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ADR Adverse drug reaction FI{EH
AUC Area under the curve
CCDS Company core data sheet BFHEHEZT —% 2 — K

CSAR Clinically significant adverse reaction K72 EI1EH

EU European Union R E#H 5
EFS Exhaustive feature selection

FAERS U.S. Food and Drug Administration Adverse Event Reporting System
FDAREHFHZHRE T AT L

FDA U.S. Food and Drug Administration 7 A U 77 £ 5 [ 3.5 &

JADER Japanese Adverse Drug Event Report H ARDEIRGLEIEH T — & ~—X

LGB Light gradient boosting machine

MCC Matthews correlation coefficient ~ 3/ = — AFHBIFREL

MedDRA  Medical Dictionary for Regulatory Activities PR = 2K I 56

NN Neural network

PMDA Pharmaceuticals and Medical Devices Agency [ 3 i 5 A& die &

PRR Proportional reporting ratio

PT Preferred term JEAGE

RBF-SVM  Support vector machine with radial basis function

ROR Reporting odds ratio
SD Standard deviation 5 E{R 7=
SMQ Standardized MedDRA Queries MedDRAFE #E i 5250

XGB Extreme gradient boosting
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TRNTATEC R N SR L R o O (PMDA) 13, [ESRALCE RIS O RIS I FE% D24
PICBIT 21 E LT, MIRMHE BRI K OUEE D LS S ffERICBE T 2 @05t
[ TIT b Io Z et R E L . fRSUCF R WS HFE OIS E D 15 b IV LRV A 8
JRSINE L TV 5, PMDAILZ A6 DUUEE L7 F M HEER & 2 VWIIARFNOREMEH SR AE L T
WD (VA7 v 7 F ) ks & IE LI LG RE T ik Ry V) —=v 27 L
R ZEOR NS & D &Rt TR AR CEUGETF DL X REE OES 2R E L T
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HBILTWD, ZiuE, FEHERIEHOMAG O HREZFRE L, HH T 2EELOFEE T 5]
TEHS, 7 — 2 2R E W U CRBEIZED bR 0 ENE R L TR Y . R L HIF
IFH TV B, RER IR EIM /4T T4 & L Cproportional reporting ratio (PRR) <°reporting odds
ratio (ROR) Z2ZMHIHNLTEY . T b DA FikIIPMDA, BUEEEREE T 7 I L O
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RINHED D RE LI SND b DIF2.1 %E WO MEN SN TR, RS TR S iz v
TF IS ODBEENRE ENTWD Z LRt SN TVDY, Lo TRIAS U R 7 BT
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BARE O fe b i W ENENE G OERRIC RS S EIEGM L REROMA GO ERIEE L, H
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HETNVOMELHF L, HE_ETIE, F-HOHBELETHET A TIEBREL TWR) o
TN DORIWEIEHRSS, BEORMN LEZIERT DBEOREREL R 5 LETH L RETET —4
v — I (CCDS) DEET LW o7 TERZRENWEN) MOBFHEMICHIER L, H = THEEL
e PRIET v MR ZRBIRICH D ENEIWERYER OERITIRE LWL 2ol 8 7
WETNVOREZMF Lz, 2N THET VERETHZ LT, UELELZEMHERNHE
AT SCEOERZ2EWEH OHEIZIBRL SN 5 AlRetE O m W EH S & BWEH OMAE O ER %
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THZENAREE D, Fio, TPRIET T TEE & S 7S ORISR A I &
ST HZET, THETERS L BIEH OB Z Rl L T & 7o, e iRE O
BERET HERICEHE L EZ DN TEEHRD THNICHE LT D27l L7z,

(A
F1E - ENEIEEG OSBRI L Ui CE O TERZREWEM | fl~0i850 2 T3
2 BB B T /L DR EE

EREOBRAMCETO MEH EoREE] #MOKETD81%2 THRZAWEH] #ToBERL TH
D, 9 HE3%NENBIEIESNOEEZHH L LTV ERERSRTWEY, TITHET
(X, FERZARIEE TH 2 ENEFOFHR AR L LM CEFEO THRZRREIEM] Mo
BREAE THIRIG L U, ZesbRRFEES OB E % 3483 5 20 R 2k 28 < — 2 O |
BT NVOWEEAIT T,

TR RO EMT — 2 1%, 201148 H 7> 520204F3 H ORNICEPNIEF OEME A #B & LC &
KRZBWER ] fl~EBit SN EEKS ERIERHOBRAGDED Y B, IMICED TERREIE
M) OEICFER S N4 PR L EEREIETGESE (MedDRA) OREAGFE (PT) A—H|LzbD e L
7o ARIEMFT — 213, 202043 H RF LU CTANIFED R & 72 o T2 B R 72 RIVE R 2N IRA SCEIT R

All reports in the JADER database

DEMO table (n = 687,155) Exclusion criteria
DRUG table (n = 3,853,939) The records that met the following
REAC table (n = 1,086,093) conditions:

Inclusion criteria HIST table (n = 1,380,972)

+ Adverse events were recorded before the
The drug-ADR pairs that met the

first administration of the suspected drug.

f?”K\tEV)i;ESJ ::::gi;iggzid o the - CaselD, adversg event name, and onset
o date are all duplicated.
CSAR sectionin Pls Unique drug-ADR pairs * The suspected drug is an over-the-counter
between August2011 and (n = 221,302) drug
March 2020. i i

+ Plswere revised due to
accumulation of domestic

cases. - Inclusion criteria
The drug-ADR pairs that met the following
i itari Candidate of positive conditions:
Inclusmr_‘l c"‘e"a.' drug-ADR Eairs +——| * More than one ADR with the same
The drug-ADR pairs that met the =334 name as the CSAR addedto Pl has
following condition: (n = 334) beenreported
' ";?rmfs °fhfsd%ﬁ;;" Plsand |, . The CSAR sectionin Pl did not list target
sirom e were an ADR cf the same name as of March, 2020.
exact match. — -
Positive drug-ADR Negative drug-ADR
pairs pairs
(n=293) (n=22,399)

X1 ENEWEREG OERICEE S FRIET VORBEICHER L2 —% &> hO®RIR - profEUE
JADER, Japanese Adverse Drug Event Report; ADR, adverse drug reaction; CSAR, clinically significant adverse drug
reaction; PI, package insert; PT, preferred term; MedDRA, medical dictionary for regulatory activities.



HENTELT, 2OMLREHORE N MFLL LS TV S ER & RITEROMAGHE L

Lize THIET VOEEIZHNWDS T —4 v M, PMDARAR L T2 ENEIEREG 24
F& 41TV % Japanese Adverse Drug Event Report (JADER) 7 — % X— X #H:H L 7=, JADERIZ
IIEEEFE D IR G- LIRNCBWEI 2338 8 L 7c o, A, ERAERLUNADIERIZ EN
TWDD, ThbO7 —2ZI3FEFNIERS Lz (K1) .

B TEAZENER) MOBRE TS 572012, EEEIC TERZREIER] SBRahi
REmL & 0 20U-HET (622 H A DOIFMA AW THREELFR L7z, FrigiaEs LT, EEML LA
ER OT 2 LRI & RIVEFAR OB 2 R4 5 &35 2 b5 REBIERERIEC, 2
FIFECHR. BRI G BREGE. NEH T O IR S 2 F B34 ERR L7z, BbrE
£ 7 /L deXtreme gradient boosting (XGB) . light gradient boosting machine (LGB) . support vect
or machine with radial basis function kernel (RBF-SVM) D3fE¥E%AHH L, &E7 /IAEER TR
R R B DM A G DORERE | AN RT A= ORBEFER L=, FHET A M, E
R LTeT =21y baT3I0mEI L, 70%% 28 I U T b8y BIZ ZEMGEEIC TRt 21T -
oo BT NOMRRTHEIZ R T — 2 O _fESEET NVOEETH 5~ v = — R M
CC) ZHRM L7, TOfR, IEMT — #2930, RNIEMT — 2221302612 %% & Lo FHl€T
VOREITIB T, RBE-SVMZ W TFHIE T A R b EVWERZRL, 7 A T —ZIZTM
CC2130.941 %7~ LTz, R S AU RHEEIT T B2 0 OEYRIER®EGE . THERET

AIEMICR LT, REEL TOWREHED 5> BERT2EERICKIT 2HMEDOES  (index
B) | . TIUEHARG D S BT RICHE S BITERISR S0 . TROR) TH o7z, o HHETHES
SOEBEITERICA WA TOBEMFEE T LI ) XAZB W Tl BB MEIRITN
72

LLEX D | JADER B ET VAT 2 2 LT, ENEFIOEREZRIL L LI iRA
Lo TERRBER] M~0BREEVEE CTRIRRZR Z L2REN, £io, K 72 R
BOMBEDEEER LR, Mg 73U X AR T U EmE R ME & L
T NMERSH =0 OFHRIERREME] © [Index By . TTIUEHIRT O FBLIC®E Sz
RIEI S5 IR e, ZORER I, EIM ERBIEM & OBRMEDR S 2 R"ied %
RN DB 2 BT E IR EFIIEGIER G006 A R M A FE TORERH & o 721 i
L. I SCEASERRENERANERLSND Z &2 THIT 5 ETEHEMENMRNZ LRI
72

F2EE ¢ A R E DRG] & N ZREINAT D 12D DIRARI T HIE T /L OREEE

[ERZEER] M~DIBRLO63%NENIEF OEFREEZRILLE LIz DO THDL T, 37%
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DIREDEI CTHEME SN ICREHERIGT MO SGTEE & 70> TV D, I SCEOSETELH I3k~ 72
WRE—=UPFEL, FRNZEDNF = CUGETZITO N E TRITLZ&IF#H LY, 22T, &
DILHBNZEE A FTREZR . EIN - MRS O RIEREGIE ROLRE AR L Lz THERZREIWEN] M
BREZTHT 5T VOBELITo T,

AWFFETIZEN THE SN BWERESIOERICIREE S, ERAOIEFIEREZ B & LT
[ERZEWER ) MEFLINEEKL EREHOMAG DY EZ THT L2 E2HE LT, £o
T, JADERIZHNZ THEFR P ORIERIES] 2 X ZIZ L T D KEOREWEH B HRET —F ~N—2R
T & %the United States (U.S.) Food and Drug Administration Adverse Event Reporting System (FA
ERS) ZH7-ICRSEERHOT—4% vy & LTERA LT,

TR RO IEMRET — Z 132011458 H 7> 5202243 H ORI [E N EINERPEG DR £ 721X E WS-
DOEWEREFIERE, WA ORWEREFIER, CCDSOMETZ M & L TN E O CED
[ERZENER] ~BRRSN2649D 5 5| IRMITSIED TERARENER) OHICFE#E S

