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SR T, FEAIOF I - RV BET 280 Th Y | EHELBHEN S
AR % T4 £ IR A VHEITE 2 85 LT 5, 4R, BrIc i A Ic 3 1) B
HIFVEE OB RO BN R RSN TR Y . dilizEELOF
PER O 27 G HREFT DD DBEELRFE 2> TS, EELOZEMITE
W CERB SN DRIt — 2 Ic RS ERZMICHF s 5, EER
DAEFERIIT, BIEHEMRN S O, FEFARKE L THID TEL D DR H D
728, KBS EIRIIE S vi- 7 — & OoF AMEIEE Y, £/, ERBEY T
I, BRRRBR D L 5 I EENICB W TEEL ARG SN 5D Tldz< |
EOPHA. BEISAME S OEMER R G0, mlE /N i, IHEREOH D
BELED ) R T OFEWEBFICRT 285 b1Tbh b, 5o T, BRBS D O
ENERM L KB AEEFER B H WL T — ¥ X — X (spontaneous reporting
system: SRS) 13, FERRER CIXRH SN2 o> = RAOA EFEL O HCHFK T
O FFEREZ S L 7o Z MRS ICA HTh 5,

KE T, k[E Food and Drug Administration (FDA) (3 HSE&HHICxF LT, 224
PES 7N ORE &R, M OBEENIEIC L DB Z 2R L TEk D 2004 47>
Hlid, BESCERAL N LOARREICL - THEEIND T — ¥ X—Z (FDA
Adverse Event Reporting System: FAERS) %# Web L TXA B L TWw %
(https://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/
AdverseDrugEffects/ucm082193.htm), FAERS (X KD SRS TH 1 | KL FRE
A SR U 7= AR IR <RI ST b,

—J7. BARTIE, EHEM, EREREORE., ALK OLZ MO MRS
T O CGREE) IS & REROETOEEKBEGE K L CRIERRE N

1



BHEOT BN TWD, MALATBUIE NEK S EFRER R G P (Pharmaceuticals
and Medical Devices Agency: PMDA) (%, S /o b 4 EEMEWER T —#
~—Z (Japanese Adverse Drug Event Report database: JADER) & L TABH L TW»
% (http://www.info.pmda.go.jp/fukusayoudb/CsvDownload.jsp). JADER [%, 2012 4
4 HDORFANOHAEE T, £ < OHFFERERECERIEBIZ 31T % 22 MEaHm CF) 1
SN TS, Table 12 FAERS & JADER D%tttz R L7z,

SRS Z HWTZ A HFRFROMATICIZL, SREHE M CRERIGE, #ix O et
BEAHWSLND, 7T ARV SNSHEIRICIE. AAD PMDA kU 7
v B IRAIEAR A & — (Netherland Pharmacovigilance Centre: Lareb) 23 H L T
V% reporting odds ratio (ROR), #[EEH /T (Medicines and Healthcare products
Regulatory Agency: MHRA) 23 L C\ % proportional reporting ratio (PRR),
FARFEREES (World Health Organization: WHO) 23 F§ L TV % information
component (IC), K[E FDA 2MEH L C\ % Multi-ltem Gamma Poisson Shrinker
(MGPS) ZENRF LAV TN D, AFFETIE, £, FHEFIENEEC, KK 0
AR ATREZR 1 P AT o Z BIRSHTITIGM TE % ROR & 7 J Ui ik &
L THWZ,

51 B TIE, 2011 RIS TR ENC U CIRAR I S 7o ELBERR D Bk [ 5K
(direct oral anticoagulants: DOACs) T, H#Z k1 B [HEI TH % dabigatran D
LA FFHRITHT Dl L ORI DRI DWW T, RFEIZRBREL LD
i & @ te FAERS Z W THRIT L7z, E7o, BEAFORE O HEERESE warfarin & 0
& T T o 72,

HR2ENOEIETIE, AT A —T AV a Y JEWERE (Stevens-Johnson
syndrome: SJS) MUY HEEMEFR B BEAERIARIE (toxic epidermal necrolysis: TEN) |
DUWTHENT L7z, SIS/TEN [FWih | 38 ELL LD mEE R 2by O B ORS

2



JEIZFEIE « FEIR, KSE S NZEDOW LVERDPBN DI TCROEHVERTH D, 5
JEREFF 352 RIIEMH SN TR 69 BIEHENIEF TRV 2D EFRTH &
VPN DBEEEOWEEDEE LN LG FEE-OMER O EICE T 53 LW

a

FEATIXZ2 S CTUelwy, 55 2 B CIX, FAERS Z#H\WC, YA 7 ¢ v 7 [\g
A LT, SIS/TEN OFIEICBIT 2 4F s L OMERI D RBE AT L7z, 553 &
TIE. JADER Z HIWTH; 2 B & [ARROMNT 21T > 72, HIZ, JADER DEH indx
5-Biha B e O EHERIEH A ORFRIEHRZF M L. Weibull 34fi &2 W72 A EF
G - ReIfRAT 217V B ORIWERRBNE O 7 1 7 7 A Va2 Et Lz,

%4 B TIE, RS RO FEEORIEICRT D, Fin, IR ORY 77 —<
DRI OWTHNT Lc, AR Ominfbld et b@ofETH 0 | mils
DI=H DL R EFA KD G TV D, mlE 1B 7R B2 EE LT
52 ML B DEELBPEEINDOGRY 77—~ —L720 G, mic
L DAL D T AEFGLEY - EWH BN OB L2 T 5 < &
HHBN SN LI E DT ReT 7 AREBEORBENEL D Z & H %0, SRS
ERWERY 77— o — L FEFRR L OBEMIIZNE T E A ERFT SN
TR ARBFFETIZ JADER Z VT UFFRETE K OV B T O FEIE 63 2 4 i
PERI K OV - KA D FEBZ DN THRAT L 72,

LLEDOFERIZONWT, KL TIE 4 HIZOVFRRT 5,



Table 1 FAERS & JADER O Ehifi

FAERS JADER
ERX4 R FDA Adverse Event Reporting System Japanese Adverse Drug Event Report database
I BRAR BE FDA (Food and Drug Administration) PMDA (Pharmaceuticals and Medical Devices Agency)
INBHBAAG 20044 20124
s I 19694 ~20164F 2004 ~20174
La— M #1900 77 1 #9485 1
T —7 LAY DEMO SEBITE R (MERI. AF ) demo JEFITE®R (MR, Fls, JRK - KES)
DRUG ol P 125 8K drug ol 122 S A 1
REAC fHEELREHR reac HEERIGH
OuTC i 17 hist T R R
INDI T S5 FE
THER TR 15
RPSR AT




F1E AEFZFARRET —FX—Z (FAERS) |
dabigatran & 0" warfarin @ H i VEA E RGBT 5 iR

PUMFRFRE T AN 10 2 1 O AR A 2 ] L, D o A58 2SO 3655 D ifu A%
AR FOFROTDIZFEM S5, MARIZITEIRLAE & FIRMESH Y, T 7
THEZE, 77 v — A A N ZE S O IR L R M AT ZE S0 O AR ZE R | LI oD I
R T O A 2 TPl REE DS I & 2, SRR ARIE - i 2845000 P AR Bl IRF
DR T B, OFIERNFEARE S | LR 0D I\ EAIR C O FRARIIAR | (T HTE [ 5603
WHR D P, BUARRE TR, BRIRB A ERERICER T 570, AR
a2 L BTl 2 EDREETH D,

BEAF O 1 HUEEE HE warfarin (3, O FEFLC/ G & O EAEHRZ <, 71 b
0B R ERBEYELL (prothrombin time international normalized ratio: PT-INR)
WS HEREPALETHLFEORENH 7=, 2011 12 DOACs & L THE
B b r B BHESK dabigatran 23KFE S L, D% 2013 4FE E TORISTEMEL ML
REEE S X [KF (Xa) PHFE3E edoxaban, rivaroxaban, } UF apixaban O 3 #l7237&
RENTZZ ED D, BIEIT 4 FEXEO DOACs AMEFAFHE L 72 0 | AFE-CRE L
KBNS NSRS TW D Y, EeROPEEE S OER S % Figure 1 12, %
DR % Table 2 IZF & 07,



X]| =y X3 | Rivaroxaban

Apixaban
Edoxaban
Villa l
Warfarin X o) Xa Dabigatran
VII == V/]]a protorombin === torombin
Vila-TF fibrinogen fibrin clot

Figure 1 728 O PLEEEFEDOIEH A



Table 2 572 #% 1 HUEEE 3K D K%

Ban DOACs
A A T7HF Lk T Fa2—2 VTS =77
— k4 dabigatran rivaroxabn apixaban edxaban warfarin
1 B trombin factor Xa factor Xa factor Xa vitamin K epoxide reductase

(VKOR)

Whe - AR @FEFPBUEN LB R

BT DHE MAEAZE T f OV

@R EENE D BN B L2
BT DM ML AR K Ot

@SR EIE M O AN EY B (2
B DREMAERG RS Je UV

@5 FPEE ML D 5 L
BT DRE MR ZE T e 04

@ (iR IEARIE (FUR AR AE
CFIIIESE | i JEARE | 4

B MEFERRIE O S AEI I R B MEFERRIE D FEFEH] L P FERRIE D R E By PEFERRIE D S JEA i FERRIE | AR\ TS T2
ik FERRE (5T R i T B MR LA B OV A2 @ R AR ZE R (RS R @ R MR FEARSE (G R AR HLRRIES) DTEHE K OV T
IiE B OVl AR ZEARSE) DR FERRAED TR K O FE ] MUARAE K OV i FEARAE) HARSE K OV LA ZEAR HE)
B OV FE 4l DRI S OV FEFE 4] DI K ORI
@ Nl FEEEEAE Tl
T TR DR MR 28
FAiE D SE I
IR B E A gl B B 4
AT X B E B BT T
JE B 1151150mg 1 H 2/=] 1= 15mg 1H 1[5] 1[E]5mg 1 H 2[=] 1/5160mg 1 A 2[8] a1~ 5mgF2E 1A 18]
Mk EEEER A (e b e
CE U ROV r AR T
A b)) HICESE R EEY
RE
Pt H i B - i
BATE S »H Y 2L el 2L Y
WAZRENE 1. i G ., SEERN 1. i 1. i 1. HHif 1. i GBEEE A BT)
H H 1 5% Y AR i (1.6%) SN (0.09%) | Ak H i, TR L (BEEE R B) | A L (1.24%) | S8 2. B HEEEE (BEHEERI)

SN i (BEEE A HA) 2

2. [RVEME Z¢ (BEEEAS B 1)

3.7 FT4TF T — (HEAR
B )

4. VAR 42 BEEERBT) | A
AERESE BEERDY) | BE (BHEE
AH)

(0.08%) | iz (0.07%) .
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Wi (0.78%) . AL
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(0.38%) . FHBIHALAE HifL
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3. [VECPERTR B (SEEEASHT)
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VAL Hif (0.6%) . ARPY
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2. FHVELPE e £ (B AN )
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Dabigatran I, FEFRBREMEL BN EE 2 I 1T 2 iAo A B PR FEMIE O T 1
IR A &% DOACs T 5 5, FDA | randomized evaluation of long-term
anticoagulation therapy (RE-LY) #ABR D Phase N DfE (2 H-S & dabigatran % K2
L7, RE-LY Bk CIazs &k OV & ME3ERIE O EIA1X dabigatran )2 OY warfarin
TR TH 7278 6, KHIMLIE dabigatran 110mg #5557 Tl warfarin & b L C
AREIZHA L, dabigatran 150mg % 5-# CiX warfarin & F% Th o7z 6, HIZ,
dabigatran |$lj % 5 &H#E T, warfarin 58 1 D BHBEN MM OEE MK 72 6,
Dabigatran (& 889~ % ERIRFAER D —% % Table 3 127”7,

Dabigatran 1%, FIZB e HRE A E UCHRlt S 7, P OB EER
BETIE, TOMHREIIET AND 2-3 (512700 2 ERMEIN TS 5, RE-
LY RBRClE, Wb HMIT dabigatran 110mg £ 5-8F TIXHIINE$, dabigatran
150mg BEHRETIFEM L7z & fE > T, dabigatran DM FPRED EFIZE D, 1H
LR I U 2 7 I3 KT DAl H 5 7,

DEMENIRERE ICZWREBTH Y, LEMENC X 2 MEEH OB H I Y A
7 13MERIZ £ 0 #8095, Eikelboom &1, RE-LY #ERICIH VT, > 75 D EE
231 % dabigatran 110mg K OY 150mg i #¢ 5- EFEOBHZE N I Y A 7 1% warfarin
(LTRSS BEEESME ML Y XA 7RSI E W EE LTV D %, Eillsdid s
FBUWTIL, THRE M OFEBSER 72 B I b LT S i As 2e o4 B P38 e
JEIZERMICEE CHDHT-0, @& G-ERED dabigatran N LV FHE D 6,
— 5 R R OMEMER 22 THAG A X, A O QOL 24K T S ¥ 2 AR & 5,
> T, @il #E (CF0) T dabigatran 25{HLE HIMLIC 5 2 258G S D R &

ThD,



Table 3 Dabigatran (T BiE 9 2 fifi RAER — &

Bt R B R A Sk
RE-LY Connolly, S. J. et al. Dabigatran versus warfarin in patients with atrial

RE-LY Asian subgroup

RE-LY cardioversion

RE-LY exposure of VKA

RE-LY intracranial hemorrhage

RE-LY Japanese population

RE-LY periprocedural bleeding

RE-LY previous TIA or stroke

RE-LY quality of INR control

RE-LY renal function

RE-LY risk of bleeding

fibrillation. N. Engl. J. Med. 361, 1139-1151 (2009).

Hori M, et al. Dabigatran versus warfarin: effects on ischemic and
hemorrhagic strokes and bleeding in asians and non-asians with atrial
fibrillation. Stroke 44, 1891-1896 (2013).

Nagarakanti R, et al. Dabigatran versus warfarin in patients with atrial
fibrillation: an analysis of patients undergoing cardioversion. Circulation
123, 131-136 (2011).

Ezekowitz MD, et al.; the RE-LY steering committee and investigators.
Dabigatran and warfarin in vitamin K antagonist-naive and -experienced
cohorts with atrial fibrillation. Circulation 122, 22462253 (2010).

Hart RG, et al. Intracranial hemorrhage in atrial fibrillation patients during
anticoagulation with warfarin or dabigatran: the RE-LY trial. Stroke 43,
1511-1517 (2012).

Hori M, et al. Efficacy and safety of dabigatran vs.warfarin in patients with
atrial fibrillation. Circ. J. 75, 800—805 (2011).

Healey JS, et al. Periprocedural bleeding and thromboembolic events with
dabigatran compared with warfarin: results from the randomized evaluation
of long-term anticoagulation therapy (RE-LY) randomized trial.

Circulation 126, 343-348 (2012).

Diener HC, et al. Dabigatran compared with warfarin in patients with atrial
fibrillation and previous transient ischaemic attack or stroke: a subgroup
analysis of the RE-LY trial. Lancet Neurol. 9, 1157-1163 (2010).

Wallentin L, et al. Efficacy and safety of dabigatran compared with warfarin
at different levels of international normalised ratio control for stroke
prevention in atrial fibrillation: an analysis of the RE-LY trial. Lancet 376,
975-983 (2010).

Bohm M, et al. Changes in renal function in patients with atrial fibrillation:
an analysis from the RE-LY trial. J. Am. Coll. Cardiol. 65, 2481-2493
(2015).

Eikelboom JW, et al. Risk of bleeding with 2 doses of dabigatran compared
with warfarin in older and younger patients with atrial fibrillation: an
analysis of the randomized evaluation of long-term anticoagulant therapy
(RE-LY) trial. Circulation 123, 2363-2372 (2011).




FAERS I3 EMHEN L L, T— 2~ A = T FEEZAWZ V7 Uiz &
0 RRBIRA A R ERG & A EFROBEREOR AN TR ER M
AR 72— /T 5, Dabigatran | PT-INR (2553 < H & & S5
(CEEHE TR A ATRETH 5 1 FKGRIE % (T warfarin DU L LTHIfF S
727, 7KG8# . FAERS |28\ T dabigatran [ZBH# 5 & S5 HEE CEIEN 72
LA FFRBE LML 1 BAEICBWTHIIEND 5 7 HiE D 2011 £
11 Al Z2etdEll (7 v— L& —) PR S 2, RE-LY BRI\ T, HE
R EEOBE IR STV 523 610 FAERS I IEH 7O HE B RN 2ICE
% IR BSRE L~V DO & E e, e T KERR & SO U 72 VA Hif o022
BMEHI 21T 9 2 & T, KGRI O REIRKRER ) O 135l T E Wi o 2 R & 5
L ENRHBRD,

AR, SRS & Wz ESE AL & A H 4 & O B ORRFHT . R AT ICHES
{EDNDT —H~vA =2 7T NTY AAPREEIN TS B ROR X PMDA
R Lareb IZ XV FIHEIN TWDEEMET 7 FARIET S, e VAT ¢ v 7 [FK
T, SR O FHEE S AR 2R R IE C & B 16,

Dabigatran & O warfarin |2 & 2 H LA E RIS T L F MmO EL, nd X
T4 v 7 AERE O TR U723 ROR IZ L » CiFli L2 X 2 v E T
W, AHWFFETIE, FAERS % V>, dabigatran (& K 2 LA ESE S L 4 o [EE
M A GEA U, warfarin & ER L 7=,

F2f ik

TS =

FAERS (%, FDA web 4 Fb XU m— KL, 2004 41 H226 2014 43

10



HE Tl SN 7 — 2 ZMATICRI L7z, FAERS OR§iE(L, ICH-E2B 7 A
N7 A v (EEMZEMEEAOFHE) [THEILL T\ 5, FEFRGALIT ICH EEE
= g% M G (Medical Dictionary for Regulatory Activities: MedDRA)
(www.meddra.org.) (ZHEHL L 72 FAGE (Preferred Term: PT) (2& VW 22— N{EL 7=,
fEHT X5 1% dabigatran M (Y warfarin & L7z, FAERS T, #&EH Ik L CTEIE
i D — M2 D A7 B A OIS & & 8 TRl 2 DSR4 O Xk & T RE
LTW5%, fifHTiE, fH % O—AICHE L3 572, FDA KRB 1,447 bt H O/
HFEIEG A SO EE LA O A 3 T Drug Bank (www.drugbank.ca) D7 —
xR ML, EEHRESIL., FDA H#45E D J7 ik  (https://wayback.archive-
1t.org/7993/20170404211700/https:/www.fda.gov/Drugs/GuidanceComplianceRegulator
yInformation/Surveillance/AdverseDrugEffects/ucm083765.htm) (2 {7 V>, & #r @

CASE o "—zE8H L. F—RBEOEGRS 2T ORI LT,

MHHEFROER

HEREGDEFRIL., MedDRA N— 3 > 17.1 (24> 7=, Dabigatran & X
warfarin (2 BE#H 9 5 A EFROME 1L, MedDRA M ZE A (standardised
MedDRA Queries: SMQ) K& UEEBIK77%H (System Organ Class: SOC) & HV 7z
7, SMQ 1, EIRSZRIT D WA B\ T, B2 AIEENE 0 & 2 {1 B E
LEVERE ORFE L MR A BT 52 B TER S TE Y . MedDRA @ PT %
IN—F L=t D THD 7, —7,S0C i MedDRA DMEEHEIED —>TH Y |
PT ORI E Z T —& OB ETH S, 45 PT I3 LT—2LL Ed SOC 3
AT BTV D 7, 2o SMQ KT SOC ZFIM L, HLE HiofHizix
“Hiif B AR (R R A EE A FR <) (SMQ = — R:20000039), 7>> SOC »3“H
WEIEEZREE T 5 71 350 PT 2 M, BHEN ML oA IR, i ERRBRA

11



FFEZER<)” (SMQ =— K: 20000039) 7> SOC 23t AP E" %Y1 5 35
FEOD PT & iz,

fiFAT

7 FURIZIE ROR &2 W, “HillAEFL I T 5 dabigatran &Y
warfarin O 5% % B U7, “Cases”Z “HIIMMEAFFG DML & L, “non-Cases”
EENLUSNOETOHRE L L7254, ROR 1T dabigatran % warfarin (2 B4
LR TOWMEITH T H“Cases” DHREEIG L 7T — X X—ANDOMOETOHRE
IZ%F3 5 “non-Cases” DHEE G DL TH Y . (ac) / (b:d) DEFEXAEHWVT 95%
{EHEX ] (Confidence Interval: CT) & & HIZEH SN D, “HI A FEEFR K
T DEM O EL TN T 572, 5% 0-29 5%, 30-39 ik, 40-49 ik, 50-59 %,
60—69 ik, 70-79 i%. 80-89 k. KU =90 kD I J@HIME LTz,

ROR < | [3#H L FEFGICHEEME /2L, > 11X 7 Fadbv b Lz, Zatk
7 FiE ROR D 95%CL O FIRMEA > 1 THLIGEICHEE AR LT, &~
TR, ABIEROE T T LI, Dl b 2 U EoREEET L 18,

PERI, SRS K OVERUE LT d v P25 ¢ v 7 [ElRRICR AT Z 21
£V, T—HRX—=RIAFET D AR D & 2 ZHAE R T O 24TV 5% ROR
PR LT, ATICIZUToOr 2T 4 v 7 7 ARE iz,

Log (odds) = o + B1G + B2Y + BsD + fsA + BsD*A
[G = gender, Y = reporting year, D = drug (dabigatran or warfarin), and A = stratified

age group]

FHEE ROR 1X. 4049 mOF gz st L TCRHE L, KET 0, A

12



TEHED 72 NET V&l U, LR HRE 2V A8 BAEHIE ORI 217 - 72,
2B DZENHHEE 1 O A ZR3AMITHE D DT, p<0.05 DEZHEFHHIIZ
gL Lz, T—ZMHT2id, IMP /X—7 3 > 11.0 (SAS Institute Inc., Cary, NC,

