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200mg 1000mg

; pH A

TINF

R AL

*1mL FUZ A B L FHY— bk 25mg #EHT 5,

(2) BRESORE
LR L

() B
GASROTANA

3. RMEMROMEBEVRE
%Y LR

4 N
AR L

5. RAT B THMED H BTN
AR L

V. ®HZBI+ ATEE




6. HEDEBEEHETICETIREMN
A b U '— b AT 200mg
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9194 N AN FREEN | RS | BN | BN | BN
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R PRATSAF LRATIEHE LRAFHA FRERAE R OHERS
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R PRATSAF PRAFHIM 4 TS
TR | B RE T v | BRBELLTI20F1x | A Y P L XE | TV AMELY
it A hr DL EROVAUTERAM i | — b A | el a5 (R4 1%
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(1) EEMNARELGRS - 88, NENFHKRLES - SEICHT H1ER
L7

(2) %
AV ML FE— b ATEERER 200mg 0 1 31 7L
AV MU E— b AJEERERR 1000mg : 1 341 7L

(3) FiEE
LR L

4) BHEOME
EEER O T T AR

1. BRIRME NS AR S
AR L

12. £t
LR L

V. ®HZBI+ ATEE 10



V. BRICEII SHEE

1. EEXIFHE

4.

MEER IR

A bLFY—F - Oq 3R URIEERE

OHWE (FRE. &HMNES)
ORMAMRDHEMRERREUVEAANDZHICHT HEMRE
OFM) VNEDHRMERADZHEICHT HEME

2. X EHRICEEET 5FE
REEN TV

3. RERUVHAE

(1) RERUVAE DR
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AR bRLFH—hE LT, @%, 1EBIC1E 100~300mg/kg % # 6 FF C A iR IS4
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15mg % 3 BERIFEIC 9 [MIEARPIEESR ., LI%% 6 BRI 8 RIS IRI SUIF N NTER 5, A B b L
— M X2 L EPNAEERBEARS S bN-BA oA 3R Y Lo EL#MN L, #5380
BHERT D,
7B, N, ERIC K D EEERET D,

CEHHRDARLE)
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() =0
A RRLEY—F - O4 R UBIEEER
HEHHAAY U FE— |k 50mg OEGRHFEICUSET LT Sl L RMFIEIZ & 5 AR FER Ak O 2L

FULTDERY TH S,

RIRE : IR A A3 2 WAE 35 5] (CHAfE 23 6, ZOfos - fGEALE 12 6]) 2B\ T, il
%@%@m%ML@%m%hﬁka%ﬁbkﬁﬁXim%(7%)T%éoﬁu\ﬂmﬁ\
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AMAMmE - MANELY THO PR RIREO A A IMFE 10 FledT 52/ IE 0% (10
W*\%Q%MZM\K%Q%%BW)T%@

Fio, BRI EZ K LZAMEAME 3 Fllck3 2 H20IL 67% 3 Hild, seaEM 1 Fl, &~
SEREM 1) ThHDH, Y

B 2 RE AN T OO FRARERRIZIE OHENE Y LR 6 ISk A AL 17% (6

Firp, EeEM1F) THDH, Y

&) AFOANMLFHF =R m A 3R UREEEICH L CORR SN HEROHREITIUTO LB Th .
ABMBRLFY—b oA 3R] BERRE
- PIE
AR PLFRY—FE LT, @, 1EBIC 1A 100~300mg/kg 2K 6 BEE CREMHIRNESN T2, 20
%, v aR) v OFEEEITHIE) , A b RLXY— FOREREIZ, 1~48HE L35,
7ok, AR, ERIC L Y EEHERET 5,
- AR mE, EEY oNE
AR bPULFP—hELT, @, 1EBIC1E 30~100mg/kg (HZh72 A - b LV — NINERIGIERE %
BB, 1|A M hLFP—hE LT 30mg/kg ML EOEARNENASSE) 249 6 K CaiEEIRmNE
42, 2ok, A aR) rOE5EITHIT 0 A R XY — FOEERREIL, 1~4EEET 5,
7eR. AR, ERIC XV EEHERT A,
W) v aR) roEE, A M MLdh— MEERTH, BE, SKMELYV o aRY L LT 16ng & 3 K
C O [AIEFNRIEESE, DItk 6 MERIEIC 8 BIFFIRIN U RNTER 5. A b ¥ — Mo L5 & Bbns#E
REWERAR S bbhicGmaicidaf aR) COREEZHEML, BEHREZIEET 5,
Teds, Hn, FERIC R Y EEHET S,

(VSR O FR L)
FR L CTHWDIEAITE, RAlZ ABRIEER XL 5% 7 R 7RSI 2 T 250~500mL & 725 £ 9 (23
;\@‘éﬂéo
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(1) 1ERE&MGL - 1EREF

FMFE AR, SRR 7 & OIRAIRIRIT, R LB FR A RN B AT i TN D,

ZOX D RFEHIIC RS VT, BBA RIS AR AR 2EROFENERL TND Z EREH S
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MTXD{EREF
,DNA

Fad
-~

P
Thymidine =g Thymidylate = deoxyuridylale

de novo
o

\ deoxyuridine

folic acid == dihydrofolate N2, N'o-methylens tetrahydrofolate

dihydrofolate /

reductase k
MTX 7 / folinic acid

tetrahydrofolate Eilkncssiny facor

N® — formyltetrahydrofolic acid

A NBMULFH— NI, EREERS SIS LERIEERIERE CE L S 5% dihydrofolate
reductase (DHFR) D& Z#[HIE L., F I PAMBAMNKOT Y AR ZMHE L C, Apassm 2 1
H4 5, 0

Flo, mAaRY I A MUY — IMERT 2R ICBEGE T, HIlOZERE 7 — LVITEY A
. EHTIEERS (5, 10-methylene tetrahydrofolate 2%8) L 720 . MDA Z BRI
HERRAHHETAITH D A bRV — boFM2RET 5, VY
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AR RLFH—F - 04 R ORIREER

b oMo (H AR TIIREBIRICEY ATEMARE L TV DH2H, REDA Kk
VxR — MrBICL D Z@RYICERVIAEE, —ERMRICA b LSS — bORHEAITH D A
IR CEERLG L, BBNICE A 2R ) VERVIATLZ LOTE L EFMREBIET 5, &7

(2) ENERMTDHHABRBRAR
AR L

(3) {EMSBTM -
LT L
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VII. EMBEICEEY 5EE
1. meREOHS

(1) AREFMGMPRE

AR L

(2) BRRFBRCHRESNIFRE

$oe v 1. R B B IRE ]
ANBRLFH—Fh v A 3R RS
2 BEH (6 FERLSR O%A) 10 GMEAT—H)

ARRLEY—F - OqaRY) UIBEE

(%)

O T - BHehe, BMBEDERREREERE 2T T FIT~A 2y, B U RF U KRRA
MRhLFH—Fh oA aRf) UBEREEEZGITLEZ, A N3 — Fo58IE 100, 150,
200, 250, 300mg/kg & 5 ME 350mg/kg T, Wi iLh 6 K LLIN O Sl FHEZ T > 72, Z DK
DA NN XH— hafhE (180 ) (23T 2 FH M R, 6 R4 IL 1X10 " mol/L LA
EAERL, 72 BERIZIZ 1X10 mol/L LA F &R LTZ, F72. A M ML FY— bEGEL PR
FEDORRIZOWTIX, #5546, 24, 48 BRIt DI IR 1T B G- B IR L CTHIMT 223, 72
WEEI 2 0 if i B L B B B BER e < L 1X 10 Tmol /L A F &R L7z, 1Y

@ /NEOBMEAMFE R OEED Vo EEOBRF IR LTA M MLFY—F « v A 3R UHEE
EEHAT L, FER284 GO MiEF A b b L Y— RREE & AE 43 5 OBEIR PR 2 HE Lz,
A B b LFY— hOBERIL 25~100mg/kg T, ZHE 6 KT TR ELI- & &, B
BRh 6 BRI O MG IR 1. 47~2.54X10 'mol/L TH Y . LItk 24 FRR#% T 1. 24~8. 60X
10 %mol/L. 48 BEMILIZIE 1X10 mol/L DL~V ETIK T L7z, £7-. BT IEE L, %55
Ih 6 FEREI #1238\ T 25~50mg/kg & 5-/ETIE 8. 15X 10 mol/L, 75~100mg/kg #fTIiL 2. 73X 10
“mol/L R L., 24 R I3 F N FR, 4.59X 10 mol/L, 5.47X10 mol/L Th o7-, LILH
WL, 72 RERIBICIIVT IS 1X10 mol /L A FICIR F L7z, @

@ /NREMEREEEE 24 FllA NP RLFY— bk v aR ) UREREELTA N FLFY— |
@ 750~9000mg/m* % 6 MR S EE L2 & 2 oMEPEBEZHE L-, 5% 750~1500mg/m’
B GE~ 98 [|]) ORHBHAE 24, 48, 72 K% O A b b L4 — MijEFREIL, 22
1.47X10 *mol/L, 1.92X10 "mol/L. 1.26X10 mol/L, #45-& 2250~3000mg/m*FE (HE 68 [A])
TIEENZEH 1.37X 10 mol/L, 1.95X 10 mol/L, 1.08X10 ™mol/L. ¥ 5 9000mg/m*Ff (%E
~N 13 [E]) TIEFNFR 152X 10 *mol/L, 1.54X10 mol/L, 0.97X10 mol/L ThH -7,

VII.
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(3) chiEl
A K LRV — h O EEOGRIERIT 24 BEEE T 1 X107 /LA, 48 BEWE T 1X107 %%
JVIREE 72 BERIME T 1X107T EAEE TH DO THEBEERL FOBEEOEIZIe A R ) v otE
Beh oA aRY) KBRS OIEEZEDWEZITH Z L,

4) BE - HAEOXE
( TVI-7. #HEAEH ) OHESM)

2. BYEERP/NS A —4

(1) B
DR L

(2) BIEETL
LR L

(3) HEEETH Y

e 150mg/kg
B 5 HkE 1 %A
B 51k 6 R A T
5 Rk 1 [A] 2 [A] 3 [A] 4 [a]
R ES (/hr) 0.386314 | 0.447667 | 0.315715 | 0.425119
b 200mg/kg 250mg/kg
5 1 38 fH —
£ 5% 1 2 [al | 1[a]
Be G515 6 FE[H AT
TH R E$ (/hr) 0. 349738 0. 586042 0.497333

@) 79TV
LR L
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(5) S

TR DRI /N T A —H
T-OH-MTX DT “ABVE T, T 4. 5 BRI KON 28 BRI TH %, 1P

3. BEH (REalL—Tav)

(1) BT
DR L

(2) NFA -2 EHER

b5 150mg/kg
¥ 5-fER 15 A8
B 5051k 6 IF R R ER
eI 1 [A] 2 [A] 3 [A] 4 [A]
Vde  (mL) 54063. 9 32364. 9 45721.7 53111.7
Vdss (mL) 62791.9 36727. 6 49430. 8 78582. 8
& 200mg/kg 250mg/kg
5k 1 W [E —
1 ALK T 1 [
B 5051k 6 FE[H A ERE
Vdc (L) 27814 26856. 2 23069. 4
Vdss (mL) 29984. 3 29580. 8 25612. 2
(6) Tt

Vde : B FTINa s /R—
A2 b DGR
Vdss : EFIRBED /AR FE

AR L
4. IR
NAFTRAZEY T4 ¥
(u g-hr/mL)
bR 150mg/kg
P G-I 1%
G5k 6 Bf i R AR
b5 1 A 2 [7] 3 [a] 4 [
AUC 222.651 | 320.939 | 322.133 205. 946
FhG& 200mg/kg 250mg/kg
F bR 1 —
5% 1[4 | 2 [A] 1[7]
5Tk 6 HR [ i B
AUC 863.521 | 388.902 | 915. 178
18
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5.