TZRIEMA PR E . MedDRA PTAA—E L7-414F & Lo, RNIEMT —2 1%, 202243 HIE T
AR DORG & 0> T HRZREWERNIRMA SCGEICRRE I N TE 5T, 2O M4RITEH O#HE 23]
ADER % 72 [ ZFAERSIZEB W TIHFLL E STV 2 IR & BIVER OFLAEGHHE94,3911F & Lz
(2)

Exclusion criteria JADER dataset FAERS dataset Exclusion criteria

1) Other than the suspected drug 1) ADRsin Japan

2) Other than prescription drug DEMO table (n = 768,526) DEMO table (n = 15,808,026) g; ng;:il;jlh:hnetgsaslu:i[;ec;ei:ddI’UB

3) If the start date of treatment was DRUG table (n = 4,111,142) DRUG table (n = 56,920,127) 2) Other than resc\:‘i ti‘t))n o

later than the onset date of ADRs, the | | peactable (n = 1,267,128) REACtable (n =47,571,461) . P P 8

data were removed. THER table (n = 20,715,809) ) In the duplicate data, all duplicates of

4) On the duplicate data, all duplicates case ID, ADR name, drug name, and

of case ID, ADR name, drug name, and reported quarter were eliminated.

reported quarter were eliminated. JADER dataset FAERS dataset 6) Data were deleted if the start date of

(n=1,946,401) (n=77,162,646) treatment was later than the onset date of

The drug—ADR pairs met the following ADRs.

criteria: ], [ - ) -

«  The CSAR section of Pls between Merge two datasets on ADR hame, drug name, and reported quarter I:teefi:’fg_ADR pairs satisfy the following
August 2011 and March 2022 was (n=5,261,822) :
expanded to include ADRs. l l * Inthe JADER or FAERS databases,

« Plswere revised due to multiple ADRs with the same name as
accumulation of domestic cases, Positive drug—ADR pairs Negative drug—ADR pairs the CSAR added to Pl have been
foreign cases, domestic and foreign (n=414) (n=94,391) reported.
cases, or the revision of CCDS. * Asof March 2022, the CSAR section of Pl

« CSAR names in Pls and PTs from did not list a target ADR with the same
MedDRA were identical. name.

X2 ENSAORIERIEFIERICE S PHIET VOBEIHEH LT —% & v FOIREIR - R L
The JADER and FAERS databases extracted 414 positive and 94,391 negative drug—ADR pairs.
JADER, Japanese Adverse Drug Event Report; FAERS, the U.S. Food and Drug Administration Adverse Event
Reporting System; ADR, adverse drug reaction; CSAR, clinically significant adverse reaction; PI, package insert; PT,
preferred term; MedDRA, medical dictionary for regulatory activities.
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IIXGB. LGB. RBF-SVM. neural network (NN) &\ \o 72 EE—D#gE 7 /L3 ) X L2z
T, ENOLDETNAVET VY TN LET LA —ETVERAL, 2008 8ET 4y
I (informative features, top 100 features) |2 CFHIET /L AHES L 7=,

TARIKRICE ENTZERRBWEN O LML I0FEEIC OV T, BGETHERONREMRE L2 L 25
. ENEIERE B OHFE 72 & NCCCDSDOSET A, HRZFENERA OB TEA~DBRLOTES
HETHLZ BB NERoT7 (H3) , /o, BIENZ L ICSGETOHBIREY 2380 . [
MR B D90% LA B2 ENBITERDEF ORI 2 WGET OB Th -7 — T, BRI Z
PERIE O HE A MR UE | ZCCDS DEET 2 B & L72IBRL2NKI50% % D TUh iz,

1,51 1l K& THERK S U7z informat
ive features % fifi | L 7= generalized linear

100 n=38 n=34 n=31 n=23 n=22 n=20 n=17 n=16 n=15 n=13

80

model blender73 F-¥/MCC730.868 & 1> 9
FEFITEmOTRMERL R L, THIN
shikett & S e FIE . BN
JEFOERZ B L Lizbon7 (1.
7%) . ERNAOIEFIER AR & L 20
HONRUE (33.3%) | WESMEG DERE
ZEIH & L2 b O3 (75%) . CCD
SOUATZFR & L= b o1 (6. Ry
3%) ThHol,

>
=)

Percentage (%)

£
=)

Target CSAR

Reason of revision
M Accumulation of domestic and overseas cases é%%rsmllﬂtinn of domestic cases

mm Accumulation of overseas cases

M3 FERZENWEMBOERZENEHBRLHER
CCDS, company core data sheet

b BOWTPRIMEREZ R LI T MIZRT D ENSHFOBEB R R &L [~ R 20U - Fiiy
ROERNSRIERGESI R Oindex B . 120U~ fi 5 0 [ PN + BN EIEFRES] F >k OPR
RJ . [3DUEHARTIRE AL D EIN + BN EIEHIE B R OPRRY | T30 HIFITIRE 5 0D N + BRN
BIEFEGIH R Oindex B . [ERGEBIEIEHGIER S 2> #4098 L7285 Th o7,

LIE& V. JADER & FAERS, ¥t EET V22 2 & T ERSMIIR S F R AERF
DOEMZHE LT 5BRLRENEFHOBERZ SV TRINIZTHT 2 Z LA METH L Z LA
IR STz, FPHNCEHE U726 H%E & LT, index BRPRR & W\ o 723 7 UENEIZN TR
V. ZHAHIXENEGOERBICRE L72H —HEOFHET MIB N THRRINATNDZ & A
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EDRENTZ,
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H—®ClE, JADER &HMFE 2 WD 2 LT ERRIEREATE MOERMZHH &35
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Too ERBETIE, THIRIREILT 272012, EWN - WM RS 3 IVERE S OFERE 4 Bk
95 [ERAREWEM) M~0BELE TR, WHAEOREWTFHET VARME L, Uk
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[ 3K S IR GR AT BRI AR 20 L T A MR VR S DSBHEIICRGE S vz BTk
o, L., ARANCERRRERZ 8 L CUE ST ZarEERIE, BRonBEECES
TRDBRE STz, — M7z AFDREITR R D& T TEESNbDOTHD, &
ST, TREZICERGLOEHBEELEN ML, BEERPZHEIT 5 2 & TRRBIHHI T
Do IEWERBNBEMAELT 52 ERD 5, ZORBEIIK LT, EELORZEMEFR, FiC
AEFZROREMERZE L, B FH1b. B, I8N 7y —~av U7
VALERSN, EAMICATOEEBCOVWTERINTEY . ESHERE CICH
24 J5 & SRR ) L TRk % R R Xt RIEBE 2@ L Tnd Y,

LRI BB O EE W CIRA SCE O A EoER] OWET, ARFHEOLE
B, AROBIHE LEN D D03, RbHENR . BUGOERBGRE LB R A w6
YNZERET DR AR IR E SR XEO EH EOEE] OUGETTh 5, IRFED [
LEoEE] OUETIE, BAGBEPEHT S A LoEEOUGRTHE @] (CR#E s T
B, EERLERERBAERE (PMDA) OFR—AX— U THERNBATFETH HY, PMDAIL,
BURECERBRE . BEEN D OFFEFRRRE, WS ORHI Y B T L 7224 R
EICBET D@ L. TRE ORISR AR S IUE « B0 L, 2% RHNE O L
AT %, 2O ORFHIHEADW T, SRR CEOWGET 78 & DR X RITE 25
[T RS INA

WNISCGEO MER EOERE] OWETIE. LTFTORT v 7 E2Ete . (1) ZRMFEROIL
. Q) AEFEZOV T, 3) I FAMKEE. 4 VU FREHE,  (5) U=
7S K BRI EOMET,  (6) HMFKICK DthaE. (7)) ZaxRiEO %z
i, BADAT v 7%, B IECERBAGRE SN O ORIWEM WS 2 INE L. PMDADME
BT REMNT —FRX—RACEETHZETHDH, WIT, UESNTeT —ZITxf LTV
FTARE R TS, 7T, RMEEEOERT [EnE THoHNR)hoT
2, b L IEARERIC LNEAE STV 3R E & T EHF S & ORI FBER O ATREMEIC
5, HICHRABLERER] L ShT0n5 Y, 20%, B SCEOTHRNACRET
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LA 7TV TR D VI RHETEEE OE, WSt OIS SR O )R P e S EED 0
T T TNV O BN SN D, ¥ 7T VRHIiA B LW Sz b o, Bz
YR ToHDHPEFMT DD IRAZ V—= T BT, 0%k, HIEEFEORM
Flmima BRTY R B2 b DO0EDN, BEARIEENLETH D02 HET 5,
LR FAEBNME L T2 o 12856 . PMDAIZL SR ROEREAELTH L L bic, v 7 F
VrHiAE R & U A 7 R HEAD S LA RIEE O % U2 M Lagn L, REIICZ 2
XPRFEE & LTI SCED EH EoiER] OWGET 2 RIERFEITHERT 5 &7,

ST T AR RO T ARRGEED AT T8 NWT, U RATEMTH D> 7TV &R
(A7 ) == T 5 7P TREE LT, RBESIrRAfEbnTng 89, BRmIC
I%. proportional reporting ratio (PRR) <°reporting odds ratio (ROR) ., multi-item gamma
Poisson shrinker%s (O REJ 5 /3 HT O FIENEE OBHRY RHIZB W THEHA S Tng 119, %
7o, AR, AR a7 O E A AW FEGIRESI N TR Y . AFFERREDESHA
EEETDHI LT, MHIND VT T AOMRMEZ R ESE L7200 TR, PRI DO UGE
DG SN TS WD LinL, 2oy 7 vt AR EELZ 2R IEE O ES %2 T
BT 2H0TERL, HLETREOHERNSDHRMICH LY L FEHR L ORFRMH
HORRENEZ X7 V== 7 5 BT E Ry, BEIC, BINERLTO7 7 —~a v ¢
IR Y ATFHMEEROWEIZL D &L 20206F 2RI ST 1,888k D ety T v
DB, 3 21%) OHART y—~av VTR - URATFHMIERRIC X o THREET X
XUTFNERHBISNTEY ., REHSNZ 7 FAORIEEER S GENTND Z &N
LoD, BUE, BEMRIFEOESZEHTHT 2 FEETRESNTEL T, &
BRI EOBEEZRANT D ETELDORAT v T E#RDILENRDH Y | RN & A= 2
REMEL LTS, #o T, IEESNZLZRMERE W b EHENOIEIC, LaRAE O
WEVEZ W9~ D BR O SR & 72 AR Z fE7n 3 2 B IR E SR Y — /L DB DR H AT
Do