USA) # iz,

53 H AR

2004 4E 1 25 2014 4F 3 A % TIZ FAERS (284 S TV 2 513 5,597,297
T o7-, FDA #EROHIEIHEVEERE 2RI L. Flin L ORI KB O
720N 2,143,443 & f#ATIZ V72, Dabigatran K (8 warfarin @ ROR % Table 5
O Table 6 (2% & 7z, Dabigatran (ZBE S 5 HI D 5 5, SOC Z T B 5k
EIZRE L2 MBS 5 ROR (95% CI) 1%, 40-49 /%, 70-79 5%, 80-89 i, M
O > 90 5% T, %, 4.88(3.26-7.31), 13.55 (12.79-14.35), 19.34 (18.30-20.44),
K TR26.18(23.05-29.74) T > 7= (Table 5), Dabigatran OV L4 HifiLd ROR 1%,
Fln & & HIC B LTz, Warfarin (ZB8E 9 5 Hiod 5 & SOC & HWTH G
fEE 2[R L 7= ROR (95% CI) 1%, 4049 7%, 70-79 i%. 80-89 ik, KU >90 ik
T, %% 2.95(2.55-3.41), 4.74 (4.46-5.03), 5.80(5.42-6.20), & 1} 5.39 (4.42-6.57)
Td o7z (Table 5), Dabigatran O &ilin# 235 1T 2 1HLE HIMLIZ %95 ROR (%
warfarin XV & &0 72,

Dabigatran (ZB# 32 1D 5 & SOC THIFRREEIZRE L 72 ROR (95% CI)
L. 4049 5%, 70-79 i%. 80-89 ik, KN >90 i T, & 4. 3.54(1.46-8.57), 9.57
(8.54-10.72), 10.44 (9.31-11.71), KX 10.11 (7.63-13.40) T - 7= (Table 6),
Warfarin {ZES# 35 Hifnd 5 5 SOC % HV THRGRREZ IZIRE L 72 ROR (95%
CI) . 4049 5%, 70-79 7%, 80-89 %, M} =90 5 T, 4. 2.79(2.09-3.72),

13



4.92 (4.40-5.50), 6.58(5.85-7.41), & 1X6.14(4.34-8.69) Td 7= (Table6), Fhifk
FHIMIZXT 9% ROR EAERORIZA B RBE#EIIRD S hoTz,

HALE H i O3S 1FEU% TV ROR (95%CI) % Table 7 (2% & & 72, Dabigatran |2
BT 5 80-89 ik K TN > 90 i DIH/LAE HiIfiLo> ROR (95%CI) 1%, 45 % . 10.61 (9.98—
11.28) K& Y 13.22 (11.42-1530) T& o 7= (Table 7)., Dabigatran * 6069 i .
dabigatran * 80-89 %}z TN dabigatran * > 90 1% DX A/EMIAIL, BEEREICE W
THFINZHETH Y . FH% ROR (95%CI) 1%, & 4. 16.66 (11.01-25.23), 31.36
(20.81-47.26), } TN 45.14(29.30-69.53) Td > 7= (Table 9), Dabigatran O H{LE H
1. O FHEE ROR 1 INESIZ L 0 _E5F- LTz (Table 9 X OF Figure 2), —J7 . warfarin
@ ROR [FhEHIZ £V _E&F- L7227 > 7= (Table 8), Warfarin* 70—79 i . warfarin* 80—
89 ik, MK UF warfarin®* > 90 K DA AAF ML, LE B EIZB W THRENICAE
T, P ROR (95%CI) 1%, &4, 7.33(6.23-8.62), 9.21(7.80-10.87), K 1*9.02
(6.96-11.69) T -7z (Table 9),

Dabigatran & U" warfarin |Z B9~ 2 ##8% H L OFFE ROR 1, Mifsic L0 &
AL TEO T RAEAFEMEOLEHME b HE TlEe o7 (Table9 K&

O® Figure 3),
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Table 4 Characteristics of cases and non-cases, hemorrhage events (SMQ20000039)

limited by SOC for gastrointestinal disorder and nervous system disorder.

Case (%) Non-Case (%) Total ROR (95%CI)
Gastrointestinal disorder
Total 43,758 2,099,685
Gender Male 21,325 ( 48.7) 795,968 ( 37.9 ) 817,293 1.56 ( 1.53 — 1.59
Dabigatran 4,541 ( 104) 15,186 ( 0.7) 19,727 15.89 (15.41 —-16.45
Warfarin 4,035 ( 9.2) 43,596 ( 2.1) 47,631 4.73 ( 4.64 — 495
Mean age 60.8 53
Nervous system disorder
Total 10,868 2,132,575
Gender Male 5,479 ( 50.4) 811,814 ( 38.1 ) 817,293 1.65 ( 1.59 — 1.71
Dabigatran 888 ( 8.2) 18,839 ( 0.9) 19,727  9.98 ( 9.30 —10.70
Warfarin 1,098 ( 10.1) 46,535 ( 2.2) 47,631 5.04 ( 473 — 5.37
Mean age 61.7 53.1
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Table 5 Characteristics of cases and non-cases, dabigatran or warfarin associated
hemorrhage events (SMQ20000039) limited by SOC for gastrointestinal

disorder.
Drug name Age Total Cases Non-cases Rate Reporting odds Ratio
(year) (n) (n) (n) (%) (95%CD
Dabigatran
Reference
0-29 291,711 4,274 287,437 9.77 0.76 ( 074 — 0.78 )
30-39 216,892 2,525 214,367 577 060 ( 0.58 — 0.62 )
40-49 313,483 3,980 309,503 9.10 0.65 ( 0.63 — 0.67 )
50-59 437,570 6,594 430,976 1507 0.78 ( 0.76 — 0.80 )
60—69 418,434 8,319 410,115 19.01 1.10 ( 1.07 — 1.13 )
70-79 286,535 7,844 278,691 1793 1.62 ( 158 — 1.66 )
80-89 139,953 4,928 135,025 11.26 2.07 ( 2.01 — 2.13 )
>90 19,138 753 18,385 1.72 220 ( 2.04 — 237)
Dabigatran administration
0-29 104 24 80 0.05 14.40 ( 9.12 — 22.73 )
30-39 76 8 68 0.02 565 ( 272 - 11.76 )
4049 282 26 256 0.06 488 ( 326 — 731)
50-59 1,148 167 981 0.38 820 ( 696 — 9.66 )
60—-69 3,620 649 2,971 1.48 10.62 ( 9.75 — 11.57 )
70-79 7,059 1,515 5,544 3.46 13.55 ( 12.79 — 14.35 )
80-89 6,393 1,785 4,608 4.08 19.34 ( 1830 — 20.44 )
>90 1,045 367 678 0.84 26.18 ( 23.05 — 29.74 )
Warfarin
Reference
0-29 290,568 4,243 286,325 9.70 0.74 ( 0.72 — 0.76 )
30-39 215,267 2,450 212,817 5.60 057 ( 055 — 0.59)
40-49 310,402 3,812 306,590 871 061 ( 059 — 0.63)
50-59 432,272 6,324 425,948 1445 0.72 ( 0.70 — 0.74 )
60—69 411,028 7,981 403,047 1824 1.03 ( 1.00 — 1.06 )
70-79 280,036 8,165 271,871 1866 1.70 ( 1.66 — 1.74 )
80-89 137,147 5,738 131,409 13.11 247 ( 240 — 254 )
>90 19,092 1,010 18,082 231 294 ( 276 — 3.13)
Warfarin administration
029 1,247 55 1,192 0.13 222 ( 1.69 — 291 )
30-39 1,701 83 1,618 0.19 246 ( 197 — 3.07 )
40-49 3,363 194 3,169 044 295 ( 255 - 341)
50-59 6,446 437 6,009 1.00 3.51 ( 3.18 — 3.87)
60—-69 11,026 987 10,039 226 480 ( 449 - 513 )
70-79 13,558 1,194 12,364 273 474 ( 446 — 5.03 )
80-89 9,199 975 8,224 223 580 ( 542 - 6.20)
=90 1,091 110 981 0.25 539 (442 — 657 )
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Table 6 Characteristics of cases and non-cases, dabigatran or warfarin associated
hemorrhage events (SMQ20000039) limited by SOC for nervous system

disorder.
Drug name Age Total Cases  Non-cases Rate Reporting odds Ratio
(year) (m) (n) (m) (%) (95%CI)
Dabigatran
Reference
0-29 291,711 904 290,807 832 0.62 ( 058 — 0.66 )
30-39 216,892 562 216,330 517 0.52 ( 048 — 0.57 )
4049 313,483 938 312,545 8.63 060 ( 056 — 0.64)
50-59 437,570 1,587 435,983 1460 0.73 ( 0.69 — 0.77 )
60—69 418,434 2,180 416,254 20.06 1.14 ( 1.09 — 1.20)
70-79 286,535 2,164 284,371 1991 1.78 ( 1.70 — 1.87 )
80—-89 139,953 1,469 138,484 13.52 246 ( 233 — 2.60 )
>90 19,138 176 18,962 1.62 198 ( 1.70 — 2.30 )
Dabigatran administration
0-29 104 5 99 0.05 991 ( 4.03 — 2434 )
30-39 76 4 72 0.04 1091 ( 3.99 — 29.87 )
40-49 282 5 277 005 354 ( 146 — 8.57)
50-59 1,148 44 1,104 040 7.85 ( 5.80 — 10.62 )
60—69 3,620 144 3,476 1.32 822 ( 695 — 9.72 )
70-79 7,059 320 6,739 294 9.57 ( 854 — 10.72 )
80—-89 6,393 315 6,078 290 1044 ( 931 — 11.71 )
>90 1,045 51 994 047 10.11 ( 7.63 — 13.40 )
Warfarin
Reference
029 290,568 887 289,681 8.16 0.62 ( 058 — 0.66 )
30-39 215,267 541 214,726 498 0.51 ( 047 — 0.56 )
40-49 310,402 896 309,506 824 058 ( 054 — 0.62)
50-59 432,272 1,495 430,777 13.76 0.69 ( 0.65 — 0.73 )
60-69 411,028 2,105 408,923 1937 1.13 ( 1.08 — 1.19 )
70-79 280,036 2,160 277,876 19.87 185 ( 1.76 — 1.94 )
80-89 137,147 1,492 135,655 13.73 259 ( 245 — 274 )
>90 19,092 194 18,898 1.79 222 ( 192 — 2.56 )
Warfarin administration
029 1,247 22 1,225 020 3.53 ( 231 — 538)
30-39 1,701 25 1,676 023 293 ( 197 — 4.35)
40-49 3,363 47 3,316 043 279 ( 2.09 — 3.72)
50-59 6,446 136 6,310 1.25 427 ( 3.60 — 5.07 )
60-69 11,026 219 10,807 202 4.04 ( 353 — 4.62)
70-79 13,558 324 13,234 298 492 ( 440 — 5.50)
80—-89 9,199 292 8,907 2,69 6.58 ( 585 — 7.41)
=90 1,091 33 1,058 030 6.14 (434 — 8.69 )
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Table 7 Stratified analysis of gastrointestinal hemorrhage.

Cases Non-cases Total ROR (95% CI)
Dabigatran

0-29 y.o. Drug - 4,274 287,437 291,711
Drug + 24 80 104 20.18 ( 12.78 31.88
Total 4,298 287,517 291,815

30-39y.0. Drug- 2,525 214,367 216,892
Drug + 8 68 76 9.99 ( 4.80 20.81
Total 2,533 214,435 216,968

40-49 y.o. Drug- 3,980 309,503 313,483
Drug + 26 256 282 7.90 ( 527 11.84
Total 4,006 309,759 313,765

50-59 y.0o. Drug- 6,594 430,976 437,570
Drug + 167 981 1,148 11.13 ( 943 13.14
Total 6,761 431,957 438,718

60—69 y.0o. Drug- 8,319 410,115 418,434
Drug + 649 2,971 3,620 10.77 ( 9.87 11.76
Total 8,968 413,086 422,054

70-79 y.o. Drug - 7,844 278,691 286,535
Drug + 1,515 5,544 7,059 9.71 ( 9.13 10.32
Total 9,359 284,235 293,594

80-89 y.o. Drug- 4,928 135,025 139,953
Drug + 1,785 4,608 6,393 10.61 ( 9.98 11.28
Total 6,713 139,633 146,346

290 y.o. Drug - 753 18,385 19,138
Drug + 367 678 1,045 13.22 ( 11.42 15.30
Total 1,120 19,063 20,183

Warfarin

0-29 y.o. Drug - 4,243 286,325 290,568
Drug + 55 1,192 1,247 3.11 ( 237 4.08
Total 4,298 287,517 291,815

30-39y.0. Drug- 2,450 212,817 215,267
Drug + 83 1,618 1,701 446 ( 3.56 5.58
Total 2,533 214,435 216,968

40-49 y.o. Drug - 3,812 306,590 310,402
Drug + 194 3,169 3,363 492 ( 424 571
Total 4,006 309,759 313,765

50-59y.0. Drug- 6,324 425,948 432,272
Drug + 437 6,009 6,446 490 ( 443 542
Total 6,761 431,957 438,718

60—69 y.o. Drug- 7,981 403,047 411,028
Drug + 987 10,039 11,026 497 ( 4.64 5.33
Total 8,968 413,086 422,054

70-79 y.o. Drug- 8,165 271,871 280,036
Drug + 1,194 12,364 13,558 322 ( 3.02 343
Total 9,359 284,235 293,594

80-89 y.o. Drug- 5,738 131,409 137,147
Drug + 975 8,224 9,199 272 ( 253 292
Total 6,713 139,633 146,346

290 y.o. Drug - 1,010 18,082 19,092
Drug + 110 981 1,091 2.01 ( 1.63 2.47
Total 1,120 19,063 20,183
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Table 8 Stratified analysis of nervous system hemorrhage.

Cases Non-cases Total ROR (95% CI)
Dabigatran

0-29 y.o. Drug - 904 290,807 291,711
Drug + 5 99 104 16.25 ( 6.60 — 40.00
Total 909 290,906 291,815

30-39 y.o. Drug- 562 216,330 216,892
Drug + 4 72 76 21.38 7.79 — 58.72
Total 566 216,402 216,968

40—49 y.o. Drug- 938 312,545 313,483
Drug + 5 277 282 6.01 248 — 14.59
Total 943 312,822 313,765

50-59 y.o. Drug- 1,587 435983 437,570
Drug + 44 1,104 1,148 10.95 8.07 — 14.86
Total 1,631 437,087 438,718

60-69 y.o. Drug- 2,180 416,254 418,434
Drug + 144 3,476 3,620 7.91 6.66 — 9.39
Total 2,324 419,730 422,054

70-79 y.o. Drug- 2,164 284,371 286,535
Drug + 320 6,739 7,059 6.24 554 — 7.03
Total 2,484 291,110 293,594

80-89 y.o. Drug- 1,469 138,484 139,953
Drug + 315 6,078 6,393 4.89 432 — 554
Total 1,784 144,562 146,346

290 y.o. Drug - 176 18,962 19,138
Drug + 51 994 1,045 5.53 4.02 — 7.60
Total 227 19,956 20,183

Warfarin

0-29 y.o. Drug - 887 289,681 290,568
Drug + 22 1,225 1,247 5.87 383 — 899
Total 909 290,906 291,815

30-39 y.o. Drug- 541 214,726 215,267
Drug + 25 1,676 1,701 5.92 395 — 887
Total 566 216,402 216,968

40—49 y.o. Drug- 896 309,506 310,402
Drug + 47 3,316 3,363 4.90 3.65 — 6.58
Total 943 312,822 313,765

50-59 y.o. Drug- 1,495 430,777 432,272
Drug + 136 6,310 6,446 6.21 520 — 741
Total 1,631 437,087 438,718

60-69 y.o. Drug- 2,105 408,923 411,028
Drug + 219 10,807 11,026 3.94 342 — 453
Total 2,324 419,730 422,054

70-79 y.o. Drug- 2,160 277,876 280,036
Drug + 324 13,234 13,558 3.15 280 — 3.54
Total 2,484 291,110 293,594

80-89 y.o. Drug- 1,492 135,655 137,147
Drug + 292 8,907 9,199 2.98 2,62 — 338
Total 1,784 144,562 146,346

290 y.o. Drug - 194 18,898 19,092
Drug + 33 1,058 1,091 3.04 2.09 — 442
Total 227 19,956 20,183
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Table 9 Adjusted ROR for hemorrhagic events.

Gastrointestinal hemorrhage
Likelihood Adjusted

Nerve system hemorrhage
Likelihood Adjusted

ratiotest ROR ratio test  ROR (O3%CD
Dabigatran <0.0001 7.56 ( 4.92 11.11 ) 0.0028 5.61 ( 199 12.22 )
Warfarin <0.0001 487 ( 4.19 5.64 ) <.0001 483 ( 3.55 6.41 )
Gender male <0.0001 1.42 ( 140 1.45 ) <.0001 149 ( 144 1.55 )
Reporting year <0.0001 0.97 ( 0.96 0.98 ) 0.0039 098 ( 097 0.99 )
AGE
0-29 y.o. <0.0001 1.18 ( 1.12 1.23 ) 0.4013 1.04 ( 0095 1.14 )
30-39 y.o. 0.0234 0.94 ( 090 0.99 ) 0.0224 0.88 ( 0.79 0.98 )
40-49 y.o. (as reference) 1 1 1 1 1 1
50-59 y.o. <0.0001 1.16 ( 1.11 1.21 ) 0.0005 1.16 ( 1.07 1.26 )
60—69 y.o. <0.0001 145 ( 139 1.51 ) <.0001 1.63 ( 1.51 1.77 )
70-79 y.o. <0.0001 1.96 ( 1.88 2.04 ) <.0001 227 ( 2.09 2.46 )
80-89 y.o. <0.0001 247 ( 236 2.59 ) <.0001 3.08 ( 2.82 3.36 )
>90y.o. <0.0001 3.02 ( 277 3.29 ) <.0001 280 ( 2.33 333 )
interaction term dabigatran * AGE
dabigatran * 0-29 y.o. 0.0021*  23.51 ( 12.75 43.34 ) 0.1135 16.52 (  4.66 58.53 )
dabigatran * 30-39 y.o. 0.5924 899 ( 3.89 20.81 ) 0.0756 17.79 ( 4.63 68.30 )
dabigatran * 40—49 y.o. (as reference) 1 1 1 1 1 1
dabigatran * 50-59 y.o. 0.0862 12.71 ( 8.20 19.70 ) 0.1427 1241 ( 4386 31.71 )
dabigatran * 60-69 y.o. 0.0366* 16.66 ( 11.01 2523 ) 0.401 13.20 ( 5.35 32.59 )
dabigatran * 70-79 y.o. 0.0622  21.45 ( 14.23 3231 ) 0.6436 15.61 ( 6.37 38.21 )
dabigatran * 80-89 y.o. 0.0083*  31.36 ( 20.81 47.26 ) 0.9646 17.61 ( 7.19 43.16 )
dabigatran * > 90 y.o. 0.0009*  45.14 ( 29.30 69.53 ) 0.7722 1798 ( 6.98 46.26 )
interaction term warfarin * AGE
warfarin * 0-29 y.o. 0.0045* 371 (272 5.06 ) 0.435 6.20 (  3.69 10.41 )
warfarin * 30-39 y.o. 0.4767 4.17 ( 3.18 545 ) 0.4437 5.19 ( 3.15 8.57 )
warfarin * 40-49 y.o. (as reference) 1 1 1 1 1 1
warfarin * 50-59 y.o. 0.8923 559 ( 4.67 6.68 ) 0.1804 7.05 ( 5.00 9.96 )
warfarin * 60—69 y.o. 0.5166 745 ( 6.32 8.77 ) 0.265 6.52 ( 4.70 9.05 )
warfarin * 70—-79y.o. 0.0019* 7.33 ( 6.23 8.62 ) 0.0526 790 ( 5.75 10.87 )
warfarin * 80-89 y.o. 0.0019* 9.21 ( 7.80 10.87 ) 0.064 10.85 ( 7.86 14.99 )
warfarin * > 90 y.o. 0.0002* 9.02 ( 6.96 11.69 ) 0.3498 10.72 ( 6.61 17.40 )

* Statistically significant
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Figure 2 Adjusted reporting odds ratios and 95% confidence intervals for dabigatran-
and warfarin-associated hemorrhagic events, limited by gastrointestinal disorders. Open

circles, dabigatran; triangles, warfarin; filled circles, control.

