HEDO A U A
7 BECRBIT DIERIGRED - 6T R T% A E~OWRERTFE LD,
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0

FURARI SRR A IZ K 2 IR AR ZERRTE A58 U X 7 OFHh

S

iff

[#=]

2010 4% 3 H, B8 OFEIER M RESRREEA T, PuEmRiE (AP) o [
M EOREE ) dETHER SNERREIERIC VIE MBRE &z, £Dk, AP & VTE
D BEIR % FEAM U 7= B 384 2 H b S T o, IEFEEOAT~T 4 v 7 L E
2—NAFRINTWD [32] [33] [34]. il d v AP IRFICE D VIE BIEY X7
ITENZ ERRIBEINTNS, L L L Ea—I28 N5 b0 ETOMIE 2013 4F
DBNZIE SN ERIC L 2HETH Y, TO%ROHEFFHNIR,

F7-, B 1ETELN VIE 2k % DOAC HER G O BRI D B S RE 5
fER LV, AP fEHIL DOAC IERIRFHE CAHRIZIE LS, VTE /338 U 2 7 73E < DOAC
DOEMFERNBESND L9 RBFEICBOTCIIHEMRESEHOEE LIEr-7-, L
DL G, VIE OBEEDH 5 HBEITHIT S VIE HXIC AP N EDRESFET L)
EIMIFAHTH D,

FD, LHED VTE BEICBWT, AP IRHIZCL D VIE 53U 27 23 L,

ZTOBEROEREEFT-7ec T o AR EZ BRI E L, % FHRIOBIZEUIE (BEWFE)
% 3he L7,
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[J5i4]

1. T A b5 —2 Y —2R
AW TIIERER T — 7 N— 2 &2 W BRI 22 2 384K U7, EREHRT — & X
— AT A I s F—H « BV 5 (MDV) [35]DF —Z~_X—Z % Hui-,

2. JBEEIR

AWFFETIIfIEl D VTE 12 X % ARt H % Index date (JE/ZH) & L, 2014 410 A »»
5 2018 -9 HETIZ, 18wl ETAPEZEM#4Z VIE (ICD-10 =— K : 126, 180 %
7213 182) [22], MBFEAEINLZ (Fig 12).

¥, ik, B, RE F 7o IR O MBS K E T I B FE A ER D BT R
VTE 2 & 2B ARBELLIE O SKBEA 72 WEFE, BFEFY VTE 3572 5 NT DPC xf44t
BEIIBRSAN LT (Fig. 12),

o NBREMR A ICVTER BT H RE
AEHR18RE VL I

R [RANEYE

*HIFEVTEAIRBE% DT KFE7e L

M, FRE - RE, MUERREUCKRH - BEMES S D B
FERIOVTER S

+DPCRI 4L BRE

Fig. 12. Eligibility criteria

3. E¥

VTE 338 & [BF OREAIRFHE & OBE A MFT 2728, STt L O T A
K742 XY VIE BIEICHEELZ RIFTEEZOLN TS L0 2L E L L GER
L, Indexdate £7213#)3 VIEIZ LD AR TH D N—RF A4 WA G BES
FIERE LT, Filn (65 MR, 65 m%—74 1%, 75 mLl k) |, MR, BMI  (18.5 i,
18.5-24.5,25 LI |) , BUEREOAEE F ¥ —/L Y UOHFEREES (ccn (0, 1LE)
[24] [25], BITEIEFINBEOAME, &Y 27 EOFM (FRVE A FERHREOR 1l
) [31110]1[11], PUEEEEOAEE, AP OFHE [32][33] [34], KR BEEERE, Bt
KR BRI (14 HRLE, 14 BoR)  ZE4S L7- (Fig 13),
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VTE OFFEIE VIE I &% 2 EH O AR TEAE L2582 VIE B3R L L,

AP (37 = /) FT7 V%R, 7Furx /) %k, NP I RRK, Serotonin-dopamine
antagonists (SDA), Multi-acting receptor targeted antipsychotics (MARTA) , Dopamine
partial agonist (DPA) (257 L7= (Fig. 14),

PUE R S RSB G- HIMIZ9)% VIE 5 1.5 RO COTF B &2 4E53 L7,

AP O ZAME BN 1T 5 5 WRITE LA OFEL & 55/ & L7 [36].

HARMZR R EESR, A a— FU R MIBERMNERITHSH# LT,

— BREEE LE

« fF i (657 AT, 657 —745%, 75m% LA L),

- PRI,

«BMI (18,551, 18.5-24.5, 252 |),

o W2fEE JEE D A5 11,

o F v — LY OEEEE B (Charlson Comorbidity Index : CCI) (0, 12L.E)

— iR R i

EF T DA

o FAfF o A7 4

o K AR BB BETE IR oD A7 4

REES

cm VRV HEOFE (AT U AHFRFIEORE FBEAT3E)
* FLEEE S O A

* AP A I

<APOFER S5IAM (148 LI L, 14 B &)

Fig. 13. List of covariates
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*Prochlorperazine
*Chlorpromazine
*Levomepromazine
*Fluphenazine
*Perphenazine
*Prochlorperazine
*Propericiazine

* Chlorpromazine hydrochloride, promethazine hydrochloride and phenobarbital

. " 7=x/vV%

*Haloperidol
*Pipamperone
*Bromperidol
*Spiperone

*Timiperone

s —
*Sulpiride
*Sultopride
*Tiapride
*Nemonapride

*Zotepine

Serotonin-dopamine antagonists(SDA)

*Risperidone
Paliperidone
¢Blonanserin

*Perospirone

e Multi-acting receptor targeted antipsychotics (MARTA)

*Clozapine
*Olanzapine
*Quetiapine

* Asenapine

s Dopamine partial agonist (DPA)

* Aripiprazole

*Brexpiprazole

Fig. 14. Classification of Antipsychotics
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4, #EFFIE
BEEREBRIZONT, 73V WVEBIIIA “FRE L EHG LB HOW TR Y
4 vay Vs DNARLFIRRE 2 AV T Lk L7z,

BAE RIS L O LEERIESERR VAT v 7 BRI L D Ty X
AR T,

T —H XA N XOWEHENT X IMP Pro version 15.2.1  (SAS Institute, Cary,
North Carolina, United States) % T3 L, FEFHEEZED Y % p<0.05 LiRE L
776

5. fBlsEA

ARWFIETH GBI R AR ETDHES « SR AP AR e B A
ZEROAR (ZE S 0 AE-2020-013) Z&CEME L7-HEO—EHTH 5,
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1. BFE7n—

AHFFEOHFFEHAR & 72 % 2014 4= 10 H 225 2018 42 9 H £ TORM T, ARBFIERIS &
725 BFE 13,058 BINFFE STz, D95, BRAMEMEIZEZ Y T 5 4,098 5D BFE % R
VN2 8,960 Bild H B, 686 Bl (7.7%) 1% VTE 365 0 BEIZ, 8,274 #il (92.3%) 1% VIE
AR LBEZHID Y Tohlz (Fig 15),

Adult inpatients (age > 18 years) with a primary diagnosis of VTE at admission

(October 2014 to September 2018; 13,058 patients)

Exclusion (4,098 patients) *
No observation after discharge (n=2,537)

Missing/abnormal data (age, body weight, height, smoking index) (n=2,100)
Patients not covered by the DPC system (n=115)
Patients with obstetric VTE (n=29)

Study patients (8,960 patients)

\ 4 \ 4

Recurrent VTE (686 patients) Non-recurrent VTE (8,274 patients)

*Some patients were duplicated.