AWFGENL S 7 F AR TFETE T TR TE TR, ZRXREE OB LRG3
L LWFEZRETHZ A HE L, FIETIIRMAGED EH EOFER] OSETO
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hCRBHEORm TERNORIWERIES DR 2RI L DU CED TERZEIER] A
~HTLWVEWER BRSNS | AN bR E L, ZOA N2 b Zm O RE TR TR
FIRE/L MR B T VOB AT Lz, BEMEEE L3, T2 2@l Ty —r 25l
L. TOEERRE 27 — 21K L TTFHRRIELIT O IR TH 5, HMFEEET
MIGEZBNTT =2y binb A —rafithi L. REOT — 21544 2 TR ERIRE
EXET D, ZoTutRE ARON ANz HR/NRICIMA, 7 — 2 B8O T 7'a—F 20
BEICT D, AWFFEDHRIET AT < BEMEEHE 2 IR U 2B, B3 37
M L TREDT —Z MR AN — 2@l L. THIT 28 NICEN TV D12 TH
Do R, RIEBRLEmR LD T — A ME 2 O Hh . MEE T v 2 X LIEHEET
LD BREEN BN RIFFEO TR R DA N MR DBOBIEEZ R RO AT
THT L ELERETHL LEX LN, F R EWEECTTRIFEERET VO Z B
L2 & OMFAEIC L 587 VB2 M LTz, F2E TIETPRXZ 2 ENORIERE
PIOERZARM L 325 b D72 TR < | WA ORIWERIEGI O EFEE 2 AR & 95 I 30
O THERZREWER ] M~08 LWEITER OBREICILR L. B - oM B D & RITEES]
DEMZIRIL L § 2 BARLRIER OB Z TRIFTEEZ, &0 LRI ATE 2 ik
TV DBRFE & Rt LTz,
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A

H1E . ENEIEREFAOERZRILL LR XEO TERRZEER] Mi~DEBERE THT 55
BEEETTNVOBE

1-1 &
AIROEIEMIATLEO EH EoEE] MOWETD81%A2Y THERZREIER M~nia
FTHY. 9 He3%NENRIEREF OEBEZUGT OO ORI E LT\ e L RER I
TW2 Y, ERZEWEMIZ, BWEMOERLEBNAZE L, FOEEEZETLIHD)
NSNS, FHICEBRZET L 0] Lk, BOEES, BEIEOEFNEEIND,
A BIE. B KRBRE SRS R E A E R ESEORIERAOBEEOERICESWTORE, O
., @ECXIIEEICOLRR2BENDH LFEH], OIRH D T2 DITIFBE LB FT~D A
BESUT AR OER S E & SN DIER], T UTO~@DF TITHIT 2IEFICHE L T
HETHHER, ©O%RICBIT 2R REOTERREILERE, THDH 0, Zhb DR
FUT L ERRAWERIL., BKRMICKREREEEL 5 X 5720, FllOERARREIER % ikt
WEANERTAHA L. BIERZ B LT b I SUE~ERRT 5 £ TORMZ M L.
R ZRXPREE A T 2 0ER S D, LI LR S, PMDABRART D [ZEX5HR
B OMGHC T 2 EER R B ORN O 7 u—] 12X 5 &, BIERSHRET — 2 _X—2
OHIZERB I N REORWERBRE DTG, 7T V&, BEE, FHi L. R&C
I SCEOWET M TS E TIE—BICEPHBREORMAZZE L T\ 49, Za%KR
g 0BG B LT 2 FiEE LT, REDEIEML L EWEHOMAGOE OG>
I N EBHT DAY T ABHFEEZPMDAB R L T o boD, 7T
DR & 22 45 T8 O Fhifi £ T30 DRI 5 2 2 RITRENTH 5,
ZZTHIETIE, bHEOSWEZERIEETH L TENORIVEREG] D5 2 1R L
ETDIRMCED [ERARREER] M~ 2 TRxSE L, BWERA®RE T — &% ~—
AN ER S NIAEHRD D EEE TR AT RE 2 B B 7 LV AEET 5 2 L T, A RitE

L OFIRTE 2 3R T DR FEOBREZ Bi5 LT,
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1-2 Fik
1-2-(1) T —FY — R R EMH

201148 H 72 5202043 H 2 5t S ViR LEOYGET D 5 B ENGES] O BIVE I HEFETE
AR & T WA CED TERZREWER] MOBRLE2 TSR L Le, FHET VO
FZIE, PMDAAB L TV 2 HARDEIRLBIEHN T —# ~X—2Z (JADER) %M L7z,
JADERICIZENORIEHISRE 7 — 2 B ST Y. (1) DEMOT —7 /b (HERI, 4F
i, AELSEOBEEREHR) . () DRUGT—7 /v (B4, #GHGH, H5KT
Ao EELER) . 3) REACT—7 Vv (FEFZ4, e, BIAEORIERE
W) . (4 HIST7 —7 /v (BUREBLFORBIER) O4ONOHE SN TND, A5
TIHISTT — 7 V%R 3207 — 7 & W TR EIERK %2 1T > 72, DRUGT — 7 /LiZ
(IR oM., OFRSE. AR E EN D, ABFFEIEEPNE S ORI FAERE R A AR
EFT DU LED THERZEWEM] MOBRAETRHTLZ L2 BME LTWD T2, i
OB ER G L Uiz, £, BWEMFIE B LG ICHEEEOYER G A B3 SnTnd b
DR, EHUEG], BEEEN —AEIRS O TRICENT ) A X2 R ESEDL EER
Tele D AL TR R B ERA LT,

1-2-2) 7N A
SR I ENAES ORI REREIER AR LE U TR CEO THEHRZREIEM ] M

B REWERNBRL S A0, 220800 S AV BIEH O SCEFL R4 & EFREIEHGE

(MedDRA) OREAGFE (PT) &N —HULITSHEBORNWERZ T U s (EF) & L7,
STHEHE (BB 1. (D) FSRBIR IR G O TSFEORIEH O W s 1L &I
ERIE S TWD, (2) 202053 H R T, TR R ORIER 3 I 3CE O TERZ2E
R A RER S TR, L2505zl d o L Lz, ABIORED 5 5,
WS DL R L ER LB i, AR IR AT @A A Ls T Rk
EOYUGETHE R (BT @O, BEI3FEEOENENEMES OEMA M TH - TH

(ERARRIWER] 2NBRL LT ERINFE LI/ Th 5212,
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S EIEHIZMedDRA version 23.00PT TR L7z, 77 b U LA DTSHEDENERIL,

MedDRADPTOA, & D& FH) IR HE A 3% 9 Standardized MedDRA Queries (SMQ) % %5

WCEFR LI, 77U b ULADERITRITTT,

K1 THHRORIWEMA 2R3 - MedDRAFEATE — 5

TS OEINE 4

HAGE (PT)

Interstitial lung disease

Hepatic function abnormal
Anaphylactic reaction

Platelet count decreased
Rhabdomyolysis
Erythema multiforme
Toxic epidermal necrolysis

Agranulocytosis

Hepatitis fulminant

Ileus
Stevens—Johnson syndrome

Pancytopenia
Cardiac failure congestive

Acute generalized exanthematous
pustulosis
Acute kidney injury

Pemphigoid

Hepatitis B reactivation

Pancreatitis acute

Drug hypersensitivity

Nephrotic syndrome

Hypoglycemia

Neuroleptic malignant syndrome

Deep vein thrombosis

Hemophagocytic lymphohistiocytosis

Interstitial lung disease, eosinophilic pneumonia, lung
disorder, pneumonitis, organizing pneumonia, pulmonary
fibrosis, idiopathic pulmonary fibrosis

Hepatic function abnormal, liver disorder, drug-induced
liver injury

Anaphylactic shock, anaphylactic reaction, shock, blood
pressure decreased, urticaria

Thrombocytopenia, platelet count decreased

Rhabdomyolysis
Erythema multiforme
Toxic skin eruption, toxic epidermal necrolysis

Agranulocytosis, granulocytopenia, and granulocyte count
decreased
Hepatitis fulminant

Ileus, intestinal obstruction, ileus paralytic, mechanical
ileus

Stevens—Johnson syndrome, oculomucocutaneous
syndrome

Pancytopenia

Cardiac failure congestive, cardiac failure

Acute generalized exanthematous pustulosis

Acute kidney injury

Pemphigoid

Hepatitis B, hepatitis B DNA increased, hepatitis B DNA
assay positive, hepatitis B virus test positive, hepatitis B
reactivation

Pancreatitis acute

Drug reaction with eosinophilia and systemic symptoms,
drug hypersensitivity
Nephrotic syndrome

Blood glucose decreased, hypoglycemia, hypoglycemic
seizure
Neuroleptic malignant syndrome

Deep vein thrombosis, pulmonary embolism

Hemophagocytic lymphohistiocytosis
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Shock symptom
Hyponatremia
Hypotension

Neutropenia

Tubulointerstitial nephritis
Ventricular tachycardia

Depressed level of consciousness

Cholangitis sclerosing
Tuberculosis

Intestinal perforation

Colitis ischemic

Guillain—Barre syndrome
Ketoacidosis

Metabolic acidosis
Hypomagnesemia

Ovarian hyperstimulation syndrome
Stomatitis

Laryngospasm

Enteritis

Acute respiratory distress syndrome
Acute disseminated encephalomyelitis
Cholecystitis acute

Inappropriate antidiuretic hormone
secretion
Disseminated intravascular coagulation

Sepsis
Neonatal cardiac failure
Pneumothorax

Gastrointestinal perforation

Hemolytic anemia
Meningitis aseptic
Hyperthyroidism
Hypothyroidism
Leukoencephalopathy

Hepatic failure

Gastric antral vascular ectasia

Anaphylactoid shock, shock symptom
Blood sodium decreased, hyponatremia
Hypotension

Neutrophil count decreased, neutropenia, autoimmune
neutropenia, idiopathic neutropenia, febrile neutropenia
Tubulointerstitial nephritis

Ventricular tachycardia, ventricular tachyarrhythmia

Depressed level of consciousness, loss of consciousness,
altered state of consciousness, hallucination, hallucination,
visual

Cholangitis sclerosing

Tuberculosis

Ileal perforation, large intestine perforation, intestinal
perforation, rectal perforation
Colitis ischemic

Guillain—Barre syndrome

Diabetic ketoacidosis, ketoacidosis
Metabolic acidosis
Hypomagnesemia

Ovarian hyperstimulation syndrome
Stomatitis

Laryngospasm

Enteritis

Acute respiratory distress syndrome
Acute disseminated encephalomyelitis
Cholecystitis acute

Inappropriate antidiuretic hormone secretion

Disseminated intravascular coagulation

Bacterial sepsis, sepsis, septic shock

Cardiac failure high output, neonatal cardiac failure
Pneumothorax

Gastrointestinal perforation, upper gastrointestinal
perforation, lower gastrointestinal perforation
Autoimmune hemolytic anemia, hemolytic anemia

Meningitis aseptic
Hyperthyroidism
Thyroiditis, hypothyroidism

Posterior reversible encephalopathy syndrome,
progressive multifocal leukoencephalopathy,
leukoencephalopathy