21



80

70 -

60 T

50

40 -

30

Adjusted ROR

20

10

0-29 30-39 4049 50-59 60-69 70-79 80-89 =90
Age

Figure 3 Adjusted reporting odds ratios and 95% confidence intervals, for dabigatran-
and warfarin-associated hemorrhagic events, limited by nervous system disorders. Open

circles, dabigatran; triangles, warfarin; filled circles, control.
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HAg &

Pt

%, FUEEEFEOE I BIE S 5 — KR B EFLRTH D, RIFFETIE, #&

O PrEE 3 (dabigatran M OV warfarin) 12 K 5 VAL K O R O H M &= 5
5 & AEER O B 2 AT L. dabigatran DOWALAE LAY > 80 mDBE THEIC
HINL TWb Z & &R L7z (Table9), 1ML Hifi Tl dabigatran DFH%E ROR 1%
IESZ LY EH- L7273, warfarin OFF#E ROR [T4FERDFEEEZ T L A KT 72
-7z (Table 9 & O* Figure 2), Dabigatran O {H{L4 O FH%& ROR 1%, warfarin O
FHHE ROR L0 &<, ZTAUZ RE-LY sBROAEF M OHLHIY /AR DRV
EXFFT A0 TH o=, ¥ b7 1 A P450 (cytochrom P450: CYP) (2 X - ThHfli
THH S D warfarin & 272V | dabigatran 13 EIZB g SHEE SN D729, TH
L& L% dabigatran DINERIC & 2 BEEREDZKIC K > TREZ 2T 5 AlREME
Nd D Y, —J5. dabigatran M OF warfarin D883 I OFHEE ROR 1L, H DR
BEZITFITWZ EAURIE ST (Table 9 K O Figure 3),

RE-LY i Tl, dabigatran |3 warfarin £V BEZEWNHIL U 2 7 2MEWN 2 & AR
INTEY O, BAMEHREME D, dabigatran OFHZFENHIM Y X 7 MKW 2
EHERRELTWD 02— KFREOBEENH M OFHEE ROR 2BV T,
dabigatran & warfarin DRIZHFTHINCA B R ZEITFEO B2 D > 7= (dabigatran :
5.61 [95%CI 1.99—12.22] ; warfarin : 4.83 [95%CI 3.55-6.41]) (Table 9), = DJF K%
R TH DM, RIMDONAAL T AL, HIEREFEREEFHK LT MedDRA @ PT
B, b LITRIOERIZL DS DO TH D AlietEd & 5, Dabigatran |3 p-#E 4 >
NIBOIETHY, p-HEX X &2 LETFET HEAIC L - T,
dabigatran OFUEEENEANEELZ T2 mREMER H D 7, BT, &Y X7
DEEE (> 75 %) M OEMERIRE LR OBF I, KV IKWHEO dabigatran
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PeH a2 HELE L TN 5 23, FAERS OF — % 7251, dabigatran O 2238 & S 1172
bOTHLDENZHET 5 Z LT TE o7,

Dabigatran O7KF3#% ., dabigatran (ZBIE T 2 2O EE AR H L MEA FHHFRIZH
THWE AT FDA, BNESESL T, K OA—A 7 U 7 EEBITBIRHIEE
ERVE AT LT D 222 FAERS (281) 5 dabigatran O Hiifi A4 55 S5

UH

OEENNE, RE-LY fRERICIH T 2 HMMEAEFR EIXELR DY SRS OWRE AT
DB THHAREMEDH 5, BITE. FAERS (23511 % dabigatran (292 EHJE
O H MM EFGRE ORI RESA T AL b0 L & 1Y R

H: &2 et 2 A I Il L C. dabigatran OZZ 2 MEREAN A2 22 B L Tuh7gu

22,25

o

BEOTRERAEIZ LY | DEMEEE T MY 27 ICB LTz 2
T DPIRENTNS 20212010 4510 A5 2012 4F 12 A £ TOHIMIC, &l
B 134,414 NExt5 & LT, — 21T 5 dabigatran & O warfarin (D242
VA Lo U7, KRER 2 iR R A2 Wt Shviz 2, Z Ol TIL. dabigatran
IR AR L OBEENHIM Y 27 PMENZ EDRRSATWD, £/o, X—1
VH—A TNNA DT T LAY Y —RITBW T, FDA OfFEHT 2 7% RE-LY ABR
\ZF1F % dabigatran OLZEMELHHIMET R 7 7 AN EXFFTHHLOTHDH Z &
BEAFLTND X,

Fo. BloOBAmETREREIL. 9,404 ADOAXAT 4 757 EBFEIZOWNWT6 #» A
M OB A217V), dabigatran O K. OFEBLHRIE warfarin LV &<, HLE
i ) 2 7 FEEENHIM Y 27 L0 EnZ EEREL TS X, RE-LY #BRo
FERL L H72 1 | dabigatran K& OY warfarin (2351 2 KM OEIAICEIT 2o 7,
Dabigatran fEHIBEZ D OB, 77 U WRT A U I AR OEMBREBFITHBNT
FRICEE MM Y 27 BR@hole, B L, TILDOREEIE, WO iy
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INEWZ | EEICBRSNWDHRETH D,

SRS O AR ZHTINET — X [EAG ORAHRH Y . ROR IXKIREIFR O FH A 72
PR E ORI I T3 728 RIOBIEN A EFROBRRICHT 577
JVERIE DI K DFEEE A R$ 2°, SRS @ FAERS (21, ASK dabigatran % &5
L7 BERDOIEERNPEEL TWRWD, BOHMY 27 25+ 25 2 & ik
T& 72\, Dabigatran & T warfarin O EE I WTIE, i) 27 ICEZEE
B RZTHEBOBERIMEANENH D Z 2D, KFFFED ROR OFFFUITHEE
MLETH D,

P4, SRS ZHWEIFE CHEELR Y X7 OEENZRFHMIIEE J £ T HEIZ
o TG T, PN, T ARG NSA T RAEDONA T A ERT D FikE A
WC, REMHTIC L0 FH & FEFR ORI R RERER A 52T Lin@E
& 5 1, VanPuijenbroek 513, ¥ ROR #HHT 572012, a VAT 4 v 7
TT VBT B BAEREEZ VT, 2 3A L 1 FEFR G -
FEAER) (231 2 B2 3 LT D 15,

JERIUE LTI AR LT P AT ¢ v 7 Rz Tz ety 77 v &
B L7e i i3 7e < O RIFETIEMIH T FAERS Z VT ar U AT ¢ v 7 [Bl)F
KU L0 V8 K OVEES PN H L k3 2 4 &% O dabigatran X3 warfarin (5228
A L7z, MERIL. AR, EHEE, ROEBIHL LI Fld e AT 4 v 7T
NWVRITHLZA T, % ROR Z R U7z, A&7 2 Al 1E L 72 F4% ROR (318
D RORIZHAT, Ay ADIEMEMENSEE L TO D AREENREWE D EE B
% (Table 9), ABFFETi SRS DAL /3A T A DFHE 2 W U 22 ittt Jiik % M
WTTATVY, dabigatran (& K 2 VAR HI I kE 5 2 445 00 8228 4 314 L 7=,

W) 72 fRHT TR L0 A O SR T A% L, dabigatran # 5B IZBIT 5

M EFGHBUKTT 2R OB A TN Lo AR, VT AT — L R
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T =2 2T TR Ok D ERE IS 1T L L2 EMERHE O 2 a4 2
ZEOEEM AR L, EMITHMIET S m U X7 TH 2 il o B EER
BT LT, BB 2 HnMEAHFEREERIRS =4V v 74505
W% o AT OFERZ B E A T, Sl 1231T 2 KB EIM & EHIFE O
FRNEEND,
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H 28 FAERSIZLDAT 4 —T LA« Vg v el
(SIS) KON 2 S ARt fiE (TEN) (2R3 % fAT

SIS N TEN 1, Wb 38CLL LD @B E L, FIZRR, LT ED X
5 7RSI, RO, 72720, BRL 72 5FOWM LR 20 5 JE
DR EEETH S 3, SIS KO TEN [T THENE L (SIS T 1-10%, TEN T
X 2040%), FREROBLENDLEERMETH D 3032, SIS IFER, £0
90%LA B3 EHIZ TEN IZERT 5 Z LD, I, WMENFE—AXZ T LD
FHRTHD EOMENRHLL, —HOMFREL LTI Z 5 2 & BNEEMN =
YR LT TND B, TR BRHEEO I 2 — b EA TR Y | BED

FIBEHFEDY 10%LLF % SIS, 30%LL % TEN & 3% L. 10-30%1% SIS/TEN @
F—=_—=F v T EMEMT LN TND * —J5 BRTOZKIEREIL, DR
B AE2S 10%A01H 2 SIS, 10%LL % TEN & L T2 34,

SIS / TEN OJFRITFEEITIIMH STV RV, ZDO—DZERMIC X 5%
T LR —SE UTRIET D A = X ARME I TW5D 333, SJIS/TEN
JRZEE CIX.CDS B T Alfie GREARRE M T HilE) >0 = 7 /L% 7 — (natural
killer: NK) AR DR EZ~DIHN - B35 23 AL & 134T L BB L722n 2
LD, RO ITIEEL S - IS K B BN 22 R R B 72
TR <L M B EEA SN D M REE MO IER T OB 5 MEE STV D
X FRbL, TRV AZFHEET HEF L UTHEEME Fas U T2 R
7V TITUPA LB, KT T =2 T4 U0 RBIZES- L, SIS/TEN
ERIESE 9 D EHER ST A P36 7. b FAEIMEKHUR (human leukocyte
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antigen: HLA) OB 2R EDOBIRAITE 508 — O FE OFIELCHIE(LIZ 5
THIENRBENTWD, FLTANAID carbamazepine (& K 5 BE RIS D%
JEIZ. PEANTIE, HLA-B*¥15:02 L < #5280 AARAKR TN T —1 w8 A
TIE. HLA-A*31:01 & B4 5 2 L A STV 5 3%, 72, JUREFETH
% allopurinol (2 & 2 EUEFZ DOIIEIL, TEAN, 3 —r vy SAKTHARANITE N
T HLA-B*58:01 & B+ 2 Z & A HE ST\ % 3%, SIS/TEN OV X 7 LA
% Table 10 |2/~ 7,

—f%IZ SIS/ TEN OFEJEIT FAN e+ D mHUE L BEL TWD & S n s>
W A AT TAIRTANAEDOFISENRR E 2D bbb, ZNETH
BOWFE 7 V— 773 SIS/ TEN IZBHiE 9~ 2 FEH| (Z4R Cox-2 fHFE 3L, lamotrigine.,
PLCADAE, ZAVERT I RARFUAEWE., & allopurinol %) ([ZBET o2& %
LT ¥, <A a7 7 A< flifE&G s 2 SIS I3 EI/NE Tl s
AL BRI RO BB WA STV A 2, s & SIS / TEN O BEGEM: 34K 4K
ELTH LT - TR0,

SIS KON TEN (X HEE DK EHRBETH 25 0, FIEHEIL, £~ F/FAD 100
TANBHTZY 1-6 AN 0.4-1.2 N Th D EHEE S 41 30384 JEFITE N0 E R
Th DI, PEESK L SIS/TEN FIE & OBLEMOFHMIC X, K D>EMIC
WD FEAIREN LI L &b, SRS (X2 DX 9 RRJEMENMEWEEHLO
fEFTICHE L TV D a5,

AWFFETIL FAERS ICBW TR YR T ¢ v 7 [BlHEE AV THi% ROR 2 HH

L. 4E# R OMERI & SIS / TEN DISIE & o BEE M 2 254 L 7~
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Table 10 SJS/TEN @ U X 7 BE[X]|

SIS/TEN®D U X 7 Bi[K]

PN 2 K 2 PSSO ERIEIR - ATRERERR 72 E OBEE D & % B

JT - BHEREIRE DO & % B
A AT T AR RO T A S ARG
HLAE &%
carbamazepinelZ X 5 SJS / TEN
HHE A (HLA-B*15:02)
HARN-PEEEN (HLA-A*31:01)
allopurinoltZ & £ SJS / TEN
HE N - HAN - PEEE AN (HLA-B*58:01)
J& 'S5 I X HSIS/ TEN
HLA-A*02:06 or HLA-B*44:03
UTOBZE R E L L DT

*+ He X, et al. Association between the HLA-B*15:02 allele and carbamazepine-induced Stevens-
Johnson syndrome/toxic epidermal necrolysis in Han individuals of northeastern China.
Pharmacol Rep. 65, 12561262 (2013).

+ Kaniwa N, et al. The risk of cutaneous adverse reactions among patients with the HLA-A* 31:01
allele who are given carbamazepine, oxcarbazepine or eslicarbazepine: a perspective review. Ther
Adv Drug Saf. Dec; 4, 246-253 (2013).

* Hung SI, et al. HLA-B*5801 allele as a genetic marker for severe cutaneous adverse reactions
caused by allopurinol. Proc Natl Acad Sci U S A. 102, 4134-4139 (2005).

+ Ueta M, et al. Trans-ethnic study confirmed independent associations of HLA-A*02:06 and HLA-
B*44:03 with cold medicine-related Stevens-Johnson syndrome with severe ocular surface
complications. Sci Rep. 4, 5981 (2014).
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w2 HE

T—H =R

FAERS (T 2004 £ 1 A 7225 2013 £4F 3 H £ TICTHE ST — & it F
L 72, #HEHEIXT. FDA # & o 5 1k (https://wayback.archive-
it.org/7993/20170404211700/https:/www.fda.gov/Drugs/GuidanceComplianceRegulator
yInformation/Surveillance/AdverseDrugEffects/ucm083765.htm) (2 7€ V. & Hr D
CASE 73—zt L., [Al—EB& OEERE 20 DB Lo, dil S
=3 5 O — x4 & VP &k 4 13X . Drug Bank 3.0 & U8 Drug Bank 4.0

(www.drugbank.ca) & W T 4 O — x4 12—k LT,

AEFRRGZ O
AEEROMHIZIX, MedDRAJ X—V 3 > 160 I[ZRi#i S TW5b, SIS
(PT10042033) . Oculomucocutaneous syndrome (PT10030081) . MK O TEN

(PT10044223) @ PT % fHV 7=,

TV

AN TIE, SIS/ TEN (ZBIE§ 2 MA N L WIRIC S IR L, w27
4 7GRS E HWT, T —F X=X ZFET D AR O & 5 KK DO
BT, HEROR ZHH L7210 #A 1, <177%. 18-39 5%, 40-59 ik, 60—
79 5%, KON >80 mOFEREICEINL Lz, e VAT 4 v 7 BT VR EMEET D
7o R R OB RIE LTl 2 28k LT, SATIZIZ T or P27 ¢ v 7 F
TN AE AW,
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Log (odds) =Po + 1Y + B2G + B3A

[Y = reporting year, G = gender, A = age]

7 URRHHIZIZ ROR Z VY, ROR <1 (33EA| & A EFRICE#EMER L, >1 1%
VIFNBY L LT, BeMEY 7 uiE, ROR @ CLO FIREN 1 L0 K&E W
BICHB LR LTS, Y7 F AT, DEEROE D T L2, Dt 2
UL L DA 223 5 18, FH% ROR (X, 40-59 5k DF- i fg 4t i & L TR M
L7co BEELEMEIZ KV | SISO A TN L, -2 XHEELE D= H hE
1 DI A ZFR/DARICHED DT, p<0.05 DEEZHRHICERL L=, T—Zfi#tr

(21, IMP /3—37 5 > 11.0 (SAS Institute Inc., Cary, NC, USA) % v 7z,

53 H AR

%M D FAERS O &40 4,746,890 1 Tdh 7=, FDA #ELED S5k iE
WEABERE 2 RIME . Bl X OMERNC RO 7220 2,257,902 1 2 fi#HTIZ V2,
% PT % AW THiH L7 &40 %. SIS, Oculomucocutaneous syndrome, K (®
TEN T, &%, 9,078 . 192 ff:, K1 4,076 ff Tho7=, ENL 5 AlOWEEK
IZ. valdecoxib, lamotrigine, phenytoin, acetaminophen, } (" furosemide C. 4 % .
1,446 £ (11.0%). 1,341 1 (3.6%). 1,076 1f (6.1%). 834 {1 (0.6%) K T~ 739 {f
(0.8%) Tod o7, SIS/TEN O EIHM L OVERIE U= #2361 2 S5 &
O 514 % Table 11 (27”3, SIS/ TEN [TELE O s £ COLERBEICH
720 e S, A EEUT 40 LA L 80 AR IZ IV T Ao Tz,

WIZ, P AT 4 v 7 ARET V& W TR A2 MIE L, % ROR 2 H
L7 (Table 12), <17 i DFHfE I LE MR EICB W THHICAERE Th -T2
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(p<0.0001), <17 KD FH¥E ROR IX FAERS OE{KT—# T 2.87(2.67-3.07) TH
-7z, Valdecoxib, lamotrigine, phenytoin, acetaminophen, M U} furosemide @ <
17 D FH%E ROR (95% CI) 1X, 45 % . 2.54(0.40-8.98), 2.90 (2.44-3.45), 2.28(1.79

—2.88), 6.15(4.95-7.62), K& 1F1.58(0.96-2.46) T -7z,
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Table 11 SJS / TEN in the FDA-adverse event reporting system database (January 2004-March 2013).
Total Vardecoxib Lamotrigine Phenytoin Acetaminophen Furosemide
Gender __ Reported cases  Reporting _Reported cases Reporting _Reported cases  Reporting _Reported cases  Reporting Reported cases  Reporting _Reported cases  Reporting
SJS or Total ratio SJSor Total ratio SJSor Total ratio SJSor Total ratio SJSor  Total ratio SJSor Total ratio
TEN (%) TEN (%) TEN (%) TEN (%) TEN (%) TEN (%)
Total 12,279 3,522,995 0.3 1,446 13,105 11.0 1,341 36,817 3.6 1,076 17,510 6.1 834 137,968 0.6 739 96,686 0.8
Stratified by age :
<17 years M 620 65,307 0.9 1 4 25.0 111 1,460 7.6 67 548 12.2 85 2,347 3.6 16 761 2.1
F 563 56,120 1.0 1 16 6.3 149 1,639 9.1 45 417 10.8 67 2,576 2.6 4 643 0.6
18-39 years M 697 127,899 0.5 12 186 6.5 92 2,693 3.4 49 1,106 4.4 73 6,410 1.1 23 1,117 2.1
F 1,231 286,740 0.4 25 329 7.6 310 6,992 4.4 96 1,321 7.3 80 14,295 0.6 25 1,975 1.3
40-59 years M 1,096 296,747 0.4 40 1,087 3.7 89 3,013 3.0 91 2214 4.1 90 14,281 0.6 90 7,729 1.2
F 1,443 491,273 0.3 64 1,426 4.5 208 6,621 3.1 155 2,310 6.7 102 24,254 0.4 67 9,664 0.7
60-79 years M 1,139 328,040 0.3 41 938 4.4 32 1,139 2.8 69 1,687 4.1 80 14,109 0.6 150 19,915 0.8
F 1,307 429,293 0.3 54 1,544 3.5 58 1,988 2.9 106 1,809 5.9 110 19,877 0.6 194 20,774 0.9
> 80 years M 234 69,194 0.3 6 123 4.9 4 144 2.8 6 340 1.8 8 3,348 0.2 31 7,508 0.4
F 377 107,319 0.4 16 376 4.3 8 236 3.4 22 446 4.9 36 6,238 0.6 71 10,879 0.7
Subtotal 8,707 2,257,932 0.4 260 6,029 4.3 1061 25,925 4.1 706 12,198 5.8 731 107,735 0.7 671 80,965 0.8

" Completed with age and gender
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Table 12  Adjusted reporting odds ratio of SJS/TEN stratified by age.

Total Valdecoxib Lamotrigine Phenytoin Acetaminophen Furosemide
Adjusted (95%CI) Adjusted (95%CI) Adjusted (95%CI) Adjusted (95%CI) Adjusted (95%CI) Adjusted (95%CI)
ROR ROR ROR ROR ROR ROR
Reporting Year 0.92 (091 —0.92 098 (091 —1.05 096 ( 094 —0.98 1.12 ( 1.09 —1.16 0.96 ( 0.93 —0.98 093 (090 —0.95 )
Gender female 0.87 (0.84 — 0091 0.99 ( 0.77 —1.29 1.16 ( 1.01 —1.33 146 ( 125 —1.71 0.74 ( 0.64 —0.86 1.00 ( 0.86 —1.16 )
Age
<17 years 2.87 (267 —3.07 2.54 ( 040 —8.98 290 ( 244 —345 228 ( 1.79 —2.88 6.15 (495 —7.62 1.58 (096 — 2.46)
18-39 years 146 (137 —1.55 1.79 ( 1.20 —2.62 1.35 ( 1.16 —1.57 1.08 ( 0.87 —1.34 1.54 (124 —1.90 1.76 ( 126 — 2.41)
40-59 years 1.00 1.00 1.00 1.00 1.00 1.00
60-80 years 0.99 (093 — 1.04 091 (0.69 —1.22 095 ( 0.74 —1.20 092 ( 0.76 —1.13 1.10 ( 090 —1.35 094 (078 —1.14 )
> 80 years 1.06 (097 —1.16 1.05 (0.63 —1.65 1.03 ( 0.54 —1.78 0.65 (043 —0.95 0.92 (0.66 —1.27 0.62 (048 —0.79 )

* As reference
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Pt

HAg &

@RIk U4 T — % & F\ 7= SIS/ TEN O R 72 FE DA 13D 720, AR
FFFETIE, <17 mOBH TV THHEE ROR BEVMEZ /R LT, AE 0 SIS D
HZIE, T A L R JEYRIC X > T acetaminophen % IR L 72 3545 8 DS VA £
NTWDHRMER D D, 16> T, ZNHOMEIT LY SIS/TEN OHEEIE A H
fpoT=mlREMEN & %, L7 L, valdecoxib, lamotrigine, phenytoin, & U} furosemide
D FEFEH 13 acetaminophen & 3572 5, <175k (2351 % valdecoxib. lamotrigine,
phenytoin, & U' furosemide @ FH% ROR L/ W ME % 7~ L7228, valdecoxib,
lamotrigine, % U" phenytoin O ¥R {4%X1% acetaminophen D #HEHFE L U & 2 iz
B, BIERIZBIT S < 17 O ROR BEW0 DI, ~A 27T A<z L5
HO TRV EHER ST,

O —OOREEL LT, <17 O BE & Eilniad O TR 5
PER L7 B ATREMEN B 2 H VD, SIS/TEN X, #0MICIERERSIZ LD H D
ThHhHEEZLNTNDTID, [A LEA O IR Ligh & SIS/TEN OFEED [H
(ZBAEMEN B D ATREME D B 5 2,

—J5. HLA |ZBE# " 2 BIRMITE 723, SIS/TEN OFRIEICHEZ LIEL T 5D
AREMER B D 2, FEWIBBEUE I BRE T 5 BEMR FIXEMETH Y | A%, HESD
HE 2 L D F M OFENEZET HMNEN S DH, HLA ORISR T- 2RO T,
FAERS L #AEDETZ L T YA o SITFEFITRIC L0 R x 7B mi) s 5o
BADO LRSI D Z ENEE LU,

