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PIFLFb-F s 200ms
MM FE-b S5 1000mg

METHOTREXATE® INJECTION 200mg-1000mg
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A o RO R 4| B ALEEEN EE-EMEOMGEICLVEHNTS L)

A Y b ¥t— b AR 200mg :
IXATd B A B LS — F200megE A

BnoO% =B Xy N Ld— b A EER1000mg:
INAT A% BRE AR LY — F1000mgE A
- ,t:]g - M4 A RRLFH—R (JAN)

PE4 : Methotrexate (JAN)

flig - W AKERAEA B
AV b UFt— b AEEEER200mg  20084F 3H14H (RFBLAZEEICL D)
A Y b ¥t — b A ER1000mg 20124F 8 150

JEAMG LB AE A B
AV b UF¥t— b AR 200mg 20084 6 H20H (ARIBAEEICL D)
A Y b ¥t — b EHEEER1000mg 20124120 140

WRGEBAAEH B :
AV b t— b AT 200mg 198848 H
AV b UFdt— b AT FHER1000mg 2013452 H 14 H
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1. BERA VI E1—T+—LIEBOBE

P R 3 D FEARI 7 B IEH & LT, ERAERLIRMNGE (LLF, R/RAECE) b
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INDHZEEpotz, BHRO IF 1%, EELEFREIRQOHENE (LU, PMDA) O =K
TEHRMmEBE DO X— (https://www. pmda. go. jp/PmdaSearch/iyakuSearch/) 2 TR I Tw
Do HIRIETIE, 2009 FFE L0 HEHEGO IF OFREZBRFT/HkE LT M a—T 34—
LiEte) ARE L, a0 IF BDIRMCEEZMET 28 IEM AR E U CEYINEL - ML
TW5,

2019 FEDRM CEFLHEEOLE T I A, [1TF FTHZEME 2018) NAEX S, A% TERA
I 3 5 D B TS AR IS ENC BT 2 WA R T4 ) ICEET DI DO -0, T OEHFIZ
WRE LT,
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IF 1% TR SCEEOERAMT L, ERT - SERIE S OERIEFEICE > THEEGICLE
7, EIESOWEEEO O DOER, WITERFOTOOEHR, RAIOZ DO, EIRL O
EfH OO, R BE 7T O DIEREPER SR A B8R o [ 38 5 R
ML LT, BRESTHEHEEERE L, AR D 72 012 5% R 3 5 o B I 5E T IRGE I
il B A3 TVERR M OB BE 24K L TV D 208 B SNLEMT B b,

IF (e 2 T B ACSIE BN E L7z TF Rl BRI HEIL L, — ¥ D BiIoh % bR & 7KGE Ot
FNOERPFERHR SN D, 727200, MIESEOHEEICEDLL O KOFMAEA O35 - 4
Wr - SR REFESL IF OFERHFEL T bR, S0z 5L, REKMEN ORI
IF (X, FIHAEE S - i - BREAT D & &b, BERMTEETIHLO L0 ) Rike
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REBE 2, ERAGICARE L TODIERS IF /ERRFICFEHE LR A IS DWW TR s 3
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%, Fio. BERFLET SN A EoEESEICBET 2 HHEIZBE L TE, IF BEGETEN 5 £ TORH
IE. USRS T A ETNA 2B ST LIS & 5 VI O 5K 5 S iRk —
BRI L) ARG SN EET S & L bIT, IF OFHICH - - Tk, FORMIEL
PMDA D [25 38 i P kAR 1 AR SR DR — U CHER T DML ENH D,
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[. BIZICEHY 5EE