(1) i —RREEFTER
DR L

(2) tE—HAEREPLEBYE
AR L

(3) Eir~DBAT
BH D 0.01%B(TT 2, 'Y GMEAT—%)

(4) BERA~DBAT
TVI-1. (2) FRIRFER THERR S o HiREQ) DIEER

(5) Z DD~ DIBITHE
A B R LFY— MIESCHITEERBRIC oM L, RIS, B B, B~oBIT2R£<, Zhoo
figer ClEE & UCIFSEMIE, IARFE K OGE ERICRIET 2 2 LR END BTV D,
F7o, HEREEOHEHFHORERMESCZENL Y &<, BT LD iy egiitz L T\ 5,
BAEEE, &AM RLE P —F (100mg/kg) #5 14 HEOMEEN A b b L h— REE D
fiti o 1.4~3.3X10 "E/L
ODfE 0 1.0X10 7| L
T . 2.5X1077EL
B 1.0X10°ENL

(6) MIFEAMEEER"
GrEANT—%)
EHFA :50.4+1.9%
R 32.313.6%
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6. Xt

(1) RBEBALR PCRBHREE D 19
FIZA M RLFRH— NIk MZBWT, RO T7T LT & RAFH—EIZLY) T-0H-A b b L
P—h (16.5%) CR#END, oM, A b L — NI, RMmEREOMAN T
Polyglutamate LI L VD A b b L a¥— F-PG 2, UILBNMEDOH T2 W NRF L _TFH—F
2L APA IR SN D,

INC L2k eese

NH, CHs 0 H
7—-0H-MTX NZ N\ CH,—N é—NH—(::—CHzCHzCOzH
: 7-Hydroxymethotrexate /JQb | ;;[: CO.H
HoN N N OH

NH, CH,
APA |
: 2, 4-Diamino-N'""-methyl- )N\ | j/
HNT N7 N

pteroic acid

o H

NH, CHy C ;
MTX-PG N NS CHZ—NO—c—[nn—{:—cmcmcmn—m
9@l
N7 NN

: Methotrexate—polyglutamate COH

(2) RBIZE5T HEE CP%) OHTHE. H5E
LR L

() PEEAMROBAREERVZDEE
A ROTANA

4) REMOFHEOAERVFEML, FELERD
A N FUdY— b KEHE (200mg/kg) H5 6 Ko BE MEFIZITA N b LS ¥— R
Y. T-OH-MTX B ONAPA INTFAET D Z & SHERR STz,
DHFR FHEEREIC DWW Tik, 7T-OH-MTX 1349 1%, APA 1K) 10% &~ L7-,

1. B

(1) HEMERAL B U2 %
Bty

(2) s
WIESERIIZ A N b L& — b 200mg/kg 25 L7 & 12, 24 Bl £ TORPPEIERIT 68~100%
Thotlz, — . BAMEEFNZ A N b L3P — |k 200mg/kg &5 Uiz & &2, T-0H-MTX DR i
PEMERIIR A B hLF Y — FED 2.2~10.8% Th o7, ¥ %
* FENE R
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8.

(3) HEMRRE
0.7~8. 4g/m* D 5B T pH7 T 0. 1~1. 8nL/min/m* T o> 7=, 2

bSO RKR—E—ICET H1ER

LR L

9. BNFICKDBRER

ENEFETIZE A ERES R,

(1) REREEMT

A b bt — M XD RPERARRITHAT L2 TIRIE & A ERERNZ DR,

— %)

(2) MREH
4 BT 10.8% Th o712, #

(3) EELEETR
LR L

10 REDEREART HBE

11.

LR L

Zoft
LR L

21)

GHEAT

VII.
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VIII. &2t (EALDOZESF) ICET HIEE

1. Z2E5RAREFDER
1. B
AhRLFY—Ft-O402FK) DHBEREISEOBREZFESDT, REFRUEBEEEZD
—EHHIEEZEMDEBTICEL 2 &,
T, BEARICHRICHECTEAEERERAVELZEREICTILURBRBEHE >EMOE &
T, REEMNEY EHIB SN DEFIZDODVTOHTS Z &,
<fiEsn >

ARMBRUFH—h oA aRf) UBEEFIETEZEOA NN LX— 2R E5357-012, BED
—RRE, A~ DA N U Y — FOPEEOIRIL, v A AR CREROZ A I TR ST LY
W& T2 DRRIRMBR D CREDEMRMEZFEY Z N D, o T, AFENFEOEMED L LT, 2o,
TR ERRARHI DRI S T DNk COAFEREIND L 5, B EREMRE T S720, i L,

2. EEARLZTNDEH

2. B (ROBEIZEBELEWNI L)

2.1 BFN ORI %t L EE /B BUE ORBEERE O & 5 BE

2.2 [FEEDH 5 EE (9.3 5]

23 EOH HEE [9.2 5]

2.4 ok, MEAKZEDODDBE (K, BASICERMIFE L TCEESERIND ZE08H
%o ]

<SR >

2.4 122N
ARMRLFY—hF v aR) UERETIEIREDA N ML —FMEGIZLD, 8D A |
FLdth— RARE = A= (k. MK, HERE) ORIRICBITL, BERREWERZH Z
END . HBMNITEHE AR AR PFIET D RF IR LI GRS LT,

3. HMEEXIIHMRICERET HFE L ZNDEH
EIN Ty

e

4 RERUVA=ZICEEYT HFELEZTNDEH
BEINTHZRWN
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5. ERELGEAMIE L X DER

8. EELEXRNIE

8.1 ‘BHbnehnml, I - BHEREESOEERAEANSEZ 2 Z L083H 20T, HENZEKR
& (MR, e - BiRRd, RRES) 217572 L, BEORBEL+H8l5T52
Lo Fio, HEANEMEICO- 2 ERWERANELS & b, BEEICHBET 22 EB8HD0
T, BEHIIEEIZITO 2 &,
et —EMMITEENCA P P LR — homPEEAZREL, A b LR — RSB
% 24 RO A b F LF Y — FOPREEA 1 X107 F/VIREL, 48 RFEIOYREEANY 1 X 10 °E/LIREL,
72 BEREIOREEMN 1 X107 B/ VREELL EORE, EERBEANKIET 2 ERENRE VO T, 7o
AR COHERE v A 3R ) VRBERGOEREONEZITO 2 &, [11.1.2,
11.1.4, 11.1.5, 14.3.2, 14.3.3 ]

8.2 HimMERSS. WALEWSS - M FEOWLEREN S LDONDZ ENH LD T, HNK, M
LWVES. War:, TRIZSOIERA S S b Bacid®k 52 d ik L, @O AR0E42175 2
Lo Fle, BEICKHL, ODARDB O ONTEAICIE, BEHICEET L IFEEZHEZH 2
Lo [11.1.8 /]

8.3 YWE, MM EM OB UIHEICHERT 22 L, o, BEICK LB, BRER
HobhiHAIE, BEBIGEK T LI ERES 228, [11.1.35H]

8.4 JRDEMEMICME &, A N ML FY— FOREDIRMEICILE T BENRHDLDT, IR
DTN VAL ERIRFZ, +53 72K DG Z1TV . A b R LFH— FOR~OPEHEZ RS &
HYEETLZ L, B, MRAIOBRICHTZ > T, REBMEALT 2R WX, 7etk
IR, =7 U FTYRRFARANE) OFHEZETSZ L, [14.2.2, 14.2.3 /]

8.5 SAEFHERENINHI SN BE~DET 7 FUHERIC LY . U2 F o RO R A B T
FSHEDLBENNHDLDOT, AFBGHICAET I F U2 HER LN &,

8.6 AFIFTGITHNL T, HRUANAEROFEBEZMHER TS 2L, [9. 1.4, 11. 1.4 B]

< figdn >
8.1z DWW :
FEERREWER ZRRICHH 2D A b L — MEGHZO—ERRIITREIIC A B L X5 —
FoOMFRESE =2 — L, EXERIBAMEAZEZ T, Sz R EEilidusfar) rolEE
G - R G OERFEDLENLETH D,
EWNAOHE T, A b b LT — Ol E &2 RIS, MR EOERRFREIZ W T
it 7= b D ARG L CTA D &, ERNLUOANEOWNTORETH, IFIFEFR CRMEDO L DONRL N,
WEIZBT DERBIEEZ RENCELEHTHAD E, A bR — NELRMA 24 FEf% TR
LFIX107PF /LR, 48 BRI TH L Z 1X10 S/ BERY, T2 E#% THE L% 1X10 7%
JVIBET, ZHLDRRMEZEZ TWHO DB TIIEIERAA AL TS,
8.2 DU\ T ;
MRS S ) IZERZBEROEIC TEEZRBGR] & LT, £z, NELEEE - Hi) 132
OMOBEIWEROEICEEH L, EEWEZ I ->TE -, LHrLARnS, ERNICBWTARIE DR
HMERERDN D THImMEGE, EEETEE - HEOELERE ] ORI 6 LUK 28 41
HLHEINLTNDZE, ALARN ML= NUAITHELIY U~TFH TV U~ MLy 7 2B T E
IV 2mg] & OBEGVEAE R UToRE R, RIEICELHE L7,
B, TV 7 ZH 7L 2ng) IZBWT, ERICBIT AR, IEES O LERED
BWEREGNZ BT, BBk & LT Mg 238 DIEFMRERH D Z &b, Hb
BREEOERE LT MEE) 250 L, KD RRICEEHE L,
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8.3 1D\ T :

PUEMIEEAIOIE A EETORICREHE SN TV AIEEFETHS, A FPLFH—Falo
FUEM RGN TS 2 OB A 2B B 22 SIC/EA L, AR/ IMEO AR A LET S, #
D12 DIEGEDOF R M E [ 2 < 2 ENHDHOT, ZOFEEFEETLHE LT,

B, VU= Ly 7 2 7B 2ng] Otk s OEMEE L 5T,

BT DONWT

WM WT, A7 A FANC L D G’ G SN B ICEY 7 F U 2R LY 7T A
KOBGRNFRINTZEORENRDH D Z LD, EBREN IR S B B3 5 — My 7e i
BELT VU= Ly s 27 2mg) OFREHICELETEIEH L,