Hepatic failure

Gastric antral vascular ectasia
14



Gastric ulcer

Cerebral infarction

Nephrogenic diabetes insipidus
Renal impairment
Pyelonephritis

Tumor lysis syndrome
Tendon rupture

Thrombotic microangiopathy
Optic neuritis

Myasthenia gravis

Copper deficiency

Deafness

Osteomalacia

Hyperkaliemia
Hyperglycemia

Type 1 diabetes mellitus

Gastroduodenal ulcer, gastric ulcer, duodenal ulcer, gastric
ulcer hemorrhage, duodenal ulcer hemorrhage

Thrombotic cerebral infarction, cerebellar infarction,
cerebral infarction, hemorrhagic cerebral infarction,
embolic cerebral infarction, ischemic cerebral infarction
Nephrogenic diabetes insipidus

Renal impairment

Pyelonephritis acute, pyelonephritis

Tumor lysis syndrome

Tendon rupture

Thrombotic microangiopathy

Optic neuritis

Myasthenia gravis, myasthenia gravis crisis
Blood copper decreased, copper deficiency
Mixed deafness, deafness neurosensory, deafness
Osteomalacia

Blood potassium increased, hyperkaliemia
Hyperglycemia

Type 1 diabetes mellitus, fulminant type 1 diabetes
mellitus

1-2-(3) KA EAERR AT

BT CEOUGTIZ Y 7T etz B8 H U LRICER SN D, FHITRA ST

Fo TERZEWER] BRSNS Z L2 THIT 272010, EFNIFEERICRMASCED
[ERZREIEM ) T 72 72 BER 23 B R SV RER 0 B2 (6722H) RilRE D
JADERDAE#HZ M L TR E 2 ARk LTz, —J7. ABINCE L Tid, BT S o &

H T LWERE (2020463 H) OJADERD G A U CHEMSE 2 1ERk L7~

&1L, CIOMS Working Group VIIINE TNZGVP Module VI TERK L & HEHL LD
RERERIET D L ERINIAFR PP L, HEHFNS 7T BB FEOUEZ R E L
THFEIC BN T I AR OSEICE#R L T3 L BIERIC W T le Gt
WwES . TEEIFEMOBWEMHRES . TRER#REORY 1 17 FEHFEmy 7
EOME & IR SCEUWET O BEME O BFZE TS SV HE KT TR DOFETEN D DR
WEH T~ FOEEM] 2550, BIFERREECOREEIEBR G- R 1)

B ORI G-2: 5 BITEZEIE £ COMM O P RAE, #EHERY 7T E, —HES7ZY
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H

DRABEE L W o TR 2 5340 L7 (322) o SRR S 77T Al DN A A ofh
DOENWERIZR 2R AR I, LR OFHEA TR L7z,

(a/c) _ ad
ROR = (b/d) be
PRR_a/(a+c) :a(b+d)

b/(+d) b(a+c)

(@a+b+c+d)(Jad —bc| —(a+Db+c+d)/2)>
(@a+b)(c+d)(@a+c)(b+d)

Pearson’s chi-squared test with Yates’ continuity correction =

100 x a
atc

Index A =

100 X a

Index B = 0

aFFEDFANCEI LT, T 2RIEANRE SN, b FEEDFAILSMIBE L T,
EHTDRWEAN A S, o FFEORFNCRE L <, BT 2RITER A ORIE
ARt S, A FrE 0 ZEFILIAMCB LT, HEH T 2 EIVEH DS ORIVER DY A
S T

R LT —2do TEEREEG ] & BEERA ] 2E 49200F (21.7%) OXRBEN
FFAE LTz, ZHD 2 U CTERT 285 8E TR G2 bR B H £ TORtE H ok
fii)  THIER G2y B3 H £ TORME B EOFHE) 1B LT, KEBMEITMOIRA cHs
SR CETERIZEBIT D THREREG2 6B A £ ToflE B O FJufE] 20N Lxhs
L7c, SRMEIL. T7 /DR U CTEELE 30 RE A A L7 AR e st s L
T L7z,

1-2-(4) &7 VBE LM fEE
WSCEO TERZLRBIEM) B S D EHRWN L REROMAEHEZ THIT 572
. AWF4E ClteXtreme gradient boosting (XGB) 9. light gradient boosting machine

(LGB) 29, radial basis function kernel % fif ffl L 7= support vector machine (RBF-SVM) 2732
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DEB3 SO FEE T VTV X LEFEH LT,

TERL LT R E R TR TFRNCHFET 2 LIFR b e, Fx 32 TOREEEZ HWT
R EET V2 E ST b0 L FHEERIRTFIED —>TH 5 exhaustive feature
selection (EFS) TEIRSNT-FHEOAZFEHIETLLOD2HV OET Y 7 E2FEL
7230, T2ty MIFT —FZ ET A NT—ZIZ73THEIL, JIT — 213 essHEl
RARGE TR Lo, A =T A —Z ffbid, OptunaZ i L723, €7 /L OFEH
FREE L LT, v v =2— X% (MCC) #fEH L7z, MCClE., 7 U M AL 72
EEIMEMTE NI L ADRNTFHEEIE TH Y . ERHET NVORKELZET 5
DTH5H, MCCIE-1HHIOFFA T, +UIERR TRIAZ, 01X FEENe T o X A THlEE
T, WSCGEO TERZEWER ] MICH LWBIERASBREND Z I Thh, 7—X
Yy MIRBHTH D720, BRFEEET NO/RT 3 —~< 2 ZIMCC% VTR L

7’»
—o

(TPXTN) — (FP X FN)

MCC _\/(TP +FP)X(TP+FN) X(TN+FP) x(TN+FN)

TP, true positive; TN, true negative; FP, false positive; FN, false negative.

F— X OJINT &8T5 L OfERKIZ, Python 3.9.3, pandas 1.2.3, numpy 1.24.4,
scikit-learn 1.0.2, mlixtend 0.20.0, lightgbm 3.2.1, xgboost 1.4.2, optuna 2.10.0, matplotlib

3.4.1, seaborn 0.11.2% 1 L7-,

17



1-3 %5 %
1-3-(1) &R

fir ATt G PP S b S T2 IR SCE O TERZ2BIER] l~DIBRD 5 B, 54% (334
B NENORIWERIEGIERZRIL & LT\, 33461, 203613 SCED THEKLH]
YER ) MICRHE SN RIEA4 2SMedDRADPT L 522~ L7, b 2RO T
Hxtge e Le (1)

%ﬂ%ﬁ
-2 I EIES AV
JADER AT FSIAE B 23 Fod
ShhTWVWsHo
* > . JEID. EIVEA
4. FIERTXT
@Agﬁ — N—FHLTWND L
20ums2mwm = -RITER AT o
j(?fﬁ ﬁfﬂﬂ (1’1:221,302) R E%%E%%u%
<‘: LTI 3CE . BREREEDLA
~iBF
Kié%@A ERZEIWEH EFNCE £ 5l
i lPSE 3= VEF o5
(n=334) DI EHD
e %)
A SCE R & ERR _’* — e 2020/03 A DOW
Ei% EAE O FAGE M TEAARE]
WrEE—HLIZb oD e = TEM ] BRI <t
(n=293) (n=22,399) LORIEMA 37
RS TUVR

X1 FHIXSROEKZBIERBRRER & xHEFEORE 7 7 —[X]
JADERZFEF L, ERAHERLOWEEKICHREZRE L., T — X OEMESCT — X O REEEZRE . K&

WATSCED TERZ2BWER ] M~ 2 BIER B SN - EFR2934:, EfICE TN 2EWERANSHRE ST
WAHHLOD, A CEO TERZRRWER) MICIEE0HE S TR WA 22,399 23l HH S 7=,

/R L7z@ Y . 221,302 0 =35 & BIEA OMAEDOEN, Efl7 5 NCAaf & L
THIH &, BAEHIZIERI293%1, AB122,399%1 2 Hamk 25 £ 5 L OREEE & SIS fEH L=,
EGNTABNIH L TERM B ORET—Z BN D72, —ERYS 72D ODPMDA~D -

BPRE AL VMER S B S 7o, E7o, MRSV THREERE O B 541 O @iE 13IEH 12
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i Cohol- (F2) .

#22 JADERZ% W THERL L 7= 2345 8 &

R4 1EH =Vl
Mean (SD) Mean (SD)
Number of patients 12.4 (19.6) 7.5 (44.4)
Number of deaths 0.3(1.3) 0.2 (1.8)
Number of patients with drug re-administration 0.0 (0.1) 0.0 (0.3)
Number of patients who discontinued the suspected
drug 6.6 (13.4) 2.6 (22.3)

The average number of days between
administration of the suspected drug and the onset
of the adverse drug reaction

The median number of days between
administration of the suspected drug and the onset
of the adverse drug reaction

Number of patients within 15 days from the
administration of the suspected drug to the onset of
the adverse drug reaction

Number of patients within 30 days from the
administration of the suspected drug to the onset of
the adverse drug reaction

Number of patients within 90 days from the
administration of the suspected drug to the onset of
the adverse drug reaction

The average number of missing values per case

The average number of reports to the regulatory
authority per case

Index A

19

117.5 (254.0)

87.9 (267.8)

3.3 (10.7)

4.1(11.2)

5.5 (12.0)
3.9 (1.5)

3.1 (1.5)
3.9 (7.3)

123.1 (331.0)

105.3 (325.0)

1.4 (23.6)

1.8 (26.0)

2.5 (29.7)
5.5(3.0)

2.4(1.2)
2.5 (6.8)



Index B

Number of quarters that have elapsed since the first
adverse event was reported

Number of newly reported patients from a quarter
ago

Number of new patients reported since before 2
quarters

Number of new patients reported since before 3
quarters

Number of new patients reported since before 4
quarters

Number of newly reported deaths from a quarter
ago

Number of newly reported patients with drug re-
administration from a quarter ago

Number of newly reported patients who

discontinued the suspected drug a quarter ago

Number of newly reported patients within 15 days
from the administration of the suspected drug to
the onset of the adverse drug reaction from a
quarter ago

Number of newly reported patients within 30 days
from the administration of the suspected drug to
the onset of the adverse drug reaction from a
quarter ago

Number of newly reported patients within 90 days
from the administration of the suspected drug to
the onset of the adverse drug reaction from a
quarter ago

The average number of patients reported per
quarter

PRR

20

1.6 (5.9)

17.8 (13.5)

1.2 (1.9)

2.1(2.9)

3.0 (4.0)

3.7 (4.9)

0.1 (1.0)

0.0 (0.2)

0.6 (4.3)

~0.5(8.2)

-0.5(8.2)

—0.6 (8.7)

11.8 (16.5)
49.0 (423.7)

0.2 (0.9)

36.7 (20.4)

0.0 (0.0)

0.2 (1.5)

0.3 (2.2)

0.4 (2.8)

0.0 (0.0)

0.0 (0.0)

0.0 (5.0)

0.0 (0.2)

0.0 (0.2)

0.0 (0.3)

14.4 (24.4)
6.3 (63.9)



Log PRR 0.8 (1.8) 0.2 (1.5)

The lower limit of the confidence interval for PRR 21.0 (178.1) 2.1 (40.7)
The upper limit of the confidence interval for PRR 124.5 (1036.1) 26.7 (197.8)
YatesChisq 248.8 (1645.3) 65.8 (2518.4)
ROR 57.9 (530.8) 8.1 (109.8)
Log ROR 0.9 (1.8) 0.3 (1.6)
The lower limit of the confidence interval for ROR 22.2 (191.6) 2.2 (60.2)
The upper limit of the confidence interval for ROR 163.7 (1494.8) 51.7 (706.4)

PRR, proportional reporting ratio; ROR, reporting odds ratio; YatesChisq, Pearson’s chi-squared test with
Yates’ continuity correction; Index A, the ratio of the target adverse event number of specific drug to all
adverse event numbers that were reported for the same drug; index B, ratio of adverse events covered by
a particular drug to those covered by all drugs; SD, standard deviation.