1. FAFRORE

KET AV« AT F Iy Fih BUKET7 7 A4 F—4) LE U —WF5EFTD Seeger HIZE - T
1947 A EINT=T 2/ 77 U M, Farber HIZ XV /NEAMIBICK LA TH D Z &EnRE
S, EO®%FEAOT I 7TV UFHEENERENT, EOHRTANRMLFF— IR0 TN
TWABZERHBLNTAR D | 1958 4E Herz BT L - CTHEME ERIEICR LT HERE EORIENH
LD EDMER SN, FD%, KA TEERRHHETAI CH LA 2R ) v EHAAGDEZA R
Ut —h oA aRY UREEEENHE SN, ZThE TIRHED NTX # 5 TIIR O AL 572
Mo fEFICH LT, mAEDMX 2%595 2 LIk v S REE. 2»oFR U F— N &EE
(2 &0 IEHE M 2 RE T 5 ARIEIL, AT ORISR S L, A, EED CoNEIC S A
NRBO B, 1984 42 A 15 BIZARB SNz, A Y b LF— MEFHK 200mg IX, A b b LFH—
kevAgaR) oREEEICEROSHAERA E LT 1987 4 12 A 15 HIZKRE (), 2008 4F 3
A 14 BIZHGEA N A Y N L3t — b ARERHER 200mg ICEE SNz, &5, —EICKEICERS
THOOEmHBRADOEL L FREL V2T T, AY ¥ t— M RREETER 1000mg (X 2012 4
8 H 15 HIZARE=ITT-,

2. BEEOBEEMEYE

(1) ARMPMLFV— MIEGMBIZENT, EBAKEICHHEREEFR TH D dihydrofolate
reductase (DHFR) OVEMEZ#IH] L, oo RIER: 2 iE S © 2 1EH 2 H T 2 ERGEH A Ch
Do
AU F— MIAEFMIBRNIZHFEL TV HETCHERTHY ., A ML —FOERIZL VA
BLTWLIETHEREZ AT 2IEREZRED, If S TR 2 EF IR T85, 3
hbbBA NN — NOEAZHEETHEHERF > T 5,

(TVI-2. (1) fEFERAL - YERIRERS) DITESH)

(2) AFbPLEFV—1 v aR) oREREICBW T, MEBRE2A6T5RAEOREICHTD
E N OEGIKRER T, MR O 50% L EOfi/N i & U TR L7 AREIE 20% Th o7,
F 7o AN B T h o AR R R IR O S B IR O B I3 5 BN O ERRERER IV T
AT 10%TH Y . AN T o RIE O Y R [EOBFITHT HENO
AR CIX, AOFRIFT1T% TH o7,

(T'V-5. (1) 20Ol OEEM)

(3) EBRAREWERHE L Crayy, 7FH7 4 7% —, BRHINH. BYE. BUERF%. FAAE,
SUEBREE RMESESE, \EIER T vo]F— B, MfRMEE, Mok, hErER g
FbfESE (Toxic Epidermal Necrolysis : TEN). ZJEFEREARSEMERE (Stevens—Johnson JEMERE) .
eSS BEIEMERGZE . ER . BHLRRIE, BME (REMNIEZ B Tr) . & Oftho PRk
X7 N V—EWERE, TS EMEREME (PML) A5G S Tnd,

(Tvii-8. (1) FERZRRIEA & WIHIER) OHESR)

I BEEICBE4 25 HA 1
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1 1 z BH, B

bl y4 b B
RMP i

BIMOY A7 FMeiEBe LT | o

TERL STV DB o

ot HEE T A K A > e

B L o8 @ AN il
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(1) &B&EH
HM LN

(2) RE - FEALOHREE
Y LR
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YLD

I BEEIZBE3 5 A




[I. 2%ICEH95EE

1. B354
(1) #n4&
AV F L ®t— bR EER 200mg
AV b L Ft— b ATREEERR 1000mg

(2) *%
METHOTREXATE INJECTION 200mg
METHOTREXATE INJECTION 1000mg

(3) AFDHEE
— %4 DIGE AT w4 & LT,

2. —f4

(1) Mm% (88X
AN RLFEH—1F (JAN)

(2) #4 (fWfik)
Methotrexate (JAN, INN)