DPC, Diagnosis Procedure Combination; VTE, venous thromboembolism

Fig. 15. Patient selection

2. BEE SIEH

BEERKEFHIONRT, VIE B D Y HOEFIZTBW THEIZE > T2RF (F
BV L, pE) 13X, il (65.9 7#%/69.0 1%, P<0.01), BUFERESH Y (31.6%/27.8%,
p=0.03), FHiEH Y (34.8%/28.5%, p=0.01), HikEEHKDOMEHH Y (96.8%/93.2%,
p=0.01), 14 H&ZHEzx 5 AP A (10.5%/7.58%, p=0.01) TH->7-, —J7 CHAFHER
HY (60.5%/68.9%, p<0.01), HHFHY (1.46%/3.17%, p=0.01) OE|EIX VTE F%
HOBEOBRFIZB W THEILE» > 72 (Table 7).
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Table 7. Demographic and clinical characteristics of study patient

Recurrent VTE Non-recurrent VTE
P-value
(N =686, 7.7%) (N =18,274, 92.3%)

Age, mean (SD) 659 (16.4) 69.0 (15.5) <0.01*
Age (%) ,years <0.01*

<65 272 (39.7 %) 2629 (31.8 %)

65-75 165 (24.1 %) 2097 (253 %)

>75 249 (36.3 %) 3548 (42.9 %)
Females (%) 390  (56.9 %) 4919 (59.5 %) 0.18
BMI (%) 0.08

<18.5 64 (9.33 %) 734 (8.87 %)

18.5-25 361 (52.6 %) 4712 (57.0 %)

>25 261 (38.1 %) 2828 (342 %)
Smoking history (%) 217 (31.6 %) 2301 (27.8 %) 0.03*
CCIscore (21) (%) 415 (60.5 %) 5701 (68.9 %) <0.01%*
Fracture (%) 10 (1.46 %) 262 (3.17 %) 0.01%*
Surgery (%) 239 (34.8 %) 2357 (28.5 %) 0.01%*
High-risk drugs use (%) 14 (2.04 %) 159 (1.92 %) 0.83
Anticoagulant use (%) 664 (96.8 %) 7708  (93.2 %) 0.01*
Antipsychotics use (%) 0.26

Phenothiazine 22 (321 %) 282 (3.41 %)

Butyrophenone 18 (2.62 %) 240 (2.90 %)

Benzamide 4 (0.58 %) 25 (0.30 %)

SDA 20 (2.92%) 233 (2.82%)

MARTA 15 (2.19 %) 185 (2.24 %)

DPA 5 (0.73 %) 19 (0.23 %)

Multiple APs 49 (7.14 %) 509 (6.15 %)

None 553 (80.6 %) 6781 (82.0 %)
Psychiatric disease (%) 155 (22.6 %) 1673 (202 %) 0.14
AP prescription  (>14 days) (%) 72 (10.5 %) 627 (7.58 %) 0.01*

*: P<0.05

AP, antipsychotic; BMI, body mass index; CCI, Charlson comorbidity index; DPA, dopamine partial agonist; MARTA, multi-

acting receptor-targeted antipsychotics; SD, standard deviation; SDA, serotonin-dopamine antagonist; VTE, venous

thromboembolism
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3. v Xk

VTE 53U 27 (4> Xtk (OR), 95%1EHEX[H, pfE) 1%, &EHFH (Reference :
EHR 65 kLA T)  (65-74 years: OR 0.81, 95% CI 0.66-0.99, p=0.04, >75 years: OR 0.77,
95% C10.64-0.94, p=0.01), #MFEFidH Y (OR 1.39,95% CI 1.18-1.65, p=0.01), Hiike
EHFOMEHH Y (OR 2.25, 95% CI 1.46-3.48, p=0.01) BL O 14 HEZHE 25 AP

(OR 1.56, 95% CI 1.04-2.34, p=0.03) THEIZEL, HFEEHD (OR 0.68, 95% CI
0.58-0.81,p<0.01), ‘F#1 (OR 0.49,95% C10.26-0.94, p=0.03) |ZHE 21K > 7= (Table
8) o
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Table 8. Multivariable logistic regression for VTE recurrence

OR 95% CI P-value

Age (%) ,years

<65 Ref

65-75 0.81 0.66-0.99 0.04*

>75 0.77 0.64-0.94 0.01*
Female (%) 0.98 0.82-1.18 0.85
BMI (%) , kg/m2

<18.5 Ref

18.5-25 0.82 0.62-1.09 0.18

>25 0.95 0.71-1.27 0.73
Smoking history (%) 1.12 0.93-1.37 0.23
CClIscore (>1) (%) 0.68 0.58-0.81 <0.01*
Fracture (%) 0.49 0.26-0.94 0.03*
Surgery (%) 1.39 1.18-1.65 0.01*
High-risk drugs use (%) 1.15 0.66-2.02 0.62
Anticoagulant use (%) 2.25 1.46-3.48 0.01*
Antipsychotic use (%)

None Ref

Phenothiazine 0.75 0.46-1.22 0.25

Butyrophenone 0.91 0.56-1.50 0.72

Benzamide 1.79 0.60-5.38 0.30

SDA 0.92 0.56-1.52 0.75

MARTA 0.71 0.39-1.30 0.27

DPA 2.23 0.80-6.24 0.13

Multiple APs 0.81 0.52-1.26 0.35
Psychiatric disease (%) 1.12 0.90-1.40 0.30
AP prescription  (>14 days) (%) 1.56 1.04-2.34 0.03*

*: P<0.05
AP, antipsychotic; BMI, body mass index; CCI, Charlson comorbidity index; CI, confidence interval; DPA, dopamine partial
agonist; MARTA, multi-acting receptor-targeted antipsychotics; OR, odds ratio; SDA, serotonin-dopamine antagonist; VTE,

venous thromboembolism
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AKIFZEIE DPC 7 — & _X— R & W T HARANER 8,960 % %512 VTE F3& & AP
B5 2 G BE RO LD TOMETH D,

AW H1T D VIE BROFARFEIL 15 FT1.7% Th-oT-, FTATMRIZ I - TH
HEINTWD VIE OFFERITIIRE 2ERH Y, 90 H HDOHIHERIL 0.6~5%, 54F
HOFRRIL 13~25% & OHENH DD [37] [38] [39] [40] [41] [42] [43] [44], SATHE
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(T VIE 55 U 27 OFffiz EHE L7ZZETH Y, AP ORI Y 2 7 3z 31
H—oDEFE LTS, 01, AFFFEORFIE AP EHEFICRE L b DT
372, AAZT TV U AOREREZRICKET S O TRV, Emi3FE L TH
) VTE OBFE 2 AT 5 BEF B O THEEE 720 Tl < FHEH b VIE B Z2 SFIC
EETE BT 5 2 L OBEEESERE S,

£7-, VIEMEZATHHEEICEIT D AP O 14 H 22 5% 51X VTE OFFE U A
7 Do 7o, VIE B3O RO BEE Z W28 W T, FRBOF IOV T
ZMTHEF TR 0 1372 2o 7o b O D, HLEEEZEOEHLFH 2 E VIE Ik &
EZONDIEHE - ALUEIL VIE BREH VB CHREICE -T2, T8, LUHEHL
9V VTE BFITx L TE < OULE - IR TR, AP & Z ORFHEIR O B 1Y
THEHSNIZAEEEDR S5, AP JRIEN R &L 700 Z LI XV BEFH-CARE & W o T
VTE FIEDEK & 72 D /[REMEN H D Z L 0v5 [45] [46], VTE FIERIZ AP N EHIC
FEHINABREICEBWTE VIE R E2EREECBEBINN T EE LN,

PR O II AR TARICE <, VTE B3 L OBER R b7z, Lo LR
5, AWM GEED S H 0% %2 5 BENPEFEL LS I TBY, VIE I
b B IS YN AT TN D &£ % B, HUREEOEE 5 % 58 L 7\ RS F A3
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8% Table 1-1. Types of VTE defined by ICD-10

VTE type Code Diseases
PE 126 Pulmonary embolism
DVT 180 Phlebitis and thrombophlebitis
182 Other venous embolism and thrombosis

ICD-10, International Classification of Diseases, 10th revision; VTE, venous thromboembolism; PE,

pulmonary embolism; DVT, deep venous thrombosis

{5745 Table 1-2. Definition of medical event

Disease name Definition

] ICD-10 (Comorbidity at admission) :
C00-C26, C30-C34, C37-C41, C43, C45-C58, C60-C76, C77-C80, C81-
C85, C88, C90-C97

9 o M LA A ICD-10 (within 90 days from index date) :
109.9, 111.0, 113.0, 113.2, 125.5, 142.0, 142.5-142.9, 143.%, 150.x, P29.0
2 &N ICD-10  (within 90 days from index date) :
J41-44, J80-84
B 70 R YE Antibiotic use with admission  (within 90 days from index date)
Japanese medication code (Top 2 digits) :
61, 62
i T ICD-10 (Comorbidity at admission) :
D686, D689
B cRE ICD-10  (Comorbidity at admission) :
183
Jibé H 1. ICD-10 (Comorbidity at admission) :
160, 61, 62
bt 7€ ICD-10  (Comorbidity at admission) :
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Disease name

Definition

i

5
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163, 64

ICD-10 (within 90 days from index date) :

112.0, 113.1, N03.2-N03.7, N05.2-N05.7, N18.x, N19.x, N25.0, Z49.0-249.2,
Z94.0, 799.2

ICD-10 (within 90 days from index date) :

B18.x, K70.0-K70.3, K70.9, K71.3-K71.5, K71.7, K73.x, K74.x, K76.0,
K76.2-K76.4, K76.8, K76.9, Z94.4, 185.0, 185.9, 186.4, 198.2, K70.4, K71.1,
K72.1, K72.9, K76.5, K76.6, K76.7

ICD-10: S02, S12, S22, S32, S42, S52, S62, S72, S82, S92, T02, T08, T10,
T12

Japanese procedure code:

ClassK (Surgery) excluding K9 (Transfusion) and K620 (installation
or removal of IVC filter)

Japanese procedure code:

130004410, 130004670,130011610

Japanese procedure code:

710011015, 727850000, 710010085

ICD-10, International Classification of Diseases, 10th revision

f}6% Table 1-3. Definition of drugs

Drug type

Definition

DOAC

TR A I DURE IS

Apixaban:
Japan reimbursement code:
622224901, 622225001
Edoxaban:
Japan reimbursement code:
622080901, 622081001, 622375201, 622576001, 622576101, 622576201
Rivaroxaban:
Japan reimbursement code:
622068301, 622068401, 622449101, 622449201
Heparin  (not less than 5000 units) :
Japan reimbursement code:
643330009, 643330021, 620004327, 620004326, 640450015, 643330027,
620003099, 620003100, 643330024, 620003101, 620008395, 620812504,
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Drug type Definition

643330031, 620006727, 620008392, 621825302, 620006726, 621825301,
620006728, 621825401, 621825502, 620006729, 620006731, 620006732,
620006733, 620007490, 620007489, 621825501, 621825701, 621825802,
621825602, 621825704, 620006736, 620008393, 621826102, 621825903,
620006737, 620006738, 620007491, 621825901, 621826001, 621826004,
620006741, 620008394, 621826402, 620006740, 620006742, 620007492,
621826301
Fondaparinux:

Japan reimbursement code:
620004874, 620004875, 622044501, 622044601

EANIIREE S t-PA:
Japan reimbursement code:
643950056, 643950057, 643950058, 643950059, 643950060, 620007270,
620007271, 620007272, 640421045, 640421046, 640421047

Urokinase:

Japan reimbursement code:
620006202, 620006203, 620006204, 621321501, 621321601, 621321701,
640463021, 640463022, 640463023, 640463026, 640463027, 640463028,
640463029, 640463030

AN e S Japan reimbursement code:
622401801, 622439801, 622429501, 622413301, 622414401, 622433201,
622433001, 622420501, 622434501, 622439501, 622424101, 622406101,
622407701, 622418201, 622420502, 622422201, 622430501, 622431201,
622425501, 622427501, 622431501, 622413601, 622428401, 622438201,
622416201, 622641701, 622411301, 622405801, 622435501, 622432801,
622425601, 622420101, 622429601, 622433301, 622424201, 622430601,
622425001, 622420201, 622401901, 622439901, 622429701, 622413401,
622414501, 622433401, 622433101, 622420601, 622434601, 622439601,
622424301, 622406201, 622407801, 622418301, 622420602, 622422301,
622430701, 622431301, 622425101, 622427601, 622431601, 622413701,
622428501, 622438301, 622416301, 622641801, 622413501, 622405901,
622435601, 622432901, 622425701, 622420301, 620003468, 620003469,
620814534, 620008315, 620005788, 620814301, 621374002, 620814523,
620814512, 620814533, 620814502, 620814506, 620008318, 620814505,
620814511, 620814543, 620814521, 620004843, 620008330, 613390007,
620814601, 620005812, 620814528, 620814531, 622658901, 622452301,
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Drug type Definition

622486701, 622336601, 622336701, 622011901, 620000023, 614490003,
614490004, 614490005, 614490006, 640470007, 640470008, 640470009
621645001, 621645101, 621645201, 621484201, 621645502, 620008178,
620008179, 620008180, 620005647, 621484101, 621484501, 621536405,
621536902, 620006213, 621808401, 621536505, 621645402, 621947801,
621808501, 622462201, 621660005, 621536605, 621537002, 620006214,
621643701, 622082501, 622083101, 622093801, 622263401, 621536201,
621696901, 621536301, 621697001, 621754402, 621697101, 620002913,
620002914, 620002915, 620002916, 620002917, 620002918, 620007247,
620002436, 620000212, 620000213, 620000214, 620002925, 620002926,
620006221, 620002933, 620002934, 640463048, 640463049, 620002253,
620002254, 640463085, 640463086, 620007154, 612170423, 620005143,
612170455, 612170456, 622168901, 622142902, 622172701, 620326001,
620325301, 621367906, 622142901, 620005053, 611140849, 611140017,
620000484, 620000485, 620004280, 611140850, 620000487, 611140798,
620072734, 620008577, 620001952, 622258001, 621525202, 620009301,
620007816, 621676502, 621675501, 620000065, 610443053, 620309504,
622161302, 621251701, 620314401, 620309804, 620006927, 620311004,
620006928, 620312701, 620311401, 620312301, 620008722, 620003616,
620003614, 620003615, 612170363, 612170397, 622262301, 622262401,
622121701, 622122001, 621975902, 621976002, 622262302, 622262402,
622262501, 622262601, 622121801, 622122101, 621976102, 621976202,
622262502, 622262602, 640432002, 640453084, 640453085, 640453086,
622448801, 620005887, 613390023, 613390024, 610463185, 620002119,
620005894, 610463190, 621481601, 621482302, 621481401, 621481301,
621481501, 621481801, 621482001, 622147201, 621481404, 621640001,
621526401, 621530401, 621482201, 621481904, 621482101, 621639901,
610444048, 610444051, 621960501, 610444057, 610444056, 622347901,
622361401, 622334201, 622256301, 622227001, 622384201, 622373101
622344101, 622501901, 622346301, 622361301, 622334101, 622256201,
622226901, 622384101, 622373001, 622344001, 622501801, 621721201,
621418601, 621314802, 621314101, 621314301, 621315002, 621314901,
621418701, 621418802, 621315201, 621418501, 620009321, 621314601
621721301, 621638701, 621313502, 621313101, 621313702, 621313601,
621418401, 621312902, 621313801, 621418301, 620009320, 621313301,
620000050, 620000049, 610444122, 610444121, 620002104, 621971301,
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Drug type Definition

621971201, 620005094, 610444129, 622119801, 610444141, 610444140,
610444150, 622349601, 622349701, 622349401, 622349501, 622472201
622472301, 622516101, 622516201, 610432021, 613390027, 613390026
621962001, 621961501, 621939301, 621992001, 621937001, 621951501
621937801, 621930701, 621961901, 621953201, 621940701, 621949601
621927201, 621942001, 621961601, 621961701, 621974101, 621935202
621946201, 622089901, 621954902, 621961801, 621962101, 621961301
621960801, 621939201, 621991901, 621936701, 621951401, 621937701
621930601, 621961201, 621953101, 621940801, 621949501, 621927101
621941901, 621960901, 621961001, 621974001, 621935102, 621946101
622089801, 621954802, 621961101, 621961401, 610422004, 620816805
620817504, 620815903, 620817103, 620817702, 620816501, 620817001,
620816201, 621315603, 620815601, 620816301, 622468501, 620007889
620007888, 620007887, 621869505, 620007890, 621959902, 622468601
620007893, 620007892, 620007891, 621869605, 620007894, 621960002
622468701, 620007897, 620007896, 620007895, 621869705, 620007898,
621960102, 620815302, 621776502, 620005932, 610421343, 610421344,
620001924, 613390006, 610422055, 621959901, 621960001, 621960101
610422056, 620007993, 620007994, 620007995, 610422123, 620005032
620005513, 610422206, 610422290, 620008111, 620008112, 620008113,
620002509, 620002538, 621623701, 620004095, 621418905, 621694102
621481101, 621522101
Y M PR 3K Japan reimbursement code:

620003006, 620002976, 640454035, 640454045, 640454034, 640454044,
620361701, 621757701, 622003101, 620336901, 620006947, 622448801
640453086, 640453086, 640432002, 640453084, 610454024, 610454022
610454023, 622585001, 620006781, 622585101, 622516201, 622516101
621954301, 620004609, 620004607, 622349701, 622349601, 622349501
622349401, 620005785, 612180141, 612180140, 620009269, 620336801
620005894, 620005887, 613390024, 613390023, 622464501, 620002492
622424801, 622302101, 622302001, 622301901, 620002538, 620002509
621471902, 622297402, 620009508, 622195401, 622207101, 621620801
621620701, 621472002, 620009506, 620366006, 622297302, 620009504,
622207001, 622195301, 620365705, 620009502, 620361903, 620361802
620362202, 620361408, 620361409, 622085903, 642190255, 622122101
621976202, 622262602, 622122001, 622262402, 621976002, 620543701
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Drug type Definition

610454093, 620545602, 620542501, 620543501, 620543101, 620543301
620544301, 620542202, 620544901, 620544703, 620543801, 620545302,
620544803, 620542301, 610454092, 620353503, 622817301, 620353601,
622360201, 612190187, 620353101, 621640001, 621526401, 621530401,
621639901, 621481601, 621481401, 621481301, 621481501, 621481801
622147201, 621482001, 621481404, 621481904, 621482101, 621482302
622512901, 622525001, 622527801, 622527401, 622520401, 622510901
622512301, 622512801, 621481101, 620004095, 621418905, 621694102
621522101
PUER . (ERY) Japan reimbursement code:

611170482, 611170709, 611170713, 611170483, 611170714, 611170716
611170718, 611170719, 611170724, 611170727, 620124807, 611170484,
611170728, 611170730, 611170733, 611170739, 611170743, 611170485
611170744, 611170749, 611170489, 610463075, 611170006, 611170490,
610463074, 611170050, 641170031, 641170052, 641170032, 641170053,
641170056, 641170033, 641170058, 611170402, 611170404, 611170405
611170403, 611170340, 611170329, 610463156, 611170264, 611170350,
620006059, 611170032, 611170047, 620005923, 611170031, 611170268
611170029, 611170046, 611170266, 611170030, 611170267, 611170351
611170263, 620004542, 611170364, 611170750, 611170751, 611170752
611170365, 611170754, 611170755, 611170756, 611170757, 611170760,
611170366, 611170763, 611170764, 611170243, 611170247, 611170248
611170244, 610463121, 611170245, 611170246, 611170330, 610463175
611170331, 611170332, 611170333, 611170376, 611170765, 611170766
611170768, 611170318, 611170341, 611170342, 611170377, 611170769
620000502, 611170378, 611170770, 620000503, 611170379, 611170771
620000504, 611170450, 610463221, 611170323, 611170451, 610463222,
620000098, 611170211, 611170322, 620000097, 620002524, 620130401
611170347, 611170449, 611170457, 610463220, 611170326, 611170452
610453150, 611170212, 611170324, 611170345, 611170453, 611170460,
610453151, 610453103, 620008776, 620131101, 620131601, 611170213,
611170325, 611170346, 611170454, 610453152, 620131701, 611170407
641170004, 641170005, 641170023, 640463104, 641170022, 641170030,
640463138, 620004746, 641170020, 620004718, 641170059, 640463106
640462017, 611170348, 610454077, 611170349, 620006113, 611170431
611170432, 611170367, 620007093, 611170368, 611170369, 611170137
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Drug type Definition

620004507, 611170138, 610454036, 611170140, 610409302, 610461164,
611170168, 611170494, 611170496, 611170685, 620002521, 620009328,
620139302, 622316500, 622712400, 611170033, 611170679, 611170702,
611170678, 611170249, 611170534, 611170386, 620004576, 620004909,
610409303, 610461165, 611170169, 611170684, 611170687, 620002522,
620009329, 620139802, 622316600, 622712500, 611170034, 611170677,
611170250, 611170535, 611170387, 620004577, 620004910, 610461210,
611170874, 611170052, 611170363, 610461209, 611170083, 611170088,
611170163, 611170292, 611170334, 611170461, 611170501, 611170696
611170875, 620003087, 620004385, 620005808, 620006680, 620008332,
620141915, 611170189, 611170293, 611170297, 611170424, 620000063,
620002446, 620004551, 620004552, 620141916, 620141917, 610461208,
611170310, 611170876, 611170084, 611170190, 611170289, 611170302
611170306, 611170361, 611170550, 611170425, 611170462, 610433124,
610453063, 610463070, 620007037, 621508701, 620142805, 620143102,
611170085, 611170192, 611170295, 611170307, 610453154, 620007038,
621392301, 620143704, 620143602, 611170086, 611170503, 611170191
611170290, 611170526, 611170301, 611170308, 611170360, 611170426,
611170463, 610453064, 620002447, 620007039, 620007040, 621508801,
620144505, 620144802, 611170296, 611170427, 610453155, 621392401,
620145202, 620145102, 610409309, 610441009, 610461211, 611170087,
611170291, 611170339, 611170193, 611170300, 611170309, 611170362,
611170428, 611170464, 620007041, 620145304, 620145316, 620145314,
611170188, 620000064, 611170063, 620004959, 611170064, 611170065,
620146701, 620146803, 622317000, 622712800, 611170705, 611170465,
611170863, 610407133, 620005023, 620146402, 621949002, 621958302,
622317100, 622712900, 611170466, 621943801, 621949001, 621958301,
621943802, 620147303, 620147401, 622713000, 611170706, 611170468,
610407134, 610433140, 620147002, 611170864, 620147801, 620147903,
622317200, 622713100, 611170707, 611170469, 610407135, 620147502,
621948901, 621948902, 621958202, 622317300, 622713200, 611170467,
621943901, 621958201, 621943902, 620150601, 622713700, 611170518,
610433072, 610463124, 620002523, 621980102, 622713800, 611170519,
621980101, 620150901, 622713900, 611170520, 610422154, 620151101,
622714000, 611170521, 610422155, 620151501, 620151601, 622714100,
611170635, 610406267, 610406360, 610463035, 620002551, 620007067,
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Drug type Definition

621220501, 622100102, 622714200, 611170636, 610406375, 610433047
610433117, 610444156, 622100101, 620152401, 620152501, 622714300,
611170637, 610406266, 610406268, 610406361, 610412175, 610422256
610433048, 610433118, 620003180, 620008707, 620153201, 620153301
622714400, 611170638, 610406269, 610406362, 611170081, 611170664,
610463069, 620002532, 611170079, 610453045, 610442006, 610461059
611170080, 611170652, 610453046, 620002533, 611170666, 611170839
610444108, 620002534, 620000056, 622315900, 611170828, 620006067
621524601, 611170691, 621980001, 621981001, 621980002, 621981002
620006940, 622316000, 611170692, 610412088, 610444106, 620154901
621220702, 610444107, 620006941, 622316100, 611170693, 610412089
620155101, 621220802, 611170816, 611170817, 611170818, 611170819
611170867, 611170877, 611170820, 611170821, 611170352, 620158001
611170353, 620158101, 641170007, 641170018, 641170027, 620004712
641170009, 641170010, 641170014, 641170029, 620000242, 620008951
620159102, 641170044, 620007398, 641170045, 641170047, 641170046
641170048, 610407054, 610407311, 610407313, 610411011, 610461065
620006575, 620008317, 620161801, 620161804, 620161807, 622716400,
611190025, 610407307, 620005038, 610407056, 610407074, 610407111,
610407129, 610407303, 610407310, 610407426, 610411012, 610431012
610461066, 620162001, 620162003, 620162004, 620162009, 620162013,
620162018, 622318000, 622716500, 611190026, 610407100, 610407362
610407309, 610407057, 610407075, 610407130, 610407312, 610407361
610407444, 610411013, 610431013, 610461067, 620162301, 620162302
620162303, 620162308, 620162316, 622064901, 622064902, 622716600,
611190027, 610407101, 610407308
PUEAREE GREER) Japan reimbursement code:

620005588, 620005592, 620005594, 620005596, 620008152, 621805602
622692300, 610409339, 620005591, 620005590, 620005589, 620005593,
620005595, 620005597, 620005598, 620005599, 620006687, 620005602
620005603, 620005604, 620005606, 620005609, 620008154, 620009457
621782803, 621806502, 622325100, 610409340, 620005605, 620005607
620005608, 620005610, 620005611, 620005612, 620005613, 620006688,
620005615, 620005616, 620005618, 620005621, 620005623, 620005624,
620008155, 621782903, 621807402, 622325200, 610409341, 620005614,
620005617, 620005619, 620005620, 620005622, 620005625, 620005626
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Drug type Definition

620006689, 620005628, 620008160, 621838003, 621901602, 622034801,
622054301, 622325300, 620000170, 620005627, 620005629, 620008157,
620008156, 620008158, 620008159, 620008161, 620008515, 620009458,
620009459, 620005601, 620008153, 621782703, 622001401, 622134702
622224102, 622714800, 620005600, 622224101, 621944001, 621949301,
622714900, 620005586, 620009455, 621944901, 622043901, 621944101,
621945001, 621949401, 622617300, 620005587, 620009456, 622044001,
622093901, 622194301, 622219801, 622235701, 622238201, 622715000,
621939801, 621944201, 622238301, 622715100, 621993601, 622012601,
622044101, 620005633, 620008165, 621975402, 622715200, 610462014,
620005634, 620005635, 620008166, 620008162, 621807702, 622129701,
622715300, 620005631, 620006690, 620005630, 621807802, 622129801,
622715400, 620005632, 620006691, 620008163, 621808102, 622129901,
622715500, 620005636, 620006692, 620008164, 622008102, 622130001,
622715600, 622008101, 620001928, 622193101, 622200901, 622219001,
622218201, 622196001, 622194201, 622335401, 622434001, 622423001,
622418701, 622193901, 622200601, 622203001, 622214501, 622312900,
610443072, 622185101, 622209801, 622192701, 622212001, 622204101,
622210801, 622218601, 622217901, 622196101, 622207801, 622197501,
622205601, 622180001, 622210803, 622194001, 622200701, 622203101,
622205701, 622207901, 622214601, 622313000, 610443073, 622185201,
622209901, 622192901, 622212101, 622204201, 622210901, 622218801,
622218001, 622196201, 622197601, 622180101, 622210903, 622185301,
622200801, 622205801, 622208001, 622212201, 622214701, 622313100,
621955701, 622210001, 622193001, 622204301, 622203201, 622211001,
622218901, 622218101, 622196301, 622194101, 622197701, 622180201,
622211003, 622200501, 622400101, 622368801, 622192801, 622218701,
622237601, 622400201, 622368901, 622573901, 622574001, 610443077,
620006169, 622092401, 610443078, 620006170, 622092501, 620008168,
622092601, 622480501, 622486401, 622494201, 622499101, 622506401,
622519801, 622522401, 622611300, 610462008, 622497601, 622478801
622501201, 622502601, 622504101, 622511401, 622472401, 622479901,
622483601, 622490201, 622492701, 622492901, 622493601, 622494701,
622497301, 622498701, 622500901, 622503201, 622503601, 622506501,
622611400, 610451001, 622485801, 622482201, 622479001, 622502001
622472501, 622479101, 622480001, 622482301, 622483701, 622485901,
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Drug type Definition