1-3-2) BB FE 7 VO TFRIMERRD LBk
KT NAOTHIMEREIX, X2, Supplemental &1 (£S1) Z/r L7=, RBF-SVMET VL, 14
e & Akt b b7 <. MCCO MR b md- 7o, FFEERINAZ 1T - 72RBF-SVME 7 /LT,
RAERRFETOMCCAY0.938, 7 A T —X TOMCC230.922 % | b B2 FHIMEREZ R L7z,
B Y TRIERE DS EIL 7= RBE-SVME T /L DA 28— %5 2 — 2 w55t (CH30.01—30000D %
P, v £30.001—1000DHiPH T5000[BDAFERFR) L7z R, MCCI30.941 (C=2388, v =

4718) ThHo7= (F&3) .
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MCC MCC

10 | FHEERGL 10 | HHEERHY

0.8 |

0.6 |

04 |

0.2

0.0 . = _

RBF-SVM LGB  XGB RBF-SVM LGB  XGB

e
B TRE

42 RS B O AR 7L O T IR RE

MCC, matthews correlation coefficient; RBF-SVM, support vector machine with radial basis function
kernel; LGB, light gradient boosting machine; XGB, extreme gradient boosting.

#3  RBF-SVME T /L O e — &

g7 — & TAKNT—H
SNG4 MCC  Precision Recall AUC MCC  Precision Recall AUC

(SD) (SD) (SD)  (SD)

L 0.785  0.899  0.693 0966  0.767 1.0 0591 0983
(0.044)  (0.066) (0.068) (0.024)

HY 0938 0989 0.892 098 0922 0987 0.864  0.998

(0.032)  (0.019) (0.047) (0.012)

B + el - - - - 0941 0.988  0.898  0.999

AUC, area under the curve; MCC, matthews correlation coefficient; RBF-SVM, support vector

machine with radial basis function kernel; SD, standard deviation.
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L SN 7ZRBF-SVME 7 /VIC R 1T 2 FA B2 OfE RITRUTR Lz, FrEEEEE
I¥permutation importance % {# F} L 723¥, Permutation importanceld, $EDEZ 7 > & LT
B D 2 L TETNVOBRENEN LGS, TORBITEE L ZZ b, TRl Z ORHIC
EIFLTWD Z L amRd, 7V TROBEBEENGEGD - LREIE, 1IUESH 20 OFHRIE

S5 % BBk 3 % [The average number of patients reported per quarter] T > 7=,

Fd A= RT X —H AL H#RBF-SVMTE 7 /WZ 1) 5 Rl s

SR e FHR B S
The average number of patients reported per quarter 1.0000
ROR 0.9769
Index B 0.9646
Number of newly reported patients from a quarter ago 0.0191

ROR, reporting odds ratio; index B, ratio of adverse events covered by a particular drug to those covered
by all drugs.

1-3-3) #EHFHT 7T AR FIELERFE T T L DL
Bt T 7 L O THIVERE & FEEHFRI S 7 VR TFE A T D 72 012, TERDHENF
1> 7 TR FIEORER TH HPRR EWATCED THRREIEN) M~DEIEM DB
EDRARMEZ AT Lz, 37 T ViR NI —iRAYIZ 0 H & 40 % PRROBIE T & 2 #5 £33 LA
7> >Pearson’s chi-squared test with Yates’ continuity correction34.0L4 E, PRR232.0LL k% 7R3
EIG ERWEROMAG DR E L 7T ABEE Lz, RSICT A T —ZICB 2t Eh
Tev 7 s EBRICIRMSGED TERZ2EWEN] MIZEER 2B S iz Hp] & o BERM
iR Uiz, PRROZEDBIGMEZBIE L, SNy 7T 0T 04.1% (35/859) M
ED THERZREIEMN] M~OEWERBERIZER > TWDL Z ERH LN E o7, —T7,
INA X=X T A —Z b ORBF-SVMD 7 A M7 — 2 ZB1T 5 FHITIE, iMED [H
RIZEIER] SA~RWERZNEBREND ETFRISNTZHDD I B 98.8% (84/85) 2NERRITHR

f3CEO TEAZENWEM) ~BERANERL ST (R6)
23



#=5 WACEO TERZEIVER] #l~0IBFC & PRRO BRI

WICEO THERREIWER ] ~0IBFRL 5K

Y 4
2TV R R R B 35 824
G 53 5,896

£6 A= T X —H btk ORBF-SVMODO 7 A b7 — X (2B 1T 5 FlllfE 5H

AT SCED TERZ2ENWER T ~OIBREAE

HY 4
5L O F RIS R k5 84 1
5 4 6,719
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1-4 B

HAREN O IERREG OEREZRIL L U2 iRASCGED TEKXZRBIER ] M~0iBznix,
PR DI AR 7 F AR Tk & el LT, RBF-SVMZ AT 5 Z & TEWTHIMEFE
THREICTHFETH L Z LRSS, B L3 DR 7V I XLADH T,
b PRITEREY /2> 5 7ZRBF-SVMIZ B W TEIZN7Z4H ORFEED 5 B, 1 H 72
DY EIE #5140 % B9 % [The average number of patients reported per quarter] . 7%
B3 2RIERICE L TREES TCOREHHD > LIEATHERLN D R/ EOEE %
BT % lndex Bl . RIMUHINSHZICEMN SR ZBERREHRKEZERT S
Number of newly reported patients from a quarter ago] D3{(%. RBF-SVMEIAt DRIk
TAAY ZLCEBNThHIE L TP HERREE L LTEiEnk (XS2) ., 2ol
NG, ENOBIEREG OERZRILE U2 ERASGED TEXARBIER] M~0Biz ¥
W32 BT, BFET LT XLEAFAEST, " BLTINO3DOREENEETD
HEERD, Flo, PHNCEEEE X TWERKMS & RWERORKRIRBEGR 2 R4 5 g gt 3l
DI EERL, HEEEOHE GO RIWEMIEBLE TOMM O 13, PHICLER R E
ELTEINARD 7279, BT, BEHME BT, PMDARRISE SR 22 42
xR HE O ES 2 R T 2BEORE L L TlEbRTE 7, Zib b PRI LE 2 R
ELTEIIN -T2, V7T AR RFIEOWEEZ B L LIZBATIFZEIC VT, fEeE
D EERL. K OE L)L RIWEMIEBLE TOMM, BIFEHRE RIS 7T i
HOUEE~OEREE IR < | ELE O IE e 00 IR F ey o0 A i o0 B BREE 23 &
Molz LE SN TS, 7T VRN ZERREE O BGRF ORI DO AT » 7T
HO . BHEENTZY 7T O 5N RAEHNC L R B OEGICB,N L Z L2 BT 5
Lo VT TR E ARG CIERR LI FRIE T VO BRIIZR R 5 b OO O R RN
BHHTHLRIFEARTHDL EEZBND,

A ARENORIWEFIEFR OERB AR L LR SCEO THEXZREER] ~0Ei0%.
TERDWFHFN Y 7 FiE & Bl LT, RBE-SVMZ# 9% Z & TMCC 0.941 & \»

I EWTHIMERE CRENCTHRIFTRETH 5 Z & DR 7=, RBF-SVMIX I — XV ik % {# A
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T5Z LT, IR MEL LV ERTOZERICEST S 2 L TRIBSIEEIT 5 HIET
& 53, RBF-SVMZ W T HIMERE A 7R L7c B HIE, EFSIC L o TERIRS 2R E O & |
RBF-SVM®E 7 /L ORHE HHELE N FIBETH 5, RBF-SVMZ G TeSVMIL, 8 IR =
TRTCEMEMLC2OD 7 T AZ3 T DERMEERT D, Lo T, THICEBKL 2RV Fr
BENEENTVDIHAE, TOREELERE LI ET22o0 7 7 A% 431) % i 7o 5 74k
PERR SN D7D PRIPEREAME T LCLE 9, — 4T, AR L7ZXGBPLGBIXFE O
R CTFRNCE MR LR WS EZ BRI LR 520D 7 T R %431 % hcii 7o 55 M & 1R 5%
T 5728, EFSIZ L 2 A EIIRO AN RBF-SVMIZ T/ E W, A iEIICEFS Tl
NWIFHBEREDME L D2 L TR TOREEZFH I T 5RBF-SVMDET /LD
Pz BE 5 L. ENORIWEREFOEMARILL LIk 3CED TERZREIEM]
~OBEEE THIT 5 M. BRI 7 FrE C Rk ot ZE IS B O TR 40 Bl FTRE 7 Bifli 72

BB TH o727, RBF-SVMMAEWTFHIEREZ BRI L 722 E 2 651D,

BV TRIMEREZ 7R Lo — T, K623/ U RBF-SVMIZ I W CTHAGIES 11, Ak
DA S e, Zh b TR EIEL & BITER OMAE DEIZ 31T 2 R 726
MIEERD b iLehodz, 7272 L, BIRE 70 EE RS E Oindex BRORORIIAR O & 3K <0
RITEFICR T 2SR CH 0 . FIZ IO ERL TR HE SN THRY, HDH 0T
FEFIMEHEMROENER O 6 . XTHRRESE R LI EERICB W TERTE 20,
FTEFICEVEFHEARLTCLE D, ZORIRIIFEFITH R — AT, ATHIET IV
TELWTFHIZT 2 ZENEEL WD, W E T 7 1T <. BIEF#HE ONE % [
BNTHEA T 2 M BDEFFANIC K 2 Z 4 REEOESHMFNNEE LN EEZXBND,

ABFIERER LV | MR 2 LR TR T VT, I SCEO TERZEEM ] M
~OIEBFL A BT D LA IR E B G 2 HE T 2R 2800 L. X0 2i=Ra 72 B R E %
FEHT LI L EASARTE LWL & 5, 1EROFEIFAS 7T U FiEIZ, REDE
i ERERHOMAGDEDOFNE Y X7 OFEWEAEDLEZHRINT 52 & T, Zax%K
BEOERZRHTHV—7 70 —0HREEZEmOTND, —FHT, VI ABRiEdH <