FAERS (2%, /s, mEEmE, KOOFHEEIC X 2 EEREDZ < O
AT ANEGEND, —MKIZ, ROR (ZXRBEROR S OFHMICITEH TEF, ~
TFIVRED IR L OEEEZ R T P, FEM B E RIS 725 FAERS (2
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1% SRS [EA DRSS 523, % ROR & 5 Z & T SIS/TEN & 4Rk B
PERRHM SR 72 6 D &35 2 S 472, SIS/ TEN O X 5 72 FAEBEE AV R R CIE,
FHHIOTHHIIRETH 523, SIS/TEN & BN E W &5 2 5 b A ZE D
FIEE TORF, AV AT BB BT D16 & AT X B o 7%
R EREFEECERNCE M 5 2 L1, SIS/TEN O BMIRLIZENL>H D L

HR Do
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HI3E AERESERRET — X X—Z (JADER) (2L 5 SIS
% ON TEN |2 B3 2 figtfr

FAERS % i\ 72 SIS / TEN OfFFTIZOWTIT T TIZE 2 ETHE L TEY .,
SIS/ TEN X < 17 OBEIZBWTE WV ROR 27T Z L2 LM LT,
HLA OE{n72MI%, SIS/TEN ORI B L KT TRt dH v 2, EHK
B DTS T D IR 72 2 A BRT DB H D, HARANTBWTIE, SIS/
TEN OFEERCMF N & SIS / TEN OBJEMETRHE STy, HARDHH Y
JfTd %5 PMDA (%, HA®D SRS T&H % JADER % 2012 4F LV ABILTW5, H
AR D B FHRET — % ~—Z D JADER (T, EENLOAERLIZET 5 A%
FHAICHIH AT 5 13:144647
The European study of severe cutaneous adverse reaction (Euro SCAR) #kBri%. SIS
/ TEN OIEY 27 OFIA DT OIT5RFE S U7 EIBR 2 i 53 [FE 51 6 B EAR <
by, FAIRGEHBEANOAEELHEIA £ TORHIZOWTHIITL TV D
WA, SRS ICB T DH TR AERFRY VT A FELE LT, AFFR I
FIFRAT R RE ST D B9, BERICBIT 2 AFEFLRORBRIL, £ ORI
FRZHES &R & & bICE LT 2 B2 b D, SHRIOIC, IR BIE L e
AERERIL, SRSNTEDRILTEL D, > T, RIFHNRAEEROIREI
LOBIT, EHML LA EEZOMICBEM (KRBR) BFEET 5 ATREMEZ R
3, Weibull JE4k /¢ A — % (Weibull shape parameter: WSP) iBRI%, A EHFSH—
IF[H] 7 — & ORFHRATICBE ] S, AEFLOF L OFEBLE (bbb, RIFHY
Y A7 D) BB THIENTED B, WSP ZHWTHEFRLEZ MM T
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DT DOAY— FEEAZFET 2 Z L WA TH D ¥,

AHFFETIL, JADER (281750 Y AT 4 v 7 [Al)s/adric L 5% ROR % H
WTT, i & SIS / TEN OREMEZFHf L. £ DR % FAERS 72645 5 L7z
Rl L, £72, WSP Bz V7oA E S S — BRI AT & (R e il

F L. SRS ™ SIS/TEN El 71 7 7 A )LD LT,

w2 ik

T —

JADER &, PMDA ® web % I (www.pmda.go.jp) 7" 4 7> 11— K L, 2004
4 A5 2015 4F 4 A £ TIORERSNTT —F ZfRHTICHIH L7z, JADER @
&I, ICH-E2B A K7 A v (M Z S OFm) [ZHEILL T\ 5, 7
— X R—=2%, 1) BEEARER (demo), 2) HKMIEH (drug). 3) HEFRIGEHR
(reac). KON 4) JFZEH (hist) O 4 DOT —X T —T LB S5, JADER
TIE, B D EREEOC RS0 b O EEMRIE NG TN TV DA, web A
B E Y m— RTE L7 — T EEREICET DS F13m £ T
W e . B OB OB OE T T b oy o T2
(https://www.pmda.go.jp/files/000145474.pdf), Drug 7 7 A /v CEWIE®) (21, &
RN 22O EFRG L OBEMEIZ OW T, eI, “MAEIEM”. KO0f
MECONF N EEFEINTEY , KT TIE, £D O 5, “gEer & LT
RSN TWD b DDIREREITRIG & LT,

HEEBOESE
Reac T— 7 /VIZE T HHEHFHL L T MedDRA/ X— 5 > 17.1 @ PT [T HEHL
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L C=— L L. SIS (PT10042033), FZJE bR ERE (PT10030081), M OF TEN
(PT10044223) @ 3 5@ PT % FV T SIS/ TEN (ZRH# 3~ 2 & 2 i L7251, 4F

ERCPERIN B9 D TS RAR L 7 s - AT s S BRA L 72,

TV

ROR (I, 5 E DFEH| L OFFE DA HFEFROME DA EL KT 2 X2 EIRNS
HH L7z, ROR X, SRIEANCBES DD TOFEFERFRZOREITKT 2%
GHFNEHHET LR ROFERZOREDEIG L, T —F X—=ANDOMDOET
DEFNORE KT DRBOFEEROBEOH G &L DA v X TH D 5, ROR
e AT 4y 7 EUFRIC L0 ZHER T OFER FEETH D 16,
AMEHTCIE, SIS/ TEN (ZBEE 2 ML OIEIC 5 AR L, m P25
S VIR EANWT, F—F _X— | TAFE LB A SRR 2 MIE L, ik
ROR Z B H L7216, X, <19 7wk, 20-39 5%k, 40-59 &%, 60-79 ik, KUY >80
A ZJERIE Le, YERI R OEhlfk LT a 28k L Tr AT 4 v 7 ET )V
XAHES L7z, JADER TIXEEHEDS 10 mIEAL TRE STV D T2, b D
Wz <19 MEER L, TICIIUTOR I ZAT v 7 BT ARE VT,

Log (odds) = Bo + B1Y + B2G + B3A

[Y = reporting year, G = gender, and A = stratified age group]

7 URRHIZIZ ROR Z VY, ROR <1 (33EA| & A EFRICE#E MR L, >1 1%
VIFNBY L LT, BeMEY 7 uiE, ROR @ CLO FIREN 1 L0 K& W
BICABEL LY, 7B, DEROE T T 22, D &b 2 1L
FOHEETES S 18, 55 ROR 1L, 40-59 M OAERE 2 BREE LCHRH LT,
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LELREIC LY AR ORELZE LIz, -2 XEEEOEPHHE 1 O
A A ZRIIATTHE D DT, p<0.05 DIEZHFNTARE L LT,

B EEL — R AT

HEESRBFETOREIL, drug T — 7 VO EF O 5BI4E H & O\ reac 7
— T NVOREFEREOREEGFEEAOT =2 nbHRM LT, AEESR K
T — X OFH DT HIAE K O SR AZ B L, WSP Z 3R 7= 45,

Weibull 345 ~D Y4 TIEHIZE D, WSP DREENRT 2 —% o, KOIEIR/ ST A
—X BAREMEND, RENRTA—% oid, pAEKORELZERL, RENT
A= o DERKEVEET — X 5AOEITIEL o DIERA/ NS WVIEET—H 5y
AT DWEIEH < 72 5, Weibull 754G DR/ RT A — % BT B ORI EZ R L,
TR RT A =% B OIERKE WGEITEICHEZ 5] < #iER, B DEIN/ NI WA
AR Z 5| < #hiff % 77, SRS OFEHT Tl Weibull 545 DTN T A — & B 1L,
REERREIZ M ) A EFERAY— FOZELZ R L TED | ~TF— R
PENEEINT 220>, BT 20 OEHME 525, B2 1 ZH 2 256 IXRMBEIC
PRV — RSN 2 BEREM AL B 28 1 R OHA I AP — BRI E <
LIS S PR 8B D 9~ 2 MI B . B AY 11258 LUWEA . A~ — RIZEER 2B
5P —ETH DM S D ¥, Figure 4 12 Weibull 534 DR/
T A= B EHEROBRETRT,

F— ZEMTIZIE, IMP 23— 2 > 11.0 (SAS Institute Inc., Cary, NC, USA) %

Y
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B>1 EEREHER

B=1 fHEZElfER

B<1 W) hfAY

FEHRFIE

Figure 4 Weibull 731 DJEIR/NT A — & B & lgfERO %
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53 H AR

JADER OISR MIRIX, 2004 424 A5 201544 A & L, @& 48503 353,988
ETd o7z, PRI O OIS RIS 20l 2l L. 330,686 14 A g T
[CHW=, & PT ISk 2 MG MEIE, SIS, FEREHIIRIEMRE, Y TEN T,
K&, 3,653 1, 841 . KUY 2,183 4 TH - 7=, Allopurinol, loxoprofen,
acetaminophen, carbamazepine, M (% lamotrigine D% & WEE AL, K4
544 1 (20.6%). 525 1 (11.1%). 498 1 (25.9%). 420 7 (9.3%). M T* 403 1
(17.0%) Th-oTco s EAL 5 FANZEET 5 W& O#EEIAS % Table 13

(ZFE LTz, 60-79 ik DFEHRE OMWMAEFENT 2,291 R & 720 . ZHITEF GO
FCRbEWVETH T,

BIRT =2 KOV Ty T —ZIZBT 57 ROR KT 95%CI % Table 14

IZF LTz, JADER OEERT—FZITBITH <19k, 20-39 k. 60-79 %, KT
> 80 Jsk DA DOFHFE ROR (95% CI) 1%, 44 . 1.33(1.21-1.45), 1.78 (1.65-1.93),
0.71 (0.66-0.75). }1*0.72(0.66-0.79) TH -7, LELMEE FAVW T, AEHS
WX T B EBUE LI FR OB THOZNFIZHOW TR L7 & 2 A, <19 75%. 20-39
7% 60-79 7% S OY >80 ik DA C DFWRIE N FEFHIICAHAE Th o7 (p<0.0001),
0 AT 4y 7 BEIFRRICE TS < 19 W& 20-39 O HnfE OHEEM B 1L 1E
DIETH -7z (<19 FOF kg OHEENE B3 130284 TH Y . 20-39 s D (il D
HEEME B3 1 0579 ThoTo), T, 7ty MEH Z M T, allopurinol,
loxoprofen, acetaminophen, carbamazepine, &% U\ lamotrigine D #FH%E ROR % % H
L7z, Loxoprofen ®% 7t v b7 —& TiX, <19, 20-39 i, 60-79 i, > 80
R DFRRE 128 1T 5 %5 ROR (95% CI) 1E, % 4. 1.54(0.96-2.39), 1.89 (1.49—
2.39). 0.59(0.46-0.75). & 1r0.25(0.14-0.41) TH o7, 20-39 5%, 60-79 i, K&
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O > 80 ik DAFfin g O L LR E DR RIL, MATBIZAETH Y (p < 0.0001),

FHEE ROR 1% 20-39 ik DFWfE T LD mWMER Th o7z, < 19 kO F g DR
%, BEHBE (p=0.0751) TIEMFAICAE TILR2 > 72, Acetaminophen
V7Y hF—2TiE, <195, 20-39 5%, 60-79 i%. &Y > 80 sk OFEMEIC
BT 5 FH# ROR (95% CI) 1%, % %, 1.26 (0.94-1.70), 1.31(0.95-1.79). 0.83 (0.60—
1.16). K& 1X0.33(0.16-0.62) Toholz, BEHME LD . >80 mkDFfing DIEIX
HEHIZAE TH o7 (p=10.0004), Acetaminophen ® <19 &%, 20-39 . &
6079 % DAERE O TEITHFHIICH B TlX e o7z (p=10.1292, p=0.0972, K&
' p=0.2818), Carbamazepine DV 7t v b7 —& TiL, <19 %, 20-39 %, 60—
79 ik, KON > 80 sk OEHNE 235 1T D ROR (95% CI) X, 454, 1.09 (0.76—
1.55), 1.43(1.06-1.95), 1.52(1.15-2.00), KT 0.66(0.36-1.12) ThH-7-, L
FREDFERIL, 20-39 F KON 60-79 Bk DOEME DHEITHHICHAETHY (p=
0.0209 W' p = 0.0027), % ROR |E, 20-39 % & N 60-79 ik D4F g TrEno
7z Allopurinol ®% 7 & v 7 — & TlX, Flinfg O THEICA E TR
x> 7z, Lamotrigine D% 7 & v b7 —& Tid, % ROR 1%, <19 ik} U8 20-39

% DA g TIR Do 72,
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Table 13 SJS/TEN in the Japanese Adverse Drug Event Report database (April 2004—April 2015)
Gender Total Allopurinol Loxoprofen Acetaminophen Carbamazepine Lamotrigine
Reported cases Reporting  Reported cases Reporting Reported cases Reporting Reported cases Reporting Reported cases Reporting Reported cases Reporting
SJS or TEN  Total ratio SJS or TEN  Total SJSor TEN Total ratio SJS or TEN  Total SJSor TEN  Total SJSor TEN Total
(%) (%)
Total 6,568 353,988 1.86 544 2,642 20.59 525 4,714 11.14 498 1,925 25.87 420 4,517 9.30 403 2,375 16.97
Stratified by age ’
<19 years M 388 12,982 2.99 1 9 11.11 14 69 20.29 87 325 26.77 35 345 10.14 3 76 3.95
F 295 12,088 2.44 0 7 0.00 12 80 15.00 83 262 31.68 17 265 6.42 17 144 11.81
20-39 years M 470 13,842 3.40 22 98 22.45 89 368 24.18 32 129 24.81 41 369 11.11 32 191 16.75
F 791 20,302 3.90 11 39 28.21 100 555 18.02 101 298 33.89 54 481 11.23 82 554 14.80
40-59 years M 723 36,749 1.97 80 454 17.62 60 606 9.90 33 155 21.29 40 630 6.35 60 318 18.87
F 796 36,347 2.19 39 126 30.95 90 631 14.26 58 205 28.29 49 495 9.90 76 331 22.96
60-79 years M 1,192 86,098 1.38 154 902 17.07 88 991 8.88 45 218 20.64 77 761 10.12 25 170 14.71
F 1,099 71,275 1.54 106 420 25.24 53 889 5.96 45 198 22.73 76 569 13.36 53 251 21.12
>80 years M 227 18,393 1.23 35 218 16.06 6 169 3.55 3 39 7.69 5 121 4.13 10 27 37.04
F 383 22,610 1.69 89 266 33.46 9 300 3.00 8 66 12.12 10 153 6.54 6 39 15.38
Subtotal 6.364 330,686 1.92 537 2.539 21.15 521 4,658 11.19 495 1,895 26.12 404 4,189 9.64 364 2,101 17.33

T Completed with age and gender
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Table 14 Adjusted reporting odds ratio of SJS/TEN stratified by age.

Estimated beta Likelihood ratio test Adjusted ROR (95% CI)
Total
Reporting Year -0.025 <0.0001* 098 ( 097 - 0.98)
Gender female 0.104 <0.0001* .11 ( 1.06 — 1.17)
Age
<19 years 0.284 <0.0001* 1.33( 121 — 145)
20-39 years 0.579 <0.0001* 1.78 ( 1.65—- 1.93)
40-59 years '
60—79 years -0.349 <0.0001* 0.71 ( 0.66 — 0.75)
> 80 years -0.327 <0.0001* 0.72( 0.66 — 0.79)
Allopurinol
Reporting Year 0.005 0.7756 1.00 ( 097 - 1.04)
Gender female 0.630 <0.0001* 1.88 ( 1.54- 229)
Age
<19 years -1.515 0.0713 022 ( 001 - 1.11)
20-39 years 0.165 0.4712 1.18 ( 0.75— 1.82)
40-59 years '
60—79 years -0.123 0.3285 0.88( 0.69—- 1.13)
> 80 years 0.073 0.6324 1.08 ( 0.80 — 1.45)
Loxoprofen
Reporting Year -0.027 0.0706 097 ( 0.95- 1.00)
Gender female -0.150 0.1154 0.86 ( 0.71 — 1.04)
Age
<19 years 0.429 0.0751 1.54 ( 096 - 2.39)
20-39 years 0.635 <0.0001* 1.89 ( 149 - 239)
40-59 years '
6079 years -0.535 <0.0001* 059 ( 046 - 0.75)
> 80 years -1.399 <0.0001* 025( 0.14- 041)
Acetaminophen
Reporting Year 0.023 0.1744 1.24( 089 - 1.73)
Gender female 0.287 0.0082%* 1.33 ( 1.08 — 1.65)
Age
<19 years 0.230 0.1292 1.26 ( 094 - 1.70)
20-39 years 0.266 0.0972 131 ( 095—- 1.79)
40-59 years '
6079 years -0.184 0.2818 0.83( 0.60—- 1.16)
> 80 years -1.103 0.0004* 033 ( 0.16 — 0.62)
Carbamazepine
Reporting Year 0.005 0.7666 1.00 ( 097 - 1.04)
Gender female 0.187 0.0765 1.21( 098 - 1.48)
Age
<19 years 0.083 0.6486 1.09 ( 0.76 — 1.55)
20-39 years 0.360 0.0209* 1.43 ( 1.06 — 1.95)
40-59 years '
6079 years 0.416 0.0027* 1.52( 1.15—- 2.00)
> 80 years -0.419 0.1293 0.66 ( 036 - 1.12)
Lamotrigine
Reporting Year 0.036 0.3618 1.04( 096 - 1.12)
Gender female 0.158 0.1978 1.17 ( 092 - 1.49)
Age
<19 years -0.992 <0.0001* 037 ( 022- 0.60)
20-39 years -0.418 0.0034* 0.66 ( 0.50 - 0.87)
40-59 years '
6079 years -0.176 0.2672 0.84( 061 - 1.14)
> 80 years 0.162 0.5984 1.18 ( 0.63 — 2.09)

T As reference
* Statistically significant
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HEFER BT O ERiO7-%, JADER ® drug 7—7 VKON reac 7— 7
VNG 2,575,326 1 DOHAN - A EEZOMAEGHEIRA Lz, &E5HAH LD
AHEFREIAICKEADORNT —Z 2 L, 2,337,656 fEOMEE ZMFHT LT,
SJS / TEN (CEH# 3 24 1% 21,502 T, Z® 5 6 allopurinol, loxoprofen,
acetaminophen, carbamazepine, % U® lamotrigine (Table 13) @ _EAiz 5 AZ DU THE
Mr L7z, F7z. phenytoin, furosemide, angiotensin-converting enzyme (ACE) [H3
N corticosteroids (2D T & #FAfi L 7=, Lamotrigine. phenytoin, & Y
furosemide (&, % 2 #T FAERS (2 0 EFfli L72EH A TH Y, ACE FLFEHK
(imidapril hydrochloride. enalapril maleate, temocapril hydrochloride, lisinopril hydrate,
perindopril erbumine , M O alacepril), M (Y corticosteroids (dexamethasone .
dexamethasone sodium phosphate, dexamethasone acetate, triamcinolone acetonide,
prednisolone, prednisolone acetate, betamethasone, betamethasone/d-chlorpheniramine
maleate mixture, betamethasone valerate/gentamicin sulfate, methylprednisolone, &
Y methylprednisolone sodium succinate) /%, Mockenhaupt ©{(Z & ¥V 5FFAl & A7
BIZHELTE O,

HEFL — T ORE R % Table 15 (ZF & 7z, Allopurinol, loxoprofen,
acetaminophen, carbamazepine, lamotrigine, phenytoin, furosemide, ACE PFHZ 3K,
SO corticosteroids D EHEIT, %4 281 . 340 {1, 310 f, 270 {F, 465
ey 117 fF, 57 1k, 4718, KXY 89k T~ 7=, Figure5(Z, 0 HHZ25 56 HH
F TP SIS/ TEN O#EHE DO A N7 F A%~ LT, Allopurinol, loxoprofen,
acetaminophen, carbamazepine, lamotrigine, phenytoin, furosemide, ACE FHE 3K,
J2 X corticosteroids 23 #EEESE & 72572 SIS / TEN OF EHGHRBLE TO HEOH
HAE (WU ALEEPH) 13, &, 21(12-35)H, 3(1-8)H, 2(1-5)H, 19(12-33)H,
27 (14-37)H. 20 (11-29)H . 17 (945 H. 20 (6-33)H. KT 19 (11-26)H TH -
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7=, Loxoprofen } T acetaminophen {233\ C SIS/ TEN 2% EL L 72 #E D 50% LA
i, BHBAE 4 BURNIZHRE SN TEY (Figure 5), RENT A—% o 1,
K%, 944 K617 Th -T2 (Table 15), EHKMDTFIK/ST A —% B D 95% CI
O _EIREIX, carbamazepine, ACE [HFEHE, KT corticosteroids A fRE, AT 14K

i ChH o,
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Table 15 Quartile and parameter of Weibull distribution and failure pattern for each drugs.

