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BCRP Breast cancer resistance protein
bDMARDs Biological disease-modifying antirheumatic drugs
Cl Confidence interval

EBGM Empirical bayes geometric mean

ECOG Eastern cooperative oncology group
FAERS Food and drug administration adverse event reporting system
FDA Food and drug administration

HD-AraC High dose-cytarabine

HD-MTX High dose-methotrexate

HLGT High Level Group Terms

HLT High Level Terms

IC Information component

IL-6 Interleukin-6

v Intravenous

JIA Juvenile idiopathic arthritis

LD-MTX Low dose-methotrexate

MedDRA Medical dictionary for regulatory activities
MRP Multidrug resistance-related protein

MTX Methotrexate

NSAIDs Non-steroidal anti-inflammatory drugs
OAT Organic anion transporter

PCNSL Primary central nervous system lymphoma
PPI Proton pump inhibitor

PRR Proportional reporting ratio

PS Performance status

PT Preferred terms

QOL Quality of life

RA Rheumatoid arthritis

RFC Reduced folate carrier

ROR Reporting odds ratio

SC Subcutaneous

SOC System Organ Class

TNF Tumor necrosis factor

ucC

Ulcerative colitis
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A R LFH— K (Methotrexate; MTX) IZIEREMRH OMRFIC LV | BEEA A BIHl3 25
ERHEETH D, MTX 1B B IIZIG U TRGENMEVS T S, AR, B o oSJE,
PR A 45 o> FEME I B 1 1 B MTX (High dose-MTX; HD-MTX) %, BV v~ F
(Rheumatoid arthritis; RA) =54 YRR O B O/ B & MTX (Low dose-MTX;
LD-MTX) BIEN TS, TDI=H, HEEIZK > TRALSTWEIERANRR S Z &b
B G- BIZIG U2 BWERX R AR D b T D,

HD-MTX JFIEITERF I KED MTX 23 %5315 Z L b, EHERRIER & L TE e
BREE, CEBERIH], DVEREIRERE S MR ER S EAE TS ML TWD D, b OFEIE
HORBIT, BF O quality of life (QOL) & L <8729 721 Tl JFRBOIRIFRIET 1o %
DOHBENNHY , WUNEHET L2 ENEETHD, FFIC, HD-MTX EIEORIVEH Tidii
B MTX O ERIE L7258 1T BLRN EA U, BIE (LT 5720 InREnE=41 7
ITH 7 8 L TBEBERBEREHEINMTOIL TS, EEFIL, KRBT LR E S E B s
FEHIER TN BRI A 1Y 9~ 2 3EAIR & L CEEsT 2 ¢, iEd MTX OHEELE % [
SToDITTHE VB AT > 72 B B 53, M MTX OHEMEANEELE L, GI7E A I s
LTERI 2Bk LT, £ X 9 22887 b, HD-MTX BHEDRIEHN 28T 572, MTX O
PEM IR I AT T B R BN 2 FET O LENH DL EE X T,

—F . LD-MTX JEITAEME, AR L0208 S L, R T RATREDE 1
BPEEE LTEH SN TS 2, LD-MTX RIETHEH IS MTX O G EIZIKHETH D
72, HD-MTX ik & e U CHEEZRRIEH ORBUBEE IRV, REIMEET 22206
TR R 5 O R 72 & HD-MTX ik 3R ZRIER b E L B2 hnd b 19, §
(. VRO —FETdh D MY L oNEIE 1991 £EIC Ellman H 12K - THE S TLsk ',
WAEHNEMLTWD,

2000 “EFIfE L 0 . RA T L TAEYFERAINERFEEL 720 | BlIE, 52 < O4AEYHR
BHIS BT T D (Table 1), AW FRIRANCIL, EFEESEIK F (Tumor necrosis factor;
TNF), A v &% —uA % -6 (Interleukin-6; IL-6), CD80/86 A tEf) & T HEHKMN b5, LW
RAI ORI, B CENPRZRERLPERH Y FEETHEH TR Z MBI
WHRTWD,



Table 1. Biological disease-modifying antirheumatic drugs for rheumatoid arthritis

. , , Certolizumab .
General name Infliximab Etanercept Adalimumab Golimumab | Tocilizumab Abatacept
pego
Product name Remicade Enbrel Humira Simponi Cimzia Actemra Orencia
Target TNF TNF TNF TNF TNF IL-6 CD80/86
* RA * RA
Indications * Crohn's disease - JIA o
+ JIA etc - UC * Psoriasis etc + JIA etc - JIA
UC etc + UC etc
Route of
v SC SC SC SC IV, SC IV, SC
administration
Self-injection X O O O O O O
Combination of
Necessary Either Either Either Either Either Either
MTX
Approval year
1998 1998 2002 2009 2009 2010 2005
(Us)
Approval year
2003 2005 2008 2011 2012 2008 2010
(Japan)

TNF: tumor necrosis factor, IL-6: Interleukin-6, RA: Rheumatoid arthritis, UC

IV: Intravenous, SC: Subcutaneous

: Ulcerative colitis, JIA: juvenile idiopathic arthritis




IR, RA OIRETEHE. AW FRIRAIORIGIZ J 0 EEISEIENHIEIATRE & 220 | ek
@@%%@Qm;@&%Waﬁﬁmﬁ%%®&§«&k%<%mbk D Flo, AHB LY
WS D RA 2N A KT A 2BV T LD-MTX & W28 o O #EEN LD-MTX #ik
IZARIG72 RAICx L THERRE S LT g 231 (Figure 1), £ D7=® ., LD-MTX # ik & AW EH
R Z RIIMICER T 2BEFRHIN L, RAMOREREENRRD T\, AWyl
& BHMME AT 2BICEET_XEEEH O 1 & U TEEENH 508 17 LD-MTX &
AW RAN O OF FERIE SR U o B % oD T BRI & B3 2 S oI S S
TR, X, LD-MTX e FHIRIA 2 1 5- Sl RA BEDENY N EZ B L |
MEVEIIER R L= Z D, LD-MTX AW AR BiAl & B Y o o= E 2 50 7 vk
Mg & OBEZH NI THMERH D EFE X T,

MTX is not contraindicated . . MTX is contraindicated
Diagnosis of RA
Phase |

A small amount of
steroid

H+

= Start csDMARD
To Phase 11 No | ACh]CYc ‘trcatmcnt goals P Yes continuation
within 6 months

Phase 11 There are poor prognosis factors Phase I could not be continued due No poor prognosis factor

to insufficient effect or side effects

Start LD-MTX therapy

Add TNF inhibitor or | No |4 Achieve treatment goals y Selection of other
tocilizumab or abatacept | A within 6 months csDMARD
Change of bDMARD or 4 Achieve treatment goals N R . .
.. . o No ¢ o » Yes ® continuation
Administration of tofacitinib within 6 months

Figure 1. The treatment strategy of rheumatoid arthritis
RA: rheumatoid arthritis
LD-MTX: low dose-methotrexate
bDMARD: biological disease-modifying antirheumatic drugs
csDMARD: conventional synthetic disease-modifying antirheumatic drugs
BV O~ FBIETA KT A 2 2014P% BB ZEHDMER



B, BRRBGD DR OO IERAE B FHINCIEE LY T T —/L KT — & Bk 72 ERIR
ﬁ%aTLT%VEMTwéo)7»7—»%%—9@%ﬁ%’ . BT, BREREE K
B, AEFLAXERET —FEREFENTEY, EED %ﬁ#ﬁ%éhfwé /A
%@T&éo:m1f®mfﬁnﬂ@mémt%%%l%ﬁ%&waé_&’ﬂbf )
TN =) BT =5 % WA RIRERBIG O I 2 L0 KL CTW D TR & 5 & ER
INTWE B, —JF FNETNDOY T AT —)L RF—X IR EERRH 5720, W5EH
FUZIE U TN NI 5 2 ERRnE L IR TWD

Z Z CARMFFE TIE. HD-MTX WL D PR IE 1 ifﬁtkﬂﬁl%®w 2iE, BE
%%iwmﬁ¢NHX%E%ﬁ@t%%ﬁﬁ@#@#ﬂﬁ%ﬁ%ﬁ#%gf%ottw\)
TND = BT =2 DRI T HiMR BB IEROATFIZE L TWDEF I TIEHRE Vi,
F72. LD-MTX &AW RA O OF Ak & BEER OB 2 7 ORI, EEEES
HERORNEIEATHY, RHMEOE=4 V) VI RULETHLZENLY T LT —/L KT
—ZDRNTH, £ OBE, BN, AEFLT —PEHHEEIN TV LI EERLH
BRET — F _X— 2 & H e,

EFIIINET, ETIALTHEREHNT, FUBAFNT X2 EWEH ORBUZ KT T 2R
FEEEZALMNC LI 20, £, AEFERRERRET -4 X—RZ VT, ZNETE
it ST & = ARHBIHITINZ T, AEFROFEEARHCERBIO IR SICHE A2 Y
TIZ R 7R FE 2 ATV, B3 L A HERFRORMAR HE AR L 2P, K@ Tid, 2
NE T ST ETFEZICH LSO /RE 2 BEiChlz > Ciak 9%,
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1. 5

BNEY VNEIL Y CNEITE T TR IR A B O T b b D DIREHI BT D, AR
FRICHBLT DU 8@ L, PR U > /<l (Primary central nervous system lymphoma;
PCNSL) & ZRMEHFARAFRE Y o SJEIZ 5 F S35  PCNSLILEENEE Y U RO —FETH D |
U o BEIFZE S PARARRRIC AR, BRI L. OfRERICIT Y v B A 25RO O L IES
% 242 PCNSL I & ¥/ 2 MHE 2 Ff & AL P RIEC U IE TR A BV A3
FRITFHAPRIMN I T DM Y VSIS TRETH D 29,

PCNSL OHHNERIITLFIRIEDIBIRE N D, ALFRIED 23T HD-MTX LT MK
JMBART 2 83 L, PR A~OBITN BRI 72 2 L Bild 5 IO HLS A AR Kk
fRgeih & OGP T S i, POCNSL B OHEZE A2 5 T\ % 72, F7- HD-MTX ik,
HRXAR R UTIRE 7o (X8 L7 B U Vo RIEORRFR CTd D RMEHHARR U oo EIS R L
THRRMRIBIFRIED 1 DL ST\ 5 29,

HD-MTX #iEDRWERNTIZ A 868, 1Bk ITRERERE E d L OV RemEE 0 H
% 30 KRz, MR MTX JBENEE CEE L728A. BWERORBEN EF+5 2 LM
HINTWD, ED7d, MiEH MTX OHPFMEIEZ B <IZIX, RO T A VALK ERIK. 7
HERMZATDERSLOPIEERHEE SN TS, 3199, L LAans, 25 Oy sxhis
ZATo CTHIMER MTX OPEESERIET ZIEFNTEAR & L TRZIT S, JRIROTEH R D
5L TW5,

ABFZETIFEE Y i LOUE R MTX JREE % 5 o 72 BRI A % DO FEAl 70 B E TH D 4
BEEZZ VT NI =V RTF—=Z DN THEFIVTIEHRE T HD-MTX 1L O Pt 2
SENZ RAE T 7= 72 s R A PRER LT,



2. HiE
1) XtRIEH]

o G VR R 7 2R 7 [ S B B i Be R N BHZ 35T 2012 4 4 A 225 2016 42 12 A
DFIZ HD-MTX #{EHM & 5N L HD-MTX & S &> % 7 B (High-dose cytarabine; HD-
AraC) OPFREBEN AT SNTIEFIE LTz, 7ods, T X TOEFNZIBWT, KREMIK, RO
T UALDMT oL, R pH X 7.0 L EIZERTETe, RY F— R AL A% 2 — (L
HEr MTX JREEZS 0.1 pmol/L & FIEl S E Tkt S 7z, £/, ERMOHIWTIZ LY HD-MTX
FEDNFRNCH L SN BEIIRGUER MO T H 2 & & LTz,

HD-MTX JEIEDIRIFEA 72— X 1A 7L 14 HTH Y | dayl (2 MTX 3,500 mg/m?
G L, 2RI L7 (Table 2), HD-MTX & HD-AraC O HIEREDIRIFEA 7Y 2 —L
X1 %4 27021 HTHY ., dayl |2 MTX 3,500 mg/m?> 2% 5- L, day2, 3123 7 E L 4,000
mg/m? 2% 5- L, 3 BEARIE L7 (Table 3), 7235, MTX O 5 EiL, BFEOREIZSC TE
Rl DERFEIZ K0 i A2 28, 2,000 mg/m? A DFEG- & T o T FBRF VI RIE I 2> B BrAb
HZEELT,

Table 2. Administration schedule of HD-MTX (2 weeks/cycle)
dayl | day2 | day3 | day4 + + | dayl4

HD-MTX
(3,500 mg/m)
HD-MTX: high dose-methotrexate

O X X X X

Table 3. Administration schedule of HD-MTX and HD-AraC (3weeks/cycle)

dayl day2 | day3 | day4 .. dayl4 + + | day21
HD-MTX
O X X X X X
(3,500 mg/m)
HD-AraC
x O O X X X
(4,000 mg/n1)

HD-MTX: high dose-methotrexate
HD-AraC: high-dose cytarabine



2) MHBIEFIDRELE R

PERI, 4Ffit, Eastern cooperative oncology group (ECOG) performance status (PS) *®. body
mass index, JFRMA, JREANAE. HD-MTX JFEEOHK 5 (mg/m?), HD-MTX &Ll T I ff
MENTWEEFEMIZOWTEFANLT IO L br AT T 0 TIZIE LTz, 728, ECOG
PS IZREMIC IS & EFK L7z (Table 4) %9, {fH3K1T HD-MTX SRR AA 2 & E IR S
TWERRAKEEFR Lz, £, MEEH MTX OPEINRIEIC IE T 2K 1 & LT, HD-
MTX FIEBRSG 7 AR>S BA%A 3 B ORICIS T 5 38°CLAEDHE D 36 LU HD-MTX J%
ERERTIO 7 LT F=0 7 VT 7V ADIKTFRHE SN TWL0 N, b7 —2 b4
DR TIE LT,

Table 4. Definition of Eastern cooperative oncology group performance status®®

Grade Performance status

0 Fully active, able to carry on all pre-disease performance without restriction

Restricted in physically strenuous activity but ambulatory and able to carry out work of a
light or sedentary nature, e.g., light housework, office work

Ambulatory and capable of all self-care but unable to carry out any work activities; up and

2
about more than 50% of waking hours
3 Capable of only limited self-care; confined to a bed or chair more than 50% of waking hours
4 Completely disabled; cannot carry on any self-care; totally confined to bed or chair
5 Dead




3) MsEH MTX OPEHGRIEDE &

MAEH MTX OHEMGEIEIZ DWW T, BERICEE-S &, HD-MTX JEIEDOBAATE 24 IRFFEIfE,
48 FFMME, 72 BERME 23 Z 0240 10 pmol/L, 1.0 pmol/L, 0.1 pmol/L LA LD W3 )% i 7=
FTHAITIIMSE T MTX OFEHRIE & E 2 L7z 35399 b SiE 6] 2 e MTX O gk 4E D
AETHEL, BERZEH L,

4) MIFH MTX OPEHEIEDH FEIZI1T D Grade3 L EDOBIVER DFEHRD Lk

Grade3 A EDORWEHORBLLEFINT LV L b AT T 4 7ITRE LTz, BIfEH
@ Grade #F4ffiiZ 1 Common Terminology Criteria for Adverse Events ver. 4.0 & 7= 4D, £
Grade (235 (F % BJEE & Table 5 1”4, £z, MTX OHEMELED A HE TR ORH L L
e L7,

Table 5. Severity based on Common Terminology Criteria for Adverse Events ver. 4.0 "

Grade Severity

. Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only;
intervention not indicated.