8.6 IZDOUT

-6, (1) A0HE - BHEREEOH 288 DHESMR

6. RENEREHIHBEHICEHTIIRE
(1) &BHHE - IEEFOHDEE

9.1 BHHE - IEERFEODHLEE

9.1.1 BEEHEENIFIDHLHEE
HRSEIH 2 EEIE I BERARH D, [11.1.28H]

9.1.2 BREFEZEH LTS ESE
BRESEEIIHIC L B A E ST BTN H S, [11. 1. 3]

9.1.3 KEEH
B EgEENL LD Z Enb D,

9.1.4 BEXIICEFRIMNILAFTY ) TDEE
BRI 7 A VA% % U 7 OEFH K OB GEE (HBsHUREME. 2 DHBeHUA UITHBsHLIA R
M) XIICRIFR A NAX X VT OBFICH LAKIZ 5T 556, HGHRPEOE S
KT %Ik L TS BER IR VA VA~ — I —DF=X ) U T 575 70 L, BAIX
IZCRIRF 28 7 A L ABEFE OWEIER O R BUCIER T 5 2 &, EERFRAOIFREORILN
WEINTED, FETHRRDO LTV D,
FIARFNE G TRIBRIFFR 7 A VADNEHELT 2 Z L IC KD REORIA L HE ST
W5a, [8.6, 11.1. 4]

<fiign >

9.1.1~9.1.3{Z2>\T:

A N b Ut — NMIEREIHOME, T A R 7R Sl 2 G R U O JEE - S I ER &
ATHZLmb, LT,

9.1.4122>WT:

EN K OYBEIMZ B W T, REIL MO A b b L% — FAl (LY o<=F4] TV o< bl oy X
7R 2mg)) BRI CHRIFR A NVAF v U T OBFICEL L, SEUHZELEERITR
SOFEEORINRE Sz, FICBAFRICBW T, ARG THIC BRIFR A L AR
EMEET 2 2 ST LD REORIANHRE SN, TN Enn, BRXL C RIFREY AL
A% ¥ VT OBFIZHEGTHEOERICBE L, Fk 22 42 A 16 B CEAGEE EEELRE
ERPREEWEMAEHEINT-,
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T, BERIFRTANAT Y U T OBZE RO B BFFR T A VAR FERGE (HBs HUREME, 2o
HBc HTi& 3% HBs HUIRBGME) O DT A VA FIEMALIZ X D IFRIZEELR LT, A7 —=
VIRBERET=A YV IBRENEETH DN BRI RIGETA RT4 > (5 4 i) 2022 4E 6
H1 (BRI RZIEATA BT A AMENZES W) ISR S TnD 2 b, Kilx
532554, &GP RO 58T %Ik L CHFESEERESCHR VA VA~ — T —DF =X
Uo7 %7728 BRFR Y A )V A OBEEIEROFBBUTIEE T 2 Z L A5t LTz,
2B, CHFRTA N AIZONTH, BRIFRTA VA LRIKICHERTHZ L,

(2) BHaEEEERE

9.2 BHaeEERE
BLLanWZ &, AFOYRIGRIEIC LV BWER @R HobhdBThnrd s, [2.3 &
]

<fiRgn >

AN RMLFH— MD%%@%MHNWWE¢<%ﬂD ROBSRE DM T LTV DA ITIZEIE 2398 <
HOEONDZENH DD, BEMHEEDOT-D %5%%%&0&5¢@W% EDMEBED R
HOWREMHERNEETHDLZ EnbEd L,

(3) FigrelzEEs

9.3 MFtREfEERE
ThE LW &, IFEEL2HESEI BTN L, [2.2 3R]

(4) £JEREEHY 2%

9.4 AEREZEEHT HF
/N OAGE P RE/R I D BB G DM EN O 5B 1R, RIS T e BET
52k, [9.72H]

<fiEa >

%%E?wﬁiVﬁof TR O KIERIESR . & 2 WITIRIE T DIEFIOBEINA RiAD D X 5
(2720 AETEMIIRIC T DG BIE LR DI T~ E TH D & O EREFICEE DV TRifl
1/71.0
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etk M EoEEE) (B4 5HA 25



(5) BEiE

9.5 1%
PESG TR L TV D FIREMED & 5 LeMEIT TR G- LW 2 E R E LW, (a2 5 o 4
BlERH Y o, BWFER (VR Ty PROUHFR) TREBENPRE ST

60

(6) $=FLim

9.6 =FLIm
BRALBNWZ ENLEE LW, AT ~OBITHRHRE SN TV D,

(1) MR

9.7 /NR
BIEF ORBUIFFICER L, ERICERG T2 &, RHAERER, FiAaR, 3
WX D EEARRRER 1T G LTy, [9.4 B ]

(1 R

<fiRgn >
HAL FRICEH OBRWHUEMEREE A B G2 X DEERIZ/NEIZZ S BB LT WEARH S Z &
MHFRH Lz, (IVI-6. (4) AlteZ2 AT 5H ] DESR)

(8) =tnE

9.8 BEE
BRRERAMEICTOERE L, BEOREZBIZ L2 bRITEMORIUCKHIIER L, HEIZ
B35 8, BRESEHEENMETL TS Z EnE, A MU ¥ — hodritEiE
WX VEIWERD & o0,

<fite >
A, FREH O ROHUEMEZE AR 5 K D RIERII M A IS <R LT WA H 5 2
EBREHE LT,

1. tHHE%EHA

(1) StREZEEEZFDER
REESH TR
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(2) HRFELZEDER

10.2 ftAERE (BRICEET S &)

HKH 4 %

AR - HEE T 1A

B - fEpRIA T

U FNABEDOIEAT
1A REEHAIER

AN FUFH— FORIEH
(EBERNEI, T - B - ik
EhEES) NEMRInD 2
END D, HEENCERR R
AT O 70 EBIR 0T
W, BENRD SNTZEA
WZiE. ALY —FD
P, PRIESE R U] 72 AL %
1792 &, 2. A ML
¥ — oA TH DR
Ur—hrBrvmh (oA
IRV AN T L) ERE
G35z L,

FEE LT, EAT A N
PRIEAIDF BT DT 1
2B T T VoG EE
NS X 2 T af i B DA R M
OF b U DL KRG AT REER
MDD A M b LFHI—Fh
DY BIES D72 LB
BN TND,

AR T 2 R REA
TRIHA U
7o A7 z=a—)b
Txz=hrA v

2L B — U EETREAR

AT 7 A NFH I —
e U RARTY A

~N=v U
(BT )
=SS SV

e vuxiv

L7/ K

AN FLFY— FORIEH
CEREsH, AT - B - Wk
BREE, MEEESE) 2
BMENDZ ENHDH, HE
\ZERIRMR A AT O 70 EBlEE
AT BERRD
bRHAITIE, A ML
X — b ORE, RIEEE
OlpiiiE 524795 2 &, £
7=, A M FLFH—FOF
HIcHHARY F— v
VUL (BAfaRY L
UL BEERETLHI L,

O ERA A MAEE A &S
LTWAHARKMLFH—Fh
EHOHICE IR L, A
ML XY — hOREE L
A&, 2oHMEL MBS
w5,

T K1) oD FE P 35 B 2 1
DWW IIERT 570 &
Ez bR TW5,

PEAEFIN A B L FH—
k DR PEHE & 5 A B9 PHE
THEDEEZLNLTWY
%

FEEEF OFMIIAHATH
LR, ARMMLFYH—FD
B PRAMAE 7> & D Ptk A3 L E
INDEOEZEZLILTY
P

OFRC & 0 B B 6 55 O Bl
EMZHERT D720 B 2
b T\,
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HKH 4 &

ERAEIR - FEE T 1A

- S

7o kR T HEA
(ARATFFT =, TR
TIS— ) T ITT

AR —MORITEH
CEgipndl, B - B -
PR, MREES) NHR S

BEFFIXRHTH D2, A b
U — o fRED E5-
THZENRD D,

SN NBZENb D, B
B EIT O 72 EBIEE 01T
T, BEPRD TG
WZiE, A R R XRY— O
B, RIS D) e AL 21T O
ek, Fle, AMMLEY—
MoOEFHITHE DR Y F— |k
AN (uAgarRy g
NV L) BEEGTHIL,
B, mAEOA N FLFY
— N EEHETIGAICE, —
Bz 7o b R T IE A
OFhEIET 5 L EEBE
THZL,
HABEIEZ KL -T2 B8H | ALV T7 4 ~—F b 7 A
Do Bzt ermd 5 ER® 57
W, EHRBEUE 2R Z LT
WIRRIOVER 2 18585 5,

RV 7Z 4~—F K TA

TR A WAALREIE K OF DR | 5 0]
BURIEDSE £ B L\ HES
b5,
<>

T h R THERNCONT

7u bR THEAE A R RLEY—FEOHMICBNT, A bR LUEY— FOPRIEANEE L

MHRENEFTZ 0805 EOERNIREND D, 20 Znb0WESLTr h Ry FILE

AIRAT CE KN CCDS* (Company Core Data Sheet : R¥EFEET —HZ o — ) L DOEAEM|ITHESX

AL L7z,

ko ZRMEERICINZ T, #meXUISR, HEROHE, YR ORI 5 2 oMo F#RDs
BENTVDKET 7 A F—+EDMERT 5 3CE

TR EIZ DN T

KENZEBWT, A b b — b & HBERREE OO I X0 fE AR EE T ) OVE BEAE 0O F BLAH FE )
BMEDLEVIWME D BBV BEARERLERLERGRE®EN (ERLE 51 5Pk 12 4 3
H 29 HfE) BNlesidz, KERMESCEIC L REBEONENTEH I TN D,

AN R UFY— b EBNBRIEOO I L, HGHRRESE, FEEED Y X7 BEED &)
E. ST O A TH D | G LTV,
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8. BIEA
(1) EXLGEIER & DHER

1.1 EX%HEIEA

111 23wy, 777245F0— (WITHNOLBEEARY) :vavr, 7740 7F%Fv— (B
B, FERREE, mMEKTE) 2H05bnd I EB3HHDT, BEL 01TV, BEPHRD
LTS AIII®REEFIE L, EEYRAEEITO L,

11.1.2 B8E&H (EEERH) - JLinekj | MEREKE (RIBKER & U CREN, MHIR, 1 >
TN UFRRIERENR S b 656035 5) |« AMEKEA ., /s, & i o
Hl, BARBMEmMNS 5bidZ ENnHDHD T, HEENZMEHBREZIT O 7 EREDIREE
FANTHEE L. BEDED SNEA IR, RS OEY LB AT 2L,

11.1.3 BPE FEERH)  MREREICWES I RE (ma—F 2T 4 AiR%EEE
te) o BUMSE, B A b AT T AV REYE, AR E O S YYE (B R REGYE &
i) BHLOLNLIZENRHDHDOT, BEOREZ DB L. BEPBOONLLAICIE
Gz L, BUAAlL PIEAIOR S SO G 2175 2 &

11.1.4 BUERFX. X2 (WTHOBEEAR) - BUEFE, AL, IR OESE - #riE(l.,
A EOREERIFESE B XILCHPTFR VAN AL EDEET) BHOLDLND I ERN
HHDOT, BENHTHEEM A 21T 9 7 PEREOREL +DICBEZE L, BRENPHROONT-H5HE
I G- E2 IR 57 U R A E AT O 2L,