Drugs Case reports Median Lower quartile  Upper quartile ~ Minimum Maximum  Scale parameter Shape parameter
(day) (day) (day) (day) (day) o 95% CI B 95% CI

Allopurinol 281 21 12 35 0 1689 45.66 ( 37.23 — 55.85) 0.62 ( 058 — 0.67 )
Loxoprofen 340 3 1 8 0 708 944 ( 774 - 1149 ) 0.64 ( 059 - 0.69 )
Acetaminophen 310 2 1 5 0 191 6.17 ( 517 - 735) 074 ( 068 — 0.81 )
Carbamazepine 270 19 12 33 0 451 31.20 ( 27.52 - 3532) .02 ( 094 - 1.10 )
Lamotrigine 465 27 14 37 0 962 46.66 ( 40.66 — 53.49 ) 0.71 ( 0.67 — 0.75)
Phenytoin 117 20 11 29 1 1109 3046 ( 23.76 — 38.92 ) 0.79 ( 070 — 0.88 )
Furosemide 57 17 9 45 2 434 34.14 ( 23.32 — 49.30 ) 0.75 ( 062 — 091 )
ACE inhibitors 47 20 6 33 0 227 38.02 ( 25.62 — 5548 ) 0.81 ( 0.65 — 1.00 )
Corticosteroids /' 89 19 11 26 0 206  25.01 ( 20.56 — 30.30 ) .17 ( 1.00 - 135)

6 drugs contained: imidapril hydrochloride, enalapril maleate, temocapril hydrochloride, lisinopril hydrate, perindopril erbumine, and alacepril

711 drugs contained: dexamethasone, dexamethasone sodium phosphate, dexamethasone acetate, triamcinolone acetonide, prednisolone, prednisolone acetate,
betamethasone, betamethasone/d-chlorpheniramine maleate mixture, betamethasone valerate/gentamicin sulfate, methylprednisolone, and methylprednisolone
sodium succinate
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Figure 5 Histgram for time-to-onset profile of the SIS/TEN for the suspected
drugs: (a) Allopurinol, (b) Loxoprofen, (c) Acetaminophen, (d) Carbamazepine,
(e) Lamotrigine, (f) Phenytoin, (g) Furosemide, (h) ACE inhibitors, and (i)
Corticosteroids
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HAg &

Pt

AMFFETIZ, JADER & HVW T, s & SIS/ TEN ORI EMEZ 5l L, WSP %
A ERHG RIS H L=, JADER 23 C SIS / TEN (2 B4 % @5
BH3 %\ AL S AllX, allopurinol, loxoprofen, acetaminophen, carbamazepine, &
W\ lamotrigine Th > 72, ZiL b OIANIEATEE O THERNEH~ =27 /1]
(ZREHE S TR Y > SJIS/TEN OJFAZEAI & L Ta b Tu%, —77, FAERS
I3V T SIS/ TEN (BT~ 5 2V EAL S ANE, B2 HTRLIEE D
(2. valdecoxib, lamotrigine, phenytoin, acetaminophen, } T furosemide T > 7=,
KE DB DA D 70% LA EAS FAERS (288 STV D728, FRHFID B O
X, BREKREEDOUFOEWNNZIEDLOTHD EE XL,

ZIVETREBME L7l A VT SIS/ TEN Z 4 L7-AF5tiXid & A Eauy,
AWFZETIZ, JADER 7> H45 bV @Rk L 72 iimT — % Z AV T, SIS/TEN &
S o B A R L7,

JADER TlE, &7 —ZIZBWT, <19 m K& 20-39 ik OFHEIZIB VT T
TN SN (%%, 1.33 [95%CI 1.21-1.451 K% % 1.78 [95%CI 1.65-1.93])
(Table 14), JERIL LIZEln DT, £FEHBEICB WV THREFRICAE TH -7, <
19 75k M O 20-39 s DAFE i I 31T 2 5% ROR 1E, 60-79 ik Y > 80 ik L ¥ b
mo Tz, <19 MO 20-39 i OFMEIZ I 1T D 95%CL DFIPHIL, 60-79 7% &
Y >80 1% D 95%CI OFIPH & Eip & 70072, — ., FH2ETHIT L2 L 51T
FAERS 2B & Bz @ik L= T — % TR L7Z#R#EROR (£.<177% (2.87
[95%C12.67-3.07]), 18-39 7% (1.46 [95%CI1.37-1.55]),40-59 % (1.00 [reference]).
60-79 7% (0.99 [95%CI 0.93-1.04]), K T* > 80 1% (1.06 [95%CI 0.97-1.16]) TH
272, FAERS TiZ. 27— KO EALSAIDH 7 X v b7 —2 D 5 5 valdecoxib,
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lamotrigine, phenytoin, } (X acetaminophen (23T, i b FEDERE (<17 %)
DOFHHE ROR M b @V MEE 7R L7z, SIS / TEN II5E M EMRE TH D LB 2
SGATRY REEREITLT U o BROBAEIR MIC X Fln L & BITHEEIT 5 %,

AMWFFEOREHRNTE 2 T FAERS ICBAT 245 R & b —B L TRV, FHEH L G
FTOFEFN T DB MED T LV FREE ROR BEL LI FIREMEDSE 2 BTz,

BUAT 4 v ZEIFHHICMA T, 7y M2 FE+T 52 L1k, AEFE
G L OB AT 5 DICAHTH D 3, T—F X=X Eknb 7ty
NF—FzZMHLI%IC, Y78y b —ZOFFEROR ZH MM L7z 25, 47
Ty b2 FEO Y R 7 BERSEBR A AT 5 BEED SR S v, FEL

DERRFEZHDOEEILNDICO, ZHGRFONA T AT D DITHEAL
D, ARBFZETIE, SIS/ TEN (ZBhdE S 2 W EMHFENS LWV B 5 ROV 71 v
K7 —% OF#E ROR &5 H U7, L UE O 5 loxoprofen Tld,20-39 5.
60-79 . KON > 80 M OAHRE N A A E TH o 7=, Loxoprofen,
acetaminophen, & (" carbamazepine {23\ T >80 i%IZ3 1T 274 ROR 1%, BRI
L LT 4R O TR b Ko7z, LvL, FIANCE O Tl b 8% ROR 23
VAR L, BRAIE IR 5 72, HLA O#fs -2, SIS/ TEN OFAE X34
FHNCKT 2WPAREDO Y AV RF L LTHESNTND Z b 256 5% %
R RIS A 79 2 88 CHLABIR F 2RO BIZ O OWTHRET EnD 2 &
DEFE LY,

Acetaminophen T, <19 & & W 20-39 i OFWE 23517 2 7% ROR |E, 60—
79 KON > 80 ik DAFMBIEIZ 31T 2 ROR LV b w72y, Thb D7
HE TR D> 72 (60-79 5% D 95%CL DFFHD . < 19 % M Y 20-39 1% D 95%CI
E R o TV (Table 14) . ZOFHD—> & LT, JADER 7 5HSJS”, “f%
JEREBEARIEERE”, K O“TEN"D PT & VW CHltE L7285 12, w7 A L R YL 56
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PED SIS BIEAEMICE EFN TV D AREMDRZE XA bivTe, —#D SIS 13, FFHF~E
FIZBW TR~ A a7 T AVEIEIZ LV FR SN PP 2o~ 27T
A2 JEYLEIT 3T DRI L U CHAEWE & OFH . XILHA T acetaminophen 73
MG Eib, PFLAEWE BiAEWE 63 Al : cefcapene pivoxil hydrochloride hydrate,
clarithromycin, cefdinir %) & OffH =1L, acetaminophen D% 7 v F TiX 44.9%
(864/1925) TH v . ZHhids bHEMHF DL\ BAL 5 Al (allopurinol : 9.8%
[258/2642]. loxoprofen : 28.7%[1352/4714], carbamazepine : 6.0%[272/4517]. &}
lamotrigine : 3.2%[77/2375]) OHF THRbEVMETH -7, {€> T, HEBHICE
VT SIS / TEN OFIERMEWEEH O —-> & LT, acetaminophen 7575 M A HENE
NEZ B,

Mockenhaupt & 1%, Euro SCAR fBRIZENT, SIS/ TEN FRJE DRIl &
Rt LT g ¥, SERIBG-BRAA D SIS / TEN FIE £ TOREM 2 F0 4 L7/ 2.
acetaminophen (23517 2 FJE £ TORFHIL 4 BRI ThH o7 3, ARIFFLTIT, F
SiE E CTORF O IAEIL, loxoprofen T 3 H. acetaminophen T2 H TH Y | fthod
AL g U TR, REANZA—=F aldnTivd 10 K Thoto, RENRT
A—H o DIEA/NSNZ L X T —Z DO & &R F, Euro SCAR
B2 3517 % allopurinol, carbamazepine, phenytoin, & (N phenobarbital DA & F 5
— Kl — & (WU i) o RfElL, 20(14-32)H., 15(12-20)H ., 24 (16-33)
H. & 17(9-40)H ToH - 7= ¥, A [E D allopurinol, carbamazepine, } UF phenytoin
(2B D RI%. Euro SCAR SER DR & Ak Td - 72, Mockenhaupt &3 SJS
/ TEN & G A FEH) 0 B2 DWW T, B2 R\ 3K (carbamazepine } OF
nevirapin), FEBSHE LK (ACE BHEZE & N valproic acid), M ONBEEE 23 5t o4 5 FEH
(acetaminophen & O corticosteroids) D 3 DD 7 /L— 235 L T\ 5 ¥, AKWF5E
ClX. acetaminophen /%, SJS/TEN |ZRJ# 4 2 M EMHHN L LA S AlO—>T
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&Y | loxoprofen & T acetaminophen DRI & 52T T\ 5 EF L, &EGBALEH -
5 2-3 HLAAIE, SIS/TEN OIERICOVWTHBICE=Z ) v /8D T ENE
FLWEEZ BN,

WSP (2 K 2H ERG — R ClT. SRR EE LR WES T, BIER
BRHERFRRERET 22 ENARETH D B30, RIS TIL, WSP R Bz VT
SIS/TEN ORI 7' 1 7 7 A )L Z it LT2 A3, WSP R BRDTZIRNT A —42 B
7> . allopurinol, loxoprofen, acetaminophen, lamotrigine, phenytoin, & O® furosemide
IZd& % SIS/ TEN DOFJE Y A 7 ITRFIIICIR T35 Z Enmshvic, —H,
carbamazepine., ACE [LEZE, K O\ corticosteroids (Z351F % SIS / TEN DFIE U A
7 IRFRNC B D 6 FIRIE—E TH > 72, Mockenhaupt © X corticosteroids (2 & 5
SIS/ TEN FIED ¥ A I v 7, corticosteroids &/ L CTu % SIS / TEN FIEIC
BT 5 & STV D IEFNALAFT D L HE]I L TV % ¥, Furosemide, ACE PHE
. KL corticosteroids 55 D 100 {HA O/ NFALDEEAR N BFF Lo T — & Ofif
RIFEEI Th R T IER 520,

SRS M B LN ROMRIITEENLETH S, SRS (IZEB2HE
AT L TH D20, /NRE, wREE, MG HERF O A DA T ADPFLE

— X EGDORAND D, Fio, HRBEDPFLE L2V &0 5 R AR &
BEVERT — 2 OXEEOWERH 2 5, Z0 L) RBRODH, B YR
T4y Z BRI EIT > TORWDKRRED ROR ICE D FEFZOED Y X7 G
XA TH D, AL TIT, B PR T 4 v VGRS E 7' > Mgz 0F
L. 7 —F_X—=R AT D R D & 2 2SR+ & Ml 1E L 7o, o715 5K+
EHOLEBEXLNDY T 'Y KON LA LN A EEROFME ROR O L
HATH Z KT, KIEFID SIS/TEN FIE DML O RIT, ERMNEH
FH D SIS/TEN DRIFERDTZDITKILSD b D EF XD,
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H 4% JADERIZCKARY 77—~ — L NENCEET 5 fEbT

AN B O &b A@OMBETH Y | &l E D7D Db R ERNE E
LT D 386 FHEEA L, 9 NI 1 AREIRE (2605%) THY ., ZOEEIX
2050 FE TIZ 5 AT 1 N2 2 & AL Tn D 49, KEICBW TR bR
HUTHIIN L CWO D4 @ 1L > 65 T, 1999 4FLIKE 12.5%H90 L, 2009 4121
#4,000 5 AT L, 2030 4 F T2 7,200 5 NIZET D & RAAE TS 390,
HATIX, 2016 22N D 273%0 > 65 CTH V. ZOBMIEAS % 25 F/H]
e & PRI TN S 626,

EE DL AFEEROBBICRE L, 2L OEAPEEEINTEY | GlnE o
RY 77—~ — LA BN T2 08 KETIX, > 65 OBHEDH
L > 5 FOIERINE G SN FIEIE, 1988 005 2010 4200 T 12.8% 005
39.0% LB L E 3 RN LZE @, EETIE, 10 FLLEOFEA N FLE S >
65 IDEIA L, 1995 4725 2010 DRI 4.9% 7025 17.2% & 3 5L EHINL 72
0, Slone Hi%, KEOEEBFIZBNT, > SHIKDT = 10 FlOIEKAI DL Sh
TEIAIX, B2, 60% KN 20% TholzblE LTy V2 RY 77—~

— XYL FORE RBEE 7p o> T 5 0668,

RV 77—~ —ORERERITZVN, RN 77—~ —|2@EY 75
&L MEB 28R o Do FERIOMEM NS TV D56, AhZEITo T

ANZFESNWTEY , BEOVEESRME QOL N EIND Z b BRF AR
O OTHMERARY 7y v — B IO, 0, AR H RS
DY AITNEBEDQOLRLA L T T ATV AILE JVAESE R Ea F N ST AN
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V7 y—vo—bBhipdnd B, K EZORY 77 —< v —F, AEFELL
W - WA, REE RS EFREC T 27 Fe T 7 ARE A
B, KOBEC U A7 O ERHORFRE D EEZ LTINS 8, h7pd Lt 2 Al
M 9FIORIFARAIL, RV 77—~ — BRSO R, 05
R >S5 HOLHEITRY) 77—~ — 210 FlOHEIT “major" R 77—~
—LERIN, ZLOKREEROARBEZRMNLR L LICHEDFEERK D
WM AAERICRET D03 72 ST B 107082

NS IC X 2 B R 7 R OSE 1m0 e B8 b & 1 5 AR BRI A IC K Y . &
MEICBT2AFFROY RN EF LT AHEMERH D B, FRC, FFHEHRE,
b5 VIEEHERIL. SImE BT 2 EYEREOMB AR BEE L TWD &
ZEZONTND M FEE, FMEE, LT VT 2 A RUIMENIZ 20 b L
FRARENIIGE T2 84, F7-, RERIAIEIEZE (glomerular filtration rate: GFR) Jz OVR
AIAEFERE S INERIZ KX VKT L, BEDBRERRITBOR T 2 720 ¥ T E & OV
FICEHEDOFEFRICNTORY 77—~ —DEBOHITNLEEND,
FAERS (%, BEFMLZEMEESICIE TEN STV 5 R R KD SRS 7 —#
—ATH 2 BB NEESIZ ROR ICEY | FUEMHREIC L 2RY) 77y —< v —
WEIMFED U A7 Z NS L AREMERH 5 Z & 2#HE L5 4, PMDA 23
EHLL T 5 JADER O &%, FAERS O#A L HBIL TR, FEFLDY R
7 FHZIE A STV 5H 28, JADER L CARY 77—~ — L FEHEZRD
B 2 it Lo 13 & A B2y, AWFZETIX, JADER Z#FIH L, ZEn
AT 4y 7 Blg oM 2 IV CRHE%E ROR Z & U, PR L OV e | 2 Bsd 3
HAFBFRRIIKT DMEE R Y 77—~ —ORXEAEHOEEZ OV TR
L7,
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T =

JADER (%, PMDA ® web %4  (www.pmda.go.jp) 7>H AT-L. 2004 44 H
5 2017 4F 6 H £ CILBRERSNIoT — & Z T I A L=, JADER O4T —
XX, PMDA IZ LV ZERICEALS TV S, JADER OiE(X, ICH-E2B A
NZ A v (EELLAMEEROZE) ITHEILL T, 7 —FX— %, 1) BF
ARG H (demo), 2) FEAIEFH (drug). 3) AEFLIEFHR (reac). 4) JFUIELBIEH
(histy D 4 DDOT —H T —T )L THERK S A5, JADER (213, 50D [ ek R oMl
WEENLOEFERENEGENTNDEN, web A hbHX T o— RTE
57 — 2T EAREICHET SEARIRFIEE E TV RWa), BEEREI
1T ho 7= (https://www.pmda.go.jp/files/000145474.pdf), Drug 7 — 7 /LTl
BHH) & A HEFROBIEMEIIE > THEEH | “OFHIF SUT M AN A 8k S
NTWDHD, SEIOMHT CIEZE DR TEMET LT,

FllE, BEOEAFREET demo T— 7 /WA ENTEY, HA L L
T, “10 AR, <10 mAR”, “20 s, <30 AR, <40 R, «50 R, <60
AL 70 3RARL <80 TRAR. <90 IR “100 AR, HTAEN, LS. ol
e “HFDE RN CEIET. B R T A ARE = TR T A AR
P E R T A ARL = KON B B ARERHT T, <19 % 20-29 5%,
30-39 ik, 40-49 ik, 50-59 ik, 60-69 ik, 70-79 ik, 80-89 i, KU > 90 kil
@R L. <19 sEOEEEITIE, “10 WA, “10 A, <Braldr, «fLahir,
KON 250, > 90 sOFREITIX, “90 5Rfl” & “100 & & Tz, “F
AR SR, TR, e R T A AR TN T A AR
= hIARARE =0 KOS OT7 — 213, ERIHL LIcFERICaE & vt
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D, AR SRS LT,

% < OFEHEER WHO T, > 65 ik & &l s & EF% L TV 525, JADER TIE,
Flin > 65 m &z JEBML TE N7, AT TIE, <60 & Tt > 60 mklZJ@BIE
L. B ROR & L7z, “HrAEliy, “fshliir, ohir, “FOoe “B— K7
AARL =0 B TARARL =0 ROE =R T A A AL =T <60 5D
EREICE LT, “ERETIT > 60 MOERE IS Lz, RN ORI
DT —=21%, <60 FM = 60 mOFE I IEMEIZERIETE Rz ORIN L

7o BEEIRFIET. <S5 HI. 5-9 A KON > 10 KD 3 DITAHE L= 107982

BEELL ORI

A FHFEGA 1L, MedDRA DIEHER TR TH D SMQ DFEIE % FIW THENTIZFI
L72, SMQ /X—3 3 2 20.0 & AW CIHEE L O EEICEET 2 @& 2 L.
I & LC, “SEyBEME O FfEE" (SMQ = — R: 20000006), BfEE & LT,
CEPER AR A L OB MR EGR (SMQ = — R:20000003 & TY20000213) % fv 7=

(Table 16), R4, 4, M OMERIOE RS KRR U 7o s 3t 2 HERS LT,
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Table 16 SMQ codes related with hepatic disorder and renal disorder.
SMQ code subcategory of SMQ code Preferred Reported
terms (n)  cases (n)
Hepatic Drug related hepatic disorders - Drug related hepatic disorders - Hepatitis, non-infectious 21 2,452
Disorders comprehensive search (20000006) severe events only (20000007) (20000010)
Liver neoplasms, malignant and  Liver malignant tumours 18 493
unspecified (20000011) (20000208)
Liver tumours of unspecified 2 43
malignancy (20000209)
Liver neoplasms, benign (incl 9 73
cysts and polyps) (20000012)
Hepatic failure, fibrosis and 92 16,347
cirrhosis and other liver damage-
related conditions (20000013)
Liver related investigations, signs 96 21,349
and symptoms (20000008)
Cholestasis and jaundice of 17 5,882
hepatic origin (20000009)
Liver-related coagulation and 40 776
bleeding disturbances (20000015)
Renal Acute renal failure (20000003) 50 17,622
Disorders
Chronic kidney disease 172 16,081

(20000213)
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ROR [E 2X2 OHFFIENGLHEM L, 95%CI O FRAR > 1 ThoHGE, 7 F
Y LR LT P ABRIITIE, BIEROK T T AT, DR Eb 21
U bEo@EEEST 51,

ZEO VAT 4 T BEURGHTIC XD ASHERFZAHIE L I ROR R L7,
WA ITEMBIC <59 K& TN > 60 i OFEREICERE L, BAEIT <5#I 5-
9FKl, B> 10KID 3 SORCHFE LT, ZEA VAT v 7T NVEHBET
BT, AR, A, MR RO GEEAR A o — ME Lz, fricidk

O AT 4 v 7TV E AN,

Log (odds) =Po + B1Y + B2S + B3A + Ba N + BsS*A + BsS*N + B7A*N
[Y = reporting year, A = stratified age group, S = sex, and N = number of administered

drugs]

BEARAE0.05 DAT v 7T A Rk (EHOEBIE) ¥ %2 FV Tl A S 2 IR L
7= (Table 20) , FREAZEROIEZ LM 5 DI LEREZ V2, -2 3ok
EOENABE 1| OB A ZFSHIHES DT, p<0.05 DEEFFMICHER L L
Too 1A 2RI, RTOMALKIZHT 5T A—=2RErTHD &9 IR
BT BN A ZRIEBORERRE TH S, HELIZET NV EO R OLEA
TOMNET N EDRADIEEEDZEL 2 53252 LICEVERE IS, Table
21 JZ O Table 22 (2331 % “Prob> ChiSq” %, f8E L7=ET AU OHDET )V
ThdEXIT, BRTETCLBEDMHELY RER A “REZGELHERTH D,
F— ZfENTIL. IMP 23— 3 > 11.0 (SAS Institute Inc., Cary, NC, USA) % i\ C
117,
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53 H AR

JADER Ot HIRIIX, 2004 4= 4 A5 2017 42 6 HETE L, 5
41387 Th o7z, HREEROBREEICEE Lo@mEix, 4. 42,400 &)
29,008 T o7c, T —F v b FEEY Ty NEROBFEEYS 7B M
B D FEME ORGSR OFIG A, K4, Figure6-8 IR LTz, &7 —#t&
v N T, 70-79 s OFRnJE 23 1T 2 AR 107,149 N (24.8%) TH O | &
FhEOP CTRbLE N1,

BT =2y MZBWT, BFEOEARGIZE T 28 EFROREES
% <197%. 20-29 k. 30-39 k. 40-49 %, 50-59 k. 60-69 ik, 70-79 ik, 80—
89 mE. KN >90 T, &K%, 33.5%. 27.2%. 262%. 24.9%. 21.2%. 20.5%.
21.5%. 23.4%., &1126.6% CTdh >7= (Figure 6 &2 X Table 17), &7 — X & v b,
HHNE, HFEELR O EEZEOY 72y h T —ZOWNFT BT, HAIRE
DREEIE D NTIOFEEBIZB N TCHE S FED-> 72 (Figure 6 2 T Table 17,
Figure 7 }2 (" Table 18, Figure 8 & (X Table 19) , &7 —# & v MIBW T, HH|
BehIx, <19 OERE CTHbE <. 60-69 i OHEE T LIk~ 72 (33.5%
S TR 20.5%) (Figure 6 S X Table 17),

BT —H Ty MZBWT, 25 ABED <19 5%, 20-29 ik, 30-39 k. 40-49 ik,
50-59 %, 6069 ik, 70-79 ik, 80-89 k. MU =90 ik DM I I 1T D WA H
BT %% .28.7% (9,097 1), 32.2% (5,009 1), 34.3% (9,092 1), 37.7% (12,944
). 42.1% (24,306 ). 44.8% (45,054 1), 46.5%(24,621 1), 47.3%(49,845 1),
KR 44.9% (3,022 1) Tholz, —IZAY 77—~ —LMEEIND >5F D
RN GREOMEFIGIL, Fis & LITHML, <193 (28.7%) IZBW TR bIK
<. 80-89 i (47.3%) THbEMN->7- (Figure 6 & X Table 17),
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BT —H 1y MZBWT, #HIEAHIL, 5.0424.66 CEH = HERZ)TH D |
70-79 RICHE W TR b E < (5.4214.79), <19 KIZBW TR BEN>7- (3.93+
4.47), IFREETIX, BEEFEIT, 5371478 TH Y, 80-89 ik Tl b < (6.18
+4.85), 3039 i Tl bIE > 72 (4.521+4.20), BfEE T, &AL, 6.12
+552 THH, 70-79 i THbmE< (6441535, <19 HTHRLEN-72 (4.90

+6.09), BEEICXTT 5 & 5-IEAEL O MM, IFREE O 85 3KK1 5 0 S L
DL EDo T,
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Figure 6 Reporting rate of administered drugs stratified by age for entire dataset.
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Figure 7 Reporting rate of administered drugs stratified by age for hepatic disorder subset.
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Figure 8 Reporting rate of administered drugs stratified by age for subset data of renal disorder.
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Table 17 Reporting rate of administered drugs stratified by age for entire dataset.