5 Moderate; minimal, local or noninvasive intervention indicated; limiting age-appropriate
instrumental activities of daily living*.
Severe or medically significant but not immediately life-threatening; hospitalization or

3 prolongation of hospitalization indicated; disabling; limiting self-care activities of daily
living **.

4 Life-threatening consequences; urgent intervention indicated.

5 Death related to an adverse event.

*Instrumental activities of daily living:
preparing meals, shopping for groceries or clothes, using the telephone, managing money, etc.
**Self-care activities of daily living:

bathing, dressing, and undressing, feeding self, using the toilet, taking medications, and not bedridden.



5) M+ MTX OPEMERIEIC I T B 7 DOHRRK
MTX OPEHGEIE DA M5 LT, BE I ks L OV HD-MTX $RE B AART O B R A &
eEg U7z,

6) MMERRIECLE
ARWFFEIE, 2018 -5 A 2 HIZ KRR FIEFZRAEMFELZEDICL VAR SN
7= (No. 4046),

7) WEEHRAT
2 B OEIA DO LL# X, Fisher O IEFEMERE 2 IV =, fGRRER (p) 1XMH] 5%A 2 A
EKMEL L fEHTIZIE IBM SPSS® Statistics 22.0 Z FU 7~



3. "R
1) XEBEDOEH
RIGUER|DIEE £ THO T 0 —F v — k% Figure 2 12859, ®GHIR FIZ HD-MTX #iLH
M D ME, HD-MTX & HD-AraC OOF LD L2 A U BB GRS RERNIE 16 EH] (24
A7 Tholz, D55, HD-MTX HEIEM ERROFIWF CHATZH 1k S 7 IE B % Frak
L7z (1EEF], 334 7)), ZORER., MSIEFNL 15 5EF 21 A 7 0) Thoto, 03,
HD-MTX # ik 4 5 HIs il L7 EFNTRE O bz o 7o,

Patients who received HD-MTX or HD-MTX plus HD-AraC therapy
at the Department of Hematology, Osaka City University Hospital,
between April 2012 and December 2016 (16 patients, 24 cycles)

—>| Patients in whom HD-MTX was discontinued and only HD-AraC
was given at the discretion of the physician (1 patient, 3 cycles)

15 patients, 21cycles

Figure 2. Flowchart of patient selection
HD-MTX: high-dose methotrexate. HD-AraC: high-dose cytarabine.
Inose et al, Journal of chemotherapy. 2019, 31, 30-34. Figure 1.

10



2) BEER

XS D HBE Y 5% Table 6 (2759, ECOG PS 28 3 LA EOJERIAS 12 & £ CTuiz,
MTX O SCEICHFHER LRHIN TV A EELO I B, JPH SN TWIZERLIZ T 2
k>R 7 BRESE (Proton pump inhibitor; PPI) DA TH -7z,

—. MTX ORMCEICOFREROFLEA R WERL O S B, O S EERE -
TEIEME, 7 rat Y —b (38.1%, 821), 77 EFT VL (33.3%,7/21), LT aFH v
(33.3%, 7/21), F{b~7 %> 7 L (33.3%, 7/21), BEERERIA] (19.0%, 4/21), 7 =7 X/ A K
v b (19.0%,4/21), T hu Y EY (143%,3/21) BEI O 2 K (143%,3/21) Tho
7=\

£7-. HD-MTX JFIEBRLG 7 H i HBH4E 3 B OMIC 38°CLL_ LD ENE & U7 JEHIZ 3
JEBITdH o 7=,

11



Table 6. Characteristics of the study patients

Gender (male/female) 7/14
Age * 60 (31-77)
ECOG performance status (0/1/2/3/4) 2/413/8/4
Body mass index * 22.2 (19.1-24.8)
Diagnosis
Primary central nervous system lymphoma 11
Secondary central nervous system lymphoma 9
Others 1
Regimens
High dose methotrexate 8
High dose methotrexate plus high-dose cytarabine 13
Dose of methotrexate (mg/m?) * 3,500 (2,000-3,600)
Fever 3721
Combination drugs
Proton pump inhibitor 221
Fluconazole 8/21
Famotidine 7/21
Levofloxacin 7121
Magnesium oxide 7/21
Intestinal drug 4/21
Febuxostat 4/21
Amlodipine 3/21
Sennoside 3/21

*: Median (range)
ECOG: Eastern cooperative oncology group
Inose et al, Journal of chemotherapy. 2019, 31, 30-34. Table 1 & ¥ —Hci 2.
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3) MR MTX OHERIEDFREIBE G

MAEH MTX OHEMGELE 2 788 7= EFIIE 38.1% (8/21) ThoT-, ZHHDIERFIZHOWNT,
HD-MTX J#iE DB AG# 24 WEfE], 48 B[], 72 BERIC I B g MTX R OB %2/~
(Figure 3), 7235, MAEH MTX OPEMEIE Z 5RO 72 AEFI D 5 ., HD-MTX LD BRLAT: 24
IRFFETIZ 381F 2 AR MTX IR A2 JIE L CWIEFNX 2 flo A TH -T2,

~

2
\
: &
. ————— —
24 48 72

Plasma methotrexate concentration (umol/L)
w

Time after starting High dose-methotrexate therapy (hours)
— CSE | @ - w case 2 em o ecase 3 =——=case 4

case 5 case 6 case 7 case 8

Figure 3. Changes in plasma methotrexate concentration

13



4) I MTX OHEHGRIEDEI S X O Grade3 LA EDBIWER ORBLE D ik

MAEH MTX OPEIGELE DA HEZF5 1T 5D Grade3 LA EOREIVEH DI O LLig & Table 7 12
R, MAET MTX OHRIEEIEIZRE D 67, RITERORBLRICHEEITE O bLRnroT,
FTo. ARFZRIZEB W TIREBEEILR O b o7z,

Table 7. Comparison of incidence of grade 3-4 toxicities with or without delayed elimination

of plasma MTX
Delayed elimination Normal elimination p-value
Leukopenia 62.5% (5/8) 69.2% (9/13) 1.00
Neutropenia 62.5% (5/8) 92.3% (12/13) 0.25
Anemia 37.5% (3/8) 23.1% (3/13) 0.63
Thrombocytopenia 62.5% (5/8) 69.2% (9/13) 1.00
Serum creatinine increased 0% (0/8) 0% (0/13) -
AST increased 0% (0/8) 7.7% (1/13) 1.00
ALT increased 12.5% (1/8) 15.4% (2/13) 1.00
Total bilirubin increased 0% (0/8) 0% (0/13) -
Febrile neutropenia 37.5% (3/8) 46.2% (6/13) 1.00
Nausea 25.0% (2/8) 0% (0/13) 0.13
Vomitting 0% (0/8) 0% (0/13) -
Stomatitis 0% (0/8) 0% (0/13) -
Constipation 0% (0/8) 0% (0/13) -
Diarrhea 12.5% (1/8) 0% (0/13) 0.38

AST: Aspartate aminotransferase
ALT: Alanine aminotransferase
Inose et al, Journal of chemotherapy. 2019, 31, 30-34. Table 2.

14



5) M MTX OPRILBIEIC RITTRERTFOBRRE (BEEYR)

BETE L AR MTX OPEEEIE DA% % Table 8 (273, M5l i, ECOG PS,
HD-MTX #5648 7 ARl HBALA 3 B ORMIZI T 5 38°CLL EOFEE I MAEH MTX O
TR AE |\ MAE T BN 1 & 72 B 7o T2, MTX ORMSCEICHFREE i ST 5 PPI
I AEF MTX OPEISRIEIC I TR 1 L e bl oz, —J, MTX OUASCEICOHH
EEOLEN 2 WHFHEKIC W T, v v AR Z R L TuZeun 18 f Tl MTX @
PEME AL (X 27.8 % (5/18) TH D Z &Kk L, Ao v AFEHUERZ 0 LT\ 5 3 Bl Cid4pl
T MTX OPRIEIEDFRD BTz (p=0.042),

Table 8. Univariate analysis of the factors delaying elimination of plasma MTX
(background data of patients)

Delayed elimination Normal elimination p-value

Gender
Male 2 (25.0%) 5 (38.5%) 0.6
Female 6 (75.0%) 8 (61.5%)
Age
>65 3 (37.5%) 1 (7.7%) 0.25
<65 5 (62.5%) 12 (92.3%)
ECOG Peromance status
0-2 2 (25.0%) 7 (53.8%) 0.37
>3 6 (75.0%) 6 (46.2%)
Fever
Yes 1 (12.5%) 2 (15.4%) 100
No 7 (87.5%) 11 (84.6%)
Co-administration of proton pump inhibitors
Yes 1 (12.5%) 1 (7.7%) 100
No 7 (87.5%) 12 (92.3%)
Co-administration of calcium channel blockers
Yes 3 (37.5%) 0 (0%)
No 5 (62.5%) 13 (100.0%) 0.042

ECOG: Eastern cooperative oncology group
Inose et al, Journal of chemotherapy. 2019, 31, 30-34. Table 3.

15



6) MEH MTX OHREHRIEIC RIZTRHERFOBRE (RO BRRREE)

1B BAAR R O RF AR AE & M4 h MTX OHEHEIE O BFR A Table 9 127R97, 1RHRBALAHT
DEFRBREMEI TN TIORFH MTX HEHERAE I M F 5

Table 9. Univariate analysis of the factors delaying elimination of plasma MTX
(laboratory values before the start of chemotherapy)

KL bxnoiz,

Delayed elimination Normal elimination p-value

Leukopenia
Grade 0
Grade >1
Neutropenia
Grade 0
Grade >1
Anemia
Grade 0
Grade >1
Thrombocytopenia
Grade 0
Grade >1
AST increased
Grade 0
Grade >1
ALT increased
Grade 0
Grade >1
Total billirubins increased
Grade 0
Grade >1
Creatinine clearance (mL/min)
60 >
60 <

8 (100.0%)
0 (0%)

8 (100.0%)
0 (0%)

4 (50.0%)
4 (50.0%)

4 (50.0%)
4 (50.0%)

8 (100.0%)
0 (0%)

6 (75.0%)
2 (25.0%)

7 (87.5%)
1 (12.5%)

1 (12.5%)
7 (87.5%)

12 (92.3%)
1 (7.7%)

11 (84.6%)
2 (15.4%)

10 (76.9%)
3 (23.1%)

10 (76.9%)
3 (23.1%)

11 (84.6%)
2 (15.4%)

5 (38.5%)
8 (61.5%)

11 (84.6%)
2 (15.4%)

0 (0%)
13 (100.0%)

1.00

0.51

0.35

0.35

0.51

0.18

1.00

0.38

AST : Aspartate aminotransferase
ALT : Alanine aminotransferase

Inose et al, Journal of chemotherapy. 2019, 31, 30-34. Table 4 J V) — k.
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4. BE

HD-MTX #iEDOHEMRIEIZ KT T 58N 7121, WRBEmENC R T2 7 vrF=71
T T ADIKT W FEGD JERAT oA REFIARIES (Non-Steroidal Anti-Inflammatory
Drugs; NSAIDs) 9 < PPI > PN M G TS, LaxLAan b, ABFSEIZIV T HD-
MTX EEOPEMSRIEIZ 72127 A1 2 B O RS 2 Al etk N HEZ2 S vz,

AW TIEZ VT F =07 V7 7 AOMK Fid HD-MTX H#IEO PR R IE |2 & 1F 3 52K
T LBl o T, RWFSEIZEIT D HD-MTX JEIERRIGRTO 7 V7 F =07 VT 7 v AD ik
E VLB R AE 2 58 6D 7= FE A T 79.4 mL/min, 7887275 72JEH] T 101.1mL./min T&H ¥ | HEifiE
HE % GRS T IER] TRORIEME TIEH 5 H O D 60mL/min % FEIDIEFIL 1 flORTH-72, %
D= AL TIL HD-MTX FIEDOBRIERIC 7 VT F =227 VT T o ZAPMEAE D FEFI A3 72
Moo, BEREBRLERICR-TEBEZOND,