11.1.5 SMEEE, RESIEE. EERI7O/F— (OWTROHEERE) - 2MEBREE, R
BHEE, EIER 7 u T —ROREERBERENSH LD Z ENH DO T, MBI BHEEER
BEATHO R EBEOREEZHSICBIEL, BEDIRDONZEAICETEEEZPIEL, @Y
WEZITH Z &,

11.1.6 B, MRHEE. K (WOTRBBEERB) - MBI, fHEE, kSN
HHbI, MEARIIWZHZERHDHDT, BIEEH/SITITV, FEE EHK, WEUR R %
DOMERZHER D & 5 DI TG AT, B XEOREZITV., KA G- % F k7
5L L HICRIBREARNVE RO EOMY R AEZITH 2 &

11.1.7 hEMREIEFEMEE (Toxic Epidermal Necrolysis : TEN) . B S #h AR fE 1% 3%
(Stevens—dJohnson FEMEEE) (WTIVHAEEARH) : hEtEREESCEARIE, R IR ARAE (5
HEORERNIEEENH SDONDEZENHHDT, BEE2HOITITV., BB B, £
FERG, BRFEIM., AINRERD Lo EIII#E2 R L, WHR0ELEITY 2 &,

11.1.8 Hin4mE (5%AKN)  RIEMRE GEHERY) - MiVEBRK, BEIRMERRSEOEE
RIBRDNH OO ZENHDHDOT, BlEL+HHITITV, LW, THREOIER®H 5
ONTHEAIIREGERIE L, #URAEEITHY Z L&,

11.1.9 BEEx BEERH) MERLODLNLZENHLDT, BEDIRIEL H/oICBR L, &
WHRRBDO LG EIITE G2 IE L, WYRAEEZITH Z &,
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11.1.10 BHEFRE BEAH)  FHRERNHLDOND 2 ENH LD T, BHEDIREL 171
B L, BHEERDEOREDRBO bNIZHAITIE, G2 P Ik 572 CEyeLEZ1T 9
Ze,

1111 BifE (BEREZET) . TOMOPREAEEE. ¥5 0/ \L—ERE (Wbl
JEAR) - E (HEMEZZT) . TOMoPmmiiESs (e, BE, KiE. BAEVE.
BHE) [ FTUNLV—ERENRHLDOND ZENHLDOT, BEL ATV, BENRD
LN E TR 2 kT 572 EWEU A E 21T D Z L,

11,112 ETESREAERE PN GHEAD) AAHR G R OB G TRIZES ORE
AR o 2 L, T, FRABRRERETE . BREUER (FRREL, DUBORRED) | AR
ERESEOIERN H OO AR RIS X 2 B 2K &K OINERRREZTTH L &b
(2, G eIk L, EYRLEZITO Z L,

<SR >

11. 1.2, 11.1.9, 11.1. 10 IZ2W\ T

AFNE OREERITLT UL I Iy, MEEREDE, EEZR A MmEkED ., EE i/ MR
WA mEELAIM] OBFE®E, £io. BRI, BPHRE] OBRBRERH V., BAEEERY
BN KRE W (EIZH 51 5 FERk 1243 A 29 HfF) B ahiz,

11.1. 2122\ T :

EANICBNT TV~ bbby 7 2078V 2mg) C© TRARBRMEZN] OFRIVEREF 2 HE S
7otz THERZREWER] OIIZFLHE LT,
11.1. 3122\ T :

ENICB TS Vo~ bbby 2078V 2mg)l OiR (Z2—FL AT 4 AMREFEEZEZL) O
BWEREGNZ BT, MR 2 E O LTERSRE R H D 2 b, BRIZREE LT,
11.1. 4122\ T :

HEA Y [EERNIREE) Liid L s, TBIERFE, AL & BRI EEA Z7R# L
77
11. 1.5 122\ T :

HEA LY [EEREREE) it L ey, TSR EE, JRMEEE, EiER 7 2 /3F—]
& BRI 72 B A A Redl LT,
11. 1.6 [2D2\W T :

ENICB T2 TV~ bbby 7 2078V 2mg] ORVEMEMIZR, MigHEE. K% O RIVERES]
IZBWT, MRARRE G LTCERORERH D Z &0 b BIRRICEHE LTz,
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11.1. 7122V
HA4 Z [HEEREERE) i LTy, [t R ELEHEAE (Toxic Epidermal
Necrolysis : TEN) . FZJEREMEARAEMERE (Stevens—Johnson JEMERE) | & BARMY 70 B4 2 5ol L
776
11. 1.8 122>\
HEA % [EERGR] L vz, THMmMERR, BRMEgR & BIRNRK B4 %25
#H L7,
11. 1. 11 129\ T
[A YV R L dt— bEE2. 5mg) W SCEOTHR & OBAMEE LV | SREEHEIT- 72,
11. 1. 12 122\ C
R EE S E ST (EMA) O ES S Z 2EEM Y 2 7 5F i Z B % (Pharmacovigilance
RiskAssessment Committee : PRAC) £ V. X b bL %t — hAI (LA, MIX 4] offHIC X
D PML BEBLDO Y 7PN ERE LT 2 E I LERERI LV B2 — %179 X O EiFa =), EREER L
Ea—%1To7z, ZOREE, PRAC X MTX HAI & PML o BAfE 72 R S BEILR XA ST S L TR,
MTX BHIAS PUL FEBUCH 5T 2 %E B E T 720 Sl L7z72, 2021 4F 9 A2 MTX FAIDER
INUSAFSCENT PML OVERE M 21T 5 72, 2z, MNZATBOE A B 3K 5 RS R 1 O b
(PMDA) (238U T MTX BUAI D E AR SCEIZI T 5 PUL O EE M O LBEVERSE S v, MTX il
Fl & PML & ORI EBIFRITHESL SN TRV, ERNA COEGIERIRNE 2 F 2, HAZED
BB LR, T 1 EKRZEWEH] OHEICPML 25 L, HEEME AT H 2 & 2350 &
Hbr <7z,
PLTFICENTOF A2 PML BBUEFI O E 2=,
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[ ]

S 1
BE s BIVEH
P fdfi I EL i . .
| (AbpE) | RIR RER CALE
% | By Y 12mg (LADT- | #ITHS R A ERIE
0% | v F DORGE) | R TER HERIRY MV Y AT TF R (B ocP) HifkEE, 7L
(BHTREE) | B 9 FH K=>nm o I~bmg/ B &5 %G LTz,
BehBAG A MTXEUH 12mg/ D¥t 5% Badk L=,
BEH 1045 B HEATIHEOBITIEE 2 5 AR ETHEOELEZ 1y HIFEL
(ABEH) ABE LT,
NSHRFOMREEIRE C, IFRMEARGEREE, ZosfiRRE e,
BREEDEREFRE, MOVE B PR OIS 2EEHRHH Y,
ABERE MRT TR, WA, MM EE, K OWEJEED
ZateT o B REBNIC T2WI/FLAIR EifIC X 28 H D&
BEWREDHY,
£ A B FRAIREEN B L L, MIXERI L T L R=>" 1 > 2 L
(ABEH) ik L7z,
TENLIMAE R 2 S0, MRIFT AL &R OV F R (CSF) BRED
PCR Bt & HETTIHES BLME B RNIE & 72T,
A7aX BRI ANI P AL BIERERB L, 1R
SEBRLA 20 ARICIERIISEH M & 720, BBE L7z,
FHHAH CSFOPCRIR A IR A RE L 72 o 72,
GBBE5 » H1%) FEAR DAL QS HER 72 L,
EEERIREE
5 el {if bk Ak k%
MTX !
BT R iﬁL ) 104EH ENERE| ENRE| H2H Atk ENEE]
BEPRAT | OmeR) | o) | o) | GEER) | GREs» A %)
CSF-JCV-DNA (copies/mL) - — — 2124 886 A RE
CD4/CD8LL CREfImA U > /<5K) - - — 1.6 2.6 —
IgG index - 2.27 - 1.67 1. 69 1.79
SARA* Z =1 7 () — 22 25 — 17 -
*Scale for the Assessment and Rating of Ataxia
PR . 1L F=Ynr v
% | ¥
SiEfI 2
BE L BITER
| mmmm | LR P
) Be 50 PR R OV
#Z | EEY v~TF | 6mg (HHEDH- | ETHSEEAERE. 2V 7 3y h R ERER
60 ft | (L) b D) #2554 F BAEH Y v~ F & BT L. MIXEE] 6mg/d RO L R
9 A4EfH] =Yy 3mg/H DG ZHIE LT,
; A A4E A A7V RV TOBEERBL, L F=Y
dng (LB % 2mg/ FICHE L7,
HOBRGR) B Y &~ FHER DT D723 WIXBLFHIZ Ang/i8
#) AR CHE L., 7L F=Y sy Ing/ Bk LT,
BER THE% B ) v~ FIERDEMDO -, L K=y nr %
ik L7z,

VITI. &2 (R LorEs) 1+ 5HEE
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B4 84E%
(ABER)

£ H HAH
(ABE2HH)
HFH HAH
(ABE5HHB)
FEH H A
GEPBr 8 1%)
(5 A)

Wk 3E %

(FF AR 318 %%)

Mk 438 1%

(TR A Bt 4 %2)

Wk 8l

(FFAPBE 81 #2)

il 1658 %

(BB 24 H1%)

—i@EOBNER ETFB R OB TEE D70
ABEL7=,

THE L RSB, MR ERE IR B < R
REIX EH CThoTe, ATFHROLUOTENRH T,
FEER CT A%+ C, K2 b a2 & Dotz
SEER MR ATRC. EHETRE 4 25 725 Bk
72< . FLAIR TRIZIERF RN RIRE % I & DTz,
FREARMAIZIE R TH Y . —EMIME R L
B L 7=,

DU B R R OB MM R L FE VR D IE IR D PR8I
72, BBELT,

Y. HELL, REMED F N, REED RO O
=%, AL LT,

R DR RERE E N A DAL, MRRFARE T, H
MRRRE R ORI 6 IMphE R S MR S iz,
R R OVl T i D R M S B TR P U L C ks
V. R, FENED E VR OEROT=D, M7l
THTTE o7,

R R OMIE RS 7 ) b3y B AFUR DS
HEh, ZUV T hay B R« x4 7 3L~ AN
EXINni,

SHYES MRI PR CRERI O RTEASE & OMAEESE O A- IS
[R R MR ZE S HERR S LTz,

PR ICHE S X, 7 U 3y AMREEL &2
L 7=,

MIXEIHI R O 7 D F o~ T 052 H IR LT,
TLART YL UBETNY Nk BE ALY
BRtGE L7,

BEWEHIZ JC A /LA DNA DF{ENHER S iz,
MRI AT PCREER L v, TSRS
PIEREV N & 2l LT,

MRI FTRCWL DD DIFEEE K, T IR D 7
LTz,

FR R 7 iR S E R I A v o T

TS — I K D PTE R SRR IR Ak L T,
BT E L., BB LT,

Bk D JC A VA DNA TRt Th 5T,

MRT FT AL C, BREEMEN RS STz,

ERIRIREE
REHH MTXHEL | 5s0stEs | BETIEA | duksE% | kel
¥ 5B AL (ABEH) (FFABEH)