622490301, 622492801, 622493001, 622493701, 622494801, 622497401,
622498801, 622501001, 622503301, 622503701, 622506601, 622611600,
610451002, 622502101, 622472601, 622478901, 622480101, 622482401
622483801, 622486001, 622490401, 622493101, 622493801, 622494901,
622497101, 622497501, 622498901, 622501101, 622503401, 622503801,
622506701, 622611800, 610451003, 622502201, 622478701, 622480301,
622481201, 622482801, 622484001, 622490601, 622494001, 622495101,
622499401, 622500701, 622503901, 622506201, 622611700, 620002518,
622502401, 622478501, 622480401, 622481301, 622482901, 622484101,
622490701, 622494101, 622495201, 622499501, 622500801, 622502501,
622504001, 622506301, 622611900, 620002519, 622478601, 622480201,
622481101, 622483201, 622483901, 622490501, 622493901, 622495001,
622499301, 622599101, 622611500, 622682701, 622455001, 622502301,
622498601, 622503501, 622497201, 622499001, 622499201, 622554601,
622562001, 622568101, 622569901, 622609600, 620003478, 622551001,
622542301, 622556401, 622538601, 622538701, 622541901, 622545401,
622550601, 622553901, 622559001, 622561601, 622567801, 622570001,
622609700, 620003479, 622552501, 622554901, 622542001, 622545501,
622550701, 622554001, 622559101, 622561701, 622567901, 622570101,
622609900, 620003480, 622552601, 622538801, 622555101, 622538901,
622542101, 622545601, 622550801, 622552701, 622554101, 622559201,
622561801, 622568001, 622570201, 622610100, 620004945, 622555301,
622536601, 622539001, 622542401, 622547901, 622551101, 622554201,
622562101, 622568201, 622569501, 622609800, 622135201, 622552801,
622555901, 622536701, 622539101, 622542501, 622548001, 622551201,
622554301, 622562201, 622568301, 622569601, 622610000, 622135301
622552901, 622556001, 622536801, 622539201, 622542601, 622548101,
622551301, 622554401, 622562301, 622568401, 622569701, 622610200,
622135401, 622553001, 622556101, 622536901, 622539301, 622542701,
622548201, 622551401, 622553101, 622554501, 622556201, 622562401
622568501, 622569801, 622610400, 622135501, 622514601, 622542201,
622545701, 622550901, 622555801, 622559301, 622561901, 622610300,
620009105, 622548301, 622557301, 622560701, 622559801, 622539401,
622541601, 622548401, 622557401, 622560901, 622559901, 622539501
622541701, 622548501, 622557501, 622561001, 622560001, 622539601,
622541801, 620006784, 622671901, 622680301, 622816901, 622680701,
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Drug type Definition

622686501, 622715700, 620006782, 622671601, 622672001, 622673901,
622680001, 622670701, 622677801, 622675101, 622683201, 622686601,
622715800, 620006783, 622671701, 622672101, 622674001, 622680801,
622680101, 622670801, 622677901, 622675001, 622683301, 622674101,
622680901, 622686701, 622715900, 621980601, 622671801, 622672201,
622680201, 622670901, 622678001, 622675201, 622683401, 621926401,
621926501, 622028201, 622028301, 622028401, 622496801, 622496901,
622585401, 622585301, 622794701, 622794801, 622794901, 622795001
621905201, 621905301, 621905401, 622210701, 622278301, 622278401
622278501, 622278601, 622278701, 622409601, 622409701, 622409801
622409901, 622687801, 622687901, 622688001
FEAT m A FHEHIRIESK Japan reimbursement code:

611140122, 611140558, 611140641, 620003523, 611140557, 620003524,
611140640, 611140121, 611140434, 620007099, 611140211, 611140433,
620007098, 611140270, 611140435, 611140639, 620005130, 611140430,
611140120, 611140210, 611140295, 611140312, 611140324, 611140431
611140436, 611140735, 611140638, 611140506, 611140515, 610409343,
620005129, 620007101, 620008673, 620070001, 611140589, 611140421
611140432, 611140623, 611140531, 610433145, 620007100, 620007120,
620008785, 611140019, 611140799, 610408008, 610408009, 610441006
611140017, 611140793, 611140794, 611140797, 611140798, 611140849
611140850, 620000484, 620000485, 620000487, 620004280, 620008577
620072734, 620000483, 620000486, 610421011, 620000488, 611140795,
610431009, 611140109, 611140802, 611140325, 610406038, 610406226
610443050, 610443055, 610443057, 621391201, 621391301, 621362001
641140027, 620005167, 620074001, 641140110, 641140028, 641140079
641140112, 641140113, 641140114, 620002205, 620004727, 620005168,
620006232, 620008892, 620008930, 620074401, 620074601, 620074201
611140098, 611140815, 611140816, 611140817, 611140819, 611140823,
611140824, 611140087, 611140090, 611140551, 611140094, 611140101
610463033, 611140088, 611140091, 610463034, 611140843, 620007129
611140831, 620006907, 611140863, 620003624, 611140828, 610406402
620001381, 620078401, 620078405, 620078406, 661140022, 661140209
661140210, 620001382, 620078504, 620078525, 620078540, 620078541
620078542, 661140019, 661140211, 661140214, 661140215, 661140216
661140217, 661140218, 661140220, 661140221, 661140225, 661140226
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Drug type Definition

661140228, 661140229, 661140230, 661140231, 661140233, 620001383,
620078604, 620078630, 620078652, 620078653, 620078654, 661140020,
661140236, 661140237, 661140239, 661140240, 661140241, 661140242,
661140243, 661140244, 661140245, 661140246, 661140247, 661140251,
661140252, 661140255, 661140256, 661140257, 661140259, 661140263,
620003435, 610461137, 611140854, 610461139, 611140141, 611140171,
611140193, 611140200, 611140201, 611140279, 611140303, 611140309,
611140328, 611140350, 611140423, 611140456, 611140563, 611140583,
611140653, 611140855, 620004439, 620079301, 620079303, 620079305,
620079311, 620079315, 620079325, 620079338, 620079345, 620079349,
622314000, 622709400, 611140023, 611140085, 611140172, 611140191,
611140234, 611140241, 611140247, 611140253, 611140276, 611140348,
611140398, 611140425, 611140426, 611140427, 611140478, 620004517
620005922, 620006014, 620006021, 620006041, 620006088, 620006107,
620007091, 620007096, 620007097, 620008646, 620008760, 610433057,
620005975, 610461138, 611140548, 611140856, 611140403, 620006114,
620008628, 620080001, 621212601, 622709500, 611140781, 611140782
610407260, 610407276, 610407168, 610412105, 610422160, 610422204,
610422248, 610433060, 610454052, 620004494, 620004438, 620006016,
620006020, 620007095, 660442001, 660461016, 661140192, 661140190,
661140191, 661140079, 661140270, 661140273, 661140274, 660406095
660406108, 660406116, 621939501, 621362117, 621362118, 621362116,
621362115, 621362109, 621362119, 621362112, 660406071, 660442002,
660461017, 661140193, 661140194, 661140195, 661140196, 661140080,
661140197, 661140198, 661140199, 661140268, 661140271, 660406083,
660406096, 660406117, 660407024, 621362201, 621939601, 621362238,
621362241, 621362236, 621362225, 621362217, 621362242, 620083001,
621362356, 622330800, 660406072, 660442003, 660461018, 661140205,
661140200, 661140201, 661140202, 661140203, 661140204, 661140081,
661140206, 661140207, 661140208, 661140267, 661140269, 661140272,
660406084, 660406097, 660406118, 660407025, 620001384, 621362301,
621939701, 621362353, 621362359, 621362323, 621577201, 621362360,
620084701, 621391503, 622770400, 660443016, 621391501, 621391603,
622770500, 660443017, 621391601, 611140065, 611140079, 611140080,
611140646, 620088902, 622709600, 611140061, 611140077, 611140396,
611140492, 620006848, 620007068, 620008765, 611140392, 620006849,
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Drug type Definition