NI T DV ha AT T ¢ THIZEIZEE\W T, HD-MTX $#iEBAE 7 H Al b B G-B4s
3 H#IZ 38°CLL EDOREN & o 7oA, MAEH MTX QPR EIES 2 Z & Bl ST
%3, ZAUTRBIC K 2 MAE MO TTHEIC VD MTX O AR R LRI EIE T 2
ZENR—REZBZHNTODN D, FEMRBEFIIRIZHL NS TW Y, RIFETH
HD-MTX #15BR%a 7 BRI D& 554G 3 B % 0 38°CLL EDFEERDFEBURIL 2 RS L7223,
MAFER MTX O PEIEEEGE DR - & 1378 B 7o T, ARBFFECTII/NEORERINE T TR
O REH & VIR BIEFI N R Y | MTX OERNEIREN B2 D[RR S 5, D7D, A

FEIIREH & R DRERICRoT EZ BN D,

MTX 13 E B e S P S v, R IR ERIRTRE . TRAIE 7006 M OVE I Y 2% B -
THIEBZEZOLNTWND, R, BRICHFET D FT /XTJ?*—?*—“C%E) Organic anion
transporter (OAT) 1, OAT3, multidrug resistance-related protein (MRP) 2, MRP4, breast cancer
resistance protein (BCRP) . reduced folate carrier (RFC) -1 |Z, MTX OFEMHIZEE 595 Z & 23k
HINTEHEY O, MTX OFEMHEERICKE < EET 5, HlZIEX, NSAIDs & MTX OFHA.
YEFIZ. NSAIDs 7% OAT1, OAT3, MRP2, MRP4 Z[HET 5 Z ENENTHELD LS T
WD 0 ORIFFECIE NSAIDs % fFH L72EBIE W ey o 72728, HD-MTX # L O HE R IE
& NSAIDs O #E Z 3 i 425 Z L N TE o7z,

BCRP DEIEFTH D Abcg2 D/ v 7T 7 b~ ATiL, AR~ R LHEZL T,
MTX DEE 7 VT 7 AR 054 FIIR T T2 2 NG SN TS 9, F7e%, BCRP
(2L DHEMEDS . MTX OTERICEER2EH 2RI L Tnb EE X b5, PPLIZ BCRP OFHE
@%%ﬁ#é:&ﬁﬂ%hf%@m\y<®mmfpm@ﬁﬁﬁ&mmnxﬁ@®%ﬁﬁ@

ETREBR RS EREINTND 3D, L L, KRIFFE T PPI OGHIZE
Eﬁ%@l%&ﬁgﬁﬁotgmeo:mmﬁmn_ BT 5 PPLOJFHEOKI R —K &
EZHD (221,9.5%),

AWFFETIH, 720V ErEZfFH L T2 TORFICBW T, MTX OFEHIEERIE %

72o BCRP OZFEFRBUMALZ W - MEHI B W T, ~7 & — @&%%Abtn/ﬁm%wﬁ

Jal i3y = AV =L UEY, SEVEVBLR=T VYO R Y

E Rt Ui hyy AEGEEOFRRFLE., BCRP ORETHHI hFH o b
17



MREANEHEEZAZICEDD ZEWRENTNDE YD, 52, MTX IZx 5itEa A L <
V% BCRP Z %58l L7z HeLa flifdic BT, 7Au VBV 2EH-ye Rut ) Ui
TV DEEHER O [RIRFLE S, MTX T DItE & fRbR9 5 2 L AME ST s 9,
ZDX DRI MAND, T AT Y EEDE LY T AEFEKIT, BCRP ORHLELE
Mz & HD-MTX #1%E & OOF HRF I A MTX OHEEIEZ 4 U S5 flRetedi & 5
EEZLND,

‘ﬁihﬂX@BG@%ﬁbtULLﬂféPH®Wﬁﬂ%%ﬁ£Ltmmmﬁ%T
PPI T & % BCRP O KAMBIIEE D143 %ﬁﬁ@@¢ﬁ%%%%f@mmm&f%ét
WEINTND ¥, *@F%iMM&PH@%%WE@% I% BCRP OFRELIA O D E
RABEEG L TCWARREMEZRIRT 5, D7D, AFRIZEBNTH T A U E A MTX O
BCRP Z /1 L7z I B L B X e WAlREME b ZE X bivd, o, ABETIE, 7A4rPE
VEFEH L TOZRWEFNIZBW T Y, 27.8% (5/18) TIMLHEH MTX OHEIGELIEFRD &
oo LML, JEBIE N D22 . 25 DIEFNZ DUV THLEH MTX OFEIERIE R4 U
FHBEZHRFT A Z IR CTH -T2, O, 7T 2u v LADRTOREIZ IV HE
MEBIEAE L TWH AL H Y, S HRIMENLETH D,

AMZEORI L LT, 112, HEEEME TH 0 IEFIED Do Tolod, BHORME
K- DR 8% Mk LT- 24 EMﬁﬁﬁﬁ_kﬁT%ﬁﬂoto%Z . HEMEERIE 2 3R 7o i
B & 5RO 72 7 o THEG TRIEH O R BLRITEWV DR LR oo Tz, Kﬂnivhmx&y
T4 TIRBIEME TH DT, A H OFARREORLER D B IE B S LTV RN e

W/ INFEAMP RN 72 D AHE DB T TE TR WATREMERN H 5, EFRORFITHZ LD
O, RUFIEIET v T v OO HD-MTX JE1EOPEMRIE I R IE T #7222 BN 10 1
DERDARENE AR LT, A% (FHF OB DT LR 5P LETH D,
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5. &

ABFFEIZ LY . HD-MTX FEIZ BT DHRMBIE O - R BER O —H 2 LT 5 2 &
NTE o, IMiEH MTX OHESEELES 2 Z & TRIEHO U 27 % ER S8, BF O QOL
MELLHRDND, S6I2, WIRENIEH S5 2 & CHREBOIRENKD . THRIZEZK
LB EHEZDBENNDDH, D7D, AR TH LI L7z MTX OFRMIEIEOHT 72
72 BERIE HD-MTX JFRIEORIEA Z @MU~ % ¥ A > b L, HD-MTX k&2 LRIk T 5
DOl d FEZXBND,
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o BHEHY UeFICHTAEAEA R MUY — N EAEYERRKIOMAREIC L AE
HEBEORBY 27 DBRFE

BIE BV YEOFEEY X7 OFE

1. %%

i)

(2K 2 LD-MTX FRIEIEL, @WVERER, fkeR, B EI TImsIzhi R, QOL SiEL)
REBIOEMTROLENRSNLTEY, RATREDT U A—R7 v 7 & LTEMNIT B
TWD 29, BN, dek, Biko 15 EICBIT 5 RA BE OIS &, HREAISEINE, %%%@L
PFUZBIT 2 REICE VT, RA BFE D 83%72% LD-MTX WL 22 TR H 5 L 5
S7= P, AITH LD-MTX JRIEDNEE Y v~ TF2ET A R T4 2BV TRA OD%JJEWE‘%%
ELTHEREES LTV D 1,

ITAE, TNF, IL-6, CD80/86 % 1ErY & 3 % LW AN RAIRIEICME I AIAE & 72 o 72,
AW EH BN ORBGGIZ LD . RA ORI HEIZESIN 2 QOL O MEN b EHIN T4 Oz
R SN2 L b P | LD-MTX JRIE & AW Py ii) &2 RIS 3 2 B s L
72o D712, LD-MTX LR L OVEDFRIRF O B Z2EEREEN RO TN D

LD-MTX #&iEIE MTX Z KA E THW S 7, BEEZ2RIVEH OR BB IR 23 P RekE
%@%@E%QENHX%%ﬁ%fﬁmﬁfﬁmanxﬁﬁkwﬁ@otﬁwm%éuéﬁ%
N 510, R EIERTIT A ORISR L CHEA S MTX S o5 Zimk#Ne &

U SRR BT LT, fthod U 2 SEEFE MR AR & X RIS T D R UM S R 4 %L)/
SHETEMERER ) LEFL TS O, U L SHIEMER B O T M U o SRR 0O
—FTHY, BN RERET-EDZ N bAT-ORFICERNLETH D,

LD-MTX J#ik & Bk Y o SR B 1991 4E(C Ellman 512 K > THA STl D,
WEBNEIML TS, RABE TIHEBMEAN Y /S BROFLIC L 0 B o — 2 33814
HAREMED BN, B Y VONEORBREN EH T EamEIhTTnwa Y, 2oz
B, RA BFICH L CHRIEMBIERZ4H 92 LD-MTX JIEE1TH 2 22k b, U o SHaGHPE
JRERDY AT NELIZEELAREMELRH D D, —J7, EWFERRANL LD-MTX kL & Ak
(CEMEIER 2T 20, BEY U oNEEBERH 5 &5 WE P, LRnE TR
P NRIEL TV A, if_\ LD-MTX #&1E TIRBR N R A +5372 RA IZxF L T LD-MTX
EAEMERIF O PFRABESHIE S TW A XY 2D OERL OB & EE Y
NIEOEEIZOWTER LEREIRITEA LR, ZTOBEIZHL NS TR,

PSR EL DOF GATFE S ALY Lo EIIRBRMELS . BEMMoT=4 1 v 7B LERRIE
ATHsZ LNt LD-MTX &AWL RE o0 sk & B U o SR o B 4 f R CHER
T DI R A EGIEL & eI 2 %, D, AFETIE, VT AT =L RTF—4
DN THEL OBE, EEL, AEFST 2 PEHMBER SN QO 2 EEFSARRE
T—HX—RZFH Lz, AWFSETIEKED Food and Drug Administration (FDA) 23/ABH LT
WA IR R ROFEREG AWM E T — ¥ ~X— AT 5 Food and Drug Administration Adverse

20



Event Reporting System (FAERS) % FiV T RA IZ%f 95 LD-MTX & EW)=2 10 851 o Of F 55 1k
MY RIEOBE AR LT,
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2. HiE

1) T—FY—2A

T4 Y = AUIKEORFEFRARBRET — X ~— A TH D FAERS ZH\ 7z, FAERS
IR DEIRICH T HERLEER AT AL LTHEASNTEY . KEICRS A
EE O HRASEOERE, WEEE WEEDERMICHRE LEAFERN G EATY
%o FAERS IZITMR AT — 2N EENTWALHTZH, FHEHRITT >OTF =%y MIHHES
NTIRE SN TWD (Table 10), DEMO 7 — 7 /LIZIZ4EHR, PERI, (KB EOBRERKENE
FNTEY, DRUG 7 — 7 /MTIFEE ML . KEREKR EOFHRNEGEN TV D, REAC,
OUTC, RPSP. INDI 7 —7 /MZIZENENAEFFEL, e, AEFZWMEOHRR, EHK
fn DR BIZET A ERNPE EN TS, 7o, THER 7 — 7 /WX EIRS O #5546 H
RETRICET BRI EENTERY . BEHHOBEN R TH DL, &7 —Fy MIk
HOFZTEHINTEY, ZOFZEZHWLZETET—F 2y MEDOY 73 A[EEE 72
BHo BT =T MIEENDLIEREMEAGOE TIEMET 5 Z & T, EBHELEAFEFGOBEZ
BHOMMZT 52 LM TES, FAERSOT—X X FDA DOV =7 %A 5Ly AF L, 2004 4
1L ADPG 2015 F 12 AETOT— X %M Uiz, RBEBEFIIERN LT,

Table 10. Dataset of Food and Drug Administration Adverse Event Reporting System

File descriptor Contents
DEMO Patient demographic and administrative information
DRUG Drug and biological information
REAC Adverse events
OuTC Patient outcomes
RPSR Report sources
THER Start and end dates of drug therapy
INDI Indications for use/diagnosis
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2) MREREM
SHREIS T RATERICHN 2 MTX 36 K OVEWFRRA & LT, AW iRANL, TNF
FHZE#KCT& % infliximab, etanercept, adalimumab, golimumab 35 JX O certolizumab pegol, IL-6
SRR ERLTH 5 tocilizumab, T MR A AL HIZE T H 5 abatacept O 7 FiEH & fiF T
%t & L7z (Table 11), FAERS D27 —X i MTX & 5 WITAEWFHIRANC L 5 HEFL
WEZHH L7, 612, JFEEDP RA ThLIAEFRREOALZHE L, RA KT S
LD-MTX #&iE3 L O 2R RANC L 2 A & FRME 2 8 E L7z,

Table 11. Biological disease-modifying antirheumatic drugs

TNF-inhibitor Infliximab
Etanercept

Adalimumab
Golimumab
Certolizumab pegol
IL-6 receptor inhibitor Tocilizumab

T-cell co-stimulation modulator Abatacept

TNF: tumor necrosis factor, IL: Interleukin
Inose et al, Int J Clin Pharmacology and Therapeutics. 2019, 57, 63-72. Table 1.
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3) TR E LEEFEES

FAERS (T8 SN TW DA EFLIL, EFHFESE TH D5 Medical Dictionary for Regulatory
Activities® (MedDRA®)D FEAFE (preferred terms ; PT) (23D W T\ 5, ABFE TIL,
MedDRA® version 19.0 & T, £HHFFHG A ER L7, MedDRA®ICE £ 5 EHGEIL
PRS2 R L CEB Y BAGEICIT TAEE A adS LG ®A & £41 5 (Figure 4) 9, A4
Tk, B oNEE AR YR ) oNEB L O VX ) oNEO 2 IS L. AT
L7z, BYX U 2 YEIZOWTIE, MedDRA OEREBIKS%E (System Organ Class; SOC)
MOTEM, BN LM AR O AEY (ERBLORY) =725y 2@ R, O THE
\ZAFAET D@L 7 /v—75E (High Level Group Terms; HLGT) MO AR U F U2 @R L, &
HIZZED NBITAFAAET 5 PT (47 FiJH) & EF L7- (Supplementary Table 1), FEHRTF U
AP DWTE, [ARRD SOC 2R L, £ O FEICAHET 5 HLGT 7> b AR AR o R
TR Y @, PIERT T BMIfatEY LoxE PIEAR U TR Y oS E A 8 IR
L. EHIZZD FEIZFET H PT (212 fii%H) & €2 L7= (Supplementary Table 2),

System Organ Class ; SOC

High Level Group Terms ; HLGT

High Level Terms ; HLT

Preferred Terms ; PT

Lowest Level Terms ; LLT

Figure 4. Structural Hierarchy of the Medical Dictionary for Regulatory Activities Terminology
ICH EFREHMZEE (MedDRA) N— 3 > 23.1 F51# 2020 4£ 9 H O% B E L BMERRK
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4) EFEM L AEEFROBEED