GETERNAGEEE A 77—V (8) — 28 16 28 —
SZAUENLRT—F () - 30 — — —
i EkE (cells/ul) — — 5, 400 — —
U Bk (%) — — 4.0 - -
v MRERRT A L AHUE — — Fatk - -
g 7' vz — 2 (mg/dL) — — 143 — —
i A MEREL (cells/ L) — — 23 — 10
#EREE (mg/dL) — — 199 — —
WE 7 R 8% (mg/dL) — — 22 — —
i JC 7 A /LA DNA

H (!ojjieg/mL) - - 479 — 0

PEREE . L F=yry, A7 0F <7

% | ¥
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(2) ZDtDEI1ERA

1.2 Z0HDEI1ER
50%LL | | 5~50% A 5% ATii N
I EE TEN L =W, FO8
Mg HH 1 B’H~7 a7 e, g
R, U L oEIEIR
T ik ALT, AST @ HE, BT, Al-P @ k5K
& LDH @ |5
5 Mk BUN. 7 L 7 |IfufR. AR
F =20k
=
Wb gs BEHRAE, |[BNEK. T HALEEE - i, ALV, A
A - MEm |5, iR LA EwR, OEER
Rl i FeRBBUE, LB, AFEILA.
R, KB, &
B, AEE, REIESS
FE AP R SHYA BEWEE, RS, AT L, HIEBERE,
L MUK WEE., WRAEE. OF W,
TR,
I Il [R] ik
AERE A s E, INIERERE RN 2. AR
R, JiE
Z D P& BEpEde . BT HRE, FEiEK, (K
BAME, E7 7 I U
A BHEVR. B M
[, VRIE, EE
) R A e

VITI. &2 (R LorEs) 1+ 5HEE
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SEHGEMEARRHEERVERREEREE—E
ARNRMLEY—hK v 3R oREEFIEICB O CEWEREHX G L e o7 222 i, 212
(95.5%) |\CHRERAM R 2 S RIERSRBO bz, TOERLOIIRHRARIE (717.0%)
MRS« MEH- (71.2%) . ALT (GPT) L& (43.7%) . AST (GOT) L3 (35.6%) % TdhH o7,
(AL TREOER ™ ]
¥, AHEICITARBEFREARBBEE N R H TE R VETERREE ST,

JEFI4 720

- MR gmmzoms | RBMLSOR at

[OEER Y 22 26 48

@ HETEDE 106 116 222

@ BIE 3 BLAE 511 %% 97 115 212

@ RIER 26 Btk 425 593 1018
= HE ] 2=

C)féﬁﬁf?é%;ﬁ%ﬁi?ﬂ4& 91.5% 99. 1% 95.5%

BIVER OFExE BIVEH ORBUE (%)

iR 58 (54.7) 56 (48.3) 114 (51.4)
M 1 Bk ek 33 (31.1) 39 (33.6) 72 (32.4)
ISR kA 28 (26.4) 22 (19.0) 50 (22.5)
JIREES YN 17 (16.0) 10 ( 8.6) 27 (12.2)
H 1 4G 7] 11 (10.4) 5 ( 4.3) 16 (7.2

Jikd = 45 (42.5) 69 (59.5) 114 (51.4)
GOT k5 27 (25.5) 52 (44.8) 79 (35.6)
GPT k5 34 (32.1) 63 (54.3) 97 (43.7)
vy 5 9 ( 8.5) 9 (7.8 18 (8.1)

R ik 9 (8.5) 9 (7.8 18 ( 8.1)
BUN k5 9 (8.5) 1 (0.9 10 ( 4.5)
IV T7F=r R 6 (5.7 1 (0.9 7 (3.2
K E H 0 8 (6.9) 8 (3.6)

Hib#S 75 (70.8) 113 (97.4) 188 (84.7)
a N %k 20 (18.9) 43 (37.1) 63 (28.4)
H i P28 4 ( 3.8) 0 4 (1.8)
BHRARIR 65 (51.3) 106 (91.4) 171 (77.0)
G4, - MM 57 (53.8) 101 (87.1) 158 (71.2)
T | 20 (18.9) 35 (30.2) 55 (24.8)
H %* 1 (0.9 0 1 (0.5)
g A 19 (17.9) 2 (1.7 21 (9.5)

U SR 30 (28.3) 32 (27.6) 62 (27.9)
T LI F— 1 (0.9 1 (0.9 2 (0.9
%% A 29 (27.4) 35 (30.2) 64 (28.8)
AR v 0 1 (0.9 1 (0.5)

2 & 17 (16.0) 33 (28.4) 50 (22.5)
I&95 - HLEE 9 (3.5) 16 (13.8) 25 (11.3)
Jt ES 12 (11.3) 19 (16.4) 31 (14.0)

T AR AR SR 14 (13.2) 8 (6.9) 22 (19.9)
GIE R 12 (11.3) 1 (0.9 13 (5.9
Jig 17 1 (0.9 1 (0.9 2 (0.9
= 1 (0.9 3 (2.6) 4 (1.8)
L U 0 2 (1.7 2 (0.9
FroRR 0 1 (0.9 1 (0.5

Z DAt 0 15 (12.9) 15 ( 6.3)
o R 0 2 (1.7 2 (0.9
73 i 0 4 (3.4) 4 (1.8)
Roavey ) —4Fv 0 2 (1.7 2 (0.9
AR 0 1 (0.9 1 (0.5)
B IR 4 0 1 (0.9 1 (0.5
I Y 0 4 (3.4) 4 (1.8)
™ W % 0 1 (0.9 1 (0.5)
- PR 0 1 (0.9 1 (0.5)
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EAEEE 72D

PIE S

e TKFBREZ OFA TR LARE O B F G

O R 22 26 48

@ FEAE 437 536 973

@ RIVE R ZE BUEBIEL 256 493 749

@ RIVE R B 894 1447 2341
= % ) B

%gfgifﬁf%* 58. 6% 92. 0% 77. 0%

BIVEH OFESE BIVEA ORBEE (%)

i 89 (20.4) 85 (15.9) 174 (17.9)
H I Bk 80 (18.3) 55 (10.3) 135 (13.9)
MR ek 68 (15.6) 27 (5.0) 95 (9.8)
meEEET 38 (8.7) 14 ( 2.6) 52 ( 5.3)
HH i AE ) 14 (3.2) 5 (0.9 19 ( 2.0)

Ji i 69 (15.8) 157 (29.3) 226 (23.2)
GOT L5 57 (13.0) 106 (19.8) 163 (16.8)
GPT |5 65 (14.9) 120 (22.4) 185 (19.0)
ey kR 34 (7.8) 15 ( 2.8) 49 ( 5.0)

B ik 10 (2.3) 11 (2.1 21 (2.2)
BUN k5 8 (1.8 1 (0.2 9 (0.9
VT F=r bR 6 (1.4) 1 (0.2 7(0.7)
R E A 0 10 (1.9) 10 ( 1.0)

HIb#R 204 (46.7) 446 (83.2) 650 (66.8)
0N & 24 ( 5.5) 82 (15.3) 106 (10.9)
H I 2 4 (0.9 0 4 (0.4)
REARIR 179 (41.0) 402 (75.0) 581 (59.7)
M5 - M I 138 (31.6) 348 (65.0) 486 (49.9)
T 28 ( 6.4) 72 (13.4) 100 (10.3)
H %% 1 (0.2 0 1 (0.1)
- = 31 (7.1) 3 (0.5 34 (3.5)

TR R 57 (13.0) 75 (14.0) 132 (13.5)
T LE— 1 (0.2 1 (0.2 2 (0.2
5% B 56 (12.8) 73 (13.6) 129 (13.3)
IS Mg v fil 0 1 (0.2) 1 (o0.1)

4 36 (8.2) 79 (14.7) 115 (11.8)
KL - FLBE 10 ( 2.3) 29 ( 5.4) 39 (4.0)
B E 31 (7.1) 52 (19.7) 83 ( 8.5)

FERRE R 21 (4.8) 10 ( 1.9) 31 (3.2)
5 W 19 (4.3) 1 (0.2 20 (2.1)
PE 7 1 (0.2 1 (0.2 2 (0.2
EkbEE 1 (0.2 3 (0.6) 4 (0.4)
L O 0 5 (0.9) 5 (0.5)
JRR 0 1 (0.2 1 (0.1)

Z DA, 0 16 ( 3.0) 16 ( 1.6)
R 0 2 (0.4) 2 (0.2
PR i 0 5 (0.9 5 (0.5)
JRoovey ) —iFv 0 2 (0.4) 2 (0.2
A ek 0 1 (0.2 1 (0.1
T[S 0 1 (0.2 1 (0.1)
B B 0 5 (0.9 5 (0.5)
T B % 0 2 (0.4) 1 (0.1
0% ) 0 1 (0.2 1 (0.1)

VIII. ZZatt (EH EoEES)
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9.

BREARERRICRIFIRE

12. BRERREBRICRIFTHE
FUARTYU L (AVT 7 A RXH Y — b RU X7 Y AREGAD) 0 L5GE, 2KkE
TRE T (dihydrofolate reductase : DHFR) Z W= A b L ¥V — MEEOHIETH
DT EEEEZRET I ERNHLIOTHEETDLI L,

< i >

ARNBMLEH—1h - va 3R URERFEREICBO T, BEIZIREETETT 5 72 DI i 3R
EUESTDHZENRARTHD, A b FrxH— hofHEMEEORIEEICITREA. OFE (FPIA
15, EMIT ¥k, DHFR # HWcFERIER L) Nb L0, BERIEONEFIEIIME (L Casel) 7> HAiliH
L 7= dihydrofolate reductase 28 A h b L ¥ ¥ — MZ Lo THEINDREICHESNTND, HEo
T, MU A RNTYUABPEH SN EBEORAETIE, IR EY BovTd B A R hrdd— Mg
ENER L, EBEOBREL EOKME /D, TOD, BRETHNET H2H81E. A ML Xd—
NOIEFERBEZMDT=DIZ N A TV AOEGEZFIET 50, MU AT LEHHT 56
IO FETHET D7 EOEEELELT S,

13. AERE
13.1 FEIK

SV E Tl B GRS S EAER T iR E R OV L ERE Ch o, Fo, EHER
BIEF 238l L, Bmiefl % 72 & > TEFINHE ST 5,
13.2 &

WERL L E ZE, THAONIAFORTATHLARY F— v oh (rfaRY
AN L) BERGTDHEE I, RAOYEM ZRHET 2 72 DI K G Hike & RO 7 71 U1k
BATH &, REIERVF— I AOBRGRBHREWVZEE, AU FT— R T LD
HEMET T2 0855,
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1. BRLDOIE