(3) RT L (stem)
HERRFALUA © —trexate

3. BEARITRHERX

53 F 2 1 CyHaoNsO5

4. HFRRUNF=E
/
L5 : 454. 44

COzH

II. 4T 5EHE



5. {4 (fifiE) XITKRE
M{4-[ (2, 4-Diaminopteridin—6-ylmethyl) (methyl) amino]benzoyl}-1-glutamic acid (IUPAC)

6. \EFRA%A. B4, BS.
%5« MTX
1652 - NSC-740 CK[E NCT)

CEES

auj

II. 4T 5EHE 4



[II. A5 (CEI9 5IRE

1. YELEFHEE

(1) 548 - MK
BB DORE R IEDOHIR,

(2) BEEM
YD ACEITICKLK K, TR R=MU L, =X —)b (95) XFTV=F L —FTNIZIFEA
EW T 720, #KEE LT b U o ARSI REET R U LRI T D,

(3) BB
AR L

(4) BhE (RS, Ha. BES
Al 185~204°C (43##3)  [THE MERCK INDEX]

(5) BIEEFERETEE
pKa=4. 84, 5.51V

(6) S ECIREL
HW—7kR  0.0002?

(1) ZDtDEARMEE
WEYEHE © +19.0~24.0 (BiAKipiakif)
WESEEE UV =244, 307nm (THE MERCK INDEX]
UV =257, 302, 370nm (THE MERCK INDEX)

2. ANESOEEERTICEITIREN
KT Ko TRZ T Do [HH/\SIE A ASE R 7]

3. BURS OHERARE., EEE
TR e R A
Hig TA R RLRH—R] 1285,
(1) &5\ AT S B e vk
(2) FRINIL AT S VRIEE

III. BRI 3 5 HE 5



TE A
A AN —R] I2X5D,
Wik7 <~ 777 4 —

III. BRI 3 5 HE



IV. ®HAICET HHEA

1. e

(1) FifRDRH
I REE PR

(2) HENDHERR UK

134 7 LH
B AV b LR PARIHHER | A b LR bR
- 200mg 1000mg
s\l
AT DO T T 2R
PR WAV O KM SR
3) #Aa—FK

HM L

(4) "HE O
pH:8.0~9.0

RIBIEL K 0.9 (EBREHHICKT4 5 k)

(5) it

AN ORGP ORI (EREWRTE) OFLE I

NA T IVHIE @ FE

V. BR84S A




2. BH DM

() _BAES (EHRS) OEERVFHME

. AV N L F¥t— bR AV N L F¥t— PSR
e 200mg 1000mg
R 8mlL 40mL
1347 veh 1 31 T J)LH
HRNRRSy HFE A bMBMLFH—F HE A bMbBMLFH—F
200mg 1000mg
; pH FH & Al
A
R SR

*1mL FUZ A B L FHY— bk 25mg #EHT 5,

(2) BREEORE
AR L

() B
GASROTANA

3. RMBEMROHEBEVERE
%Y LR

4 N
AR L

5. RAT B TEMED H BT Y
AR L

V. ®HZBI+ AIEE




6. HEDEBEEHETICETIREMN
A b U '— b AT 200mg

PRIFSM - IR, Y, AT
- A7
FEENO A REREHAGEE | 0.548 | 14 | L54E | 24F 34
0144 N AN RSN | BESN | BUREIN | HUEEIN | RSN
i (%) 100 96. 1 98.6 99. 1 95. 4 94. 7
9194 N AN RSN | BESIN | BUREIN | HIESIN | SN
i (%) 100 98.9 100. 3 95. 4 95.6 94. 0
9904 I AN RSN | BESN | BUREIN | HUESIN | SN
Jii (%) 100 101. 2 99. 4 96. 0 95.6 94. 8
Bk ARTEABHOKRTH S,
A b L Fdt— b SR 1000mg
R PRATSAF LRATIEHE LRAFHA FRER AL R OHERS
EER | 40°C+1°C/ MAFEHY T ANALT 6 % H W o HlEHE A
T5%RHE5%RH | L/ T F T L, TIL B W TH H K
=Ny VN R W,
REEE : MR, MERRRER Y, pH, =0 F R0 9 BIRAE Y, TNAERY ., TR+, |\E >, 48