EFTIY A7 OmWAEOE LB L, BRI 35720 D0KE Lok > T b1,
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LA RIEENLERED Y 27 T 5% ENIA L TR 13D R B2 3K 5 7 o
Try—=xav 4 VI A JRAZFHEEEROWEICL D L 20204F TR H S 721,888
HEOREMES T FADH B, 39 21%) OANT 7 —~a g 4T T A« U A7 FHEZE
BEIZL s THRAET & 7L Ll ani), 2o b, HEHFIY 7 F A
FIEC X VRSN 7T un BESRITEICEREER D Z W HmTH L 2 Ehbd
Lo AMFFRICENTS, [FROMEMDFRD BN D MR T D720, ERDHEHFRIT 7
TR FEONRFE L LTPRRE  ZEXRITE & L TIRMSCED TERRZEIWER] M~
DIEFE & DBERMEZ T LTz (R5) o MR, AFRICBWN TR S N REH D7
TR, WA CEFED TERZEIER ] MA~OBRICHEL KT L TORNWI LR LN L
Inoln, ZORERIT, AR CHEA LT — 2 BB TIER VW2 & & L TREBROHEE
B> 7R A & g U C, RPHIE T VIRRMASCEO TERZ2EIER ) l~0iE7T
EAETRT 2HERENE . BB ~OIMFRFRETHH L2 XFHFLTNDHEBEZ LR
Do

AWFFETIZ, MO A TER LT —Z Z2FH L TWDH720D, fii ROMR EORA D F
195, TORMEZLITIZHRRD,
(1) AWFFETIERR LB AR E =7 Wi, BIER B 37 — 2 _X— A DJADERZEH] L T
W5, HIEMEICITEM, EFIM L2 S EREMEOM, L, HEENDORE b
BENTEY, BIZENHDLZ ENEXDLND, A TITHES OEWV DT E £
TINCE- 2 D58 ERF LTV, L L, JADERIZIHEE ) D O B R RENLHE
ENLKEORIEHBRRET —F X—ATHDOFAERS L 8700 | MO RN EHE
MRz O TND®, KoT, ENORWEREFROEBEZARI L LR 3FED THRR
BIEA ) OM~DIBFLZ FHIT 2 AR TIE, WEHIC X D BREE O F
IZEZ BTN NWEEBEZBND,
(2) TRRIGUTIRA CEO TR BIEAMRIC G S N ZBIEAA & . MedDRADPTAN 84
-+

—

BHLEEbOa2d5E LTBY . IMISCER#EA EPTHA —B L WEEIIARM T E 7
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NEMRTH2ZENTERN, ZOXI R —ACBN T, EFEMFOEIKICEKT
L RIWEERIRIZ BE L2 LT, &3 28WEM O 7 v — v 0 7 & i 2 L3R b
Do AWFFRICENT, RASCERTH#EA LPTA B, T RIcE TNl —
24D S T2 b DD, 2931 (87.7%) BT HRICEEN TN D, THHKF-DOEIE
BN TEWHERT T TE TV A, BEHOREBIEALZ: £ oRIfEH o BTG &2
FRfi & LCTFRE L TRV EN S, ENOREIEREROER AR E LR ScED
[ERRAER] OM~DEFRE TR 2 BB T, HHRISHEH FTRE 27
HETFT NV EROTNDEEZ LD,

() AHEFEET VL, IR SCED TERARRIER] OMM~OBFEAFEA T 2200 - Al
MOEREFIHT 22 L TPHNRARETH 2 & W) RERICE SO TR Sz, L
L. B3SO LTERICEMmIR2ENEREH LGaid, 2y ofFRrgffsh
HANCERZEWEADNBREND Z DD, TOX IR —ATBWNTIL, AT

BT /WIS TX 720,

U EDRAITH D6 DD, ABHELENOEIWEREGI OER AR & L7z SCED
TERZREIER] M~ RBWER BRSNS 2 &2 RIS, @V T EETRIA6E
IREEMEE T T VAR LTI TOHETH 5, AIFEE T 7 L 2 L e RETE O ES
BETOIEREN 72 U — 7 7 o — (T Z0ATe 2 & T, BERZREIWEM & U TIRASCE LT~ &
EVEWI 27 oEEL ERIEROMAGDOEZHRE L, B & AR X FZHR L2 XY

=R 20 2 R B O BB E O I S D,

1-5 /ME

JADER & B2 2 IV D 2 & T VRS EE C20U -3 £2 (2 [E N o B HIE B D S A6 %
R L LT SCE 0 TERZ2EWER ] f~F-RafER PN ER SN 2 L2 TllT5 2
ENFRETH D, Fo, EHMERBIEN L ORRREDTRS 2RI T2 LIERNDBE X BN
TETHEREBHBIEGIEE GO A X MEAE TORM E Wo o FHIE,  TERZRE
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TER L WA~ 2 BERIDNERE S ND T B X D BN/ NS W EDPIRR SN D,
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EE  ZEXNIREBOKRR 2 HRNITIT O O ORANTHITT VOB
2-1 Hx

FHIETIE, ERNORWEREF OEM AR & Lo RASCED THERZRENWER ] A~Hr
TZIRBWERIZNEREE N D 2 & 2 PRI DR =7 VBT 5 2 & T, RaxRiE

i

DEBBRF 2R ST LMFT 21Tl L LR G, IMISCED THERLRRIER]
~DIBFED63% N ENIEGI OEFRE LRI L L7 b D TH D —F5 T, 520 37%I13% EOUAS
LEEERT DERICHNE L 72 5 0ETH HCCDSOUWETLUES O BIVERER OERE, EHN
¥ L ONBS O RIVEH I OHERE, B ORI R, AR - VA FT A2 - FRI
BT OMERMENYGETRIMLE 72> TWNDHD, ZD XK, #ExRUEGTRILE LIz THEX
RRBIWER ) B~ 2BIERNBR S N5 2, REMEHEOESHH 2 2=%=(t+ 5B
TN T, SETIRIUC TE 2 72HKF L2, WAGKHOILWFRIET LV E2HEET 5 2
EMFEMMOBR THETH D, £ 2 TAMZEZ. ERNORITEREG OLBIZRE T
[EW - B & RIERER] OB 2 UETARILUEE S < I SCED TER7Z2E
TER L W~ 7= 72 BIVE R OB R0 & BN T TRE 722 S HIME O & ORI 728 £ 7 /L 2 HEEE
THZEERAME LT,

2-2 Hik
2-2-(1) T —H Y — AR BEM

2011458 72 520224E3 H % TIZHT L WE R ZRENWEH N R SCEIBRR S N FFI D 5 B,
EIN O @I RAEBI OHERE, WA o BIERER OERE, EWN & O O IE R AE S O£,
CCDSDOUFET Z MR & L7 IRfTSCE D THEARREINEM ) M~z 72 8IVEH 08 7S 2 7 HI%
L& L7z, CCDSOUGETIE, WA DRIWEEGI DL E ST TR SN D720, BIEFES
DEFE LRI E T D FH LB L, T RICE O, THIET LOBEICLERFFHEED
TERE. BN - A2 N ORIEMEBIERE LB ET DLENH 572D, PMDAN AR
LC0D HARDERMFANERT — % X—2Toh HIADER & | KERMEIKNLF TH 5 The

United States (U.S.) Food and Drug Administration (FDA) AR L CTWAKEZHLE LTz
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WEo O EIELBIWEH T — % X— AT %Hthe U.S. Food and Drug Administration Adverse Event
Reporting System (FAERS) ZfiH L72%%, 723, FAERSIZFDAIZ L » THEMEABH I TWD
. AWFZEITFAERSIZ G £ 0 BEFEF OHIFR, MG ERLAL OIERLED 7 Loy 7L
B FRC S NToT — % Th HIAPIC AERSZ — i HIE N H AREIEHRE o 7 —h HHEA
L. THIETVOMBEIHER Lz,

FAERSIZ (1) DEMOT —7 /v (B& DOF#:, M%) . (2) DRUGT —7 /b (fi HIHEHA
%) . (3) REACT—7 /v (AHEHFZR4%E) . (4) OUTCT —7 /v (EFHESIFIEHR) |

(5) RPSRT—7 /v (IE#IFES) . (6) INDIT—7 /v (FUKHES) . (7) THERT—7 /L

(REWIME) | UL ET oM ST D, ARIFSETIX, 20224F3H £ CoOfFlr &
DEMO7 —7 /L, DRUGT —7 /L, REACT —7 /L, THERT —7 /L D42 %l ] L THE&E
ZER LTz, £72. FAERSOT — Z INALBHAARFHIANJADER & 13572 5729, JADERDT —
S UVSEBIAAR & i 2 D 72012, 20044 ELIBEDT —Z i LT,

FAERSIZIZ HADEIERES S & £ TR Y . JADER LJEFIDNEE T L ATREMHENE Z b
Do EDT, KR A VERT D AIIZFAERS2 b H AR DEIERIER 2 HIBR LT, % —FOHF
g & FRRIC . RIVERREGI OEREABE D 5 UET RIS S WA ScFE O THERARZENWEM) M~
OFT = RBWER OIBRLZ PRI 272012, R EIEG OWEER LA OHEH . EARER], B
TERFIE B LARR I B3R O WIE B 5 A A Feek ST D b O A fIENTxE B4R T & ST I BRéb
L7z,

2-2-2) TU R A

RGPS E N O EIEREGIEETR, WA ORIERESIEM. EN L0V OEIEH
FEBISEFRE, CCDSOUGT ZARMLE U Tl 3CE D THERZENWEM ] MIE 72 2@ EH 2
BRI, 2ol S iz BIVER O SCEFLHEHA & MedDRADEARGE (PT) & —EL
TeEWEMZT o M s (IER)) & U7z (R7) . &R (Af) 1. (1) &Z8imdic
1EG & R CEIVEFI 23 JADER % 72 1ZFAERS TR STV D, (2) 20224E3 HRf T, IE

Bl & m CRIEHRI DS SCE O TERZREWERM ) MlicREf s h Thawn, L2052
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T bD e Lz, KEIVEMAIZMedDRA version 25.0 DPT TS L 7=,

KT THRRORIWERA & M S5

FAGE (PT) FRAT T S

—_
(o)}

Acute generalised exanthematous pustulosis
Acute hepatic failure

Acute kidney injury

Acute respiratory distress syndrome
Agranulocytosis

Anaphylactic reaction 3
Angioedema

Autoimmune hepatitis

Bradycardia

Cardiac failure

Cerebral infarction

Cholangitis sclerosing

Cholecystitis acute

Colitis

Colitis ischaemic

Contrast encephalopathy

Deafness

Deep vein thrombosis

Dermatitis exfoliative

—_ = BN =N NN = N W R N W= = O =

Disseminated intravascular coagulation

Drug reaction with eosinophilia and systemic
symptoms

Enteritis

—_
(98]