Administered Total
drugs

Case (n) Reporting

<19 years

20-29 years

30-39 years

4049 years

Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting

50-59 years

Case (n) Reporting

60—69 years

Case (n) Reporting

7079 years

Case (n) Reporting

8089 years

> 90 years

Case (n) Reporting Case (n) Reporting

rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%)
mono 100,231 23.2 10,613 33.5 4,229 27.2 6,951 26.2 8,554 24.9 12,243 21.2 20,608 20.5 23,037 21.5 12,209 23.4 1,787 26.6
2 60,578 14.0 4,793 15.1 2,580 16.6 4,297 16.2 5,294 154 8,391 14.5 13,731 13.7 14,120 13.2 6,630 12.7 742 11.0
3 48,622 11.2 3,943 124 2,111 13.6 3,457 13.1 4,194 12.2 7,021 12.2 11,616 11.6 11,090 10.4 4,606 8.8 584 8.7
4 39,916 9.2 3,240 10.2 1,636 10.5 2,687 10.1 3,391 9.9 5,779 10.0 9,522 9.5 9,057 8.5 4,011 7.7 593 8.8
5 32,804 7.6 2,343 7.4 1,211 7.8 2,056 7.8 2,580 7.5 4,615 8.0 7,848 7.8 7,982 7.4 3,699 7.1 470 7.0
6 28,125 6.5 1,597 5.0 914 59 1,678 6.3 2,151 6.3 3,835 6.6 6,765 6.7 7,166 6.7 3,550 6.8 469 7.0
7 24,229 5.6 1,236 3.9 679 4.4 1,193 4.5 1,745 5.1 3,246 5.6 5,869 5.8 6,469 6.0 3,302 6.3 490 7.3
8 20,677 4.8 903 2.8 551 3.5 896 3.4 1,417 4.1 2,714 4.7 5,106 5.1 5,728 53 2,981 5.7 381 5.7
9 17,076 3.9 697 2.2 374 2.4 745 2.8 1,107 32 2,223 3.9 4,195 42 43815 4.5 2,589 5.0 331 4.9
10 13,441 3.1 493 1.6 276 1.8 520 2.0 904 2.6 1,628 2.8 3,384 3.4 3,944 3.7 2,051 3.9 241 3.6
11 10,375 2.4 338 1.1 200 1.3 453 1.7 660 1.9 1,307 2.3 2,567 2.6 3,090 29 1,574 3.0 186 2.8
12 8,046 1.9 249 0.8 159 1.0 326 1.2 529 1.5 1,023 1.8 2,014 2.0 2416 2.3 1,209 2.3 121 1.8
13 6,363 1.5 249 0.8 132 0.8 239 0.9 386 1.1 782 1.4 1,629 1.6 1,904 1.8 943 1.8 99 1.5
14 4,625 1.1 166 0.5 113 0.7 181 0.7 270 0.8 562 1.0 1,232 1.2 1,378 1.3 655 1.3 68 1.0
>15 17,229 4.0 826 2.6 400 2.6 805 3.0 1.195 3.5 2371 4.1 4445 4.4 4953 4.6  2.068 4.0 166 2.5
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Table 18 Reporting rate of administered drugs stratified by age for subset data of hepatic disorder.

Administered Total <19 years 20-29 years 30-39 years 40-49 years 50-59 years 60—69 years 70-79 years 80—89 years > 90 years
drugs

Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting

rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%)

mono 7,451 18.6 419 21.6 327 22.2 665 22.2 807 21.5 1,320 19.9 1,828 18.5 1,473 15.8 534 14.6 78 16.2
2 5,491 13.7 274 14.1 256 17.4 528 17.6 580 15.4 972 14.7 1,249 12.7 1,190 12.7 408 11.2 34 7.1
3 4,530 11.3 253 13.1 197 13.4 382 12.7 442 11.8 798 12.0 1,119 11.3 959 10.3 336 9.2 44 9.1
4 4,153 10.3 189 9.8 154 10.4 357 11.9 430 11.4 739 11.2 1,031 10.4 882 9.4 323 8.8 48 10.0
5 3,517 8.8 138 7.1 128 8.7 253 8.4 346 9.2 573 8.6 907 9.2 817 8.7 316 8.7 39 8.1
6 2,926 7.3 126 6.5 95 6.4 171 5.7 300 8.0 464 7.0 728 7.4 698 7.5 306 8.4 38 7.9
7 2,475 6.2 102 5.3 70 4.7 160 5.3 191 5.1 382 5.8 612 6.2 669 7.2 245 6.7 44 9.1
8 2,052 5.1 83 4.3 53 3.6 108 3.6 164 4.4 303 4.6 506 5.1 542 5.8 248 6.8 45 9.3
9 1,605 4.0 57 2.9 31 2.1 74 2.5 106 2.8 259 3.9 400 4.1 450 4.8 199 5.5 29 6.0
10 1,227 3.1 51 2.6 28 1.9 51 1.7 74 2.0 169 2.6 314 3.2 365 3.9 153 4.2 22 4.6
11 994 2.5 28 1.4 24 1.6 50 1.7 64 1.7 141 2.1 269 2.7 271 2.9 124 3.4 23 4.8
12 834 2.1 36 1.9 12 0.8 43 1.4 56 1.5 108 1.6 214 2.2 238 2.5 114 3.1 13 2.7
13 614 1.5 20 1.0 20 1.4 44 1.5 47 1.3 65 1.0 155 1.6 166 1.8 88 2.4 9 1.9
14 472 1.2 26 1.3 21 1.4 20 0.7 34 0.9 48 0.7 120 1.2 138 1.5 59 1.6 6 1.2
> 15 1,795 4.5 135 7.0 59 4.0 95 3.2 116 3.1 284 4.3 417 4.2 481 5.2 198 5.4 10 2.1
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Table 19 Reporting rate of administered drugs stratified by age for subset data of renal disorder.

Administered Total < 19 years 20-29 years 30-39 years 4049 years 50-59 years 60—69 years 70-79 years 80-89 years > 90 years
drugs

Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting Case (n) Reporting

rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%) rate (%)

mono 4865 18.2 512 26.7 123 18.4 186 17.1 315 18.4 527 17.3 991 16.6 1228 17.3 818 18.5 165 22.4
2 3144 11.8 282 14.7 92 13.8 154 14.2 247 14.5 380 12.5 689 11.5 780 11.0 448 10.1 72 9.8
3 2582 9.7 223 11.6 91 13.6 123 11.3 192 11.2 327 10.7 609 10.2 646 9.1 321 7.2 50 6.8
4 2362 8.8 207 10.8 78 11.7 123 11.3 193 11.3 283 9.3 544 9.1 564 7.9 309 7.0 61 8.3
5 1957 7.3 144 7.5 59 8.8 91 8.4 124 7.3 244 8.0 460 7.7 470 6.6 312 7.0 53 7.2
6 1781 6.7 127 6.6 42 6.3 67 6.2 110 6.4 220 7.2 389 6.5 464 6.5 305 6.9 57 7.7
7 1587 5.9 84 4.4 27 4.0 61 5.6 90 5.3 164 5.4 337 5.6 460 6.5 311 7.0 53 7.2
8 1487 5.6 59 3.1 26 3.9 47 4.3 68 4.0 166 5.4 349 5.8 423 6.0 305 6.9 44 6.0
9 1338 5.0 52 2.7 24 3.6 42 3.9 78 4.6 151 5.0 298 5.0 383 5.4 267 6.0 43 5.8
10 1151 4.3 42 2.2 16 2.4 29 2.7 63 3.7 101 33 258 4.3 365 5.1 222 5.0 55 7.5
11 907 3.4 34 1.8 18 2.7 34 3.1 43 2.5 107 3.5 203 3.4 240 3.4 207 4.7 21 2.9
12 736 2.8 19 1.0 8 1.2 34 3.1 38 2.2 82 2.7 172 2.9 231 3.2 140 32 12 1.6
13 595 2.2 26 1.4 12 1.8 14 1.3 26 1.5 51 1.7 140 2.3 183 2.6 127 2.9 16 2.2
14 456 1.7 19 1.0 13 1.9 12 1.1 21 1.2 36 1.2 129 2.2 139 2.0 78 1.8 9 1.2
>15 1743 6.5 89 4.6 40 6.0 71 6.5 101 5.9 208 6.8 414 6.9 533 7.5 262 5.9 25 34
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ZEO AT 4y 7 BEURSHTITIE, EE, Fln, L OMERNCEIT 5 HH R
HLTWDHHREZIRIN L7z 432,337 tha e, AT > 70 A Rk (EHIEIEE)

TRV WEE, MR Fn, M ORGIERB ORI LA ERRICEE T LR
HNZ R D & 2% S A Sz PR € L 7= (Table 20),

FEEIZOWTOREIIIRET L TIE, HEFE (p<0.0001), MR (LM, p<
0.0001), s (=60 7%k, p<0.0001), #&5-HAH (5-9 #l. p<0.0001). KOG
FAIE (=10 #1, p<0.0001) OHEAFFINTHETHY . MR (&) &53
FlE =104 & DORHEEMESAE ThH 72 (p=0.0074), F5FHAIE (5-9 Al
p<0.0001) KLU 5FEAIE (=10 Al.p<0.0001) DFHHEE ROR (95%CI) X, %4 .
1.17 (1.14-1.20) KO 1.14 (1.11-1.18) Th o7z, L L. Fin 60 1%) & &5
FHIE (5-9 H) XUFTFHE (= 60 %) & &EFAE (= 10 ) OAZEAEFEITW
THHAETIE o7,

PR EIZOWTORKIRET LTI, MEE (p<0.0001), PRI (&M, p<
0.0001), 4Ffis (=60 7%k, p<0.0001), F=EHAIHE (5-9 #l. p<0.0001) K5
AL (=10 AL p<0.0001) DEAKFHNAETH Y PR (Gtk) &4FE
60 %) O AEEHBELAEETH -7 (p<0.0001), Fi (> 60 5%, p < 0.0001),
B 5 3RAFNE (5-9 AL p < 0.0001), #5IHAEL > 10F], p < 0.0001), LOPER
(k) EHFE (=60 %) ORANEMAEOFIEE ROR (95%CI) 1%, &%, 1.32(1.28-
1.35). 1.27(1.24-1.31), 1.82(1.76-1.88), &1} 1.60 (1.59-1.69) Tdh o7z, LH L,
il (> 60 %) &HRGHEAE (5-9 Al) SUTFH (> 60 %) &&RGHAE > 10
#l) ORBEAFRAE I TN AE TIE o7,

P 5IEANHO N0 sk HAL TRBIME L7 F O RZ BEAEHIE (A*N) o1& 6
7-FH# ROR b6 & — b~ v 7 & ERk L7z (%X Figure 9 @ Panel E, } OV
[ 7213 Figure 10 @ Panel E)

68



Table 20 Multiple-logistic regression analysis.

Adverse events

Variable*

Adjusted ROR' (95% CI)

p-value

Hepatic disorder

Renal disorder

Reporting year

Sex (female)

Age (2 60)

Number of administered drugs (5-9)
Number of administered drugs (= 10)
Sex (female) * Number of administered drugs (= 10)
Reporting year

Sex (female)

Age (= 60)

Number of administered drugs (5-9)
Number of administered drugs (= 10)
Sex (female) * Age (= 60)

0.95 (0.95—0.95)
0.95 (0.93 —0.97)
0.86 (0.85—0.88)
1.17 (1.14—1.20)
1.14 (1.11 - 1.18)
1.00 (0.94—1.07)
1.01 (1.01 —1.02)
0.81 (0.79 —0.83)
1.32 (1.28 - 1.35)
1.27 (1.24—1.31)
1.82 (1.76 — 1.88)
1.60 (1.52—1.69)

<0.0001
<0.0001
<0.0001
<0.0001
<0.0001

0.0074
<0.0001
<0.0001
<0.0001
<0.0001
<0.0001
< 0.0001

* Significant variables selected with stepwise method
T Reporting odds ratio
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A) Number of the B) Age C) Number of administered D) Age * Sex (female)

administered drugs drugs * Sex (female)
Female Female
2 1.20 20-29 1.51 2 1.14 20-29 1.44
3 123 30-39 1.87 3 1.19 30-39 1.44
4 1.38 40-49 1.80 4 1.40 40-49 1.46
_g 5 142 f:o“ 50-59 1.86 £ 5 1.55 ;%00 50-59 1.79
o el
2 6 1.39 60-69 1.60 2 6 1.40 60-69 1.58
2 2
g 7 1.36 70-79 1.39 =i 1.38 70-79 1.29
=] g
2 8 1.33 80-89 L12 2 8 1.12 80-89 1.00
s 3
5 9 1.24 >90 L19 5 9 111 >90 0.70
E E
5 10 1.22 s 10 1.17
Z Z
11 1.28 11 1.12
12 1.43 12 1.21
13 1.29 13 0.94
14 1.41 14 1.41
>15 1.44 >15 1.25
E) Number of administered drugs * Age
Age
20-29 30-39 4049 50-59 60-69 70-79 80-89 >90
2 1.61 2.02 1.71 1.63 1.34 1.53 130 1.00
3 1.36 1.59 1.46 1.42 1.26 138 138 1.49
4 1.69 238 2.23 2.03 1.79 1.94 1.87 1.99
w)
an
2 5 1.94 2.26 2.43 2.00 1.96 2.10 2.02 2.00
o]
'§ 6 1.39 132 1.84 1.41 131 1.44 1.49 1.46
Q
& 7 1.30 1.71 1.30 1.28 1.19 1.44 1.18 1.54
-§ 3 1.06 129 1.19 1.04 0.97 112 1.19 1.88
[
°e 9 0.92 1.12 1.02 1.14 0.96 1.15 112 1.41
Q
e
§ 10 0.87 0.80 0.64 0.76 0.71 0.86 0.82 1.05
4
11 1.49 129 1.06 1.08 1.12 1.12 1.22 2.13
12 0.51 0.93 0.70 0.62 0.67 0.75 0.87 1.13
13 2.10 233 1.43 0.82 1.01 113 1.49 1.49
14 1.25 0.67 0.75 0.44 0.53 0.68 0.72 0.76
>15 0.95 0.69 0.55 0.62 0.50 0.64 0.77 0.46

Figure 9 Heat map of hepatic disorder.

A) Number of the administered drugs, B) Age, C) Number of administered drugs * Sex
(female), D) Age * Sex (female), E) Number of administered drugs * Age

log(odds) = Bo + B1Y +B2S+B3A+B4sN+BsS*A+BeS*N+B,AxN

Reports were stratified by age as follows: <19, 20-29, 30-39, 4049, 50-59, 60—69, 70—
79, 80—-89, and > 90 years. Adjusted RORs were calculated using male, 19-year-old <
group, and one drug as a reference group.
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A) Number of the B) Age C) Number of administered D) Age * Sex (female)

administered drugs drugs * Sex (female)
Female Female
2 1.10 20-29 0.69 2 0.86 20-29 0.29
3 1.13 30-39 0.65 3 0.85 30-39 0.32
4 127 4049 0.76 4 1.02 40-49 0.36
§D Y 50-59 §0
— 0.79 O 50—
£ 5 1.26 5:0 = 5 0.95 S:D 50-59 0.45
o] ]
% 6 132 60-69 0.88 g 6 0.98 60—69 0.56
3 2
é 7 1.35 70-79 1.00 é 7 1.04 70-79 0.82
g g
< 8 1.48 80-89 1.29 s 8 119 80-89 1.26
k) 3
5 9 1.64 >90 1.62 5 9 1.24 >90 1.99
E E
g 10 1.77 £ 10 1.52
Z Z
11 1.87 11 1.48
12 1.92 12 133
13 1.94 13 1.39
14 2.12 14 1.75
>15 224 >15 1.88
E) Number of administered drugs * Age
Age
20-29 30-39 40-49 50-59 60-69 70-79 80-89 >90
2 0.75 0.80 0.86 0.75 0.83 0.93 1.17 1.54
3 0.98 0.82 0.90 0.83 0.94 1.07 132 1.47
4 1.04 1.04 1.10 0.86 1.01 1.13 1.43 1.72
2]
on
_g 5 1.10 1.05 0.94 0.96 1.08 1.10 1.66 2.05
o
1 6 0.80 0.74 0.79 0.82 0.83 0.97 1.34 1.76
Q
)
:é 7 0.84 1.18 0.97 0.87 1.00 129 1.78 1.83
=]
< 8 1.17 1.36 1.01 123 1.39 1.54 222 225
k)
5 9 1.55 1.42 1.46 1.30 1.38 1.60 2.17 2.50
e
g 10 1.30 1.31 1.38 1.12 1.42 1.78 2.13
Z
11 1.90 1.61 112 1.31 1.28 1.28 2.32 1.74
12 134 3.15 1.75 1.82 1.93 225 2.86 2.15
13 1.97 1.19 1.18 1.02 138 1.62 2.43 2.76
14 236 1.34 1.35 1.00 1.73 1.69 2.04 2.02
>15 232 2.06 1.69 1.59 1.70 2.05 2.49 278

Figure 10 Heat map of renal disorder.