a) BRI OV 6 » A IZE

AR RAFSRME RAT ] 4 it
WEEERER | BRI T v | RBELLTI200 1 | A Y b L F | TALEERY
It 7 hr LU EROSRITERSM i | — b S i | I s i CRRAR IR

LIRS | Fox ¥ — L& LT[ 200mg LOV| 177 : HEN
77 200W + h/m* LAk 1000mg
ko HAREEES BRE) 2O HENTRED AL TV (TULREE Ef=/3 1 TL)

1. RAEERVBREOREN
AR
AR LTHWAEAIZIE, AKAIZ2 AR XL 5% 7 R ORI 2T 250~500nL & 725 X 9
WS, VI-11. @ EorE] oEBMm

Vgt O EME -

U ERR L

8. fhEFlEDEELEIL WEILEMHEIL)
[XTM-2. ZOfhoREEE DOESM

IV. HFNZBI+ 51EE 9



9. BHitE
M L

10. R - A%

() FERFIDELGRS - BF. SMENRRGER - AKICET S1FR
M L

(2) B%
AV MUFE— FAREFER 200mg : 1351 7L
A Y b UFt— b AEERERR 1000mg ¢ 134 7L

3) FHEE
DR L

4) BHEOME
IEEER DT T AR

11 BRSNS RS
M TR L

12. Z0ith
HEERR L

V. ®HZBI+ AIEE 10



V. BRICEII SEE

1. EEXIFHE

4. EERIIFER
A bLFY—F - Oq 3R URIEERE
OHWE (FRE. &HNES)
ORMAMRDHEMRERREVEAANDZHICHT HEMRE
OFM) vNEDHRMERADZHEICHT HEME

2. EEXIEHMRBRICEEET 5FE
REEN TV

3. RERUVHAE

(1) AERUVAEDRESR

6. RiERUVHAE
AR RLFHY—Ft - Oqa3R) URIBERE
- AIfE
ARPMLEHP—FE LT, @HE. 1EMIC 1A 100~300mg/kg Z#) 6 B T AR ENRN TS 4
b, TDH, BAaRY L OEEEITOP , AN P LFY— FORGMEIL, 1~4 B LT
Do
7RB. R, ERIC L 0 EERT S,
- SMamiE. Bt U/N\E
fhbv%ﬁ~k&bf\ﬁﬁ‘1LW 18] 30~100mg/kg (H%h7e A N b L% — Nt
WREAZSDIZIE, 1A b hLdH— & LT 30mg/kg DL EDOFRIRMNIERN DL 25 6 K
B CAESHIRNESN %, 20%, oA aR) R 52175% , A b LY — hoks
Mk, 1~4 B E 35,
¥, AP, BRI XV EEEEET 5,
E) B aRy roEGiE, A FRURP— MESKTH, @%, 3 BEZLIVv e aR LT
15mg % 3 WE[4EIC 9 BIFARNES, LI 6 IRl 8 [FIFFIRIN XUIRT NSN3 5, A R FL&¥
— ML D LEPNDEERBIERN S SbNEBAITITa A 2Ry o HELZML, #5550
BT D,
7B, AN, ERIC K 0 EEEERET 5,