IS & AEFROBELFHIT 572 OICHWON LMY 7 FVEEICIL, 2 o
AT ES DI VT ABICESBEHARSH Y . ENENRL DMWEE E RO Y,
KWFFETIEL, /o _A DT AENDIE, AEFROWMEHED D RWGEEBENTED
reporting odds ratio (ROR) &R L, XA U7 L DHIX, ROR @O HFE (2x2 43H
7%) %4l C& % information component (IC) *-"-% % F\ /= (Figure 5),

ROR (% 95%f5#HX [E] (95% confidence interval ; 95% CD)® FIREN 1 LW KREWHAIZY
TINReDEHEEND P, —F, ICI1E95% CL O FIREA 0 LY REWGEHICT 7L
B EHESND O RIFFETIZIROR HDHVMEIC DI B, U&<&%1o@hﬁ#
ROREELWMT-THEIC Y 7T A OREH Y &E Lko/afwﬂ@Méht NN S
i EAERFRICEHENH D Z LR END, IEB, T —F4HTICIE Visual Mining Studio Ver
8.1 (NTT & — X #FL s AT I, WE)ZE iz,

Target
Adverse Others Total
events
Target Drugs Ny, N, N,
Others Ny, N,, N,
Total N, N,, N,
ROR=D/ Mo e log, Nl
(N12/N22) N1+N+1

Figure 5. Calculation method of reporting odds ratio and information component
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5) LD-MTX & AW EBAI OO Rk & Bk Y oS o B E o FHE

FAERS D47 —# % whole 7—# L EF L, LD-MTX L dH 2 WITAW TR & BB
VU NEOBE#EIZOWT ROR BLOIC R M L7z, KIZ, LD-MTX BIETIHEEINL TV D
RA B#FIZx L CTEMFRRAONHANEMY L oEDO U R 7 & @D 2 IS0 & i lid 5 2
Ew#HAYE LT subset ifT 21T o 7=,

Subset fEHTIZILIED U R 7 K+ 2 H T HEEROMHTIZIB VTG OB A BT 5 2 &2
TEDHLEEBZOLNTWOMNT HIETH D %, Whole 7—# 16 MTX IZ X 5 HEFLRE
DHZEHH L, ZOHFNE RA ICK LT LD-MTX 25 SN FEFHL WL % subset 7 —
XL LTEFRLT, Subset 7— XX LTHRORBIWVIC ZHEH Lz, £7-., 7 F AR
Bt SN BEIRG E A FEFRICOWTRAEN 2B 2 iR 9 5720, K4 O ROR B L
ICZHHT25Z LIk v 7 OREN R 27 LT,
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3. "R
1) Whole 7 —# % i\ /= LD-MTX & dH 2 WA FRRIANC L 3 EH Y o Y& D ROR
BEOIC

FAERS D24 EREZOWMEMEIL 6,153,696 1 (N) Thol-, EHEEHELHED
L, AUF U R LOIER X U UNEORE U E LT 1,624, 8,558 1
(N:1) Th o7z, LD-MTX LD 2 WITAEY FRIRGANC L 284D > D ROR B L TVIC
% Table 12 127”7, LD-MTX J&ikd 5 WITAEMFHIRAIE IZHA T X ) LoNER X OJER
UX U NI LT AR S T,

Table 12. Associations between malignant lymphoma and MTX, bDMARDs (whole data)
N1 N1z ROR 95% ClI IC 95% ClI

Hodgkin lymphoma
MTX 112 29,073 1560 12.87-18.91 3.70 3.42-3.97
bDMARDs 226 271,497 3.50 3.04-4.03 1.64 1.44-1.84
Non-Hodgkin lymphoma
MTX 480 28,705 12.66  11.54-13.89 3.53 3.40-3.67
bDMARDs 971 270,752 2.78 2.60-2.97 1.36 1.26-1.45

MTX: methotrexate

bDMARD:s: biological disease-modifying antirheumatic drugs
ROR: reporting odds ratio, IC: information component, CI: confidence interval
Gray line: Drugs and adverse drug events are related
Inose et al, Int J Clin Pharmacology and Therapeutics. 2019, 57, 63-72. Table 2 J V) —#ckZ.
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2) Subset 7 — ¥ & iV 72 LD-MTX & £ OOt ABREIZ L 2 E% Y /) ED ROR
BEOIC

LD-MTX & AEWSr A O O %L & B Y X EOBE 2 5B T 5728, subset 7—
BT &1T -T2, Whole 77— /5 LD-MTX JFIENMEH S 172 RA BBE O L Z i Lz
subset 7 — ¥ DEAH EFEROREMELIL 29,185 1 (Nw) Thotz, TOHEFHDHI L, K
XU UNESDHWVITIER VX U UNEO RS, FER 112 5, 480 £ (N4)
Th o7z, LD-MTX & AW 7R RHI OO HREIC X DM VD ROR BLOVIC %
Table 13 12779, LD-MTX & AW FRVRA O HIRIEIIR X U BT L TR T
FURKH ST (ROR: 1.62.95% CI: 1.04-2.51; IC: 0.18, 95% CI: —0.23-0.58),

Table 13. Associations between malignant lymphoma and MTX with bDMARDs (subset data)
N1 N1z ROR 95% ClI IC 95% CI

Hodgkin lymphoma
MTX+bDMARDs 86 19,524 1.62 1.04-2.51 0.18 -0.23-0.58
Non-Hodgkin lymphoma
MTX+bDMARDs 282 19,328 0.69 0.58-0.83 -0.20 -0.41-0.01
MTX: methotrexate
bDMARD:s: biological disease-modifying antirheumatic drugs

ROR: reporting odds ratio, IC: information component, CI: confidence interval
Gray line: Drugs and adverse drug events are related
Inose et al, Int J Clin Pharmacology and Therapeutics. 2019, 57, 63-72. Table 3 L V) —Hek 2.
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3) Subset 7 — & & iV /= LD-MTX &l x DA RIFI OPFRBREIC L 2EEY VN ED
ROR B X VIC

LD-MTX & il % DA 7R BH O O FIEIC X 5 MY o3 ROR 35 L WVIC % Table
14 1277F, Infliximab DOHFHIZAR % U 23 (ROR: 8.28.95% CI: 5.70-12.02; IC: 2.04,
95% CI: 1.59-2.49) 3L UFER T U /3l (ROR: 3.26. 95% CI: 2.68-3.98; IC: 1.31, 95%
CL: 1.04-1.58) IZBW T 7 A STz, F7z, etanercept DPFHITFER T F U 3
JEIZRB VT 7L &7 (ROR: 1.35.95% CI: 1.04-1.74; 1C: 0.36, 95% CI: 0-0.72)

Table 14. Associations between malignant lymphoma and MTX with individual bDMARDs
(subset data)

N1 N2 ROR 95% ClI IC 95% ClI

Hodgkin lymphoma
MTX +infliximab 59 3,446 8.28 5.70-12.02 2.04 1.59-2.49
MTX +etanercept 18 3,333 1.48 0.89-2.45 0.44 -0.26-1.15
MTX +adalimumab 18 9,755  0.38 0.23-0.63 -1.03  -1.73t0-0.33
MTX +golimumab 1,126  0.45 0.11-1.83 -0.84 -2.50-0.82
MTX +certolizumab pegol 1,090 0.47 0.12-1.89 -0.80 -2.46-0.85
MTX +tocilizumab 1,212 021 0.03-1.48 -1.51 -3.53-0.51
MTX +abatacept 708 1.87 0.76-4.60 0.67 -0.52-1.86
Non-Hodgkin lymphoma
MTX +infliximab 145 3,360  3.26 2.68-3.98 1.31 1.04-1.58
MTX +etanercept 71 3,280 1.35 1.04-1.74 0.36 0.00-0.72
MTX +adalimumab 65 9,708  0.31 0.24-0.40 -1.30 -1.671t0-0.92
MTX +golimumab 13 1,115  0.69 0.40-1.20 -0.49 -1.26-0.28
MTX +certolizumab pegol 7 1,085 0.38 0.18-0.80 -1.25  -2.26t0-0.24
MTX +tocilizumab 7 1,206 0.34 0.16-0.71 -1.39  -2.40t0-0.38
MTX +abatacept 9 704 0.76 0.39-1.48 -0.35 -1.26-0.56
MTX: methotrexate

g L NN DN

bDMARD:s: biological disease-modifying antirheumatic drugs
ROR: reporting odds ratio, IC: information component, CI: confidence interval
Gray line: Drugs and adverse drug events are related
Inose et al, Int J Clin Pharmacology and Therapeutics. 2019, 57, 63-72. Table 4 S V) — ek Z.
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4) Subset 7 —#% % H\ /= LD-MTX & infliximab ¥ 721X etanercept O EEIC L D Ei:
U VD ROR B L IC OREE(L

Subset fEHTIZ L 0 > 7 F 3 S 47z LD-MTX & infliximab OffHEEIC L A AT %
YU UAREBIOIERYF Y o], LD-MTX & etanercept DO WA L D IR F
U o JfEIZx L C ROR BEWNIC 2B F4EICHEH L7 (Table 15, 16), LD-MTX & infliximab
OPFRBIEITR T U 7 EIZEB T 2004 45, 2008 4005 2015 I8 7T V3 &
Niz, Flz, FERTF U REIZEB VT 2007 F00 5 2015 FFi2v 7 v S vz,
LD-MTX & etanercept D ff HIBEITFER % U LBV T 2010 DO HT 7 F VD3R
H a7,
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Table 15. Time trend analysis of the association between malignant lymphoma and MTX with
infliximab (subset data)

Niz N ROR 95% ClI IC 95% ClI
Hodgkin lymphoma
2004 5 350  10.63 1.24-91.32 0.88 -0.69-2.45
2005 4 351 2.07 0.51-8.31 0.34 -1.24-1.92
2006 4 315 0.75 0.24-2.34 -0.32 -1.75-1.12
2007 1 293 1.01 0.11-9.79 -0.16  -2.53-2.21
2008 4 284 8.70 1.94-39.07 1.27 -0.35-2.89
2009 8 266 27.85  5.88-131.85 1.90 0.62-3.17
2010 6 265 8.21 2.49-27.07 1.45 0.10-2.80
2011 4 202 9.10 2.42-34.14 1.45 -0.10-3.01
2012 3 353 6.46 1.44-28.99 1.12 -0.61-2.86
2013 12 373  23.56 8.26-67.25 2.26 1.22-3.30
2014 3 259 8.89 2.11-37.39 1.34 -0.36-3.05

2015 6 351 11.04 3.81-31.99 1.83 0.53-3.13
Non-Hodgkin lymphoma
2004 15 340 1.52 0.77-2.99 0.31 -0.54-1.15
2005 11 344 1.91 0.83-4.37 0.44 -0.56-1.44
2006 15 304 1.43 0.74-2.76 0.27 -0.57-1.11
2007 18 276 3.83 1.90-7.69 1.01 0.20-1.83
2008 10 278 3.00 1.41-6.40 1.02 0.02-2.01
2009 8 266 3.69 1.55-8.78 1.14 0.02-2.25
2010 10 261 3.83 1.75-8.39 1.21 0.19-2.22
2011 12 194 3.25 1.69-6.27 1.21 0.32-2.10
2012 8 348 2.24 1.02-4.90 0.79 -0.26-1.84
2013 8 377 2.57 1.17-5.65 0.93 -0.12-1.99
2014 23 239 8.12 4.83-13.64 2.15 1.46-2.84
2015 11 346 2.66 1.39-5.11 1.07 0.18-1.96

MTX: methotrexate
ROR: reporting odds ratio, IC: information component, CI: confidence interval
Gray line: Drugs and adverse drug events are related
Inose et al, Int J Clin Pharmacology and Therapeutics. 2019, 57, 63-72. Table 5 £ V) —#Bek .

31



Table 16. Time trend analysis of the association between non-Hodgkin lymphoma and MTX with
etanercept (subset data)

Niz Nz  ROR 95% ClI IC 95% ClI
Non-Hodgkin lymphoma
2004 5 94 1.66 0.63-4.38 0.46 -0.80-1.73
2005 2 82 1.14 0.26-4.93 0.06 -1.69-1.81
2006 2 134 0.35 0.08-1.46 -1.06 -2.76-0.64
2007 5 162 1.10 0.42-2.88 0.05 -1.21-1.31
2008 6 214 2.05 0.83-5.03 0.67 -0.52-1.86
2009 3 200 1.43 0.42-4.85 0.28 -1.26-1.82
2010 8 242 3.00 1.31-6.90 1.01 -0.08-2.10
2011 9 262 1.64 0.79-3.38 0.50 -0.48-1.48
2012 6 401 1.34 0.56-3.22 0.27 -0.89-1.44
2013 8 461 2.06 0.94-4.51 0.71 -0.35-1.76
2014 6 464 0.74 0.32-1.73 -0.35 -1.48-0.78
2015 12 693 1.38 0.74-2.57 0.33 -0.52-1.19

MTX: methotrexate
ROR: reporting odds ratio, IC: information component, CI: confidence interval
Gray line: Drugs and adverse drug events are related
Inose et al, Int J Clin Pharmacology and Therapeutics. 2019, 57, 63-72. Table 6 L V) —ekZ.
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4. BE

AHFFE Tl FAERS % VT RA (2% % LD-MTX & W20 SiA| o O S & EE Y >
ANIEDOR#E Z % L, LD-MTX & infliximab O FBIENSEMEY Lo5fE L R < BET 5 2 &
IO LT,

HRIZIL, #x REFEOGEFRLERRET —FX—ANH Y | EEHOZLVEFMNIC
HubhTng, RENZRAEFRGARHRET —FX—R|Z1X, EudraVigilance (EU), Lareb
(ﬁ7/m Vigibase (WHO), FAERS CK[E) 72 ENH Y, T— X _X—R IR 5 HEFHG