620090601, 622709700, 611140007, 611140060, 611140732, 611140550,
611140070, 611140068, 611140072, 611140695, 611140081, 611140575,
611140225, 611140287, 611140292, 611140342, 611140378, 611140383,
611140390, 611140394, 611140417, 611140474, 611140491, 610406109,
620002537, 620008756, 622058201, 622066701, 622709800, 611140076,
611140395, 611140617, 611140717, 611140180, 611140596, 611140284,
611140607, 611140720, 611140297, 611140618, 611140635, 611140642,
620002531, 611140718, 620002530, 611140738, 611140739, 611140733
611140741, 611140742, 611140829, 620003606, 620004621, 620006095,
620094401, 620007059, 622709900, 611140744, 611140745, 611140746,
611140749, 611140752, 611140756, 610407159, 610407157, 610422250,
610433119, 620007064, 620095701, 611140374, 620006116, 611140373
610407031, 620003172, 620096301, 611140139, 610411000, 610461157,
611140759, 611140138, 611140757, 611140758, 611140760, 611140761,
611140830, 610406107, 610411001, 610461219, 611140837, 610411002,
610461217, 611140766, 620097508, 622710000, 611140762, 611140322
611140763, 611140764, 611140765, 611140767, 610411003, 610461218,
611140768, 611140771, 611140776, 611140779, 611140838, 620097815,
622321000, 622710100, 611140769, 611140770, 611140772, 611140323,
611140773, 611140775, 611140777, 611140778, 611140780, 620007151,
620098501, 620098702, 621215101, 621808201, 622710200, 611140693,
610422104, 610422271, 610422323, 610422328, 610444177, 620004983,
620005144, 620005637, 620007088, 620007159, 620098401, 620005142,
620006908, 620006978, 621534501, 622325600, 611140694, 610412183,
610422040, 610422071, 610422074, 610422088, 610422089, 610422105,
610422109, 610422112, 610422116, 610422128, 610422137, 610422177,
610422219, 610422272, 610422314, 610422319, 610422321, 610422322,
610422324, 610422325, 610422326, 610422329, 610422330, 610422331,
610422332, 610433108, 610433157, 610433158, 610444171, 610463224,
620000184, 620004626, 620004472, 620004454, 620004984, 620005145,
620006179, 620006875, 620007150, 620007152, 620007153, 620008625,
620008632, 620008769, 620008780, 621215601, 620098801, 620099301,
620100901, 620098902, 620100001, 620099201, 621215401, 620099501,
620099601, 620100501, 621215602, 620099003, 620099101, 620100602,
620100702, 620099701, 620099602, 621215301, 610453034, 621392002,
611140585, 611140833, 620003153, 622108101, 611140730, 611140832,
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Drug type Definition

610406150, 610406177, 620003154, 620006028, 620006974, 610411004,
610461104, 611140684, 610406077, 620004916, 610406039, 610406041,
610406067, 610406068, 610406069, 610406070, 610406078, 610406100,
610406133, 610407185, 610411005, 610461105, 620004282, 611140683,
611140685, 610406022, 610406072, 610406098, 610406229, 610407038,
620004917, 611140736, 620006174, 620002043, 620002516, 621634301,
621635802, 621640201, 621640501, 622710300, 611140844, 611140845
620002040, 620002041, 620002042, 620002055, 620002056, 620002057,
620002128, 620002131, 621623201, 611140846, 620002646, 611140847,
620002647, 621936001, 622011102, 622022501, 622034902, 622710500,
610406387, 610406382, 621981501, 622012401, 622034901, 622011101
622051201, 622062601, 621981502, 621466202, 621466401, 621466601,
622014601, 622710600, 610406388, 610406383, 610463127, 610463037,
610463210, 610463150, 610463149, 610463038, 610463046, 620000016,
620001951, 620006859, 621466002, 610406384, 620002431, 620008115,
620008122, 620008117, 620008118, 620008116, 620008126, 620008127,
620008131, 620008114, 620008119, 620008120, 620008121, 620008123,
620008124, 620008125, 620008128, 620008129, 620008130, 620008150,
621837703, 620002432, 620008133, 620008140, 620008135, 620008136,
620008134, 620008144, 620008145, 620008149, 620008132, 620008137,
620008138, 620008139, 620008141, 620008142, 620008143, 620008146,
620008147, 620008148, 620008151, 621837803, 610443075, 610443076,
610443079, 622665701, 610443080, 622665801, 620004857, 622783201,
622805401, 622814601, 622786401, 622808901, 622797301, 622799701,
622785001, 622811301, 622809101, 622795401, 622788301, 622787601,
622797801, 622806501, 622799301, 622704201, 622803801, 622801301,
620004858, 622783301, 622805501, 622814701, 622786501, 622809001,
622797401, 622799801, 622785101, 622811401, 622809201, 622795501,
622788401, 622787701, 622797901, 622806601, 622799401, 622704301,
622803901, 622801401, 620109703, 622748900, 641140120, 641140121,
640407067, 620004651, 620004773, 620008941, 641140150, 641140149,
620006355, 661140167, 661140169, 661140171, 661140173, 660406114,
660407017, 620114701, 622131801, 620114703, 620114603, 622131802,
661140168, 661140170, 661140172, 661140174, 660406115, 660407018,
660407056, 620115301, 620115303, 620115203, 620115402, 620003463,
620006652, 620009029, 621362806, 660407068, 660407069, 660422067,
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Drug type Definition

660442004, 660461027, 661140183, 661140185, 660407127, 660407114,
660407100, 620005282, 620007778, 620115601, 621362808, 610443053
620000065, 620001952, 620002629, 620002761, 620006661, 620007816,
620009301, 621675501, 622258001, 621676502, 621525202, 610443049,
610443051, 610443052, 610443054, 610443056, 610443058, 621419201,
621374801, 621374901, 621375001, 621419401, 622290301, 622341601

f+4% Table 1-4 . Definition of bleeding

Disease name Definition
JIb4 S 1. ICD-10  (during observation period) :
160, 161, 162
AL H 1. ICD-10 (during observation period) with Medical procedure codes in same month:

K228, K250, K252, K254, K256, K260, K262, K264, K266, K284, K290, K571, K573,
K625, K920, K921, K922

Medical procedure code:

140032510, 140048150, 140049210, 140050910, 150162910, 150164850, 150263950,
150323210, 150377610, 150377710, 150417310, 150424570, 160093410, 160093810,
160093970, 160094110, 160094610, 160094710, 160094810, 160094910, 160148070,
160150970, 160161170, 160183610, 160187670, 160200950, 160202750, 160219210,
160219310, 160226850

R alilin ICD-10  (during observation period) :
J942, R0O4

- PRI HH i ICD-10  (during observation period) :
NO02, R31

ICD-10, International Classification of Diseases, 10th revision
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f+§% Table 2-1. Types of VTE defined using ICD-10 codes

VTE type Code Diseases
PE 126 Pulmonary embolism
DVT 180 Phlebitis and thrombophlebitis
182 Other venous embolism and thrombosis

DVT, deep vein thrombosis; ICD-10, International Classification of Diseases, 10th revision; PE, pulmonary
embolism; VTE, venous thromboembolism

f+§% Table 2-2. Fracture defined using ICD-10 codes

Medical event name Definition

=€ ICD-10 (comorbidity at admission) : S02, S12, S22, S32, S42, S52, S62, S72,
582,592, T02, TO8, T10, T12

ICD-10, International Classification of Diseases, 10th revision

ft6% Table 2-3. Surgery defined by medical procedure codes

Medical event name Definition

Fifr Medical procedure code K as surgery with observation period
Exception 1: Medical procedure K9 as blood transfusion

Exception 2: Medical procedure K620 as IVC filter-related procedure

IVC, inferior vena cava

f+$% Table 2-4. Psychiatric diseases defined using ICD-10 codes

Medical event name Definition

KR ICD-10 (comorbidity at admission) : FO0-F99

ICD-10, International Classification of Diseases, 10th revision
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£6% Table 2-5. Individual components of CCI defined using ICD-10 codes

Disease name

Definition

NI ES

ICD-10 (comorbidity at admission) : 121, 122, 1252

9 o ML

ICD-10 (comorbidity at admission) : 143, 150, 1099, 1110, 1130, 1132, 1255,
1420, 1425, 1426, 1427, 1428, 1429, P290