(E%ﬁ@%@%)
FIRL THWAEAITIL, AFIE2 AR XX 5% 7 R 7RSI Z T 250~500mL & 72
éiﬁm%%#éo

V. 1BRRICEEd 5 IEA 11



(2) RERUVABOREEE - RHL
LR L

4 FRERUVAEIZEHET HIE
PRE STV

5. BRERAUAE

) BET—2N\vHr—
AL LR

(2) EREFRIEHR
LR L

(3) AERGERRR
LR L

(4) IR
1) BRI
KR L

2) REMHRER
MERe L

(5) B%& - MAEHIHER
AR L

(6) sAFIE
D EARMBE (—RERGEAE. FERAAARE. EARELREE) . WARKRT—
8 R—ZBE. BEFERBFRARONE
BLE AR L

2) RBEFHELELTERFENDARIIEEREL-HAE - ABOBE
B4R

V. 1BRRICEEd 5 IEA 12



() =0
A RRLEY—F - O4 R UBIEEER
HEHHAAY L FE— |k 50mg OEGRHFEICUSST LT Zhax L RMFIEIZ & B AR FER Ak O 2L

LT LY TH A,

RIRE : ISR A A3 2 WAE 35 51 (CHAfE 23 B, ZOfos - FGHALE 12 6]) 2B\ T, il
%@%@m%uh®%$%hﬁkbf%mbkﬁ%$im%(7%)T%éoﬁ_\ﬂmﬁ\
Wt D 3 BNZIX, AFEICL YD, BRROZEMAIRD LTS, ¥

SR - Al %Tmo¢E@ﬁ%&ﬂ®%@Emr1om;¢¢éﬁ%$ﬁ7weuo
m¢\%$%%2m\ﬁﬁéﬁﬁ5M)?%@

Fio, BRFMEZ R LA AME 3 FllCkT 2 H2IL 67% 3 Hild, sea2EM 1 Fl, &~
SEREM 1) THDH, Y

B DR E AN T OO PRI RIZIE OHENE Y LR 6 ISR A AL 17% (6

Firp, EREM1F) THDH, Y

) BAIOA N R LFH—b - vaA 2R CREREICK L TGRS NIEHELROCHZRLTO B0 Th 5,
ARMRLFY—b - aAf 3R] RERIRE
- PIE
ARMRMLFH—RE LT, @, 1A/ 1 [ 100~300mg/kg 2% 6 B TAMBEIRNER 5, 20
%, A aR) COEEEITHIE) , A b MLF— hORSHRIX, 1~4EBET 5,
7eds, AR, ERIC LV EEHERT 5,
cAMERmE, EEY oNE
ABMPLURHY—RE LT, @F., 1EBIC 1A 30~100mg/kg (A7 A b b LU — MNNEHIRIRE S
BDIiE, 1 EA R MrFd— k& LT 30mg/kg LA LOFIRPNIERN S LE) 25K 6 R C Al f RN T
42, 2ok, aAfaR) rOE5EITHP 0 A R XY — FOEERREIZ, 1~48EEET 5,
7eRs. AR, ERIC X 0 EEHERT A,
W) v aR) roEE, A M MLdh— MEERTH, BE, SKMELYV o aRY L LT 16ng & 3 K
9 mIFRARNTEST, LAtk 6 ReffEIC 8 BIFRAIRN U ANTES T2, A b b X — ML EBbnsHE
REWERAR S bbhicGmaicida Sl aR) COREEZ#EML, B5HREZIEET 5,
Teds, Hfn, FERIC R Y EEHET S,

(VSR O FR L)
FR L THWDIEAITE, RAlZ ABRIER XL 5% 7 R U IZNZ T 250~500mL & 725 £ 9 (23
;\@‘éﬂéo

V. 1BRRICEEd 5 IEA 13



VI. EHEEICREI HEB

1. EEPHICEESH S ILEMRITLEMmE
TITTV B, BT AT T L
MASHARIAGE
EE  BEEO S LBV OMREUIREIL, BHOWMNLELLZRT D L,

2. REER

(1) YEFREML - 1ER#F
FHME AR, FEPERESS 72 & DRAIMIRIT, 0 ZIC BRI A RN B I AT i TN D,
ZOX D RFHIIC RS VT, BRBE I AR AR 2R OFENERL TND Z EREA S
TWo,
1947 % Farber H I3[ & RIBEOMEN ANO B OEITZE T2 2 L2 /AH L, ZD% O
T, AR B B ORISR A WD & WASHIIIZ A B D B Al E e A s S
ZEDNHLMNTRY NTHREMKZIEZ OTR I JIRFRIEEZE 25 X ) 1TkhoTz,
ZDAH=ZALNILLTFOLIIZEZ LN TN,