—_
~ =

Erythema multiforme
Fanconi syndrome

Gastric antral vascular ectasia
Gastric ulcer

Gastrointestinal perforation
Guillain-Barre syndrome
Haemolytic anaemia

Haemophagocytic lymphohistiocytosis

N A= =N = = =

Hepatic failure

(O8]
AN

Hepatic function abnormal

—_
[e)

Hepatitis fulminant

—_—

Hydrocephalus
32



Hyperglycaemia

Hyperkalaemia
Hyperparathyroidism
Hyperthyroidism
Hypocalcaemia

Hypoglycaemia

Hypoglycaemia neonatal
Hypomagnesaemia
Hyponatraemia

Hypotension

Hypothyroidism

Ileus

Ileus paralytic

Inappropriate antidiuretic hormone secretion
Interstitial lung disease
Intestinal obstruction

Intestinal perforation

Intestinal ulcer

Ketoacidosis

Laryngospasm
Leukoencephalopathy

Metabolic acidosis

Myasthenia gravis

Myocarditis

Neonatal cardiac failure
Nephrogenic diabetes insipidus
Nephrotic syndrome
Neuroleptic malignant syndrome
Neuropathy peripheral
Neutropenia

Osteomalacia

Ovarian hyperstimulation syndrome
Pancreatitis

Pancreatitis acute

Pancytopenia

Pemphigoid

Pemphigus

Peripheral arterial occlusive disease

Platelet count decreased

33
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Pleural effusion

Pleurisy

Pneumothorax

Progressive multifocal leukoencephalopathy
Pseudomembranous colitis

Pulmonary embolism

Pulmonary hypertension

Pyelonephritis

Renal impairment

e e e \° B e B e T S e T e B

Retinal detachment

[\
W

Rhabdomyolysis

—_—

Sepsis

[\
(e

Stevens-Johnson syndrome

Stomatitis

—_— —

Thrombotic microangiopathy

Thrombotic thrombocytopenic purpura 2

W

Toxic epidermal necrolysis 1
Tuberculosis

Tubulointerstitial nephritis

Tumour lysis syndrome

Type 1 diabetes mellitus

Vasculitis

N = W kA O W

Ventricular tachycardia

2-2-(3) K EAERR

EBNE ISR SCE O THEARREWEM ] MIH 72 2 BIER 23 BRE S V2R B
PO = RTINS, 3P ARG, 4DU RN L OJADERIE ONZFAERSICH £ 11 5 15 # A
M LT ABNIEE U T3 R OBk &8 LR (202243 1) DOJADERIE O
(CFAERSIZE ENDMHHZMEH L CRILTOMEDREZ(FR LTz, T GRFEEITS —
BEOMFRCTEERFEE LS L CRIIN THETFIY 7T IUE] 2 TS HZ O
VRIS REEGL TOREGHED 5 HIER T2 EEMN LD 5 HEOF
HxEWT S lndexBJ . TATEEHI BH 72BN S L2 BIE SR &S5 ([Thnz
T, BIEMEAFEFR L ORREREZRET DIEHR, JWEREN T 7 —~a T VT
ZIEE) CHBR T DIERE L SBITIER L7229, BITER LR EZE VT, &
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R MR U] C A2 BV 2 1ERR LT,

JADER & FAERSIE, i SN2 BIEHOEHMIAIZE R RV A 6N 5, BAERIIZ
I%. FAERSOEWEMHE DOF-LHRRENHEE PO DD TH D DI L, JADERDEIE
MG OIFIFEENEREMAZ N LD LD TH S, ZOERIEORY 1X, BITEA®RSE D
AN FHIPEREIC R B A 52 D5 LB 27720, HFRIFEBNCEEEZER LT, 72,
B HRIE) Lo T BB DIIENL 2 3R
FTRHBRPZTEN TR, HEREN -DIZRETE 256 L. BHIFEET 2546 & Tk

FAERS & %700 . JADERIZ|Z 55— W EedE |

ESKEL ERIWER & ORI ERMROFENS LEN R D &2 7-, £Z T, JADERZEH L
THERR L72 sl L, #EedE L REA OBMR 11O L DIZIRE L TEF LIZH D, 12
WIRELTEFF LD, 2UIREL TEFF LSO ZBIMTERK L, DL EOREE

VERICBEI L T, R8ITE & 7=,

R KT —H = AHROFHE R K

JADER HH 3 D F5{#
%

FAERS FH 3D 5%
%

W7 — S ~N— R
HR O R

Basic features

(FEAFREER)

Number of reporters,
number of deaths,
number of recurrence
patients of re-
administration,
number of
discontinued patients,
number of days from
administration to
event onset (average,
median), number of
patients with event
onset within N days
from administration
(N =15, 30, 90),
average number of
missing values per
report, average
number of reports per
case, number of
quarters since the first
AE was reported,

Number of reporters,
number of reporters
from physicians,
number of reporters
from pharmacists,
number of reporters
from other healthcare
professionals,
number of reporters
from consumers, total
number of reporters
from healthcare
professionals,
number of reporters
from the United
States (U.S.), number
of reporters from the
European Union
(EU)’s 5 major
countries, number of
primary suspect
drugs, number of

Number of
reporters from
Japan and the
U.S., number of
reporters from
Japan and the
EU’s 5 major
countries,
difference in the
number of quarters
since the first
report in Japan and
the first report
overseas, ratio of
reporters from
Japan to U.S., ratio
of reporters from
Japan to the EU’s
5 major countries



average number of
reports per quarter

These are all
segmented by reporter
type and within the
groups where the
ADR to suspected
drug relationship is
limited to 1:1, 1:2, or
2:1.

quarters since the
first AE was
reported, average

number of reports per

quarter

Disproportionality PRR, chi-square test, ~ PRR, chi-square test, Signal values

analysis signals determined by  signals determined based on the
(#eatsmy>27  PRR by PRR number of reports

FIVIE) from JADER and

These features were
calculated for each
report count according
to the conditions
computed in basic
features.

These features were
calculated for each
report count
according to the
conditions computed
in the basic features.

FAERS (PRR, chi-
square test), signal
values based on
the number of
reports from
JADER and the

EU’s 5 major
countries in
FAERS (PRR, chi-
squared test),
signals determined
by PRR

Relative features  Index A, index B

(FRRFAYFEER)
These features were computed for each report count based on the
conditions computed in Basic features.

Lag features Using the point two quarters prior to the addition of CSAR to the PI

(T 7B 8EE) as a reference generates the basic features, disproportionality
analysis, relative features, and interaction features for one and two
quarters prior to that reference point.

Interaction At various time points, subtraction and multiplication were
features performed between the same features.

(22 HAEH)

Index A, percentage of a specific type of ADR cases due to the suspected drug out of all ADR cases that
occurred after using the same drug; index B, percentage of ADR cases attributed to the suspected drug
out of the total ADR cases from all drugs; PRR, proportional reporting ratio; chi-squared test, Pearson’s
chi-squared test with Yates continuity correction; CSAR, clinically significant adverse reaction; PI,
package insert; JADER, Japanese Adverse Drug Event Report; FAERS, the U.S. Food and Drug
Administration Adverse Event Reporting System.

2-2-(4) BT NMEG LT HEE
FHIET VOMEZIL, AutoMLY — /L ®DataRobot % f# ] L 72, DataRoboti%3,000L0L EdF

— X HILE, FREr =T Y T R E T LT X AR LTED, b6 EH
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TS DE TRER TRET VEERT 2 BELY -V Th 2, T—F &y MEFI
W7 —2 LT A NT =282 THEIL, AT — X 1XJBS /3 EIZZFEMRE TRl L7z, FFAM
AT, N7 — 2 OFHIICHEBZMCCA R Lc, £72. 7—% &y honEIHIEIC
LD TPHMEREDREEZEET D202, 5O0T7 VA Ay —REHALTT -4ty hay
L., TNENDT & L— RIZBIT 2 TRIVER O TR R THIET L OMREZ
P L 72,

BT IVOBEITIT2oOREY v FEEH Lc, 1D13ER L7z 1,701 O FefE oo Hr )
5. DataRobotlZ X » THBIRNIZ FHNZEF G LR WRHEE D BRI S Ve i Rk - 72 1,511 E O
FriE 670 s THMRREE] | P ARRFEETTHET Va2 —EER L%

. ZOTRET MBI 2 EBELRFHEE LAL10008 484k L7z TEZE 2R E LA7100
ff) Th2D, WmFHEELy F2EALTTFRHETVEBEL. KbBERNENSTZET L
ERASHPICTRET L E LTERIR L, THIET VICEB W TEHEZRFHSEIL, permutation
importanceZ IV Taili L7z, THIE T AER ZBR< 43487, AI#{kiZpython 3.9.3, Python

3.9.3, pandas 1.2.3, numpy 1.24.4, matplotlib 3.4.1, seaborn 0.11.2%f#fH L 7=,
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2-3 fa
2-3-(1) INERRE R

BTSRRI T, 70RO RITER 2N IRA SCE D TERZREWEM ) #l~FrizlZBi S vz,
Z DN, 6481F (92.3%) MEW - SN O FTENWEREF OEBMEARIL L L2 b DO TH
ST, MAAIIEUE BRAMEMEICHEV 414D ER] (ENOEIVEFAEFIEREZRIL L L-iB
R 3021k, EN R OVES ORIVEERISERE 2RI & L7850 « 2248, WSt o mIfEE ] 3=
JEEAARPL L U723BR0 « 120, CCDSOEGET 2R MLE L72IBRT « 7814F) L. 943914 DA fIN
fhith stz (43)

RN EEUEL RSN EEHE2

1) BREEHE LIS 1) HAE B

2) R A RS LIS 2) BREEIRLIAL

3)HIEIH% 5 LLATIZ R A 23 || JADER " FAERS | 3) I E S LIS

I TWHDH O 4) F)al$ G- LLRTZ R 9E

AEGID, RITERA. FIE | o [ | HREIR TS D

HIRTHR—HLTWNDH v v D

%) JADER FAERS ﬂﬁ%m\ﬁﬁﬁ%\
F—Ht v b F—At vk %iﬁigzgfzﬁéﬁb

PR — (n=1,946,401) (n=77,162,646)

- 2011/08—2022/03(Z FE K v v

RBIER & U CHRA SeEA~

SEEE MEEHT =S b KB ANENE

- IBFLEL Y TIEPE]) (n=5261,822) CEFlC S E R B RIE

MESMER] ) TEINE LY F s S RS LR L

WIMED]) OERICL DS f— — 52550

D, CCDSOKETIZ LD Y y « 2022/0385 5 DO YFESC

D =+ =

VRSO & ERE =6 Afl - ri%ﬁgﬁiiﬁ

S P4 0 JE AR & A5 d (n=414) (n=94391) AR S LT A e

—HLZHD

X3 AT RN O 95 7 v —

JADERW CNCFAERS 2 L, SfHICHMS SCE D TERZRENWER 1 M~ 7 2 8 ER 23185 S Uiz 1IE]
4141, EMNCEZ ENDEWERAHME SN TWD OO, IRMICED THEAREWEH] fiZidE#Es Tty
IR WEI94,39 1 A S T,

JADER, Japanese Adverse Drug Event Report; FAERS, U.S. Food and Drug Administration Adverse
Event Reporting System
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A4 IEFIF ., TERREWER ] H~B5 S 7B O WEIERIEL, AR R
(38fF) | IFHEREELH (34fF) . 7T 4 TXR T — GUE) Tholz, £, RIEH
BN UGETIRIL DO NFR Z a8 U 7ot B, RVEMENR BIE36f4 (94.7%) H3EN O REIVERES] D
ERERILE LTEBY, —HFTT 74 7F v —KRE1H (354%) #CCDSOKRT %+ &
TUFIMEGIOEFR LRI E LTEY . BER Z & ICBGETORBWIZKRERRY 235 Z &
HoENEZRo7 (K4) .