R B IRR ICD-10 (comorbidity at admission) : 170, 171, 1731, 1738, 1739, 1771, 1790,
1792, K551, K558, K559, 7958, Z959

Jibd ifn. 8 926 £ ICD-10 (comorbidity at admission) : G45, G46, 160, 161, 162, 163, 164,
165, 166, 167, 168, 169, H340

FRHENE ICD-10 (comorbidity at admission) : FOO, FO1, F02, FO3, G30, F051, G311

8 fifi % AR ICD-10 (comorbidity at admission) :J40, J41,J42, 43, J44, J45, 146, )47,
J60, J61, 162, J63, J64, J65, J66, J67, 1278, 1279, J684, J701, J703

2 ICD-10 (comorbidity at admission) : M05, M32, M33, M34, M06, M315,
M351, M353, M360

TH PR ICD-10 (comorbidity at admission) : K25, K26, K27, K28

B D IR R ICD-10 (comorbidity at admission) : B18, K73, K74, K700, K701, K702,

K703, K709, K717, K713, K714, K715, K760, K762, K763, K764, K768,
K769, 2944

Wi I T 2 0 72V VPRI

ICD-10 (comorbidity at admission) : E100, E101, E106, E108, E109,
E110, E111, E116, E118, E119, E120, E121, E126, E128, E129, E130,
E131, E136, E138, E139, E140, E141, E146, E148, E149

ICD-10 (comorbidity at admission) : E102, E103, E104, E105, E107,
E112, E113, E114, E115, E117, E122, E123, E124, E125, E127, E132,
E133, E134, E135, E137, E142, E143, E144, E145, E147

ICD-10 (comorbidity at admission) : G81, G82, G041, G114, G801, G802,
G830, G831, G832, G833, G834, G839

ICD-10 (comorbidity at admission) : N18, N19, N052, N053, N054, N055,
NO056, NO57, N250, 1120, 1131, N032, N033, N034, N035, N036, N037,
Z490, Z491, 7492, 7940, 7992

T RRH
HREERE ) & HE OB E
[T 53 A

ICD-10 (comorbidity at admission) : C00, C01, C02, C03, C04, C05, C06,
C07, C08, C09, C10, C11, C12, C13, C14, C15, C16, C17, C18, C19, C20,
C21, C22,C23, C24, C25, C26, C30, C31, C32, C33, C34, C37, C38, C39,
C40, C41, C43, C45, C46, C47, C48, C49, C50, C51, C52, C53, C54, C55,
C56, C57, C58, C60, C61, C62, C63, C64, C65, C66, C67, C68, C69, C70,
C71,C72,C73,C74, C75, C76, C81, C82, C83, C84, C85, C88, C90, C91,
C92, C93, C94, C9I5, C96, C97
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Disease name Definition

A 0D PR R ICD-10 (comorbidity at admission) : K704, K711, K721, K729, K765,
K766, K767, 1850, 1859, 1864, 1982

HEREVE BT DS A ICD-10 (comorbidity at admission) : C77, C78, C79, C80

e RIVESPEAREIE R ICD-10  (comorbidity at admission) : B20, B21, B22, B24

CCI, Charlson Comorbidity Index; ICD-10, International Classification of Diseases, 10th revision

fF4% Table 2-6. Definitions of concomitant medications

Drug type Definition
PUlE[E 5 Warfarin

Japan reimbursement code:
621938101, 621940901, 622122601, 613330003, 610460002, 620811502,
620811503, 620000731, 620811507, 620811510, 620811511, 613330004,
610462024, 620002332, 621480504, 621480506, 621480507, 610462025,
621480604
Rivaroxaban
Japan reimbursement code:
622068301, 622068401, 622449101, 622449201
Apixaban
Japan reimbursement code:
622224901, 622225001
Edoxaban
Japan reimbursement code:
622080901, 622081001, 622375201, 622576001, 622576101, 622576201
Dabigatran
Japan reimbursement code:
622043301, 622043401

PUkg e 38 Prochlorperazine
T ) FTVUFK Japan reimbursement code:
620004718

Chlorpromazine
Japan reimbursement code:
611170050, 611170482, 611170483, 611170484, 611170485, 611170709,
611170713, 611170714, 611170716, 611170719, 611170727, 611170728,
611170730, 611170733, 611170743,611170744, 611170749, 620124807,
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Drug type

Definition

FUREARIp 38
TFusx )%k

641170031, 641170032, 641170033, 641170052,
641170058

Levomepromazine

Japan reimbursement code:

610453103, 610453150, 610453151, 610453152,
610463222, 611170325, 611170326, 620000097,
620008776, 620131601, 620131101, 640463138
Fluphenazine

Japan reimbursement code:

641170053, 641170056,

610463220, 610463221,
620000098, 620004746,

610463175, 611170331, 611170332, 611170333, 640463106

Perphenazine
Japan reimbursement code:
610463156, 611170247, 611170364, 611170365,
611170378, 611170379, 611170751, 611170752,
611170757, 611170760, 611170763, 611170764,
620000504, 640463104
Prochlorperazine
Japan reimbursement code:
611170376, 611170765, 611170766, 611170768
Propericiazine

Japan reimbursement code:

611170366, 611170377,
611170755, 611170756,
620000502, 620000503,

611170266, 611170267, 611170268, 620004542, 620006059

Chlorpromazine hydrochloride, promethazine hydrochloride and phenobarbital

Japan reimbursement code:
620158001, 620158101

Haloperidol
Japan reimbursement code:
610409309,610441009, 610453063, 610453064,
610461211,611170083, 611170087, 611170163,
611170291, 611170295, 611170296, 611170334,
611170425, 611170426, 611170427, 611170428,
611170875, 611170876, 620000063, 620000064,
620004385, 620006680, 620007037, 620007038,
620007041, 620008332, 620008951, 620141915,
620142805, 620143102, 620143602, 620143704,
620145102, 620145202, 620145304, 620145314,
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610461209, 610461210,

611170192,611170193,
611170339, 611170424,
611170696, 611170874,
620000242, 620003087,
620007039, 620007040,
620141916, 620141917,
620144505, 620144802,
620145316, 620159102,



Drug type Definition

621392301, 621392401, 621508701, 621508801, 641170045, 641170046,
641170047, 641170048

Pipamperone

Japan reimbursement code:

620006113

Bromperidol

Japan reimbursement code:

610463035, 620151501, 620151601, 620152401, 620152501, 620153201,
620153301, 621220501, 622100102, 622714100, 622714200, 622714300,
622714400

Spiperone

Japan reimbursement code:

610454036, 611170140

Timiperone

Japan reimbursement code:

610422154, 610422155, 610463124, 611170519, 611170520, 611170521,
620002523, 620007398, 620150601, 620150901, 620151101, 621980101,
621980102, 622713700, 622713800, 622713900, 622714000

PURE 5 3K Sulpiride
NP KA Japan reimbursement code:

610409302, 610409303, 610461164, 610461165, 611170168, 611170169,
611170249, 611170250, 611170386, 611170387, 611170494, 611170496,
611170684, 611170685, 611170687, 620002521, 620002522, 620004712,
620004909, 620009328, 620009329, 620139302, 620139802, 622316500,
622316600, 622712400, 622712500
Sultopride

Japan reimbursement code:

610444106, 610444107, 611170691, 611170692, 611170693, 620000056,
620006067, 620006940, 620006941, 621220702, 621980001, 621981001,
622315900, 622316000, 622316100
Tiapride

Japan reimbursement code:

610407056, 610407057, 610407074, 610407075, 610407111, 610407129,
610407303, 610407310, 610407311, 610407312, 610407426, 610407444,
610411011, 610411012, 610411013, 610431012, 610431013, 610461065,
610461066, 610461067, 611190025, 611190026, 611190027, 620008317,
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Drug type

Definition

AR EUSE S
Serotonin-
dopamine
antagonists
(SDA)

620161801, 620161804, 620161807, 620162001, 620162003, 620162004,
620162009, 620162013, 620162018, 620162301, 620162302, 620162303,
620162308, 620162316, 622064901, 622064902, 622318000, 622716400,
622716500, 622716600

Nemonapride

Japan reimbursement code:
611170820, 611170821

Zotepine

Japan reimbursement code:

610407134,
611170468,
620146701,
620147801,
621949001,
622317100,

610407135,
6111704609,
620146803,
620147903,
621949002,
622317200,

622713100, 622713200

Risperidone

Japan reimbursement code:

610409339,
620005587,
620005594,
620005603,
620005611,
620005619,
620005627,
620008153,
620008160,
620008166,
621782703,
621807702,
621905301,
621944901,
622001401,
622044101,
622130001,
622238201,