—ANERBENTVWAIEIT TR, ZFNENICK L TR D RZeM S 7T A AEEN R &
LT %, EudraVigilance TlX, Z#1% T proportional reporting ratio (PRR) 7AW HLT&E 72
2, B TIXIROR WS TS, £72, Lareb, Vigibase, FAERS Ti%, ZhZh
ROR, IC, empirical bayes geometric mean (EBGM) HWHITW 5, 4 O Z MY 7
IFREEIZRBW T, 7 VO HEE L ROR, PRR, IC, EBGM DJEIZEW ),k HREE
DEWEEVEY 7 VL, BIICY 7P a R TE, 77 —~ab VIR ZHHT
HDLMN, ABGED > TNV RN T A AR B D72 M S e 7V ORIl IZE
BERMLETH D, —Fh, RHEEMRNEZ e 7P ABER, S hizv 7ok
EREWIERFMTHL Y, 2O XD, BRMEY 7T REITIZZ N E IR & RN
HoHID, HHEBMIZE U THEW DT 2HERD D, AEFRERRET -4 X—2 2 HW»
TR T, T 57 — 2 RX—ARL RNy 7 VIREN R 56 R RIGEVR
ACDFREERD D120, T—F R—ARL MY 7R OEIU I+ EE N LT
b5,

AT DOEENEY T T AFEED 55, PRR & ROR X/ XA U7 ik, IC & EBGM 1%
RA DT ABCEEND, ) R, VT ARTEHBEECH D Z ERFIETH Y A
T ARTAEFGZOREUEE RN DI GE bV EHENZET AMERSH LY, Zo L)
WMF TR LMW EEZR O LD, A Ti//m4/7/%kiom4/7/%%%w
T, EFEM EAFFELROME LM L7z, . AREFETIE, BUERIZRRBRTH D EMEY
VoREERSRE LTEY, B /&%w%&ML B Y L ONED Y R 72OV TRAI
KIETD2MENRH D720, )X T AEERA DT L AEOH NG > 7 F )b O F B E A3
EIVVROR & IC # 3R L7,

FAERS O EFLRHE % 5T whole 77— ZHTIC L D . LD-MTXEIEE AR F U
SNEBLOIERTF U S EICBWO T 7Tt S, BER 10 L [EERIC LD-MTX
FARITEME Y VN E BRES 5 Z E R LN 5T, £, AWK E RV ) v
SNIER L OFERT XU L EICBNTH Y 7t &, BER CIIRIE 55 5 502
E L7 WEESR S350 RAE L TV 2y, AR CIEBE T 2R & eo7-, TOHEEB L LTHf
MBI L DB OEENRE 2 GND, £HT b, EWFRRAIO RGO BEIZIL RA 1H#E
DOHILTH D LD-MTX FIE S Z T TV DL BENEL GENTEY . YT O H.0
WAL A SR T & TR W ATREME N HER S Tz,

% Z T, LD-MTX FIEIC L DM O B A TE LT THERT 5729012, LD-MTX k%
ZFTUVWD RA BE DR ZfH L7- subset 77— ZERK L7=, AKsubset 7—X &5 Z &
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T, LD-MTX FIEIZxET 5 AW F8A 0B M2, thoERLOBME g LT, Y >~
NI E OBIENRRNNENEFET A Z ENTE D, fERE LT, LD-MTX & AW #a0 Al
OPFRABEE RV U L EICB W T 7 Uit &, BN S 5 alREMES R &
Too —H, ERTR UV NEITY ST ARKBREENT, AEREEIIFEO Lo T,
ZOHMDO 1 5L LT, AWrifAIIEEESH D . B VD U R 7 REnEES &
RWESEEAFEIET D ATREMER B 2 b2 03, ARl AFrgfiAl & U Cafh L CRrHE L 72
7o, (2 DAY FRIRBI O RSN B LT 2 L PR I,

S5y S B T 2 [ 3R A KA 3 B CaAE LT RA A, SEBION B 1272 D A TR
HHH, Hx DEFELIZEDFEOZELZZ T HBENWRH D, DIz, LD-MTX & fi ©
DAY FHIFN O OF L &L B RO BIEIZ DWW TR L7z, 2 DOFER., LD-MTX &
infliximab OfFHBIEE AR U VB L OIER DI U U EIZEBW T 7 V03 i
HanzZ & XY, LD-MTX & infliximab O HIHRIE & MY L [EIZBIES & 5 ATREME DS
RENTo, F7o. LD-MTX & etanercept DOF L L IR T F U U NEIZI W TRED &
L AREMEDS R STz, EEG OGS B Y LoV, BBLE CICRHMAET S Z b
Wb 27 O BRGEBALAREI A3 BV Y infliximab & etanercept C 3 7 /L3 H XA 7= I REME
ML S LTz, [ SR COsh Lo 6 L EBNCEHE L7256 Tk, RN ER 5 2 L8R
WTHRERICHE SN TEY 9 HFEFRROREFHNL <. @O EILS T OFMA A6
IRGENE. AP CRFENICEMET 2720 T, BRIOEEK G THRMEEIT 5 2 & 234
BThbHEZEZDND,

FAERS O X 9 e HEFFHRBRET — ¥ X— R ZIIE X Il 5 A T ANGFEET D, B
ZIX, EELOTRERZ ICHERERORELE S —BMEIC ER L, £ O%REMEE L &Iz
D35 weber ZhF P AR RS ORE ITEOHREEAHENT 5 notoriety bias ¢ FF
TEDESSEOREF DO E & HICRER R OWAEE AT 2 ripple 2 @ FLT
AEFEZPMOEIS EFEEL TV LW ) ZHOBREICLY | AkDv 7 I urmdbwmis
SN % masking WE72 ERH D T, ZTHNOLOMENAT AOEELE TEXHRVMZ DI
X, YTV ORFE 2 EbE T M A Z EREEEEZ LN TND 9,

LD-MTX & infliximab O HFRIE TIiX, G HIM 428 C TAEFZROREEICKE 21
IFRD LT, WENSA T RAOEEI DN LR IRz, —F ., LD-MTX &
etanercept D UFHFIE TIE, AFEFROMELDRFERITESNITHEM L TEHB Y, fiIH0h0
WMENA T AREEL TWDAHEERE 2 bz, Lo LRt BEEH Oz, #5k
OEIMTBMTHY . 7T OFHIITITRESFEL 2N EBZ 2 HND,

ZD XN TN ORER R E A T ADOFEOFERICH BN D Z & 0i—
W TH DM, Fex ITBEITHEE L T 7 Uit Sz ER S & A E TR ) 58
WEEZT, Thbb, BIEYMEZEL TV 7T AREH SN LD-MTX & infliximab Ot
AL LMY o NEIIBEME SRV E B X HGND T, LV EESNETHDL, —H,
2010 SED I 7 F V3 72 LD-MTX & etanercept D OFFIRIE L FER T XU L3
IXBEMENTINZ E BRI, ABROBMATERT OILERNDH DL EBEZ OND, AT
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AR U 7P AR S5 Z & CEEMG EFAEFFROMICL V@O BEN & 5 Al RetE%
R LTI TOHRETH D,

TNF JREHEKD 5 &, /7 a—F PRz O IBR A MED @O T2 D 5008 R I8
ZRIF LT <, etanercept (ZHERTHENMEY LSO U A7 NHERT D EOWENRH D 2,
ZDTD, AWFFEIZE W TS, infliximab ([ZB W CHRWBEENED bl SR ID, L
U725, TNF LEROFEEIC L DMLY VXD ) A7 1I0@E NIV ET 585 LH 5
e P AR IR OIS XD EMEY L oNEO Y R 7 OEFEWIZ OV T L 72
TENMETHDLEEZBND, o, £/ 7 a—FAHUEDOH T, TR LAY
golimumab <° certolizumab pegol (ZOWClk, > 7 F Ol & ke L, MY oS fEO R B
IZOWTHERT HIMERDH D LB X HND,

LD-MTX BHEIC XD HME Y NI R A, R CROBICENR L Z LR
WEEHTND O™ L3> T, LD-MTX & infliximab O FF ¥ EEFT 9 BE& I LT,
MY DO YIHIERIZ OWTIHEWRIREE L, EHRIZEMEY D NEOR 7 ) —= 0 7 &AT
LT, EMY NEORMFER, BHIZEATRRICR D T ROPIZHFSTHZ L
NTE DA D,

AHFFEDRI L LT, FAERS IZAFEHFLHBMET —F X=X ThH oD, EFELOFE
BRHCA U2 TOAEERIRE SN TV DD Tiden 773 s — 2 23 A1
HOXKESC, B URNEORBUCED AR BATHEAE E LTEENTWRWEERH
Do TOTD, ABFFETITENMEY L SEOFHBUICEED D & S ) LD-MTX Db &, RA ©
PR RBIEEINE, Epstein-Barr virus &Y & W o o BE O RN 1 P 2BET L ENTE AR
Mmole, Flo, H1ET, WALV ULEFETH L7 L PO HD-MTX KiEIC
B D M MTX OPEHEEIEIC 2L AT TR A I 5 LTe, £D72, LD-MTX
FIEICBWT S Iy T AEFUEROAHIC L 0, MIEf MTX ORESHEM L, EeEY oo
JED U AV IZHBLZ RITTAREENRE X LD, DI, F-OMRZ &0 BEE S Bt
UUREDY AT IZREL RIFTARELGETE R, 20X RFIRIIH L DD, K
ffF%Ei%. FAERS % VT RA (%9 % LD-MTX & infliximab OGFHBEESEMEY »ED
FEHLY AV TR A RITTAREM 2R LTI TOMETH Y . RA BE DM o il
BT L ECEEREFEREAEMT S LN TE L, 4%, DAV U LSO E ST
BEERAWEL, EEY CRED Y 27 I2OWT, Mk LRl 21T O BERS D LEX
bid,
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5. f&im

AHFFETld FAERS % iV T RA IZ%F9 5 LD-MTX & infliximab O0f FFRIESEME YD 23
JEE RSB ETDHZ 2 LM L7Z, LD-MTX & infliximab O OFFEE O ki THEF X EEH
IREEMEY VORED AR V== T aATH 28 THEM Y VOO RIS R, RIS rIEELC
70 MY ONBEIC L DR ERONICERD EEZLND,
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Fofn  EMY U NEERRSEMNEEOREY R OFHE

1. %%

% 1 HiClx. FAERS M\ T RA (ZxFT 5 LD-MTX & AW a0 RHE o OF L & EE Y
VOSEOBHEIZOW TR L, LD-MTX & infliximab OGF RS & B Y oo SJE 258 B
NHDHZLEEWHLMMI L, LMLARS, LD-MTX #EiEH D WX SRR RIF O F% 513,
BNEY LM A bR < EMEMEE & b BT D ATREE S A ST D B8,

RIEVEY A N A MR O A O 4 72 BEREICEE 5 L T\ A 728, AWy
DEVEREE ORBUC RITTHENEH SN TS %9, Ko, TNF IZESME LS E5
TEROHH2ME E LTRSS A N IA > Thd I LG, TNF FHEIE TIIFRZEH Y] L
D PG ORI EIN TS 9, ARY U-FFER TR, WTNLoAYFRIRANIC
BOWCHEMIEG ST 2 =4 1 v 7 &fkft T 2 BEMEN RS TND 19, L L72gn
5. LD-MTX & AW 09 851 o 0 L & EEES OBEIC OV TS R LERETIZEA L
72, ZOREIIHA LTSN TR,

MEMEREE L, 1 EICHY BN ) o oNE & RRRICRBEMEL, B o=
U I NRBEREWER T 572, LD-MTX & AW R8I o OF I PRIE & B R o B 4
BRR TR T DT R ZEGIER L AR E I 2 5, 207D, H1HiEFERIC) 7D
—/L R7—% Tl % FAERS & H\ T RA %3 % LD-MTX & AW~ B o OF ik &
PERE IS 00 BEE 2 PRER L 72,

i)
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2. Hik

1) T—FY—2A
KEOHEFRRARPET —F X—RAThHb FAERS # i\ iz, T—FDAFTHEBIWY

F—4% v FNOWRITE 1 H L FRETH D,

2) MREIKSL

JHREIES T RATERICHN S MTX 3 L OVEWFRORA & LT, AW riiANL, TNF
FHZE#KCTd % infliximab, etanercept, adalimumab, golimumab 35 JX O certolizumab pegol, IL-6
SRR ERLTH 5 tocilizumab, T M SR A AL FRHIZE TH 5 abatacept O 7 FiEH & fiF T
*fGe Ll L7 (Table 17), &AW FARRIANC L 58 EFLROREN DI WEMIEE 5D 5
ZEMD, FHERIRO T oDER E AW FARAIE LCEEOTGHME L, 2T — 2D
MTX & 2 WIZAEMFRIRANC L o A HFFRI|E 2MH Lz, b2, JFKENRATHD
AEFRREOLZHE L, RA KT 5 LD-MTX #ikE L OVEWFRANC L 265 F4
WEERE LT,

Table 17. Biological disease-modifying antirheumatic drugs
TNF-inhibitor Infliximab
Etanercept

Adalimumab
Golimumab
Certolizumab pegol
IL-6 receptor inhibitor Tocilizumab
T-cell co-stimulation modulator Abatacept

TNF: tumor necrosis factor, IL: Interleukin
Inose et al, Int J Clin Pharmacology and Therapeutics. 2020, 58, 131-138. Table 1.
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3) TR E LEEEEES

FAERS |[ZB RSN TV AH A EFEGIL, EFHFEE TH D MedDRAD PT [ZH-S T
5o ABFFETIL. MedDRA® version 19.0 Z AW CTEAEFL A ER LT-, XI5 &4 2 EMfE
WA, BaA, S A SR, KB A, BERS A, RISIARDS A, BlEA A, B
BS o, BEPMERAERS XOMAAO 1 FEE Lz, WPFNOEMEEE {, MedDRA®D it HAr
DOHFETH D SOC 2267 BE, BB JUGEHAH O AY (BB LR — 725ty o)k
KL, ZOTRIZH D HLGT H 5\ IEENLEE (High Level Terms; HLT) 7> 6 PT Z3#{R L 7=,