MTXD{EREF
,DNA

Fad
-~

P
Thymidine = Thymidylate = deoxyuridylale

de novo
-

\ deoxyuridine

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

dihydrofolate /

reductase k
MTX 7 / folinic acid

tetrahydrofolate Kelkoousiny facar

N# — formyltetrahydrofolic acid

AR BMURH— M, EREZERSRICLERIEERER 2R T I 5 83E dihydrofolate
reductase (DHFR) D& ZBHIEL, I PABERLOTV AR EZILE LT, Mgz m
H4 5, 0

Flo, mAaRY I A MUY — IMERT AR ICEGE T, HIIOZERE 7 — LVITEY A
. EHTBIEERS (5, 10-methylene tetrahydrofolate 2%8) L7210 . MDA ZEHRH I
HERRAHHETAITH D A B b LY — bo@Mt2®RET 5, Y

VI. HhHH B9 2 IE B 14



AR RLFH—F - 04 R ORIREER

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

(2) FEE 2 RBAHE
LR L

(3) {EMSBM - FHE
LT L

VI, WS B4 A IHH 15



VII. EMBEICEEY 5EE
1. meREOHS

(1) BRLEDGMPIRE

AR L

(2) BRRFBRCHRE SN IFIRE

S5 4 1
A bR LESF— b omof R Y RS
92 W (6 IERLAIEOHA) 0 GMEAT — %)

ARRLEY—F - O4qaRY) UIBEE

(%)

O T - BHehe, BMHBEDERREREERE 2107 FUT~A 2y, B URF U KRR
FMRLFH—Fh oA aRf) UKEFEEEZITLZ, A NN XY— Fo5 8L 100, 150,
200, 250, 300mg/kg & 5 & 350mg/kg T, W iLd 6 Rl LAN O Sl FHEZ T > 70, T DF
DA NN XH— "afhE (180 ) (28T 2 FHMm AR, 6 R IL 1X10  mol/L LA
FAERL, 72 BERIZIZ 1X10 mol/L LA F &R LTZ, F72, A M ML I — bMEGEL MR
FEDORRIZOWTIX, #5546, 24, 48 BRIt DI IR 1T B G- R ITRTE L THIMS 223, 72
EEI % 0 if i B 1 B B B BER e < L 1X 10 Tmol /L A F &R L7z, 1Y

@ /NEROBMEAMFE R OEMSED Vo EEOBREF IR L TA M MLeFY—F « v A 3R UHEE
EERAT L, FER284 GO MIEF A b b LY — RREE & AE 43 5 OBEIR PR 2 HE Lz,
A B b LFY— hOBEREIL 25~100mg/kg T, ZNE 6 BRI CAM#ELI- & &, B
BRE 6 BRI O MG PRI 1. 47~2.54X10 'mol/L TH Y . LIk 24 FRR#% T 1. 24~8. 60X
10 %mol/L. 48 BEILIZIE 1X10 mol/L DL~V ETIK T L7z, £7-. BT IEE L, %55
Ih 6 FEREI #1235 T 25~50mg/kg & 5-/ETIE 8. 15X 10 mol /L, 75~100mg/kg #£TIiL 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 RRRIBICIIVT IS 1X10 mol /L A FICIR F L7z, @