A) Number of the administered drugs, B) Age, C) Number of administered drugs * Sex
(female), D) Age * Sex (female), E) Number of administered drugs * Age

log(odds) = Bo + B1Y +B2S+B3A+B4sN+BsS*A+BeS*N+B,AxN

Reports were stratified by age as follows: <19, 20-29, 30-39, 4049, 50-59, 60—69, 70—
79, 80—-89, and > 90 years. Adjusted RORs were calculated using male, 19-year-old <
group, and one drug as a reference group.
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Table 21 Adjusted reporting odds ratio (ROR) for adverse events (AEs) of hepatic

disorder.
Estimated beta Prob>ChiSq Adjusted ROR (95% CI)
Reporting Year -0.047 <0.0001" 0.95 (0.95 -0.96)
Sex (female) -0.043  <0.0001" 0.96 (0.94 —0.98 )
Age
20-29 years 0412  <0.0001" 1.51 (1.40-1.63)
30-39 years 0.624  <0.0001" 1.87 (1.76 —1.98 )
40-49 years 0.586  <0.0001" 1.80 (1.70 —1.90)
50-59 years 0.618  <0.0001" 1.86 (1.76 —1.96)
60-69 years 0.472  <0.0001" 1.60 (1.52 -1.69)
70-79 years 0333 <0.0001" 1.39 (1.32-1.47)
80-89 years 0.110 0.0002" 1.12 (1.05-1.18)
> 90 years 0.171 0.0035" 1.19 (1.06 —1.33)
The number of drugs
2 drugs 0.185  <0.0001" 1.20 (1.16 -1.25)
3 drugs 0211  <0.0001" 1.23 (1.19 -1.28)
4 drugs 0.322  <0.0001 1.38 (1.32-1.44)
5 drugs 0.349  <0.0001" 1.42 (1.36 -1.48)
6 drugs 0.326  <0.0001" 1.39 (1.32-1.45)
7 drugs 0310  <0.0001" 1.36 (1.30 -1.43)
8 drugs 0282  <0.0001" 1.33 (1.26 -1.40)
9 drugs 0.215  <0.0001 1.24 (1.17 -1.32)
10 drugs 0202  <0.0001" 1.22 (1.15-1.31)
11 drugs 0.249  <0.0001" 1.28 (1.19 -1.38)
12 drugs 0.355  <0.0001" 1.43 (1.32-1.54)
13 drugs 0254  <0.0001" 1.29 (1.18 —1.41)
14 drugs 0.347  <0.0001 1.41 (1.28 -1.56)
> 15 drugs 0361  <0.0001" 1.44 (1.36 -1.52)
interaction term Age * the number of drugs
20-29 years * 2 drugs -0.120 0.3121 1.61 (1.28 -2.03)
20-29 years * 3 drugs -0.318 0.0110" 1.36 (1.06 —1.73)
20-29 years * 4 drugs -0.211 0.1221 1.69 (1.29 -2.21)
20-29 years * 5 drugs -0.097 0.5152 1.94 (1.45-2.60)
20-29 years * 6 drugs -0.411 0.0110" 1.39 (1.01 —-1.91)
20-29 years * 7 drugs -0.456 0.0110" 1.30 (0.92-1.86)
20-29 years * 8 drugs -0.641 0.0012" 1.06 (0.71 —-1.56)
20-29 years * 9 drugs -0.711 0.0032" 0.92 (0.57 —1.49)
20-29 years * 10 drugs -0.754 0.0032" 0.87 (0.52 —1.45)
20-29 years * 11 drugs -0.263 0.3868 1.49 (0.82-2.70)
20-29 years * 12 drugs -1.433 < 0.0001" 0.51 (0.25-1.04)
20-29 years * 13 drugs 0.074 0.8310 2.10 (1.06 —4.14)
20-29 years * 14 drugs -0.539 0.1040 1.25 (0.65-2.39)
2029 years * > 15 drugs -0.828 <0.0001" 0.95 (0.66 —1.36)
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Estimated beta Prob>ChiSq  Adjusted ROR (95% CI)

30-39 years * 2 drugs -0.104 0.3026 2.02 (1.66-2.47)
30-39 years * 3 drugs -0.368 0.0006" 1.59 (1.29 -1.96)
30-39 years * 4 drugs -0.078 0.4958 2.38 (1.90-2.98)
30-39 years * 5 drugs -0.157 0.2229 2.26 (1.76 —2.91)
30-39 years * 6 drugs -0.671 <0.0001" 1.32 (1.01 -1.74)
30-39 years * 7 drugs -0.396 0.0083" 1.71 (1.28 =2.29)
30-39 years * 8 drugs -0.653 0.0001" 1.29 (0.93 -1.79)
30-39 years * 9 drugs -0.727 0.0003" 1.12 (0.76 —1.64 )
30-39 years * 10 drugs -1.051 <0.0001" 0.80 (0.52-1.23)
30—39 years * 11 drugs -0.616 0.0193" 1.29 (0.78 —2.14)
30—39 years * 12 drugs -1.046 <0.0001" 0.93 (0.57-1.53)
30-39 years * 13 drugs -0.032 0.9142 2.33 (1.31-4.15)
30-39 years * 14 drugs -1.377 <0.0001" 0.67 (0.35-1.26)
30-39 years * > 15 drugs -1.354 <0.0001" 0.69 (0.51 -0.94)
40-49 years * 2 drugs -0.234 0.0179" 1.71 (1.41 -2.08)
40-49 years * 3 drugs -0.416 <0.0001" 1.46 (1.20-1.79)
4049 years * 4 drugs -0.105 0.3431 2.23 (1.80-2.77)
4049 years * 5 drugs -0.047 0.7015 2.43 (1.91-3.09)
40—49 years * 6 drugs -0.303 0.0191" 1.84 (1.43 2.36)
40-49 years * 7 drugs -0.632 <0.0001" 1.30 (0.98 -1.72)
40-49 years * 8 drugs -0.694 <0.0001" 1.19 (0.88 —1.61)
40-49 years * 9 drugs -0.783 <0.0001" 1.02 (0.71 —-1.46)
40—49 years * 10 drugs -1.228 <0.0001" 0.64 (0.43 -0.96)
40—49 years * 11 drugs -0.774 0.0025" 1.06 (0.66 —1.72)
40-49 years * 12 drugs -1.304 < 0.0001" 0.70 (0.44 -1.11)
40-49 years * 13 drugs -0.480 0.1044 1.43 (0.82 -2.52)
40-49 years * 14 drugs -1.215 <0.0001" 0.75 (0.43 -1.33)
40-49 years * > 15 drugs -1.548 <0.0001" 0.55 (0.41 -0.74)
50-59 years * 2 drugs -0.314 0.0007" 1.63 (1.36 -1.95)
50-59 years * 3 drugs -0.478 < 0.0001" 1.42 (1.18 -1.71)
50-59 years * 4 drugs -0.234 0.0236" 2.03 (1.66 -2.48)
50-59 years * 5 drugs -0.273 0.0182" 2.00 (1.60-2.50)
50-59 years * 6 drugs -0.599 <0.0001" 1.41 (1.12-1.79)
50-59 years * 7 drugs -0.678 <0.0001" 1.28 (0.99 —1.66)
50-59 years * 8 drugs -0.857 <0.0001" 1.04 (0.79 —-1.38)
50-59 years * 9 drugs -0.703 <0.0001" 1.14 (0.83 —1.57)
50-59 years * 10 drugs -1.090 <0.0001" 0.76 (0.54 -1.08)
50-59 years * 11 drugs -0.793 0.0010" 1.08 (0.69 —1.67)
50-59 years * 12 drugs -1.444 <0.0001" 0.62 (0.41 -0.95)
50-59 years * 13 drugs -1.066 0.0003" 0.82 (0.48 -1.41)
50-59 years * 14 drugs -1.789 <0.0001" 0.44 (0.26 —0.74)
50-59 years * > 15 drugs -1.459 <0.0001" 0.62 (0.48 —0.79)
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60—69 years * 2 drugs -0.368 <0.0001" 1.34 (1.12-1.59)
60—69 years * 3 drugs -0.448 <0.0001" 1.26 (1.06 —1.51)
60—69 years * 4 drugs -0.214 0.0326" 1.79 (1.47 =2.17)
60—69 years * 5 drugs -0.145 0.1889 1.96 (1.58 -2.44)
60—69 years * 6 drugs -0.529 <0.0001" 1.31 (1.04 -1.64)
60—69 years * 7 drugs -0.609 <0.0001" 1.19 (0.93 -1.52)
60—69 years * 8 drugs -0.789 <0.0001" 0.97 (0.74 -1.26)
60—69 years * 9 drugs -0.724 <0.0001" 0.96 (0.71 -1.31)
60—69 years * 10 drugs -1.019 <0.0001" 0.71 (0.51 -0.99)
60—69 years * 11 drugs -0.611 0.0075" 1.12 (0.73 -1.70)
60—69 years * 12 drugs -1.234 <0.0001" 0.67 (0.45-0.99)
60—69 years * 13 drugs -0.718 0.0087" 1.01 (0.61 —1.66)
60—69 years * 14 drugs -1.452 <0.0001" 0.53 (0.33-0.85)
60—69 years * > 15 drugs -1.520 <0.0001" 0.50 (0.40 —0.64)
7079 years * 2 drugs -0.092 0.3067 1.53 (1.28 -1.83)
70-79 years * 3 drugs -0.218 0.0194" 1.38 (1.15-1.66)
70-79 years * 4 drugs 0.009 0.9260 1.94 (1.60 —2.37)
70-79 years * 5 drugs 0.063 0.5719 2.10 (1.69 -2.62)
7079 years * 6 drugs -0.297 0.0118" 1.44 (1.14-1.80)
70-79 years * 7 drugs -0.280 0.0276" 1.44 (1.13-1.84)
70-79 years * 8 drugs -0.501 0.0004" 1.12 (0.86 —1.46)
70-79 years * 9 drugs -0.405 0.0129" 1.15 (0.85-1.57)
70—79 years * 10 drugs -0.686 0.0001" 0.86 (0.62-1.19)
70-79 years * 11 drugs -0.469 0.0375" 1.12 (0.73 -1.71)
70-79 years * 12 drugs -0.969 < 0.0001" 0.75 (0.51 —1.12)
70—79 years * 13 drugs -0.467 0.0793 1.13 (0.69 —1.85)
70-79 years * 14 drugs -1.065 <0.0001" 0.68 (0.43 -1.09)
7079 years * > 15 drugs -1.138 <0.0001" 0.64 (0.51 -0.81)
80—89 years * 2 drugs -0.029 0.7797 1.30 (1.06 —1.60 )
80-89 years * 3 drugs -0.002 0.9877 1.38 (1.11 -1.70)
80—89 years * 4 drugs 0.192 0.0969 1.87 (1.49 -2.34)
80-89 years * 5 drugs 0.244 0.0494" 2.02 (1.58 -2.58)
80—89 years * 6 drugs -0.039 0.7654 1.49 (1.16 -1.92)
80—89 years * 7 drugs -0.254 0.0724 1.18 (0.90-1.55)
80-89 years * 8 drugs -0.221 0.1427 1.19 (0.89 —1.59)
80—89 years * 9 drugs -0.212 0.2182 1.12 (0.80 —-1.56)
80—89 years * 10 drugs -0.516 0.0061" 0.82 (0.57-1.17)
80—89 years * 11 drugs -0.159 0.4928 1.22 (0.78 —-1.91)
80—-89 years * 12 drugs -0.609 0.0065" 0.87 (0.57 -1.32)
80—89 years * 13 drugs 0.032 0.9050 1.49 (0.88 —2.51)
80—89 years * 14 drugs -0.788 0.0039" 0.72 (0.43 -1.20)
80—89 years * > 15 drugs -0.739 <0.0001" 0.77 (0.58 —1.00)
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Estimated beta Prob>ChiSq

Adjusted ROR (95% CI)

> 90 years * 2 drugs
> 90 years * 3 drugs
> 90 years * 4 drugs
> 90 years * 5 drugs
> 90 years * 6 drugs
> 90 years * 7 drugs
> 90 years * 8 drugs
> 90 years * 9 drugs
> 90 years * 10 drugs
> 90 years * 11 drugs
> 90 years * 12 drugs
> 90 years * 13 drugs
> 90 years * 14 drugs
> 90 years * > 15 drugs

-0.360
0.016
0.195
0.174

-0.121

-0.047
0.175

-0.044

-0.323
0.335

-0.406

-0.028

-0.797

-1.315

interaction term Age * Sex (female)

20-29 years * Female
30-39 years * Female
40-49 years * Female
50-59 years * Female
60—69 years * Female
70—79 years * Female
80—89 years * Female

> 90 years * Female

-0.002
-0.218
-0.163

0.009

0.029
-0.038
-0.067
-0.482

interaction term the number of drugs *

2 drugs * Female
3 drugs * Female
4 drugs * Female
5 drugs * Female
6 drugs * Female
7 drugs * Female
8 drugs * Female
9 drugs * Female
10 drugs * Female
11 drugs * Female
12 drugs * Female
13 drugs * Female
14 drugs * Female
> 15 drugs * Female

-0.007
0.005
0.059
0.131
0.055
0.056

-0.129

-0.067

-0.005

-0.088

-0.117

-0.271
0.041

-0.097

0.1051
0.9382
0.3558
0.4472
0.5996
0.8381
0.4551
0.8707
0.2728
0.3035
0.2636
0.9489
0.0907

<0.0001"

0.9773

0.0004"

0.0056
0.8663

0.5768
0.4669
0.2575

<0.0001"

Sex (female)
0.8425
0.8913
0.1510
0.0026
0.2354
0.2532
0.0155"
0.2489
0.9337
0.2203
0.1320
0.0027"
0.6847
0.0837

1.00 (0.64 —1.55)
1.49 (0.98 -2.26)
1.99 (1.32-3.01)
2.00 (1.28-3.13)
1.46 (0.93 -2.29)
1.54 (0.99 -2.41)
1.88 (1.18 -2.97)
1.41 (0.83-2.39)
1.05 (0.59 —1.88 )
2.13 (1.13 -4.02)
1.13 (0.55-2.32)
1.49 (0.63 -3.53)
0.76 (0.29 —2.00)
0.46 (0.22-0.93)

1.44 (1.25-1.67)
1.44 (127 -1.62)
1.46 (1.30 -1.64)
1.79 (1.61 -1.99)
1.58 (1.43-1.75)
1.29 (1.16-1.42)
1.00 (0.89 —1.12))
0.70 (0.57 —0.87)

1.14 (1.06 -1.23)
1.19 (1.10-1.28)
1.40 (1.29-1.52)
1.55 (1.42-1.68)
1.40 (1.28 -1.54)
1.38 (1.25-1.52)
1.12 (1.01 —1.24)
1.11 (0.99 -1.25)
1.17 (1.03-1.32)
1.12 (0.98 -1.30)
1.21 (1.04 -1.41)
0.94 (0.79-1.13)
1.41 (1.16-1.72))
1.25 (1.12-1.39)

“Statistically significant
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Table 22  Adjusted reporting odds ratio (ROR) for adverse events (AEs) of renal

disorder.
Estimated beta Prob>ChiSq Adjusted ROR (95% CI)
Reporting Year 0.012 <0.0001" 1.01 (1.01 -1.02)
Sex (female) -0.243 < 0.0001" 0.78 (0.76 —0.81)
Age
20-29 years -0.366 < 0.0001" 0.69 (0.63 —0.76)
30-39 years -0.431  <0.0001" 0.65 (0.60 —0.70)
40-49 years -0.281 < 0.0001" 0.76 (0.70 —0.81)
5059 years -0.232  <0.0001" 0.79 (0.75 —0.84)
60—69 years -0.124 < 0.0001" 0.88 (0.84 —0.93)
70—79 years 0.001 0.9645 1.00 (0.95-1.06)
8089 years 0.255 < 0.0001" 1.29 (1.22-1.37)
> 90 years 0.482  <0.0001" 1.62 (1.46 -1.79)
The number of drugs
2 drugs 0.094  <0.0001" 1.10 (1.05-1.15)
3 drugs 0.125 < 0.0001" 1.13 (1.08 —1.19)
4 drugs 0.235 < 0.0001" 1.27 (1.20-1.33)
5 drugs 0231  <0.0001" 1.26 (1.19-1.33)
6 drugs 0.279  <0.0001" 1.32 (1.25-1.40)
7 drugs 0.299  <0.0001" 1.35 (1.27 -1.43)
8 drugs 0.391 < 0.0001" 1.48 (1.39-1.58)
9 drugs 0.495 < 0.0001" 1.64 (1.53-1.75)
10 drugs 0.570 < 0.0001" 1.77 (1.64 -1.90)
11 drugs 0.626 < 0.0001 1.87 (1.73 -2.02)
12 drugs 0.655  <0.0001" 1.92 (1.76 —2.10)
13 drugs 0.661  <0.0001" 1.94 (1.75 -2.14)
14 drugs 0.750 < 0.0001" 2.12 (1.90 —2.36)
> 15 drugs 0.808 < 0.0001" 2.24 (2.11-2.38)
interaction term Age * the number of drugs
20-29 years * 2 drugs -0.010 0.9515 0.75 (0.55-1.03)
20-29 years * 3 drugs 0.219 0.1819 0.98 (0.71-1.35)
20-29 years * 4 drugs 0.174 0.3105 1.04 (0.75-1.46)
20-29 years * 5 drugs 0.234 0.2194 1.10 (0.76 —1.60)
20-29 years * 6 drugs -0.142 0.4966 0.80 (0.53 -1.20)
20-29 years * 7 drugs -0.108 0.6643 0.84 (0.52-1.37)
2029 years * 8 drugs 0.135 0.6096 1.17 (0.70 -1.96)
20-29 years * 9 drugs 0.307 0.2727 1.55 (0.90 —2.66)
20-29 years * 10 drugs 0.059 0.8552 1.30 (0.69 —2.44)
20-29 years * 11 drugs 0.381 0.2458 1.90 (1.01-3.58)
20-29 years * 12 drugs 0.004 0.9930 1.34 (0.56 -3.22)
2029 years * 13 drugs 0.382 0.3262 1.97 (0.93 4.17)
20-29 years * 14 drugs 0.476 0.2364 2.36 (1.08 -5.15)
20-29 years * > 15 drugs 0.399 0.0812 2.32 (1.49 -3.61)
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Estimated beta Prob>ChiSq Adjusted ROR (95% CI)

30-39 years * 2 drugs
30-39 years * 3 drugs
30-39 years * 4 drugs
30-39 years * 5 drugs
30-39 years * 6 drugs
30-39 years * 7 drugs
30-39 years * 8 drugs
30-39 years * 9 drugs
30-39 years * 10 drugs
30-39 years * 11 drugs
30-39 years * 12 drugs
30-39 years * 13 drugs
30-39 years * 14 drugs
30-39 years * > 15 drugs
4049 years * 2 drugs
40-49 years * 3 drugs
4049 years * 4 drugs
40-49 years * 5 drugs
4049 years * 6 drugs
40-49 years * 7 drugs
4049 years * 8 drugs
4049 years * 9 drugs
40-49 years * 10 drugs
40—49 years * 11 drugs
40-49 years * 12 drugs
4049 years * 13 drugs
40-49 years * 14 drugs

4049 years * > 15 drugs

50-59 years * 2 drugs
50-59 years * 3 drugs
50-59 years * 4 drugs
50-59 years * 5 drugs
50-59 years * 6 drugs
50-59 years * 7 drugs
50-59 years * 8 drugs
50-59 years * 9 drugs
50-59 years * 10 drugs
50-59 years * 11 drugs
50-59 years * 12 drugs
50-59 years * 13 drugs
50-59 years * 14 drugs
50-59 years * > 15 drugs

0.109
0.114
0.234
0.251
-0.150
0.295
0.345
0.285
0.133
0.282
0.923
-0.052
-0.026
0.347
0.033
0.048
0.140
-0.011
-0.232
-0.052
-0.095
0.167
0.030
-0.235
0.187
-0.214
-0.167
-0.003
-0.145
-0.076
-0.158
-0.041
-0.243
-0.206
0.046
0.001
-0.225
-0.122
0.175
-0.405
-0.515
-0.114

0.4165
0.4303
0.1095
0.1248
0.3974
0.1310
0.1177
0.2210
0.6180
0.2952

0.0026"

0.8827
0.9472
0.0674
0.7743
0.7024
0.2696
0.9385
0.1300
0.7638
0.6298
0.4029
0.8931
0.3516
0.5318
0.4766
0.6247
0.9854
0.1597
0.4911
0.1658
0.7438
0.0671
0.1796
0.7858
0.9972
0.2705
0.5776
0.5158
0.1273
0.0989
0.4424

0.80
0.82
1.04
1.05
0.74
1.18
1.36
1.42
1.31
1.61
3.15
1.19
1.34
2.06
0.86
0.90
1.10
0.94
0.79
0.97
1.01
1.46
1.38
1.12
1.75
1.18
1.35
1.69
0.75
0.83
0.86
0.96
0.82
0.87
1.23
1.30
1.12
1.31
1.82
1.02
1.00
1.59

0.61 —1.04)
(0.62 -1.09)
(0.78 —1.38)
(0.76 —1.45)
(0.52 -1.05)
(0.80 -1.72)
(0.88 —2.09)
(0.90 —2.23)
0.78 —2.21)
(0.95 -2.73)
(1.70 -5.81)
(0.59 —2.40)
(0.62 -2.91)
(1.42 -2.99)
(0.68 —1.08)
0.70 -1.15)
(0.86 -1.41)
0.71 —1.25)
(0.59 ~1.07 )
(0.69 ~1.36)
(0.69 —1.49)
(0.99 -2.17)
(0.89 -2.12)
(0.68 —1.83)
0.97 -3.17)
(0.66 -2.13)
(0.69 —2.64)
(1.21 -2.36)
(0.62 -0.92)
(0.67 —1.03)
(0.69 ~1.07 )
0.75 -1.23)
(0.63 -1.07)
0.65-1.17)
(0.88 —1.71)
(0.92 -1.85)
(0.75 -1.66)
(0.86 -2.01)
(1.07 -3.10)
0.61 —1.71)
(0.55-1.82)
(1.19 -2.12)
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Estimated beta Prob>ChiSq Adjusted ROR (95% CI)

60—-69 years * 2 drugs
60—-69 years * 3 drugs
60—69 years * 4 drugs
60—-69 years * 5 drugs
60—69 years * 6 drugs
60—-69 years * 7 drugs
60—69 years * 8 drugs
60-69 years * 9 drugs
60—-69 years * 10 drugs
60—69 years * 11 drugs
60—-69 years * 12 drugs
60—69 years * 13 drugs
60-69 years * 14 drugs
60—69 years * > 15 drugs
70-79 years * 2 drugs
70-79 years * 3 drugs
70-79 years * 4 drugs
70-79 years * 5 drugs
70-79 years * 6 drugs
70-79 years * 7 drugs
70-79 years * 8 drugs
70-79 years * 9 drugs
70-79 years * 10 drugs
70-79 years * 11 drugs
70-79 years * 12 drugs
70-79 years * 13 drugs
70-79 years * 14 drugs

70-79 years * > 15 drugs

80—89 years * 2 drugs
80—89 years * 3 drugs
80—89 years * 4 drugs
80—89 years * 5 drugs
80—89 years * 6 drugs
80—89 years * 7 drugs
80—89 years * 8 drugs
80—89 years * 9 drugs
80—89 years * 10 drugs
80—89 years * 11 drugs
80—89 years * 12 drugs
80—89 years * 13 drugs
80—89 years * 14 drugs
80—89 years * > 15 drugs

-0.153
-0.064
-0.102
-0.034
-0.338
-0.173

0.060
-0.048
-0.098
-0.259

0.129
-0.212
-0.078
-0.152
-0.165
-0.061
-0.116
-0.135
-0.315
-0.045

0.041
-0.024

0.006
-0.377

0.154
-0.177
-0.228
-0.093
-0.191
-0.106
-0.130

0.019
-0.244

0.024

0.150

0.025
-0.070
-0.038

0.143
-0.026
-0.291
-0.152

0.0960
0.5169
0.3149
0.7644

0.0056

0.2143
0.7014
0.7725
0.5940
0.2124
0.6138
0.3699
0.7722
0.2676
0.0664
0.5298
0.2456
0.2333

0.0082"

0.7370
0.7894
0.8822
0.9750
0.0688
0.5373
0.4456
0.3996
0.4880
0.0514
0.3256
0.2371
0.8716
0.0530
0.8659
0.3395
0.8824
0.7066
0.8539
0.5810
0.9126
0.3070
0.2887

0.83
0.94
1.01
1.08
0.83
1.00
1.39
1.38
1.42
1.28
1.93
1.38
1.73
1.70
0.93
1.07
1.13
1.10
0.97
1.29
1.54
1.60
1.78
1.28
2.25
1.62
1.69
2.05
1.17
1.32
1.43
1.66
1.34
1.78
2.22
2.17
2.13
2.32
2.86
2.43
2.04
2.49