AP RS | D n-16 iR

DR R | n=13 ey

SRS RERIE Rt | - EREl " ccos
PR AR | - s

TSI 4 TR By .- .

SIGATEE | - n=17

BB RUARIE | n=23

iR = I n =34

[P 12 i 2 A n=38

RN 31 % n=22
0 _ . 100

HRZ2RER BRI OE &

X4 CHHEL D O BITE B O SR TR ML ER

mm

2-3-2) PHIET VOB LEEERGHRE

ETOY— NMEZBWNT, AARBEEZEN L c=2—F Xy FU—JET VL
XGB% —fRALIIEET )L CTT % 7 )L L 7= generalized linear model (GLM) blender? i &
EWTHIMERE 2R L. ASZEMEE TIEEAMCC 0.8771, 7 A M7 — X TILFEEMCC  0.8677

Tholz (9., #S3) .
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K9 Kv— NME oKk b FHIMEN &~ ToET LV

— NE TV FEEE Y b MCC MCC
FIRT — %) (7T A RT—H)
1 GLM blender 45 fH 73 Hri & 0.8754 0.8995
2 GLM blender 45 fH 73 Hri & 0.8827 0.8639
3 GLM blender 4 Ff 7¢ R 1% & 0.8891 0.8556
4 GLM blender 45 F 73 4515 & 0.8546 0.8402
5 GLM blender 45 F 73 515 & 0.8548 0.8792
Mean (SD) 0.8713 (0.0159) 0.8677 (0.0227)

SD, standard deviation; GLM, generalized linear model; MCC, matthews correlation coefficient

ROEWTRMERZ R LY — RESHIBWT, 7 A M —Z IZIZENORIERE

Bl OLEFE 2 AR & 95 ERREIEH DOIBREAN601F, EIP K QNS BilVEEG] O HEHE %

IRILE T2 b OB, WA ORI OER A RILY T2 & O2341F, CCDSDUET

ZRIE T HHONIMFEFEN TV (R10) . TRHDTANT—FD 55, [HNOD
RIEREBI OLBE AR & 52 b 01371 BN KOS O RIVEFIAE G DR 2 R HL &

T 5O, SN ORIEREFROEFRE LRI L § 25 b D13, CCDSDLKET % R H#L
ET 2 b OIFMERTRIOR RARMETH - 7=,

F10 HERZRBEWERORIGT A N5 — X IR 5 TR
KR RIEH OB AR BHIGME/ T — 25 (%)
(=N @ BIVE R E B D475 53/60 (88.3)
[N K QNS D RIVE RE 51 D 255 2/3 (66.7)

WEak o BIIVE R IE G O 54

CCDS DFET

1/4 (25.0)
15/16 (93.8)

b i O T RE

7~ L72GLM blender|Z 3T, EE /2R & ®II 7= EALSF

IZ [JADER & FAERSHIZ 2 U CEHE L72. A X0 b ISAR2 DU - B Bif i A5 oD 4 [ 3R

TOWEMED > BLIEFER T EHKLN GO HHEDE S ZEWT 2 [Index B derived from

JADER + FAERS case reports 2 quarters pre-event] | . [JADER & FAERSIZ & £ 412 KRN
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FESHENL OWRE LML L TEE Lo, A X2 FEAMEHIRTR RO > 7 F U E
% B9 % [PRR from JADER case reports + reports from major 5 EU countries 2 quarters pre-
event] | . [JADER & FAERSIZE £ 415 MM 2SI E b O 2 L TR L
7o A XY IR R D 2 7T VE % BT %5 [PRR from JADER case reports
+ reports from major 5 EU countries 3 quarters pre-event] | . [JADER & FAERSIZ & £i15
RN FZESE 26 DM Z A L CEE Lo, A 2 M ISA3 DU -3 Bif i i oD 42 = 3K 4
TOWEHHD S GERTHEELDHDLMEDOHEIEZEWT S [Index B derived from
JADER + reports from major 5 EU countries 3 quarters pre-event] | . [JADERZf#f L Cif
BL7z, A M2 BRI R O FIE R & 7 6 kU 72 I 4a k4 %
[Number of quarters elapsed since the first report of the ADR derived from JADER 2 quarters
pre-event] | TdH o7z, ZHODOEERFFEEDO T T, [Index B derived from JADER +
FAERS case reports 2 quarters pre-event] 2 b EHENm@mN-72 (FRI11) , £, &£ —
NMEIC I 1T D HEE AR E RS2 fERd L7o#5 8. TPRR from JADER case reports +
reports from major 5 EU countries 3 quarters pre-event] 733X T — NETIHaf L THEE
TeREE L L C®RE SN TE Y, ndex B derived from JADER + FAERS case reports 2
quarters pre-event| (34 DD — NEIZB W THERFGFHESE L TEEINL TV (R

12)

#11 GLM blenderlZ 3317 2 BHE 2 K& EAT51H:

R4 RS S

Index B derived from JADER + FAERS care reports 6 1.000
months pre-event

PRR from JADER case reports + reports from major 5 0.781
EU countries 6 months pre-event

PRR from JADER case reports + reports from major 5 0.586
EU countries 9 months pre-event

Index B derived from reports + reports from major 5 0.519
EU countries 9 months pre-event

Number of quarters elapsed since the first report of the 0.363

AE derived from JADER, 6 months pre-event

JADER, Japanese Adverse Drug Event Report; FAERS, U.S. Food and Drug Administration
Adverse Event Reporting System; EU, European Union; PRR, proportional reporting ratio; index
B, ratio of adverse events associated with a specific drug to those associated with all drugs.
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#12 A — NMEICBIT 25 b THPERR O & WE T /L O EE R R SR BALSIE

R4 LA

PRR from JADER case reports + reports from five main EU countries

3 quarters pre-event >
Index B derived from JADER + FAERS case reports 2 quarters pre- 4
event

Comparison of reports from other healthcare professionals from 3
FAERS 2 and 4 quarters pre-event

Increase in reports from other healthcare professionals from FAERS 3
between 2 and 4 quarters pre-event

PRR from JADER case reports + reports from major 5 EU countries 2 3
quarters pre-event

Index B derived from JADER + FAERS case reports 3 quarters pre- )

event

Index B derived from JADER + reports from major 5 EU countries 3
quarters pre-event

Number of quarters elapsed since the first report of the AE derived
from JADER, 2 quarters pre-event

PRR derived from JADER and FAERS case reports 3 quarters pre-
event

PRR derived from the multiplication of JADER and FAERS case
reports 2 quarters pre-event

Index B, percentage of ADR cases attributed to the suspected drug out of the total ADR cases from all
drugs; PRR, proportional reporting ratio; JADER, Japanese Adverse Drug Event Report; FAERS, the
U.S. Food and Drug Administration Adverse Event Reporting System ; EU, European Union
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Supplemental

KS1. HHRFE 7 L O TFHMERE &
7

ik — FA R F—H
74 i R EE MCC  Precision Recall AUC MCC Precision Recall AUC
RA

SVM -RBF % L 0.785 0.899 0.693 0.966 0.767 1.000 0.591 0.983
Kernel (0.044) (0.066) (0.068) (0.024)

Extreme e 0.744 0.981 0.575 0.787 0.781 1.000 0.614 0.807
Gradient (0.093) (0.033) (0.128) (0.064)

Boosting

Light ML 0.727 0.960 0.560 0.780 0.767 0.981 0.602 0.801
Gradient (0.099) (0.042) (0.125) (0.063)

Boosting

SVM-RBF £ 0.938 0.989 0.892 0.989 0.922 0.987 0.864 0.998
Kernel (0.032) (0.019) (0.047) (0.012)

Extreme V<)) 0.772 0.973 0.619 0.809 0.767 0.981 0.602 0.801
Gradient (0.078) (0.035) (0.101) (0.051)

Boosting

Light V<)) 0.754 0.954 0.604 0.802 0.789 1.000 0.625 0.812
Gradient (0.078) (0.042) (0.113) (0.056)

Boosting

RBF-SVM, support vector machine with the radial basis function kernel; EFS, exhaustive feature
selection; MCC, matthews correlation coefficient; AUC, area under the curve.
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KS2. FHIR T £ T VIS L HE R RN E

A IR S - R R E

RBF-SVM * Index B

* Number of newly reported patients from a quarter ago
+ Average number of patients reported per quarter
* ROR
Light Gradient Boosting * Index B
* Number of quarters that have elapsed since the first
adverse event was reported

* Number of newly reported patients from a quarter ago

* Average number of patients reported per quarter

+ Upper limit of the confidence interval of ROR
Extreme Gradient Boosting ~ + Number of patients

* Index B

+ Number of newly reported patients from a quarter ago

+ Average number of patients reported per quarter

* Lower limit of the confidence interval of PRR

* Upper limit of the confidence interval of PRR

PRR, proportional reporting ratio; ROR, reporting odds ratio; index A, the ratio of the target adverse event
number of specific drug to all adverse events numbers that reported for the same drug; index B, ratio of
adverse events covered by a particular drug to those covered by all drugs.
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#S3. B RS E EAT100EZEH L7277 U o 7 ER

v— N&A T MCC (FIFR7T— %) MCC (7 A h T —#)
1 GLM blender 0.8651 0.8799
2 AVG blender 0.7785 0.7813
3 GLM blender 0.8811 0.8104
4 GLM blender 0.8205 0.7769
5 GLM blender 0.7026 0.7446
Mean (SD) 0.8096 (0.0720) 0.7986 (0.0457)

SD, standard deviation; GLM, generalized linear model; AVG, average; MCC, matthews correlation
coefficient.
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