14, EHRLDZEFE

14.1 EFFRRBOIE
AL U 72 R CE A U FRIRIIBEEE T 5 2 b, b, AFNIBIER 2 &5 Lk
DT, IS T > UTMEBRICEET LS 2 &,

14.2 EEARBRT. BEPOEE

14.2.1 AREERTNCERBRA (ERAe, I - BHERE, RRES) 1I6TF5ET5 2 &,
JF. B, BHESEESE ST R CER UL I ICHET S Z L 2B L, ANRIEEZHGET D 2 &,

14.2.2 JREMRIFIIZT = v 27 L pH7. 0 DL EICHERF32 2 &, 500mL O & 7= 17~34mEq O
IREEAKFT R U DA (T%AA 1 20mL1~2 /4K 500mL) % A b kL% — NEGRTH D
bRA AR UREBEGKT Tl G952 L. RIS 2RKS 0K (100~
150mL/m*/BEfE]) 2170, A R L ¥ — FDOR~OHPEMZRT L HIEE L, BIREDT = v
7 ERREEY) BRI &) 1T H 2k, [8.4 ]

14.2.3 7%V 7 RoHEEITH>Z L,

TEE YT I NFHREBIROT VA VIMERZR 3T 50T, 7184 Y7 I K 250~500mg/ H
ZABMRLEFT—bEERAS 0 A 2R Y COKER G T £ TRAOUTEIRNE S+ 5
&, [8.4 5]

14.3 #EiEp, BEROEE

14.3.1 AIfER « MM ER U756, BfER - il 28 O @) 72 00@E 2170, LEEIS
IS CCHAWE OB G2 BET 5 L,

14.3.2 A & b L3t — M5 48 Rt O R B IXRIER & =% —OBLE ) D HE R fEE &
725 DT, A8 %O M PIREOHEITLTFEmT 52 &, [8.1 5]

14.3.3 v 2R KBRS 72 BifEH% D A N b U X — oM EREN 1 X107 T/ RE
PLEOEAIIE, MAFBREA 1X 107 F/RERIEIZ/2 D £ THYRKD O, IROT VH
bk O a A 2R ) CoOMERE « oA aR) URUERGOEESEONEEZITHY> Z L, [8.1
2]

14.3.4 HUWEOWIEE., FH., FMZEOERNS L b -HA @ 2@ z217o 2 & (4
ZIE, 1 B¥&E 100nl oKIZE A 2R Y > 16mg ZMA - EZ S ESE2%, 2O EHRS
HERAEPHE SN TND) |

14.3.5 2 K b ¥H—boEmn i FRERRIC X 2 EEZRFREMmE . I - BHiEOE LK
T, BT 2 ONTEE. TH. FTmMEORIERANS SbNHEICITREDOa A 2R Y UK
£ e =8 T B BN

14.3.6 A M ML x¥— MEhH% 4 HBICEKRRE (LERE, - BleRE, ReE%) %
T HZ L,

<SR >
14. 1 1Z225WT

AANNIBHE AN EG ENTHRND T, MIEFIZHER L2 OB EH SR X 5 Zatmiro
BEALOREE T LIThoTz,
14.2. 1122\ T

ARMLEH—1b - va 3R URERIEITEEORREEED Z LD RIEEZBMGT 5 EBFIC
KU, T EEfas OB Z IE L, EF I ZIUCHET 5 LTS5 BEIZB W TOR,
ZOFENEMINDS L OFEELHE LD TH D,
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et (EA EorEs) (BT 5HEA 38



14.2. 21225\ T .

ROT T VAL L 5370k O/ifE. A R bLFd Y —1b oA 3R Y CREBRETIINHATH

D4

ARETITEAE 227 VT VAL, K OHfifs D B L LIREDT = v 7 FIEIZOW T LT 2,

14. 2. 31225\ C

ARNRUFY—h g1 aR) UEREETIIIRO T VI Vb & RERKDORRG - IREDOIEE
HIIMBDZENMATHDH Z LITRNIRRZ B0 TH 5,

TS T I RIXIREENKEERLEAR T, PUgiE FURIER) LIROT VI VALIER % R
T25OT, AMMLXH—] oA aR) CREEREZEITT 2RI DERIERO—>TH 5,
AR bMLrXH—1h - vAa 3R CRERFEERITRIC, REOEINZIIND 72O, FIREHIZMR
WA, IROT VI UEERZRB Lok R, =47 U U, 7Y RRARA] (7 raeF
TR, NI ZuaAAFTUR, RXUF e RarzueedF 7Y Rl BEEans e, A bk
Ut — hOFERBRAE T L, BMEBR2Z2 kT8N d 5,

14. 3. 1122\

ARRLFH—b - ma 3R UREREE TR, BREIEIA B G% 6~10 H TH B, SRV
DERET 5 & XX, IROWEPMLE LD,

FIEREL 1,000 A (FERIEREL 500 K4i) DL &, &5 VIFXAIMEREL 1,000~2,000 (FERIEREK
500~1,000) T 38CLLEDREAEZIF L TV DL &L, EHICHMERZEm Uk ERE 2 1, 000
PLEIZRB L9275, BTN U T, BBEOIBRES D WVIETHHOTDIZ, A ML XH—RE&
FHEERZA S WHiAEmE RS9 5,

M/NREE S 10 HRTED & &1X, RO A R ¥V — hoOREEIELT 5, 5 ~6 HARHD & XX
/MR O ZBE L, 2.5 TR T Lz & &id, B0 /Mg 247 2,

FIfER, IR 7e & OALE 21T 9 EiE, BE ORREIC X 0 ERI2HIErd 5,
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L h— MG 48 R O MR EITR 5 &, FERO WD b BT, 1REF Ui E TIK
T+5Z b, A8 FMMEIZEBEO T = —OEERIFIE LR 2 L2 HE LTV 5,
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#t 256 [E7E A (1 5] 50 (FEMERBET) MEX, &5&, FRlcrrbb
~350mg/kgb RFfH]) 66 [A1-48 FFEfE (1.20 X107 °M) T—ETHY ., BEREETH O
(48 FE 72 Fg MR B TA=H =L D,
18 [B]-48 BEEME (1.25 X107°M) | - 48 BEMMED 1X10°M LA E D4
(FPE5E D FEESE ) fERRPED W,
7 [F]-48 KE[EfE (8.45 X 10°°M)
(R 7R )
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AR bRbFESp—h v 3R CREREO [HELXOHE] 22RO Z &,
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o
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v 2R Y AXAWNTES. PR, FISOMERICH L, EEER L CHEE S8 5 KA Tl v,
A MR UFH— M VEEEZ T HEE ORI 2 A 2R ) U ENIERT 2 &5
ZHNTEY, BMOORNE, ORNEKORA, DNEER EOIEIRORE, 21 2R ) OFRIET
IMNLENGZDEFNRTDHZEICED ., JERESOLITHDIZHETH D,
14.3.5 122\ :
A BN b UFY— L% 48~T72 FEEfE> T, A b b L3t — R ooifin AR EE 23 fE R R S 2 8k %
TEMEZRLTCOWDEAITIEA B P — ML D2ROWEERRIT 50T, 20 L) 2GH
WZIIREDORA 2R o TREIET S (massive rescue) HiEEZET D,
14.3.6 {22\ T :
4 HEHOBEBREIZ, AL — MEGRTORBEREME T 52 L1k v, ERox
Flggs ~DOEZMD ETHEHETHD, T7obb, A bMLFd¥— hOMPREOCHERE )L DA
TIXHWT T E R VISR OMREE N5 E THUED LD TH S,

12. ZDMOEE
(1) BREREEAICE D 1EH

15.1 EREREAICE D < B

15. 1.1 KF 2= EWHH LB H D WIIAA] & o prErEEA 2 0FH LB, Bty >~
SNIE, AR, BRI RERRE (MDS) &0 TIRFEENRELZEOREND D,
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EXhFEEHAER
[VI. BB HTHE | OESMR

(2) REMEEHAER
ABMBPUEY—hF v A 3R oRKEEREIC L D —BREREERH (F X)

A b bhLrFY— G E 1KiE DK i DEX
100mg/kg+m A AR Y > | BREEZ L | WS | EEipL FELWE LR L
300mg/kg+ v A ARV > | A | BEE L | KEhe L EZELWEZRL
. EH#% EEMED | ETHEBNIHEIR,
/\]\ = N
A B T R R

A M BMLFEY—b 100mg/kg+ A 2R Y KON 300mg/kg+ 1 A 2R Y UFERFRIEIZRED b E
fbiZ. A+ b — FEMEE (100 KT 300mg/kg) (ZH L, TORREIZIXDNCEETH -
oo A 2RV UBEREHGIC Lo THREOFEREMIETE A 572 500mg/kg+ 1A 2R Y L #%

HRECRDO N ZEIE, A M i — FEBREDZN LR TH -7,

(3) ZOMOEERR
DR L

2. HEAER
(1) Epx5HEtaiR

%’\‘@%‘@ (LD50\ mg/kg)

Fifl

pe | 146 135~225

JERZEN 85~103 6~25

B RN 65~70 —
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(2) RERESMHER
7 v SR

: ) EAT, e | SELHBLE LDso
LSRR Bl (mg/kg/day) i (mg/kg/day) e (mg/kg)
~. (':I_:’ 7‘[2&
1 » A s RN 0.02~2.5 . 0.5 7~20 -
(18 1= i
15 H e 5 o ~ ~
(12 Fef ) AEIERN | 0.063~0.631 | i 0. 159 7~25 0.217

AN MU¥H—hoRGHBELZES T L, BKAETHECOHENR LT,

—ER E UM B, BRIE, NI OEI, TREMEOIK T, AP « F§O&E BLERRD 5
iz, R CIIBECEINC B & ORI O 2566 e OV M, MR, MR, BRI Y > ~Eio U
VKRR OIRKE . B BERE MR OB . IR OZEN. . B, KON (B) OEBLOE
£ L REARE O I AT b vz, AE1FEFITIX 0. Img/keg/ BLL LT, BHEFERE MDD KO
U L3RR OB 72 ENFRD LTz,

Bt (RKEEHE, R RELER)

AR bRLFH—hoD, 0.05, 0.1, 0.2, 0.4, Img/kg/H&x T v M 3 » AR AKE L-EBRT
1%, 0.4mg/kg DL EOREIZIF O FLERARE ML, ANFESFULEAIE, MR ZEM, oMo ~t Y
T U kg, BORKRKRERENRO b, HGENETICON TERRFTANRA LN TS,

(3) EESMHBR
LR L

() HARIERR
LT L

(5) EERESMHHER
fi B
A NRMUFRY— 240 10 HE O~ U A2 1 FIEENE S L2 FZ8R Tl 10mg/kg UL EOREIZSE
CHEIROBMMAH B, 25mg/kg LA E OB GHETIIRISE R KA ZHOBMBRD HRTNWD,

75 Bk s el

RERTORE~ 7 A2 A N F L — 1 0. Img/kg % 5 HRMEMENE G- L, EABEOHE - LR L TH .
Fr M 7B B, BRZBINEDITRO 5T, B ARBTG5 6 n
o7,

(6) RFHIMILHE
DR L

N ZDOtoEHERE
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X. EEMFEICEYSER

1. REX5
iy Fl: AV b LX— bEATEHTEK 200mg « A Y kL FRb— kT EREIZ 1000mg
BSE AL R
) EE—EMEONMFEFICIVEATZ L
HhEksr c B A S L F¥H—Fh
JHHK

2. A
ARV 2 UL 3 4R
(MV=6. BHNOSFERN FICRIT DLEN DEEM)

3. BENRETOITE
fr & ERRAF

4. IEWLDEE

20. WL EDFEE
SARBREIR I3 L TRIFT 2 2 &,

5. BERITEM
BEMEERLTA R HY
<THoLEY : HY
ZTOMOBEBTEM : 2L

6. B—H5 - RzhE
Rl—psr : A Y FL¥t— NBE 2.5mg, HEHHAY bLFtE—F bmg, HEHHAAY FLFE—F
50mg, VU~ hL w7 AHT7 )L 2mg
Fl Zh 3 ANH T NT UK, By ) RAFURREE, XYL bR, 77F )~
A D Il

1. EfEEERA
19534 12 A CKE)
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8. HERFTADFABRUVARES. EMELNEGFEAB. RFEMAKLEAR
AV kL F%— b EREEER 200mg

9.