FIMFEIZ OV TiE, HLGT & LT HEMFE 2RI L, £ FED PT (90 HE) LE&w LT,
B ANCHOWTIL, HLT 226 A 2 &I L, 2O FTEO PT (13 FfH) &EHRL
7oo WENEDS AIZ-DUWNTIE, HLT 22 BVEVERFT A 28I L, 2O FEO PT (10 H5H) & &
F L7z, IBAIZOWTIE, HLGT 257 LR X OGEMAH OB £ (FLia%E & 1)
ZBINL, ZOFEDOPT@3HEE) EEE LT, KIBENAIZOWTIE, HLT 75 RS
ERGHTAEY 2RI, £ FEO PT (41 HH) & &R Lo, P AZ-2WTiE, HLT 2»
SRS A (EEMRESEB I OO VT ) A FERLS )Y Z&EIR L, £O FEO PT (17
Fi¥E) LEFE L7z, RINZIRS AN DOV CIE, HLT 2 S EMERISI IR A 2RI L, D F
JED PT (10 fE¥EH) & EF L2, BIESAIZHOWTIE, HLT MO EEEH AW 2@ L, £+
DO TFED PT (23 FEHH) & EF LTz, JIEEAR AT HOWTIE, HLT 7> & EPEIRE AW (A
Nl 2 b <) Z @R L, ZO FEO PT (22 filE) L wEs% L, EMERAHEIC OV T,
HLT 757 FRFEREAE REKZR)ZBIRL, 2O FEo PT (28 fiifH) Lk Lz, Mlin
ANTDWTIE, HLT 2257 EMERGEIE/ NS AY) . FrEifafl <RPERERER R 3 L O
BT 2B NEC, ARRRAYARE” . ~Rp g R/ Nl 2 @I L, 2O T O PT (69 fifH) & &
7¢ L7 (Supplementary Table 3-13),
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4) EIKM LB EFLOEEOTME

BRMEY 7 FVOREHIZIEE 18 L FERIZ ROR VB L ONIC 0% vz, Zhnborsetk
M, 22 pEIREHNTEB IS 92 (Flgure 6) ROR 1% 95%E X [H (95%
confidence interval ; 95% CI) @ FRREN 1 XV KREWIGEICLT 7T A H D EHES P,
IC 13 95% CI @ FRRAEAY 0 L W KEWHEIC /7%»75%6 CHEEND O ABFETIX
RORBIICDH b, b7pl &b o@icaia%zn ﬁ@%ﬁ%{ﬁﬁtﬁﬂ/\ 7LDk

HY k EF Lo, YA ani5ae, ERLEFEFRICEEID L Z LIRS
%o T — X 53HTIZIE Visual Mining Studio Ver 8.1 (NTT 7 — # HF v A7 A, Hi) & A
7‘:0
Target
Adverse Others Total
events
Target Drugs Ny, N, N,
Others Ny, N,, N,
Total N, N,, N,
(N, /N,.)

N, N
ROR= IC=log, 11—

(N12/N22) N1+N+1

Figure 6. Calculation method of reporting odds ratio and information component

Inose et al, Int J Clin Pharmacology and Therapeutics. 2020, 58, 131-138. Figure 1.
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5) LD-MTX & AW A D6 FRRIE & kTS o B o A

FAERS D47 —# % whole 7—# L EF L, LD-MTX L dH 2 WITAW TR & BB
FEI5 O B Z DUV T ROR BEOVIC ZH M L7z, Whole 77— % 725 MTX IZ X 5 EFHGH
HOBERMH L, 2O 5 RAICK LT LD-MTX 25 SN A EFLME % subset 7
— % (LD-MTX #iE_—R) LEFK LTz, [FEEIZ, whole 7 — & DAY FHIRIFNC L 5H
ERGMEOLEHE L. ZOH D5 RA ICK L CTAEWRRRBIN R G S - EHemsE
% subset 7 — & (AW FHIRIAIR—R) LEF LT, ZHH2OD subset 7T —HXIZOWNWTH
ROR BLONIC #HH LT,

728, 1 EITIE, LD-MTX LMY V NJEOBEN 5 Th 72728, subset
T —4 (LD-MTX JiER—R) OB EERR L, AW TR OO HIC X 5243 L 7=,
—J7, H2HEITIEE 1 HiL B D LD-MTX LD D WO XA - A o SEMEREE 1 X IE 5
HEEPH LN TR, £OD, Eil$T 25K 9722 DD subset 7 —F Z{ER L, W H M5
VRS OB A G L=, BARMIZIE, subset 7— 4 (LD-MTX #&iER—2R) ZH\5 2
IRV | LD-MTX FEZ ST TV D EBFITKTT D AW T RF OB EMEERE DO U 2 7
EEDDDENEFHE L, BRI subset 7 — & (AEWFERIRF R —2) & W CTEDFRHR
Fl a5 TV D BEFIZHT H LD-MTX FIEOBINNEMEE D U X 7 % &6 5 035
ZRHmm L7,
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3. "R

1) Whole & —# % i\ 7= LD-MTX #&1EH 5 W3 A2 RANC & 5 EHEE O ROR B
LVIC

FAERS DA EFRLOMEMLIT. 6,153,696 1 (No)ThH o7, HHRETHHEEFEZD
WEME (N ZENERAIME (22,841 1F). B3 A 2,911 ). AFlEA A (3,035 7). F
DA (48,151 1F), KEEA A (9,081 1), BEH&S A (7,681 1), RISLARAS A (7,948 1), B A
(7,148 1), IREEN A (3,834 1F), EMEEME (5,116 ), MidA (16,951 ) TH-7-, LD-
MTX S5 S DV T AEY A RANC K 2 BEMEIEES O ROR 35 X OVIC % Table 18 12789, LD-
MTX FIE TN A & bR < R TOEMEFIZIB N T 7SR Sz, EYroid
FNEBE S A, KD Ay BISZIRDS Aoy IREES A, BEMERANE, S A2V T 7k
H a7,
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Table 18. Associations between malignancies and MTX, bDMARDs (whole data)

N1 N1z ROR 95% ClI IC 95% ClI
Leukemia
MTX 187 28,998 1.74 1.50-2.01 0.78 0.57-0.99
bDMARDs 524 271,199 0.51 0.47-0.55 -0.94 -1.07 to -0.82
Stomach cancer
MTX 61 29,124 4.50 3.49-5.80 2.07 1.70 - 2.43
bDMARDs 192 271,531 1.53 1.32-1.77 0.57 0.36-0.78
Liver cancer
MTX 16 29,169 1.11 0.68-1.82 0.14 -0.55-0.83
bDMARDs 98 271,625 0.72 0.59-0.88 -0.45 -0.74 t0 -0.16
Breast cancer
MTX 372 28,813 1.64 1.48-1.82 0.70 0.55-0.85
bDMARDs 1,857 269,866 0.87 0.83-0.91 -0.20 -0.26 t0 -0.13
Colorectal cancer
MTX 182 29,003 4.31 3.72-5.00 2.05 1.84 -2.27
bDMARDs 687 271,036 1.77 1.64-1.92 0.78 0.66 - 0.89
Pancreatic cancer
MTX 55 29,130 1.51 1.16-1.97 0.58 0.20-0.96
bDMARDs 238 271,485 0.69 0.61-0.79 -0.51 -0.70 to -0.32
Prostate cancer
MTX 85 29,100 2.27 1.83-2.81 1.15 0.84 - 1.46
bDMARDs 404 271,319 1.16 1.05-1.28 0.20 0.06 - 0.35
Kidney cancer
MTX 86 29,099 2.55 2.06-3.15 1.31 1.01-1.62
bDMARDs 226 271,497 0.70 0.62-0.80 -0.49 -0.68 to -0.30
Ovarian cancer
MTX 66 29,119 3.68 2.89-4.70 1.80 1.46 - 2.15
bDMARDs 280 271,443 1.71 1.51-1.93 0.72 0.55-0.90
Malignalt melanoma
MTX 119 29,066 5.01 4.18-6.02 2.25 1.99-251
bDMARDs 542 271,181 2.57 2.35-2.81 1.26 1.13-1.39
Lung cancer
MTX 365 28,820 4.66 4.20-5.18 2.17 2.02-2.32
bDMARDs 1,567 270,156 2.21 2.10-2.33 1.06 0.99-114

MTX: methotrexate, b DMARDSs: biological disease-modifying antirneumatic drugs
ROR: reporting odds ratio, IC: information component, CI: confidence interval
Gray line: Drugs and adverse drug events are related

Inose et al, Int J Clin Pharmacology and Therapeutics. 2020, 58, 131-138. Table 2 & ¥ —H#BCk .
43



2) Subset T — & %\ 72 LD-MTX & 428K O G F#EEIC X 2 BHEERE D ROR B
LIC

Whole 7 — 4 7> LD-MTX JIEMNJitif T S A172 RA BBFH DO & fhiH L 7= subset 7 —# (LD-
MTX JEIER—R) OEFEFZOREMERIL 29,1854 (Nww) Thotz, MR LT IHLHESR
LOWEMHE Na) TEAZEME (187 ). B2 A (61 1F). Mg A (16 1), A
(372 1F). KB A (182 1), RS A (55 1F). BISLARAS A (85 1), A A (86 1), FHH:
DA (66 1F), HEMERAE (119 ), Mi2zA 365 1F)TH -7, Subset 7—4 (LD-MTX %5
~N—2) O ROR BELWIC % Table 19 127”77, LD-MTX FiEZ G ST\ 5 RA BHEITK
T2 AW R EA OB INEELA A (ROR: 1.54. 95% CI: 1.21-1.95; IC: 0.17, 95% CI: —0.05—
0.39). JFHL2S A (ROR: 2.45.95% CI: 1.28-4.67; IC: 0.28, 95% CI: —0.23-0.79), fifi’3A (ROR:
1.52.95% CI: 1.20-1.93; IC: 0.17, 95% CI: —0.06-0.39) (238 T, ROR DA 7 F /L inthih &
iz,

—7J7. Whole 7 — % &AM FHRA 2 5 5- ST 5 RA FBEF O Bzl L 7= subset
T =4 (EWTFHRAIR—R) OSFEFROWENRLIT 271,723 4 (N») Thotz, xR
ETHHFEFRGOBREMHE (No) 1ZENZRAMIE (524 ), BB A (192 1), I3 A
(98 1), FASA (1,857 1), KRIGH A (687 1), BElEA A (238 1), RISZHRZS A (404 1),
A A (226 1), IREEAS A (280 1), EMER@IE (542 1F). WA (1,567 ) TH - 7=,
Subset 7 —# (AEMFAIRIF]N— ) @O ROR 5 L VIC % Table 20 (2787, EMSFrHHEI%
PG X TW D RA BEITHT 5 LD-MTX DIBINIE4 T OEMEE IRV T, ROR, IC &
Loy 7Bt &z,
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Table 19. Associations between malignancies and bDMARDs (subset data (LD-MTX base))

N1 N2 ROR 95% ClI IC 95% ClI
Leukemia 98 19,512 0.54 0.40-0.71 -0.36 -0.71 t0 -0.01
Stomach cancer 45 19,565 1.37 0.78-2.43 0.11 -0.44 - 0.66
Liver cancer 16 19,594 - - 0.45 -0.52-1.42
Breast cancer 282 19,328 1.54 1.21-1.95 0.17 -0.05 - 0.39
Colorectal cancer 131 19,479 1.26 0.91-1.74 0.09 -0.23-0.41
Pancreatic cancer 39 19,571 1.19 0.66-2.13 0.05 -0.53-0.64
Prostate cancer 58 19,552 1.05 0.66-1.66 0.01 -0.47 - 0.48
Kidney cancer 53 19,557 0.78 0.51-1.21 -0.14 -0.63-0.35
Ovarian cancer 55 19,555 2.45 1.28-4.67 0.28 -0.23-0.79
Malignalt melanoma 79 19,531 0.96 0.66-1.41 -0.03 -0.44 - 0.38
Lung cancer 276 19,334 1.52 1.20-1.93 0.17 -0.06 - 0.39

LD-MTX: low dose-methotrexate, L(DMARDSs: biological disease-modifying antirheumatic drugs
ROR: reporting odds ratio, IC: information component, CI: confidence interval
Gray line: Drugs and adverse drug events are related

Inose et al, Int J Clin Pharmacology and Therapeutics. 2020, 58, 131-138. Table 4 J V) —ekZ.
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Table 20. Associations between malignancies and MTX (subset data (0DMARDs base))

N1 N12 ROR 95% ClI IC 95% ClI
Leukemia 98 19,512 2.97 2.38-3.70 1.35 1.04-1.66
Stomach cancer 45 19,565 3.94 2.82-5.51 1.62 1.16-2.09
Liver cancer 16 19,594 2.51 1.47-4.29 1.06 0.32-1.80
Breast cancer 282 19,328 2.32 2.04-2.64 1.07 0.89-1.25
Colorectal cancer 131 19,479 3.04 2.51-3.68 1.38 1.11-1.65
Pancreatic cancer 39 19,571 2.52 1.79-3.56 1.13 0.65-1.62
Prostate cancer 58 19,552 2.16 1.63-2.85 0.96 0.57-1.36
Kidney cancer 53 19,557 3.95 2.90-5.37 1.64 1.21-2.06
Ovarian cancer 55 19,555 3.15 2.34-4.23 1.40 0.98-1.81
Malignalt melanoma 79 19,531 2.20 1.73-2.79 0.99 0.65-1.33
Lung cancer 276 19,334 2.77 2.43-3.16 1.28 1.09-1.46

MTX: methotrexate, bDMARDSs: biological disease-modifying antirheumatic drug
ROR: reporting odds ratio, IC: information component, Cl: confidence interval
Gray line: Drugs and adverse drug events are related
Inose et al, Int J Clin Pharmacology and Therapeutics. 2020, 58, 131-138. Table 3 & V) — ek .
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Supplementary Table 1. Preferred terms of Hodgkin lymphoma (47 Preferred terms)