610409340,
620005588,
620005596,
620005604,
620005613,
620005620,
620005628,
620008154,
620008161,
620008515,
621782803,
621807802,
621905401,
621945001,
622008102,
622054301,
622134702,
622238301,
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610433140,
611170707,
620147002,
621943802,
621958201,
622317300,

610409341,
620005590,
620005597,
620005606,
620005614,
620005621,
620005630,
620008155,
620008162,
620009455,
621782903,
621808102,
621939801,
621949301,
622012601,
622093901,
622194301,
622325100,

611170465,
611170863,
620147303,
621943902,
621958202,
622712800,

610462014,
620005591,
620005599,
620005607,
620005615,
620005623,
620005633,
620008157,
620008163,
620009456,
621805602,
621838003,
621944001,
621949401,
622034801,
622129701,
622219801,
622325200,

611170466,
611170864,
620147401,
621948901,
621958302,
622712900,

620000170,
620005592,
620005601,
620005608,
620005616,
620005624,
620005635,
620008158,
620008164,
620009457,
621806502,
621901602,
621944101,
621975402,
622043901,
622129801,
622224102,
622325300,

611170467,
620146402,
620147502,
621948902,
622317000,
622713000,

620005586,
620005593,
620005602,
620005609,
620005618,
620005626,
620008152,
620008159,
620008165,
620009458,
621807402,
621905201,
621944201,
621993601,
622044001,
622129901,
622235701,
622617300,



Drug type Definition

622692300, 622714800, 622714900, 622715000, 622715100, 622715200
622715300, 622715400, 622715500, 622715600

Paliperidone
Japan reimbursement code:
622028201, 622028301, 622028401, 622278301, 622278401, 622278501,
622278601, 622278701

Blonanserin
Japan reimbursement code:
620006782, 620006783, 620006784, 621980601, 622670701, 622670801,
622670901, 622671601, 622671701, 622671801, 622671901, 622672001,
622672101, 622672201, 622673901, 622674001, 622674101, 622675001,
622675101, 622675201, 622677801, 622677901, 622678001, 622680001,
622680101, 622680201, 622680301, 622680701, 622680801, 622680901,
622683201, 622683301, 622683401, 622686501, 622686601, 622686701,
622715700, 622715800, 622715900, 622816901

Perospirone
Japan reimbursement code:
620006169, 620006170, 620008168, 622092401, 622092501, 622092601

FUREARIp 38 Clozapine
Multi-acting Japan reimbursement code:
receptor targeted 621926401, 621926501
antipsychotics Olanzapine

(MARTA) Japan reimbursement code:

610451001, 610451002, 610451003, 610462008, 620002518, 620002519,
622210701, 622455001, 622472401, 622472501, 622472601, 622478501,
622478601, 622478701, 622478801, 622478901, 622479001, 622479101,
622479901, 622480001, 622480101, 622480201, 622480301, 622480401
622480501, 622481101, 622481201, 622481301, 622482201, 622482301,
622482401, 622482801, 622482901, 622483201, 622483601, 622483701,
622483801, 622483901, 622484001, 622484101, 622485801, 622485901,
622486001, 622486401, 622490201, 622490301, 622490401, 622490501
622490601, 622490701, 622492701, 622492801, 622492901, 622493001,
622493101, 622493601, 622493701, 622493801, 622493901, 622494001,
622494101, 622494201, 622494701, 622494801, 622494901, 622495001,
622495101, 622495201, 622497101, 622497201, 622497301, 622497401,
622497501, 622497601, 622498601, 622498701, 622498801, 622498901,
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Drug type Definition

622499001, 622499101, 622499201, 622499301, 622499401, 622499501,
622500701, 622500801, 622500901, 622501001, 622501101, 622501201,
622502001, 622502101, 622502201, 622502301, 622502401, 622502501,
622502601, 622503201, 622503301, 622503401, 622503501, 622503601,
622503701, 622503801, 622503901, 622504001, 622504101, 622506201,
622506301, 622506401, 622506501, 622506601, 622506701, 622511401,
622519801, 622522401, 622599101, 622611300, 622611400, 622611500,
622611600, 622611700, 622611800, 622611900, 622682701

Quetiapine
Japan reimbursement code:
610443072, 610443073, 620001928, 621955701, 622180001, 622180101,
622180201, 622185101, 622185201, 622185301, 622192701, 622192801,
622192901, 622193001, 622193101, 622193901, 622194001, 622194101,
622194201, 622196001, 622196101, 622196201, 622196301, 622197501,
622197601, 622197701, 622200501, 622200601, 622200701, 622200801,
622200901, 622203001, 622203101, 622203201, 622204101, 622204201,
622204301, 622205601, 622205701, 622205801, 622207801, 622207901,
622208001, 622209801, 622209901, 622210001, 622210801, 622210803,
622210901, 622210903, 622211001, 622211003, 622212001, 622212101,
622212201, 622214501, 622214601, 622214701, 622217901, 622218001
622218101, 622218201, 622218601, 622218701, 622218801, 622218901,
622219001, 622237601, 622312900, 622313000, 622313100, 622335401,
622368801, 622368901, 622400101, 622400201, 622418701, 622423001,
622434001, 622573901, 622574001

Asenapine
Japan reimbursement code:
622496801, 622496901

PUkg e 38 Aripiprazole
Dopamine partial Japan reimbursement code:
agonist (DPA) 620003478, 620003479, 620003480, 620004945, 620009105, 622135201,

622135301, 622135401, 622135501, 622409601, 622409701, 622409801,
622409901, 622514601, 622536601, 622536701, 622536801, 622536901,
622538601, 622538701, 622538801, 622538901, 622539001, 622539101
622539201, 622539301, 622539401, 622539501, 622539601, 622541601,
622541701, 622541801, 622541901, 622542001, 622542101, 622542201,
622542301, 622542401, 622542501, 622542601, 622542701, 622545401,

70



Drug type Definition

622545501, 622545601, 622545701, 622547901, 622548001, 622548101,
622548201, 622548301, 622548401, 622548501, 622550601, 622550701,
622550801, 622550901, 622551001, 622551101, 622551201, 622551301,
622551401, 622552501, 622552601, 622552701, 622552801, 622552901,
622553001, 622553101, 622553901, 622554001, 622554101, 622554201,
622554301, 622554401, 622554501, 622554601, 622554901, 622555101,
622555301, 622555801, 622555901, 622556001, 622556101, 622556201,
622556401, 622557301, 622557401, 622557501, 622559001, 622559101,
622559201, 622559301, 622559801, 622559901, 622560001, 622560701,
622560901, 622561001, 622561601, 622561701, 622561801, 622561901,
622562001, 622562101, 622562201, 622562301, 622562401, 622567801,
622567901, 622568001, 622568101, 622568201, 622568301, 622568401,
622568501, 622569501, 622569601, 622569701, 622569801, 622569901,
622570001, 622570101, 622570201, 622609600, 622609700, 622609800,
622609900, 622610000, 622610100, 622610200, 622610300, 622610400

Brexpiprazole
Japan reimbursement code:
622585301, 622585401

U R 73K Estradiol

Japan reimbursement code:
620003022, 620003843, 620005832, 620006313, 620006314, 620006391,
620006392, 620006800, 620007485, 620534001, 622159201, 622437601,
622437701, 622437801, 642470014, 642470018, 642470026, 642470043,
642470044, 660407058, 660432015, 660432016, 660443011, 660443012

Estriol
Japan reimbursement code:
610421078, 610441034, 612470002, 612470003, 612470005, 612470012,
612470041, 612470049, 612470079, 612470080, 612470081, 620004457,
620004791, 620006209, 620006525, 620007609, 620008396, 642470007,
642470008, 642470009, 642470010, 642470011, 642470013, 642470046,
642470096, 642470097, 642470098, 662520002, 662550001, 662550002,
662550021

Bound estrogen
Japan reimbursement code:
612470033, 612470034

Raloxifene hydrochloride
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Drug type Definition

Japan reimbursement code:
620001904, 622458301, 622495301, 622498201, 622503101, 622514501,
622520601, 622520602, 622532201, 622554801, 622568701
Bazedoxifene acetate
Japan reimbursement code:
622003201, 622811701
Tamoxifen citrate
Japan reimbursement code:
610406174, 614210059, 614210149, 614210150, 614210151, 614210152,
614210153, 614210154, 614210155, 614210156, 614210157, 614210158,
614210159, 614210160, 614290001, 620001885, 620003572, 620003573,
620003593, 620003594, 620004906, 620005079, 620920504, 620921003,
620921005, 620921201, 620921501, 620921701, 620921903, 620921905,
622041701, 622053001, 622075101, 622317900, 622671201, 622671301
Toremifene citrate
Japan reimbursement code:
610407022, 610407023, 620004006, 622169001, 622742600, 622742700
Fulvestrant
Japan reimbursement code:
622101401
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