TS AR FE AR e SEAM FEAEN H 72 B A
i AR R £ R £ R
[HIRFE4
AV RLFE—F |1987T412H 15 H 198846 A 3 H 1988 4E 8 H
HEHHR 200mg
Woe 25 5
AV RLFE—k 200843 H 14 H | 22000AMX00979 | 2008 46 H 20 H | 2008 46 A 20 A
SRR 200mg
AV N L%t — bSTEEERR 1000mg
BLER 7EKGER o AN R I HR 5 BR A
HKERE S
FHH FHH FHH
AV PLEE— b 20124F-8 H 15 H | 22400AMX00984 [20124F 12 H 14 H| 2013452 A 14 H

SRR 1000mg

MEERIFHREMN. RZERVAELEEENFNEABRVZDOAR

BARSANA

10. BEEHR. BMEERARFABRUVZORE

11.

PR 19894 12 A 20 B (F&T)

BEEHMN
BARSANA

12. #HRHFEFIRICET 51EH

AFNZ, BEAEFEESRE 107 5

WAHERKEL ) ITITE%4 LAy,

CER 18 423 H 6 AAF) 12825 THREWIRIC BRI 5T

13. &£fEa—F
JEAE S5 18 HEAT
. fEBES S = — N _ Lt 7 NERALHE
7 ¥ G [ 3 5 HOT (9 # =
Eﬁ}u% %Ef%ﬁiiuu (YJ [ ]\) ( *ﬁ) 2&"7‘ :‘/}(?Afﬁﬂ“* S
A hLF¥E—|
N 4222400A1036 4222400A1036 109056702 620007515
AU TR 200mg
AV R L FxtE—F
o 4222400A2024 4222400A2024 122213501 622221301
S B 1000mg
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XII. 8EE&H

1. ELNETOHRTERR
2022 4% 12 ABIE, #E, KEKPEMNETHIEINTND,

BRI RAATSCE CRED OB (2021 4F 6 A &G

[E4 KIE
24 Hospira, Inc
W74 METHOTREXATE injection, for intravenous, intramuscular, subcutaneous
or intrathecal use
HIFL R VG & | Injection: Methotrexate Injection is a clear, yvellow solution and is
supplied in single—dose vials (preservative—free) and multiple—dose vials
(with preservative) in the following strengths:
With preservative (multiple—dose vial)
- 50 mg/2 mL (25 mg/mL)
Preservative—free (single—dose vial)
-1 g/40 mL (25 mg/mL)
ZhEE X 13%h 5 | Acute Lymphoblastic Leukemia

Methotrexate Injection is indicated for the treatment of adult and
pediatric patients with acute lymphoblastic leukemia (ALL) as part of a
combination chemotherapy regimen.

Meningeal Leukemia: Prophylaxis and Treatment
Methotrexate Injection is indicated for the prophylaxis and treatment of
meningeal leukemia in adult and pediatric patients

Non-Hodgkin Lymphoma
Methotrexate Injection is indicated for the treatment of adults and
pediatric patients with Non—-Hodgkin 1lymphoma.

Osteosarcoma

Methotrexate Injection is indicated for the treatment of adults and
pediatric patients with osteosarcoma as part of a combination
chemotherapy regimen.

Breast Cancer
Methotrexate Injection is indicated for the treatment of adults with

breast cancer as part of a combination chemotherapy regimen.

Squamous Cel|l Carcinoma of the Head and Neck
Methotrexate Injection is indicated for the treatment of adults with

squamous cell carcinoma of the head and neck as a single—agent

Gestational Trophoblastic Neoplasia
Methotrexate Injection is indicated for the treatment of adults with
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gestational trophoblastic neoplasia (GTN) as part of a combination
chemotherapy regimen.

Rheumatoid Arthritis
Methotrexate Injection is indicated for the treatment of adults with
rheumatoid arthritis (RA).

Polyarticular Juvenile Idiopathic Arthritis
Methotrexate Injection is indicated for the treatment of pediatric
patients with polyarticular Juvenile Idiopathic Arthritis (pJIA).

Psoriasis
Methotrexate Injection is indicated for the treatment of adults with

severe psoriasis

MER O

Important Dosage and Safety Information

Use only preservative-free Methotrexate Injection for treatment of
neonates or low-birth weight infants and for intrathecal use. Do not use
benzyl alcohol-containing formulations for high-dose regimens unless
immediate treatment is required and preservative-free formulations are
not available

« Verify pregnancy status in females of reproductive potential before

starting Methotrexate Injection.

« For patients switching between a methotrexate product administered
orally and Methotrexate Injection, consider potential differences in
bioavailability

Recommended Monitoring and Concomitant Therapies for Intermediate- and

High-Dose Regimens

To decrease the risk of severe adverse reactions

« Administer leucovorin rescue 1in patients receiving Methotrexate
Injection doses of 500 mg/m’> or greater (e.g., high-dose)

« Consider leucovorin rescue for patients receiving Methotrexate
Injection doses between 100 mg/m?> to less than 500 mg/m* (e.g.,
intermediate—dose).

Refer to the leucovorin Prescribing Information for additional
information.

« For high-dose Methotrexate Injection regimens, follow the supportive
care and monitoring instructions below. Also consider for patients
receiving intermediate—dose Methotrexate Injection regimens

- Monitor serum creatinine, electrolytes, at baseline and at least daily
during therapy.

- Administer intravenous fluids starting before the first dose and
continuing throughout treatment to maintain adequate hydration and
urine output
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- Alkalinize urine starting before the first dose and continuing
throughout treatment to maintain a urinary pH of 7 or higher.
- Monitor methotrexate concentrations at least daily and adjust hydration

and leucovorin dosing as needed

« Administer glucarpidase in patients who have toxic plasma methotrexate
concentrations (>1 micromole per liter) and delayed methotrexate
clearance due to impaired renal function (refer to the glucarpidase
Prescribing Information for additional information)

Recommended Dosage for Acute Lymphoblastic Leukemia

Methotrexate Injection is used as part of a multi-drug regimen. The
recommended dosage varies from 10 to 5000 mg/m’ intravenously. For high
dose Methotrexate Injection regimens, use leucovorin rescue in accordance
with high—dose methotrexate regimen guidelines. Lower doses (e.g., 20 to
30 mg/m’/week) may be used intramuscularly. Individualize the dose and
schedule of Methotrexate Injection based on disease state, patient risk
category, concurrent drugs used, phase of treatment, and response to

treatment.

Recommended Dosage for Meningeal Leukemia: Prophylaxis and Treatment
Use only preservative-free Methotrexate Injection for intrathecal use
Prior to administration, dilute preservative—free Methotrexate Injection
to a concentration of 1 mg/mL in preservative—free 0.9% Sodium Chloride
Injection, USP. The recommended intrathecal dose of Methotrexate
Tnjection (preservative—free) is based on age:

— less than 1 year: 6 mg

— 1 to less than 2 years: 8 mg

— 2 to less than 3 years: 10 mg

- 3 to less than 9 years: 12 mg

— greater than or equal to 9 years: 12 to 15 mg

For treatment of meningeal leukemia, intrathecal methotrexate may be
given at intervals of 2 or more days up to twice weekly; however,
administration at intervals of less than 1 week may result in increased
subacute toxicity. For meningeal leukemia prophylaxis, Methotrexate
Injection is administered no more than once weekly

For patients with Down Syndrome, administer leucovorin rescue with
intrathecal Methotrexate Injection.

Recommended Dosage for Non-Hodgkin Lymphoma

The recommended dosage of Methotrexate Injection varies. When used in
combination, recommended dosages range from 10 mg/m*> to 8000 mg/m?
intravenously. When used as a single agent, recommended dosages include
8,000 mg/m*> intravenously for central nervous system—-directed therapy or
5 to 75 mg intravenously for cutaneous forms of Non—Hodgkin lymphoma.
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As part of a combination chemotherapy regimen, a recommended dosage of
Methotrexate Injection is 1,000 mg/m? or 3,000 mg/m’> as an intravenous
infusion over 24 hours followed by leucovorin rescue in accordance with
high—-dose methotrexate regimen guidelines.

For central nervous system—directed therapy, a recommended dosage of
Methotrexate Injection is 8,000 mg/m? as an intravenous infusion over 4
hours as a single agent or in combination with immunochemotherapy at
doses ranging from 3,000 mg/m> to 8,000 mg/m?> followed by leucovorin
rescue in accordance with high—dose methotrexate regimen guidelines

For intrathecal Methotrexate Injection (preservative—free), the
recommended dose is based on age. The frequency of administration varies
based on whether it is being used for treatment or prophylaxis, and other
factors.

Recommended Dosage for Osteosarcoma

The recommended dosage of Methotrexate Injection is typically 12 g/m?
(maximum: 20 g/dose) as an intravenous infusion over 4 hours administered
as a component of a combination chemotherapy regimen. Administer
leucovorin rescue in accordance with high-dose methotrexate regimen
guidelines. Subsequent doses may need to be adjusted based on observed
peak serum methotrexate concentrations. Dosage and schedule may vary
based upon factors such as patient comorbidities, disease state, and

prior treatments.

Recommended Dosage for Breast Cancer
A recommended dosage of Methotrexate Injection is 40 mg/m? intravenously
as a component of a cyclophosphamide— and fluorouracil-based multi-drug

regimen.

Recommended Dosage for Squamous Cell Carcinoma of Head and Neck
The recommended dosage of Methotrexate Injection ranges from 40 to 60

mg/m’> intravenously once weekly.

Recommended Dosage for Gestational Trophoblastic Neoplasia

For patients with low-risk gestational trophoblastic neoplasia (GTN) a
recommended dosage for Methotrexate Injection is 30 mg/m’ to 200 mg/m’ or
0.4 mg/kg to 1 mg/kg intravenously or intramuscularly

For patients with high-risk GTN, a recommended dosage for Methotrexate
Injection is 300 mg/m? over 12 hours as an intravenous infusion as a

component of a multi—drug regimen.