Hodgkin's disease lymphocyte depletion stage |

site unspecified

Hodgkin's disease refractory

Hodgkin's disease lymphocyte depletion stage I
subdiaphragm

Hodgkin's disease stage I

Hodgkin's disease lymphocyte depletion stage I

supradiaphragm

Hodgkin's disease stage 11

Hodgkin's disease lymphocyte depletion stage 11

site unspecified

Hodgkin's disease stage I1I

Hodgkin's disease lymphocyte depletion stage 11
subdiaphragm

Hodgkin's disease unclassifiable

Hodgkin's disease lymphocyte depletion stage 11

Hodgkin's disease stage IV

stage unspecified

supradiaphragm

i:f:is disease lymphocyte depletion type Hodgkin's disease mixed cellularity recurrent
i(f)iil::;: disease lymphocyte depletion type Hodgkin's disease mixed cellularity refractory
Hodgkin's disease lymphocyte depletion type | Hodgkin's disease mixed cellularity stage I site
stage 111 unspecified

Hodgkin's disease lymphocyte depletion type | Hodgkin's disease mixed cellularity stage I
stage [V subdiaphragmatic

Hodgkin's disease lymphocyte depletion type | Hodgkin's disease mixed cellularity stage I

supradiaphragmatic

Hodgkin's disease lymphocyte depletion stage I

site unspecified

Hodgkin's disease mixed cellularity stage II

subdiaphragmatic

Hodgkin's disease lymphocyte depletion stage I
subdiaphragm

Hodgkin's disease mixed cellularity stage II

supradiaphragmatic

Hodgkin's disease lymphocyte depletion stage I

supradiaphragm

Hodgkin's disease mixed cellularity stage II1

Hodgkin's disease lymphocyte depletion stage 11

site unspecified

Hodgkin's disease mixed cellularity stage IV

Hodgkin's disease lymphocyte depletion stage 11
subdiaphragm

Hodgkin's disease mixed cellularity stage

unspecified

Hodgkin's disease lymphocyte depletion stage 11

supradiaphragm

Hodgkin's disease nodular sclerosis

Hodgkin's disease lymphocyte depletion type

recurrent

Hodgkin's disease nodular sclerosis recurrent

63




Supplementary Table 1. Preferred terms of Hodgkin lymphoma (47 Preferred terms) (continued)

Hodgkin's disease lymphocyte depletion type

refractory

Hodgkin's disease nodular sclerosis refractory

Hodgkin's disease lymphocyte depletion type
stage 111

Hodgkin's disease nodular sclerosis stage 111

Hodgkin's disease lymphocyte depletion type
stage [V

Hodgkin's disease nodular sclerosis stage IV

Hodgkin's disease lymphocyte depletion type

stage unspecified

Hodgkin's disease nodular sclerosis stage 11

Hodgkin's disease

Hodgkin's disease nodular sclerosis stage I

Hodgkin's disease recurrent
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Supplementary Table 2. Preferred terms of non-Hodgkin lymphoma (212 Preferred terms)

B-cell lymphoma

Splenic marginal zone lymphoma

B-cell lymphoma recurrent

Waldenstrom's macroglobulinaemia

B-cell lymphoma refractory

Waldenstrom's macroglobulinaemia recurrent

B-cell lymphoma stage I

Waldenstrom's macroglobulinaemia refractory

B-cell lymphoma stage 11

Waldenstrom's macroglobulinaemia stage I

B-cell lymphoma stage 111

Waldenstrom's macroglobulinaemia stage II

B-cell lymphoma stage [V

Waldenstrom's macroglobulinaemia stage II1

Lymphoma cutis

Waldenstrom's macroglobulinaemia stage [V

Primary effusion lymphoma

Marginal zone lymphoma

Epstein-Barr virus associated lymphoma

Marginal zone lymphoma stage |

Thyroid B-cell lymphoma

Marginal zone lymphoma stage 11

Ocular lymphoma

Marginal zone lymphoma stage 111

B-cell small lymphocytic lymphoma

Marginal zone lymphoma stage IV

B-cell small lymphocytic lymphoma recurrent

Marginal zone lymphoma recurrent

B-cell small lymphocytic lymphoma refractory

Marginal zone lymphoma refractory

B-cell small lymphocytic lymphoma stage 1

Adult T-cell lymphoma/leukaemia

B-cell small lymphocytic lymphoma stage 11

Adult T-cell lymphoma/leukaemia recurrent

B-cell small lymphocytic lymphoma stage II1

Adult T-cell lymphoma/leukaemia refractory

B-cell small lymphocytic lymphoma stage [V

Adult T-cell lymphoma/leukaemia stage I

B-cell prolymphocytic leukaemia

Adult T-cell lymphoma/leukaemia stage 11

B-cell unclassifiable lymphoma high grade

Adult T-cell lymphoma/leukaemia stage I11

B-cell unclassifiable lymphoma low grade

Adult T-cell lymphoma/leukaemia stage [V

Burkitt's lymphoma

Hepatosplenic T-cell lymphoma

Burkitt's lymphoma recurrent

Anaplastic large cell lymphoma T- and null-cell
types

Burkitt's lymphoma refractory

Anaplastic large cell lymphoma T- and null-cell

types recurrent

Burkitt's lymphoma stage |

Anaplastic large cell lymphoma T- and null-cell
types refractory

Burkitt's lymphoma stage 11

Anaplastic large cell lymphoma T- and null-cell
types stage 1

Burkitt's lymphoma stage I11

Anaplastic large cell lymphoma T- and null-cell
types stage 11

Burkitt's lymphoma stage IV

Anaplastic large cell lymphoma T- and null-cell
types stage 111
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Supplementary Table 2. Preferred terms of non-Hodgkin lymphoma (212 Preferred terms) (continued)

) Anaplastic large cell lymphoma T- and null-cell
Diffuse large B-cell lymphoma

types stage IV
Diffuse large B-cell lymphoma recurrent T-cell lymphoma
Diffuse large B-cell lymphoma refractory T-cell lymphoma recurrent
Diffuse large B-cell lymphoma stage I T-cell lymphoma refractory
Diffuse large B-cell lymphoma stage 11 T-cell lymphoma stage 1
Diffuse large B-cell lymphoma stage 111 T-cell lymphoma stage 11
Diffuse large B-cell lymphoma stage [V T-cell lymphoma stage 111
Richter's syndrome T-cell lymphoma stage IV

Extranodal marginal zone B-cell lymphoma

(MALT type) t Angiocentric lymphoma
ype) recurren

Extranodal marginal zone B-cell lymphoma

Angiocentric lymphoma recurrent
(MALT type) refractory

Extranodal marginal zone B-cell lymphoma

(MALT ) I Angiocentric lymphoma refractory
type) stage

Extranodal marginal zone B-cell lymphoma

(MALT type) 1 Angiocentric lymphoma stage |
type) stage

Extranodal marginal zone B-cell lymphoma

(MALT type) 111 Angiocentric lymphoma stage 11
type) stage

Extranodal marginal zone B-cell lymphoma

(MALT ) v Angiocentric lymphoma stage 111
type) stage

Extranodal marginal zone B-cell lymphoma

Angiocentric lymphoma stage IV
(MALT type) s ymp s

Follicle centre lymphoma diffuse small cell o )
Angioimmunoblastic T-cell lymphoma
lymphoma recurrent

Follicle centre lymphoma diffuse small cell o )
Angioimmunoblastic T-cell lymphoma recurrent
lymphoma refractory

Follicle centre lymphoma diffuse small cell o )
Angioimmunoblastic T-cell lymphoma refractory
lymphoma stage I

Follicle centre lymphoma diffuse small cell o )
Angioimmunoblastic T-cell lymphoma stage I
lymphoma stage 11

Follicle centre lymphoma diffuse small cell o )
Angioimmunoblastic T-cell lymphoma stage I1
lymphoma stage II1

Follicle centre lymphoma diffuse small cell o )
Angioimmunoblastic T-cell lymphoma stage I11
lymphoma stage IV
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Supplementary Table 2. Preferred terms of non-Hodgkin lymphoma (212 Preferred terms) (continued)

Follicle centre lymphoma diffuse small cell

lymphoma

Angioimmunoblastic T-cell lymphoma stage [V

Follicle centre lymphoma, follicular grade I, I,

III recurrent

Intestinal T-cell lymphoma recurrent

Follicle centre lymphoma, follicular grade I, II,

M1 refractory

Intestinal T-cell lymphoma refractory

Follicle centre lymphoma, follicular grade I, II,

IITI stage I

Intestinal T-cell lymphoma stage |

Follicle centre lymphoma, follicular grade I, II,

IITI stage II

Intestinal T-cell lymphoma stage 11

Follicle centre lymphoma, follicular grade I, I,
III stage III

Intestinal T-cell lymphoma stage I11

Follicle centre lymphoma, follicular grade I, II,
III stage IV

Intestinal T-cell lymphoma stage IV

Follicle centre lymphoma, follicular grade I, I,
III

Enteropathy-associated T-cell lymphoma

High grade B-cell lymphoma Burkitt-like ) )

Mycosis fungoides
lymphoma
High grade B-cell lymphoma Burkitt-like ) )

Mycosis fungoides recurrent
lymphoma recurrent
High grade B-cell lymphoma Burkitt-like ) )

Mycosis fungoides refractory
lymphoma refractory
High grade B-cell lymphoma Burkitt-like ) )

Mycosis fungoides stage |
lymphoma stage [
High grade B-cell lymphoma Burkitt-like ) )

Mycosis fungoides stage 11
lymphoma stage II
High grade B-cell lymphoma Burkitt-like ) )

Mycosis fungoides stage 111
lymphoma stage I11
High grade B-cell lymphoma Burkitt-like ) )

Mycosis fungoides stage IV
lymphoma stage IV
Lymphoplasmacytoid

lymphoma/immunocytoma

Peripheral T-cell lymphoma unspecified

Lymphoplasmacytoid Peripheral  T-cell lymphoma unspecified
lymphoma/immunocytoma recurrent recurrent
Lymphoplasmacytoid Peripheral ~ T-cell lymphoma unspecified
lymphoma/immunocytoma refractory refractory
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Supplementary Table 2. Preferred terms of non-Hodgkin lymphoma (212 Preferred terms) (continued)

Lymphoplasmacytoid

lymphoma/immunocytoma stage I

Peripheral T-cell lymphoma unspecified stage |

Lymphoplasmacytoid

lymphoma/immunocytoma stage 11

Peripheral T-cell lymphoma unspecified stage II

Lymphoplasmacytoid

lymphoma/immunocytoma stage 111

Peripheral T-cell lymphoma unspecified stage 111

Lymphoplasmacytoid

lymphoma/immunocytoma stage [V

Peripheral T-cell lymphoma unspecified stage [V

Mantle cell lymphoma recurrent

Precursor T-lymphoblastic lymphoma/leukaemia

Mantle cell lymphoma refractory

Precursor T-lymphoblastic lymphoma/leukaemia

recurrent

Mantle cell lymphoma stage |

Precursor T-lymphoblastic lymphoma/leukaemia

refractory

Mantle cell lymphoma stage 11

Precursor T-lymphoblastic lymphoma/leukaemia

stage |

Mantle cell lymphoma stage 111

Precursor T-lymphoblastic lymphoma/leukaemia

stage 11

Mantle cell lymphoma stage IV

Precursor T-lymphoblastic lymphoma/leukaemia

stage III

Mantle cell lymphoma

Precursor T-lymphoblastic lymphoma/leukaemia

stage IV

Nodal marginal zone B-cell lymphoma

Natural killer-cell lymphoblastic lymphoma

Nodal marginal zone B-cell lymphoma recurrent

T-cell unclassifiable lymphoma high grade

Nodal marginal zone B-cell lymphoma refractory

T-cell unclassifiable lymphoma low grade

Nodal marginal zone B-cell lymphoma stage I

Leukaemic lymphoma

Nodal marginal zone B-cell lymphoma stage I1

Non-Hodgkin's lymphoma

Nodal marginal zone B-cell lymphoma stage 111

Non-Hodgkin's lymphoma recurrent

Nodal marginal zone B-cell lymphoma stage IV

Non-Hodgkin's lymphoma refractory

Precursor B-lymphoblastic lymphoma

Non-Hodgkin's lymphoma stage I

Precursor B-lymphoblastic lymphoma stage 1

Non-Hodgkin's lymphoma stage I1

Precursor B-lymphoblastic lymphoma stage 11

Non-Hodgkin's lymphoma stage 111

Precursor B-lymphoblastic lymphoma stage 111

Non-Hodgkin's lymphoma stage IV

Precursor B-lymphoblastic lymphoma stage IV

Plasmablastic lymphoma

Precursor B-lymphoblastic lymphoma recurrent

Non-Hodgkin's lymphoma metastatic

Precursor B-lymphoblastic lymphoma refractory

Non-Hodgkin's lymphoma transformed recurrent
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Supplementary Table 2. Preferred terms of non-Hodgkin lymphoma (212 Preferred terms) (continued).