(0.70 —1.00)
0.77 -1.14)
(0.83 -1.23)
(0.86 -1.34)
(0.66 ~1.05)
0.76 —1.31)
(1.02 -1.88)
(1.00 -1.91)
(0.99 —2.03 )
(0.86 -1.90)
(1.17 -3.21)
(0.88 -2.18)
(1.03 -2.92)
(1.31 -2.22)
(0.78 —1.11)
(0.88 -1.29)
(0.93 -1.37)
(0.89 ~1.37)
0.77 -1.22)
(0.99 ~1.68)
(1.14 -2.08)
(1.17 -2.21)
(1.25 -2.53)
(0.87 ~1.90)
(1.37 -3.70)
(1.04 -2.54)
(1.00 —2.84)
(1.58 -2.66)
(0.97 —1.42)
(1.07 -1.62)
(1.16 -1.78 )
(1.31 -2.10)
(1.05 -1.71)
(1.35-2.35)
(1.62 -3.03)
(1.56 -3.02)
(1.48 -3.06)
(1.56 -3.47)
(1.71 -4.78)
(1.53 -3.86)
(1.18 -3.53)
(1.88 -3.29)
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Estimated beta Prob>ChiSq Adjusted ROR (95% CI)

> 90 years * 2 drugs
> 90 years * 3 drugs
> 90 years * 4 drugs
> 90 years * 5 drugs
> 90 years * 6 drugs
> 90 years * 7 drugs
> 90 years * 8 drugs
> 90 years * 9 drugs
> 90 years * 10 drugs
> 90 years * 11 drugs
> 90 years * 12 drugs
> 90 years * 13 drugs
> 90 years * 14 drugs
> 90 years * > 15 drugs

-0.146
-0.221
-0.175

0.003
-0.197
-0.176
-0.064
-0.063

0.475
-0.554
-0.371
-0.128
-0.530
-0.269

interaction term Age * Sex (female)

20-29 years * Female
30-39 years * Female
40-49 years * Female
50-59 years * Female
60—69 years * Female
70-79 years * Female
80—89 years * Female

> 90 years * Female

-0.622
-0.453
-0.506
-0.330
-0.208
0.047
0.218
0.451

0.3828
0.2365
0.3297
0.9857
0.3073
0.3958
0.7808
0.7916
0.0493"
0.0706
0.3485
0.7192
0.2250
0.2988

0.0001"
0.0001"
0.0001"
0.0001"
0.0002"
0.3810
0.0001"
<0.0001"

A AN AA

interaction term the number of drugs * Sex (female)

2 drugs * Female
3 drugs * Female
4 drugs * Female
5 drugs * Female
6 drugs * Female
7 drugs * Female
8 drugs * Female
9 drugs * Female
10 drugs * Female
11 drugs * Female
12 drugs * Female
13 drugs * Female
14 drugs * Female
> 15 drugs * Female

-0.003
-0.043
0.029
-0.039
-0.052
-0.018
0.027
-0.039
0.089
0.007
-0.130
-0.089
0.054
0.068

0.9554
0.4020
0.5778
0.4919
0.3751
0.7683
0.6650
0.5503
0.2051
0.9268
0.1273
0.3423
0.6071
0.2569

1.54
1.47
1.72
2.05
1.76
1.83
2.25
2.50
4.61
1.74
2.15
2.76
2.02
2.78

0.29
0.32
0.36
0.45
0.56
0.82
1.26
1.99

0.86
0.85
1.02
0.95
0.98
1.04
1.19
1.24
1.52
1.48
1.33
1.39
1.75
1.88

(1.11 -2.14)
(1.02 -2.13)
(1.21 -2.45)
(1.40 -3.00)
(1.20 -2.57)
(1.22 -2.75)
(1.43 -3.53)
(1.57 -3.98)
(2.86 -7.41)
(0.95-3.19)
(0.98 -4.70)
(1.37 -5.55)
(0.84 —4.83)
(1.66 —4.64)

(0.24 -0.35)
(0.28 —0.38)
(0.31 -0.41)
(0.40 -0.50)
(0.51 —0.63)
(0.74 -0.91)
(1.12 -1.41)
(1.64 -2.43)

(0.78 —0.94)
(0.77 —0.94)
0.92 -1.13)
(0.85 -1.06)
(0.88 -1.10)
(0.92 -1.17)
(1.05 -1.35)
(1.09 —1.41)
(1.32-1.74)
(1.27 -1.72)
(1.12 -1.57)
(1.15 -1.67)
(1.43 -2.15)
(1.68 —2.12)

“Statistically significant

79



HAg &

Pt

AWEIL, ZEHr VAT 4y 7 EIEGHT 2 O TR S 7% ROR (280,
WY 77—~ —BIEFEICET, BEEOV 27 OBMEBEE L TWD
REMEAZ /R LT,

BEE TR, BGIEFIED > 10 Al OFHEE ROR (1.82 [95% CI 1.76-1.88]) 1.
5-9 I DOFHEE ROR (1.27 [95% CI 1.24-1.31]) £V < (Table 20), 3EFIF D1
Iz, R ROR & LH-5 Z LAVRENT, BEEETIL, EYEmEEMH
FAEFINC &0 BHEIEASIH S S, 2 ORI, BGHEAECL VA v OBMESIC
Ko THELZ T DR H D Y,

BEEICIB VT, Al (> 60 m%) DFF%E ROR (95% CI) & 1.32 (1.28-1.35),
95%CIL D FRMEIEL > 1 ThHhoTo, ELYD . BEEEICIIT 2 MNE0ZEITH S
T D Y, 40 LK, EATHORERIREELAE S BIRIC A U, BERE T 2 SR BRI 3L
X% 8, GFR 1Z 20-90 i DO MIC 25-50% 1K 45 88, —f&ic, &z Bik
£V % GFR 2MEW 8, MR (M) L Fs (> 60 %) DA AAFHEDHE ROR
1% 1.60 (1.52-1.69) T, >60 D LMERBFITEREEDOY A7 NmnEB 2 bk
3. PERI (ZctE) OFHHE ROR (95% CI) (X 0.81 (0.79-0.83) T. 95%CI & FRAf
X <1 Thotz, ZOHHIIRHTH S,

B (IS 1T D Nl & e G- HEA B0 A2 BAF A BITHE R T RIS A B TRV,
B AN RN L2 10 st OE NS, AEFROHME ROR Db — |k
~ v 7 &AVER L7- (Figure 10), & FEE(ZBVT, Ml & 8 5-FAE OB fE-
TYRZ PHEINT 2 ATREMEAS IR STz,

iSOG, N 77—~ —IZBT 7% ROR (95% CI) 1%, 5-9 A TiX
1.17(1.14-1.20). > 10 A CiX 1.14 (1.11-1.18) & IF L A EED B> 7= (Table
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20), BGFAEI I L 72556 ONFFEE OFH%EE ROR 1%, B FEE OFR% ROR X
DHERLS ., RY 77—~ — OB, BEE LD GIFEE TROWATREEL & D
EEZ bz, BEEOFE ROR I3 LT, HIEOFHE (=60 %) D% ROR
(95% CI) 1% 0.86 (0.85-0.88) &72 0. 95%CI D FRMEIX <1 TH-o7z, CYP D
IR W T, INEA S IR DTG IE TN S Y, Flo e
BERAYEERE O v NTFIERY > 7L & AW ARZE I, Il & A OB ERTZ
ERHE STV D 99, 7L s b UERaE LB A TN & XBE L TR 6
T EBOR B VT T A& L, s DR BT ORI -FIC X o
THERRZ B, AEOMKRIZBNTH, FEFIZB T 2L RY 77—~ —D
B, AERZEFEMTERD biiginole, Zhud, FHEHT 3 2 s oo 52248
WIS WFTREMER H D7D TH D EEZ LT,

BeG-3EFIE L J@RNE L7l & O BEAERIE (A*N) 225455 7-7i% ROR
Dt — b~y 7L BEEALENTRES & OMICA OB Z7R L7z (Figure 9).
PG HHIE < 10 A (40,470 £F) KTY = 10 Al (6,945 1) D 2 SORETHB L
TR L7zo <10 Al GRETIE, “HEANZ B 2 fFFEE — HIEFR D27 (SMQ
= — R:20000007). “H B E ER AR fR A | 138 & OYER” (SMQ = — R:20000008).
“HEIR L IR 3 2 B 9 > ¥ M OV EE” (SMQ =2 — K 20000009), K O““ffigiZ B4
925 EEE M OV I (SMQ =2 — K:20000015) OAEE &1L, &%, 41.4%
(16,744 1), 44.4% (17,959 1F), 12.8% (5,191 1F), &KV 1.4% (576 1) TH Y |
> 10 A GRETIE, HEEIAIE. K4, 38.4% (2,664 1), 48.8% (3,390 {F).
9.9% (691 1F), K&12.9% (200 14) THHo7=, AL, A “FTREDERE, <10
Al GREE > 10 IR GREOM T, 4 SMQ TERIME L7z b sesi oz, 4
BEENRH-TZ (p<0.0001), ZOFERICHT HEBIFRHATSH 7=,
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PMDA 76 D RZEMIFRLINE . BFFFESD AT 4 7IZ X D 1FHRIFEEIC X
D . JADER ORENFEZZT DM D D72 7192 KR T, WEF
AAES L U CHAGAZ R ROR #HH Lz, DEBRETAE CTHo7n
(p<0.0001), MEFEDOFIE RORIZIFIE | TH o220, MFFEIZ L D BT/
SNHLDEEZ BT,

N 77— —IE, IBEMICREY) 723K (Potential Inappropriate Medication:
PIM) BHEEIND VA7 O LA LE#ELTEY P R 77— — KW
PIM DWT 4L . AHFFZOHNM, FIEBEREOHE L, K ORI i OF A
22725 L ENTWD %, PIM IZ, Beers HIZ L - T, UNINMEEEEZED
ZWICEBR, ARSI, ZO%, 1991 FITIXETOEERE I L TIER S,
2015 FFITITRATIRO T F N 2 Sz 8, o, @B ~OWLG T2 A2 Y
— =V 7/ ¥ — )L (screening tool of older person's potentially inappropriate
prescriptions: STOPP) M ONERI~DIE L WREEZZELEFT LA ) —=0 7Y —
JU (screening tool to alert doctors to the right treatment: START) %5 PIM J&H#E & i
MENTWD ?, bR, GO YHEZHMT 5DIZE L TWD,
Beers JAHEIL, FEFAZE R EIEEIZE o TRICRIE E B 2 b 5 EHE GO
U R b a5 %,

STOPP J¢TF START Y —/Vid, WYy - HW J OSRY - IREAHA/EH 25 & & 2
THEHN, $5M U R 7 %@ B KA R OVEMEIAIR & 72 D AT S L milin
2t U TR B 2 B8R SRR S 40T D %, Beers & U STOPP > — /L%, FEHID
W B G-OREAR BT A 2 7 DI S, START Y —/uid, IEERYIC AN
YA ORHCHEA S D28 10 2 b oMEHETIE, B EADSAESES
VAW RIETHRBICET AWM E LIRS TH D 10, ATHZE T, M
ST AN DR Y 77—~ > — DA EHGITHT 5 B2 MBI 3 L
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TN D A3 S9TBLI2 il U7 ARl T — 2 A LT, B EEAR E AEFLO
B 2 TSR IR & A E Ry,

RY 77—~ —KOMEIZEET 2 U 27 12, AFFGEOERFEICRLD
AREMEN B D, IFEESCHEEEDO SMQ 2 W7k y M —& %, il
OIEAN -, VA7 R, KOBRBZIA L TV BEEFHTHR SN D7D, &
BEFERIIKTHME, RY 77—~ — KON - RV 77—~ —0DKH
TER OB 2l 2 Z LR, AEIOR 77 o—34%, flxiE, BE
ENRRE B2 ONLP/EMES. BROEKANEREZ Y TV 7 &y M
ERLAEDED Z ENATRETH D, AR RIE, ERRICBWTEEINTT
— 2 &2 W, @l EE A 2 LT D BIREICE G masit L, RNy 7
7~ EHOUENMEEINDLI D EER D,
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HaFE e O
% 1 FTIX, FAERS # T, u P A7 ¢ v 7 EURSHTIC L 0 BH L7 55

ROR (2 X0 | JHALE K O R % O H M A 5 5 O FAE 12 kF 7~ 2 Pk [E 3

(dabigatran } OY warfarin) & OVERIE L 72 4F s OB DWW THRNT L2, B U A

T4y ZBURETIVTIE, SR, S, MR BRI OAEE KO & KH o

A3 HAE AT LA A I, AHKE IR D FRHE 24T o T TEARAE Hifil B OVSE 25 PN H 1fi. o

AEFZRICOWVWT, U TFTOMANG LT,

1) WLEHIMLIZ R % dabigatran K& OMEHiG D F B 2 it L7 & 2 A, 8% ROR
XL s ES9 2 m 23780 B, dabigatran (2 K 2 VERE LY 2 2
X, ENC K0 BRI 2 AR R Sz, E 72, RE-LY RBRCldRGT S
TV, >80 DI JEICHIT DY 27 ERE2 RV L, BERRERT
FHEONTWRVWHIEEZGL Z Lk, —F, HEHmicsd 5
warfarin M OEl OB A ffNT L7 & 2 A, J8% ROR 1%, Fi#nd EHIZEH
SLPIRFE—E L2V, warfarin (2B DALY 2713, FllcBED 5
T —ETH D RN R STz, £72, i ROR OfHEIZ warfarin (2 LT
dabigatran (2B W TEETH - 7,

2) BHEANMIMIZ)T % dabigatran X OMER OB A AT L7 & 2 A, F% ROR
TE# D EFICED S FTIRE—ETH Y . warfarin (2O T b [FEER DB 2
RO BN, - T, BHENHMY 2 2713, & LT L THER O
AT IRWATREMED V RIR S 7z, £72, % ROR OfEIT warfarin (ZFE LT
dabigatran (ZIB W TEIE TH > 7223, SEAIHICHE TIE R0 o, ZOHE &
L CliX. dabigatran OZZEMERAFEH S4L72 Z LI12 L D . dabigatran O
SN U 72 S A 7 ZAO A REMES, BHEAHM A ERT 2 DICHWIE
MedDRA @ PT OEFNTELIK T D AlRetENE 2 e h, FEMII AR TH -
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7’»
—o

%5 2 T TIE, FAERS % F\V T, SJIS/TEN (2513 2 45l K OWERI 0D 5228 % figt At
L7z, BV AT 4 v ZEERGHTEOY 7'y MREFTICED . 2T — & KO
SIS / TEN (B9~ 2 Wi A5 2 AL 5 BN OV TREMNSART L7z, m P
T ZERE T VIR, B, Bl R O & AR A I AAE R D FHE %
To72, SIS/TEN IZDOW T, LLFOMANE ST,

1) SJS / TEN \ZB3d# 4 2 &S 2 AL 5 A, valdecoxib, lamotorigine,
phenytoin, acetaminophen } U® furosemide T - 7=,

2) W, 4080 i TE <. HEE KOS EEE TO R T,

3) SIS/TEN D% ROR |L, &{KT —# KOG EHAFEZB W T, HERETEHW

A FED S AL, BHEBICI T DRI A7 PRV ATREIEDS R Siviz, 72

B PERNC & 2 BT b Rino T,

%5 3 T TIL, JADER % VT, SIS/TEN (2519 2 A n K OWERI 0 288 % iR iy

L7z, FAERS Offft & [Fkk, 0 AT 4 v 7 BlRSHT RO 7 & v MENTIZ

D BRT —Z KO SIS/ TEN (2B 3 5 W 2\ 167 5 AN DU TREM

(AT LTz, B, AEFR—REREENT. KO Weibull TR /X T A — 2 (2H5<

M AT > 72, SIS/TEN IZOWT, LLRORANEG BT,

1) SJS / TEN (B3 2 #E(FEA 2\ B2 5 A, allopurinol, loxoprofen,
acetaminophen, carbamazepine, M TN lamotrigine Td > 7=,

2) WEMEIE, 60-70 % TE <. BHERE O ERER TL RNl

3) SJIS/TEN OF# ROR IL, &KT —XIZHB W T, HERE TEVWHRNED 5
AU, FAERS TOfffT & [AER, BHEBITIIT DFIE Y A 7 D3 @ ATREME DS R
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SNtc, —FH, FEANCBT 2V 72y b —ZIZBWTIL, FoEET
AN H o T,

4) HEFES —ERHET OR5 H. loxoprofen M TN acetaminophen (23T, A #E 5%
SRBETORBOPRMEN 3 AR O2 A L, oA & e LTS
BRARIE R DIEIE U X 7 D3O ATREME DS RIR STz,

5) Weibull 43 4fi % F W72 f# 87 7> & | allopurinol, loxoprofen, acetaminophen
lamotrigine, phenytoin, } 0" furosemide I%, A EFLR NP — ROREFHIE T
I WA 438 S hu, carbamazepine, ACE FHESK, K O corticosteroids
%, FFERERICE D b THEFG AT — FIRE—E Th BT 5
L E R (Y

F o4 BT, IFEE RO EEICEET 24 FFRIST 2L R Y 7
7= OB OWTHENT L7Z, JADER ZfIWT, &7 —% &> b, Ik
BTy b ROBREEY TR v MIBW TG RO E G D455 & f#
Hrille, £/, v VAT 4 v 7 EUFEHHT ROV 71 > MEFTICL D | IFEE LW,
TR E O, Flin, RO GEABOREL S L, n VAT 4 v 7 [\lF
BT IVATIE, WG PRI, AR, G- EAE M & 3 G R o 28 AR T
PERI & i D A2 HAE I, R Ol & #5538 AIH D 28 BAR I 2 fL 2R IA Fx | 28H%
A2 LTz, A7 v 7' U A R0E (BEIRE) (X0, 7 ARTHZA A
PREEZFL, DIFEOHDHEEEY LTz, £7o, FHIHKAIEL O 10 mHEAL T
JERIE LT F i DA HAEHIAIZ X V15 672 ROR 2 LT e — b~ v
AAERR UTzo JHREE K OV s D FEAE KT 2 i K O G- 38 AIEL DS 2o
W, UFTORIRIE LT,

) &27—%ty b FEEr7Ey b, KOEEEY 7y FETITBWNT,
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2)

3)

4)

WA G283 5 b2 < . NI X0 HGIEABIIRIM LT, H5 RO
fEIx, IFREE IS L RS T 7.

PR ClE, AR, MR (). i (260). REHAIE (5-9 A, KO
FEIFE (> 10 Al) OEPHERRICHETH Y . MR () & &G 3HA
B (=104) ORZEAEMEBEETH 7. Tl (>60) 85 FA1% (5-9 #l).
L OB E A (> 10 Fl) OFHEE ROR (95% CI) X, % 4. 0.86 (0.85-0.88),
1.17 (1.14-1.20), XV 1.14 (1.11-1.18) E1FEAE 1 TH Y | HEEITHEE &
O GHAB DB L Z T IN L PR STz,

BREETIE, WEE. MR (). Fl (260 5%). BEIEAM -9 A K
O EFHE (> 10 Al) OEPREFICHEETH O . Ml (&) LiFElm >
60 %) PRAMFEMEALAETH o7, Filin (> 60 ). &KGHEFE (5-9 #l).
BEFHE (> 10 A, KOWER] (k) & 4FE (> 60 %) DORZANEMEDOH
3% ROR (95% CI) 13, 454 1.32 (1.28-1.35), 1.27 (1.24-1.31), 1.82 (1.76-1.88),

KN 1.60(1.59-1.69) ToH 0 | Il M OB 5-FLFNEL O NN L, B B E TR
U A7 P 5 R VR S ulz, LasL, i (> 60 7%) & &% G-36A]
B (5-9 Al) UTHFE (=60 73%) &&RGHFEAE =10 #) OZEAFHHEITWT
NHAETIE R 2T,

B EFEFNIE N 10 AL TRBINE L 72l O A2 AAEREIZ L 015 67zl
H ROR MOER Lizk — b= 7D BEEFEIZBWTC, I & & 5384
B E->TY A7 @< 22 5 ATRetE s R S vz,

SRS |21, @R G-I DR EFEDORENA T ARLT — X OKRE, BE DGR

FEMORIE Tl A DGR F OIFAEITIN 2 T, BEREOIEHRBPIEE L2\ &

g)

T—ZEFDORFUIFEL, BEO U A7 5l AAT 5 Z LI TE RV, A4F5
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TR VAT 4 v 7 EFTAREHVTROR DGR TEZRE L, 71> ME
PO XY | BEOERR 28T 2%, T FiEE2ERSETWD, 1t
ST, KRN ONTRERIC L0 FEREIR TOEERERIZIBCER - 3
IS OA AR EADTGONT b D EBEZ D,

WFFERE RILLLT DOETHERS IS S LT,
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ABFFEDOBATICER L, FLRREE 4 R T8V E & E Ls, IRRIER KT
FEHE T IGE L R I AT R AR A IR SEE R L E T

KX DOFEEIZHZY . A/ THEEH Y £ Lz B3R R TR IEH
PN AL SRS A VAR U N e . i s SN 1108 2 S e
BiZ WiE EBHE L W ONS SRR GE R Rt R ST R R I IE
TR EH N LET,

AR OEITIZHTZY , THE, T2 & £ L RIER R PRI LT
KB EERA A IE BB kIR 1. A R RERRIT 2 K I SR T b
VIEto S QN AL R - = pe e SN LS S S I Y TP R
O B R RSB = 2 R b SRR E & Bl K IR A I ZE B B fl /) E P Ffi
TIEHOEE R LET,

AT U CRE A2 OIS % 272 & U 72 I BB} K 28 52 e SR 22l
3K S e ORE I 2 LE T,

AROWRE G2 TWEREEE LTEAT 4 INT — 2 _X—2AFAS1t &
H SR, AR R, WONCAY BERISL R EHW-LET,

AWFFEITEE L CTE, ERRT D AT 4 VT — & = 2R SRS B 38
HOERRIC SRR TEEZWZEE E L, BF BEE, YOICEHBED 4
IR EHIW T LE T,

BRI, WFFEATE 2 XA TS VIR R, KNSR EH - LET,
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