Recommended Dosage for Rheumatoid Arthritis

The recommended starting dosage of Methotrexate Injection is 7.5 mg once
weekly, administered intramuscularly with escalation to achieve optimal
response. Dosages of more than 20 mg once weekly result in an increased

risk of serious adverse reactions, including myelosuppression.
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When responses are observed, the majority occurred between 3 and 6 weeks
from initiation of treatment; however, responses have occurred up to 12
weeks after treatment initiation.

Administer folic acid or folinic acid to reduce the risk of methotrexate

adverse reactions

Recommended Dosage for Polyarticular Juvenile Idiopathic Arthritis

The recommended starting dosage of Methotrexate Injection is 10 mg/m?
once weekly administered subcutaneously or intramuscularly, with
escalation to achieve optimal response. Dosages over 30 mg/ m® per week
may result in an increased risk of serious adverse reactions, including
myelosuppression. When responses are observed, the majority occurred
between 3 and 6 weeks from initiation of treatment; however, responses
have occurred up to 12 weeks after treatment initiation.

Administer folic acid or folinic acid to reduce the risk of methotrexate

adverse reactions

Recommended Dosage for Psoriasis

The recommended dosage of Methotrexate Injection is 10 mg to 25 mg
intramuscularly or intravenously once weekly until adequate response is
achieved.

Adjust the dose gradually to achieve optimal clinical response; do not
exceed 25 mg per week. Once optimal clinical response has been achieved,
reduce the dosage to the lowest possible dosing regimen.

Administer folic acid or folinic acid to reduce the risk of methotrexate

adverse reactions

Dosage Modifications for Adverse Reactions

Discontinue Methotrexate Injection for

« Anaphylaxis or other severe hypersensitivity reactions
« Lymphoproliferative disease

Withhold, dose reduce or discontinue Methotrexate Injection as
appropriate for:

* Myelosuppression

Withhold or discontinue Methotrexate Injection as appropriate for:
* Serious infections

* Renal toxicity

+ Hepatotoxicity

* Neurotoxicity

« Gastrointestinal toxicity

« Pulmonary toxicity

« Dermatologic reactions
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KEDOWA | Pregnancy
(2021 466 1) Risk Summary

Methotrexate Injection is contraindicated in pregnant women with non-—
neoplastic diseases. Based on published reports and its mechanism of
action, methotrexate can cause embryo—fetal toxicity and fetal death
when administered to a pregnant woman There are no animal data that
meet current standards for nonclinical developmental toxicity studies
Advise pregnant women with neoplastic diseases of the potential risk to
a fetus. The preservative benzyl alcohol can cross the placenta; when
possible, use the preservative—free formulation when Methotrexate
Injection is needed during pregnancy to treat a neoplastic disease. In
the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is
2-4% and 15-20%, respectively

Data

Human Data

Published data from case reports, literature reviews, and observational
studies report that methotrexate exposure during pregnancy is
associated with an increased risk of embryo—fetal toxicity and fetal
death. Methotrexate exposure during the first trimester of pregnancy is
associated with an increased incidence of spontaneous abortions and
multiple adverse developmental outcomes, including skull anomalies
facial dysmorphism, CNS abnormalities, limb abnormalities, and
sometimes cardiac anomalies and intellectual impairment. Adverse
outcomes associated with exposure during second and third trimesters of
pregnancy include intrauterine growth restriction and functional
abnormalities. Because methotrexate is widely distributed and persists
in the body for a prolonged period, there is a potential risk to the
fetus from preconception methotrexate exposure

A prospective multicenter study evaluated preghancy outcomes in women
taking methotrexate less than or equal to 30 mg/week after conception.
The rate of spontaneous abortion/miscarriage in pregnant women exposed
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to methotrexate was 42.5% (95% confidence interval [95% CI] 29.2-58.7),
which was higher than in unexposed patients with autoimmune disease
(22.5%, 95% CI 16.8-29.7) and unexposed patients with non—autoimmune
disease (17.3%, 95% CI 13-22.8). Of the live births, the rate of major
birth defects in pregnant women exposed to methotrexate after
conception was higher than in unexposed patients with autoimmune
disease (adjusted odds ratio (OR) 1.8 [95% CI 0.6-5.7]) and unexposed
patients with non-autoimmune disease (adjusted OR 3.1 [95% CI 1.03-
9.5]) (2.9%). Major birth defects associated with pregnancies exposed
to methotrexate after conception were not always consistent with
methotrexate—associated adverse developmental outcomes.

Lactation

Risk Summary

Limited published literature reports the presence of methotrexate in
human milk in low amounts, with the highest breast milk to plasma
concentration ration reported to be 0.08:1. No information is available
on the effects of methotrexate on a breastfed infant or on milk
production. Because of the potential for serious adverse reactions from
methotrexate in breastfed infants, advise women not to breastfeed
during treatment with Methotrexate Injection and for 1 week after the
final dose.

A=A T V7D
(An Australian
categorisation of

risk of drug use

in pregnancy)

SSHE D (20224E4 A)

<ZE  FEOME>

D : Drugs which have caused, are suspected to have caused or may be
expected to cause, an increased incidence of human fetal
malformations or irreversible damage. These drugs may also have
adverse pharmacological effects. Accompanying texts should be
consulted for further details.
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Pediatric Use
The safety and effectiveness of Methotrexate Injection in pediatric

patients have been established for ALL, meningeal leukemia
prophylaxis and treatment, non—-Hodgkin lymphoma, osteosarcoma and in
pJIA. Clinical studies evaluating the use of methotrexate in
pediatric patients with pJIA demonstrated safety comparable to that
observed in adults with RA. The safety and effectiveness of
Methotrexate Injection have not been established in pediatric

KE DU SCE patients for the treatment of breast cancer, squamous cell carcinoma
(2021 46 A) of the head and neck, gestational trophoblastic neoplasia, rheumatoid
arthritis, and psoriasis. Additional risk information is described
below.
Leukemia/Lymphoma

Serious neurotoxicity, frequently manifested as generalized or focal
seizures, has been reported with unexpectedly increased frequency
among pediatric patients with acute lymphoblastic leukemia who were
treated with intermediate—dose intravenous methotrexate (lg/m?).

4.2 Posology and method of administration

Adults and children

Antineoplastic Chemotherapy

Methotrexate 1is active orally and parenterally. Methotrexate

Injection may be given by the intramuscular, intravenous,
intraarterial or intrathecal routes

Note: Only the 50 mg/2 ml presentation should be used for the
intrathecal route of administration to prevent accidental overdose.
Dosage is related to the patient’s body weight or surface area.
Methotrexate has been used with beneficial effect in a wide variety

HE[E D SPC of neoplastic diseases, alone and in combination with other cytotoxic
agents.
(Methotrexate 25mg/ml &
Injection) Choriocarcinoma and Similar Trophoblastic Diseases
(2022 4 3 J) Methotrexate is administered orally or intramuscularly in doses of

15-30 mg daily for a 5 day course. Such courses may be repeated 3-5
times as required, with rest periods of one or more weeks interposed
between courses until any manifesting toxic symptoms subside.

The effectiveness of therapy can be evaluated by 24 hours
quantitative analysis of urinary chorionic gonadotrophin hormone
(HCG). Combination therapy with other cytotoxic drugs, has also been
reported as useful.

Hydatidiform mole may precede or be followed by choriocarcinoma, and
methotrexate has been used in similar doses for the treatment of
hydatidiform mole and chorioadenoma destruens
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Breast Carcinoma

Prolonged cyclic combination with cyclophosphamide, methotrexate and
fluorouracil has given good results when used as adjuvant treatment
to radical mastectomy in primary breast cancer with positive axillary
lymph nodes. Methotrexate dosage was 40 mg/m’ intravenously on the
first and eighth days.

Leukaemia

Acute granulocytic leukaemia is rare in children but common in adults
and this form of leukaemia responds poorly to chemotherapy
Methotrexate is not generally a drug of choice for induction of
remission of lymphoblastic leukaemia. Oral methotrexate dosage 3.3
mg/m’> daily, and prednisolone 40-60 mg/m> daily for 4-6 weeks has been
used. After a remission is attained, methotrexate in a maintenance
dosage of 20-30 mg/m? orally or by intramuscular injection has been
administered twice weekly. Twice weekly doses appear to be more
effective than daily drug administration. Alternatively, 2.5 mg/kg
has been administered intravenously every 14 days

Meningeal Leukaemia

Some patients with leukaemia are subject to leukaemic invasions of
the central nervous system and the CSF should be examined in all
leukaemia patients

Passage of methotrexate from blood to the cerebrospinal fluid is
minimal and for adequate therapy the drug should be administered
intrathecally. Methotrexate may be given in a prophylactic regimen
in all cases of lymphocytic leukaemia. The dose of intrathecal
Methotrexate is constant regardless of age or body surface area in
patients over the age of 3 years of age, the maximum intrathecal dose
should be 12 mg in such patients. Patients under the age of 3 years
should be treated in accordance with combination chemotherapy
protocols. The administration is at weekly intervals and is usually
repeated until the cell count of cerebrospinal fluid returns to
normal. At this point one additional dose is advised. Large doses
may cause convulsions and untoward side effects may occur as with
any intrathecal injection, and are commonly neurological 1in
character.

Note: Only the 50 mg/2 ml presentation should be used for the
intrathecal route of administration to prevent accidental overdose.
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Lymphomas

In Burkitt’s Tumour, stages 1-2, methotrexate has prolonged
remissions in some cases. Recommended dosage is 10-25 mg per day
orally for 4 to 8 days. In stage 3, methotrexate is commonly given
concomitantly with other antitumour agents. Treatment in all stages
usually consists of several courses of the drug interposed with 7 to
10 day rest periods, and in stage 3 they respond to combined drug
therapy with methotrexate given in doses of 0.625 mg to 2.5 mg/kg
daily. Hodgkin’s disease responds poorly to methotrexate and to most
types of chemotherapy.

Mycosis Fungoides

Therapy with methotrexate appears to produce clinical remissions in
one half of the cases treated. Recommended dosage is usually 2.5 to
10 mg daily by mouth for weeks or months and dosage should be adjusted
according to the patient’s response and haematological monitoring

Methotrexate has also been given intramuscularly in doses of 50 mg
once weekly or 25 mg twice weekly

Psoriasis Chemotherapy

Cases of severe uncontrolled psoriasis, unresponsive to conventional
therapy, have responded to weekly single, oral, intramuscular or
intravenous doses of 10-25 mg per week, and adjusted according to
the patient’s response. An initial test dose one week prior to
initiation of therapy is recommended to detect any idiosyncrasy. A
suggested dose range is 5-10 mg

The prescriber should specify the day of intake on the prescription.
The patient should be fully informed of the risks involved and the
clinician should pay particular attention to the appearance of liver
toxicity by carrying out liver function tests before starting
methotrexate treatment, and repeating these at 2 to 4 month intervals
during therapy. The aim of therapy should be to reduce the dose to
the lowest possible level with the longest possible rest period. The
use of methotrexate may permit the return to conventional topical
therapy which should be encouraged
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