Primary mediastinal large B-cell lymphoma

Non-Hodgkin's lymphoma unspecified histology

aggressive recurrent

Primary mediastinal large B-cell lymphoma

recurrent

Non-Hodgkin's lymphoma unspecified histology

aggressive refractory

Primary mediastinal large B-cell lymphoma

refractory

Non-Hodgkin's lymphoma unspecified histology

aggressive stage |

Primary mediastinal large B-cell lymphoma stage
I

Non-Hodgkin's lymphoma unspecified histology

aggressive stage 1

Primary mediastinal large B-cell lymphoma stage
I

Non-Hodgkin's lymphoma unspecified histology

aggressive stage 111

Primary mediastinal large B-cell lymphoma stage
I

Non-Hodgkin's lymphoma unspecified histology

aggressive stage [V

Primary mediastinal large B-cell lymphoma stage
v

Immunoblastic lymphoma

Splenic marginal zone lymphoma recurrent

Non-Hodgkin's lymphoma unspecified histology

aggressive

Splenic marginal zone lymphoma refractory

Non-Hodgkin's lymphoma unspecified histology

indolent stage I

Splenic marginal zone lymphoma stage I

Non-Hodgkin's lymphoma unspecified histology
indolent stage 11

Splenic marginal zone lymphoma stage 11

Non-Hodgkin's lymphoma unspecified histology
indolent stage III

Splenic marginal zone lymphoma stage II1

Non-Hodgkin's lymphoma unspecified histology
indolent stage IV

Splenic marginal zone lymphoma stage IV

Non-Hodgkin's lymphoma unspecified histology

indolent
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Supplementary Table 3. Preferred terms of leukemia (90 Preferred terms)

Acute lymphocytic leukaemia

Chronic leukaemia

Acute lymphocytic leukaemia (in remission)

Chronic leukaemia in remission

B precursor type acute leukaemia

Large granular lymphocytosis

B-cell type acute leukaemia

Natural killer-cell leukaemia

Mature B-cell type acute leukaemia

T-cell chronic lymphocytic leukaemia

T-cell type acute leukaemia

T-cell prolymphocytic leukaemia

Acute lymphocytic leukaemia recurrent

Lymphocytic leukaemia

Burkitt's leukaemia

Lymphoid leukaemia (in remission)

Acute lymphocytic leukaemia refractory

Chloroma

Acute megakaryocytic leukaemia

Chloroma (in remission)

Acute monocytic leukaemia

Eosinophilic leukaemia

Acute monocytic leukaemia (in remission)

Leukaemia basophilic

Acute myeloid leukaemia

Leukaemia granulocytic

Acute myeloid leukaemia (in remission)

Leukaemia monocytic

Acute myelomonocytic leukaemia

Myeloid leukaemia

Acute promyelocytic leukaemia

Blast crisis in myelogenous leukaemia

Erythraemic myelosis (in remission)

Monocytic leukaemia in remission

Erythroleukaemia

Myeloid leukaemia in remission

Acute megakaryocytic leukaemia (in remission)

Aleukaemic leukaemia

Acute myeloid leukaemia recurrent

Leukaemia

Acute leukaemia

Neonatal leukaemia

Blast cell crisis

Leukaemic infiltration pulmonary

Acute leukaemia in remission

Leukaemia cutis

Acute biphenotypic leukaemia

Mastocytic leukaemia

Acute undifferentiated leukaemia

Leukaemic infiltration hepatic

Chronic lymphocytic leukaemia

Leukaemic retinopathy

Chronic lymphocytic leukaemia (in remission)

Leukaemia in remission

Chronic lymphocytic leukaemia recurrent

Leukaemia recurrent

Chronic lymphocytic leukaemia refractory

Central nervous system leukaemia

Chronic lymphocytic leukaemia stage 0

Leukaemic infiltration extramedullary

Chronic lymphocytic leukaemia stage 1

Leukaemic infiltration gingiva

Chronic lymphocytic leukaemia stage 2

Leukaemic infiltration renal

Chronic lymphocytic leukaemia stage 3

Leukaemic infiltration

Chronic lymphocytic leukaemia stage 4

Leukaemic infiltration ovary
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Supplementary Table 3. Preferred terms of leukemia (90 Preferred terms) (continued)

Hairy cell leukaemia

Leukaemic cardiac infiltration

Prolymphocytic leukaemia

Chronic myelomonocytic leukaemia

Chronic lymphocytic leukaemia transformation

Chronic  myelomonocytic  leukaemia  (in

remission)

Trisomy 12

Myelodysplastic syndrome

Hairy cell leukaemia recurrent

Myelodysplastic syndrome unclassifiable

Chronic myeloid leukaemia

Refractory anaemia with an excess of blasts

Chronic myeloid leukaemia (in remission)

Refractory anaemia with ringed sideroblasts

Juvenile chronic myelomonocytic leukaemia

Myelodysplastic syndrome transformation

Chronic eosinophilic leukaemia

Refractory cytopenia with multilineage dysplasia

Chronic myeloid leukaemia transformation

5q minus syndrome

Chronic myeloid leukaemia recurrent

Refractory cytopenia with unilineage dysplasia
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Supplementary Table 4. Preferred terms of stomach cancer (13 Preferred terms)

Adenocarcinoma gastric

Linitis plastica

Gastric cancer

Gastric sarcoma

Gastric cancer recurrent

Gastric cancer stage [V

Gastric cancer stage 0

Gastrooesophageal cancer

Gastric cancer stage |

Metastatic gastric cancer

Gastric cancer stage II

HER-2 positive gastric cancer

Gastric cancer stage II1
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Supplementary Table 5. Preferred terms of liver cancer (10 Preferred terms)

Liver carcinoma ruptured

Hepatic cancer stage [V

Hepatic cancer metastatic

Hepatic angiosarcoma

Hepatic cancer stage I

Hepatic cancer

Hepatic cancer stage 11

Hepatic cancer recurrent

Hepatic cancer stage 111

Hepatocellular carcinoma
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Supplementary Table 6. Preferred terms of breast cancer (43 Preferred terms)

Breast cancer

Breast sarcoma metastatic

Breast cancer in situ

Breast sarcoma recurrent

Breast cancer recurrent

Oestrogen receptor positive breast cancer

Breast cancer stage |

Breast angiosarcoma

Breast cancer stage 11

Breast angiosarcoma metastatic

Breast cancer stage I1I

Intraductal proliferative breast lesion

Breast cancer stage IV

Invasive ductal breast carcinoma

Inflammatory carcinoma of breast recurrent

Invasive lobular breast carcinoma

Inflammatory carcinoma of breast stage I11

Invasive papillary breast carcinoma

Inflammatory carcinoma of breast stage [V

Lobular breast carcinoma in situ

Inflammatory carcinoma of the breast

Metaplastic breast carcinoma

Medullary carcinoma of breast

Mucinous breast carcinoma

Paget's disease of nipple

Neuroendocrine breast tumour

Malignant nipple neoplasm male

Tubular breast carcinoma

Malignant nipple neoplasm female

Intraductal papillary breast neoplasm

Breast cancer metastatic

Triple negative breast cancer

Breast cancer female

Invasive breast carcinoma

Breast cancer male

Hormone refractory breast cancer

Malignant nipple neoplasm

Breast neoplasm

HER-2 positive breast cancer

Nipple neoplasm

Apocrine breast carcinoma

Phyllodes tumour

Breast sarcoma
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Supplementary Table 7. Preferred terms of colorectal cancer (41 Preferred terms)

Adenocarcinoma of colon

Rectosigmoid cancer

Colon cancer

Rectosigmoid cancer recurrent

Colon cancer recurrent

Rectosigmoid cancer stage 0

Colon cancer stage |

Rectosigmoid cancer stage 1

Colon cancer stage 11

Rectosigmoid cancer stage 11

Colon cancer stage II1

Rectosigmoid cancer stage 111

Colon cancer stage [V

Rectosigmoid cancer stage [V

Colorectal cancer recurrent

Colorectal cancer metastatic

Colorectal cancer stage I

Colorectal adenocarcinoma

Colorectal cancer stage 11

Rectal cancer metastatic

Colorectal cancer stage 111

Colon cancer metastatic

Colorectal cancer stage [V

Malignant anorectal neoplasm

Colorectal carcinoma stage 0

Colorectal cancer

Rectal adenocarcinoma

Muir-Torre syndrome

Rectal cancer

Colon cancer stage 0

Rectal cancer recurrent

Rectosigmoid cancer metastatic

Rectal cancer stage 0

Adenocarcinoma of appendix

Rectal cancer stage |

Appendix cancer

Rectal cancer stage 11 Mucinous adenocarcinoma of appendix

Rectal cancer stage I11 Undifferentiated carcinoma of colon

Rectal cancer stage IV
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Supplementary Table 8. Preferred terms of pancreatic cancer (17 Preferred terms)

Pancreatic carcinoma

Pancreatic carcinoma stage IV

Pancreatic carcinoma metastatic

Solid pseudopapillary tumour of the pancreas

Pancreatic carcinoma recurrent

Acinar cell carcinoma of pancreas

Adenocarcinoma pancreas

Ductal adenocarcinoma of pancreas

Pancreatic sarcoma

Intraductal papillary-mucinous carcinoma of

pancreas

Pancreatic carcinoma stage 0

Mucinous cystadenocarcinoma of pancreas

Pancreatic carcinoma stage |

Pancreatoblastoma

Pancreatic carcinoma stage I1

Serous cystadenocarcinoma of pancreas

Pancreatic carcinoma stage 11
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Supplementary Table 9. Preferred terms of prostate cancer (10 Preferred terms)

Prostate cancer metastatic

Prostate cancer stage II1

Prostate cancer recurrent

Prostate cancer stage [V

Prostate cancer stage 0

Prostate cancer

Prostate cancer stage |

Hormone-refractory prostate cancer

Prostate cancer stage 11

Hormone-dependent prostate cancer
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Supplementary Table 10. Preferred terms of kidney cancer (23 Preferred terms)

Clear cell sarcoma of the kidney

Renal cell carcinoma stage IV

Nephroblastoma

Rhabdoid tumour of the kidney

Renal cancer

Renal cancer metastatic

Renal cancer recurrent

Metastatic renal cell carcinoma

Renal cancer stage |

Non-renal cell carcinoma of kidney

Renal cancer stage 11

Hereditary papillary renal carcinoma

Renal cancer stage 11

Hereditary leiomyomatosis renal cell carcinoma

Renal cancer stage [V

Renal cell carcinoma

Renal cell carcinoma recurrent

Denys-Drash syndrome

Renal cell carcinoma stage |

Clear cell renal cell carcinoma

Renal cell carcinoma stage I1

Papillary renal cell carcinoma

Renal cell carcinoma stage 111
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Supplementary Table 11. Preferred terms of ovarian cancer (22 Preferred terms)

Malignant ovarian cyst

Mucinous cystadenocarcinoma ovary

Ovarian cancer

Ovarian cancer metastatic

Ovarian epithelial cancer metastatic

Ovarian epithelial cancer

Ovarian epithelial cancer recurrent

Ovarian stromal cancer

Ovarian epithelial cancer stage |

Ovarian cancer recurrent

Ovarian epithelial cancer stage I1

Ovarian cancer stage |

Ovarian epithelial cancer stage 111

Ovarian cancer stage 11

Ovarian epithelial cancer stage [V

Ovarian cancer stage II1

Ovarian low malignant potential tumour

Ovarian cancer stage [V

Cystadenocarcinoma ovary

Ovarian clear cell carcinoma

Serous cystadenocarcinoma ovary

Ovarian endometrioid carcinoma
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Supplementary Table 12. Preferred terms of malignant melanoma (28 Preferred terms)

Acral lentiginous melanoma

Malignant melanoma stage 11

Acral lentiginous melanoma stage |

Malignant melanoma stage I11

Acral lentiginous melanoma stage 11

Malignant melanoma stage IV

Acral lentiginous melanoma stage 111

Metastatic malignant melanoma

Acral lentiginous melanoma stage [V

Nodular melanoma

Lentigo maligna

Superficial spreading melanoma stage |

Lentigo maligna recurrent

Superficial spreading melanoma stage 11

Lentigo maligna stage |

Superficial spreading melanoma stage 111

Lentigo maligna stage 11

Superficial spreading melanoma stage IV

Lentigo maligna stage I1I

Superficial ~ spreading  melanoma  stage

unspecified

Lentigo maligna stage [V

Melanoma recurrent

Malignant melanoma

Malignant blue naevus

Malignant melanoma in situ

Desmoplastic melanoma

Malignant melanoma stage |

Spitzoid melanoma
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Supplementary Table 13. Preferred terms of lung cancer (69 Preferred terms)

Adenosquamous cell lung cancer

Squamous cell carcinoma of lung

Adenosquamous cell lung cancer recurrent

Non-small cell lung cancer metastatic

Adenosquamous cell lung cancer stage 0

Non-small cell lung cancer

Adenosquamous cell lung cancer stage |

Lung adenocarcinoma metastatic

Adenosquamous cell lung cancer stage 11

Large cell lung cancer metastatic

Adenosquamous cell lung cancer stage 111

Lung squamous cell carcinoma metastatic

Adenosquamous cell lung cancer stage [V

Bronchial carcinoma

Large cell lung cancer

Carcinoma in situ of trachea

Large cell lung cancer recurrent

Lung carcinoma cell type unspecified recurrent

Large cell lung cancer stage 0

Lung carcinoma cell type unspecified stage 0

Large cell lung cancer stage |

Lung carcinoma cell type unspecified stage I

Large cell lung cancer stage 11

Lung carcinoma cell type unspecified stage 11

Large cell lung cancer stage 111

Lung carcinoma cell type unspecified stage 111

Large cell lung cancer stage [V

Lung carcinoma cell type unspecified stage [V

Lung adenocarcinoma

Malignant neoplasm of pleura

Lung adenocarcinoma recurrent

Pancoast's tumour

Lung adenocarcinoma stage 0

Respiratory tract carcinoma in situ

Lung adenocarcinoma stage |

Throat cancer

Lung adenocarcinoma stage I1

Tracheal cancer

Lung adenocarcinoma stage 111

Lung cancer metastatic

Lung adenocarcinoma stage IV

Pleural sarcoma

Lung squamous cell carcinoma recurrent

Metastatic bronchial carcinoma

Lung squamous cell carcinoma stage 0

Bronchioloalveolar carcinoma

Lung squamous cell carcinoma stage I

Lung neoplasm malignant

Lung squamous cell carcinoma stage II

Malignant respiratory tract neoplasm

Lung squamous cell carcinoma stage 111

Lung infiltration malignant

Lung squamous cell carcinoma stage [V

Malignant neoplasm of pleura metastatic

Non-small cell lung cancer recurrent

Neuroendocrine tumour of the lung

Non-small cell lung cancer stage 0

Neuroendocrine tumour of the lung metastatic

Non-small cell lung cancer stage |

Small cell lung cancer

Non-small cell lung cancer stage 11

Small cell lung cancer extensive stage

Non-small cell lung cancer stage 111

Small cell lung cancer limited stage

Non-small cell lung cancer stage I11A

Small cell lung cancer recurrent

Non-small cell lung cancer stage I11I1B

Small cell lung cancer metastatic

Non-small cell lung cancer stage IV
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