@ /NREMEEEEE 24 FllA N RLFY— b v aRy UREREEELTA N FLERY— |
@ 750~9000mg/m* % 6 R S EE L2 & 2 oMEPEEZHIE 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, 1.95X10 "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 TH -7,
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(3) chiEl
A K LRV — h O EEOGRIERIT 24 BEEE T 1 X107 /LA, 48 BEWE T 1X107 %%
JUIREE 72 BERIME T 1X107T EAERE TH DO THEBEERL FOBEEOEITIe A R ) v otE
Beh oA aRY) KBRS OIEESEDWEZITH Z L,

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

2. BYMEER/NS A —4

(1) BT
DR L

(2) BIEETL
AR L

(3) HEEETLH 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 [a] | 1[a]
Be G515 6 [ AT
TH R E$ (/hr) 0. 349738 0. 586042 0.497333

@) 79TV
LR L
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(5) HEH

TR DRI /N T A —H
T-OH-MTX D JiT “ABVE T, T 4. 5 BRI K OY 28 BRI TH %, 1P

3. B&H (REaL—>av) @

(1) BT
TR L

(2) NS A—2EHERA

b5 150mg/kg
¥ 5-fER =
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[4
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 @ty hTmis—
kA > N DOSARRTE
Vdss : GEFIRED A 45 FE

AR L
4. RN
NAFTRAZEY T4 ¥
(u g-hr/mL)
i ! 150mg/kg
P G-I 1%
G5k 6 Bf i R R
b5 1 A 2 [7] 3 [a] 4 [
AUC 222.651 | 320.939 | 322.133 205. 946
bG8 200mg/kg 250mg/kg
P 5Tl 1 —
5% 1[4 | 2 [fl 1[7]
5Tk 6 HR [ i B
AUC 863.521 | 388.902 | 915. 178
18
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5.

(1) % —REEFTERE
TR L

(2) t&—RREREPIEBYE
AR L

(3) Eir~DBAT
BHRED0.01%B(TT 2, 'Y GMEAT—%)

(4) BER~DBAT
TVI-1. (2) BRIRFER THERR S o hiR Q) DIEZR

(5) Z DD~ DIBITHE
A bR LFP— MIESCHLITEERBRICHM L, FICF, B B, B~oBIT1A£<, Zhboo
figer ClEE & UCIFSEEMIE, IARBFE K OGE ERICRIET 22 RN D LTV D,
F7o, HEEEOHEHFTORERMESCZNL Y &<, B L E#shnyegitz L T\ 5,
BAEEE, &AM MLE—F (100mg/kg) #5 14 HEOMEEN A b b L Hh— REE D
fiti o 1.4~3.3X10 "E/L
ODME : 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) B R U BREE 19 19
FIZA M RLFRH— NIk MZBWT, RO T7T LT & RAFH—EIZLY) T-0H-A b b L
P— b (16.5%) ICfR#t&h b, T, A b b Ly — NI, 7 iEk%Somian T
Polyglutamate LI L D A & b L aF¥— F-PG 2, UIBNMEADOH T2 W NRF L _TFH—F
2LV APA IR SN D,

R DR

NH, (I:H3 ? H
7—-0H-MTX NZ N CH—N &—NH—(:—CHZCHzcozH
: 7-Hydroxymethotrexate /JQ§ | ;;[: COzH
H,N~ N7 N7 SOoH

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

pteroic acid

o H

N2 FHa I !
MTX-PG NN CHZ—NO—c—[nn—{:—cmcmcmn—m
LS
NTONTON

: Methotrexate—polyglutamate COH

(2) RBIEET HEE CP%) OHTHE. F5E
AR L

(3) PEEAMROBEREEVZDEE
GASROTANA

4) REMOFHEOAERVFEML, FEEERD
A N FUdY— FKEHE (200mg/kg) H5 6 KO BE MEFIZITA N b LS H— o
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 %
B g

(2) Bt
WIESEBIIZ A & b L& — b 200mg/kg 25 L7 & 12, 24 Bl £ TORPPEIEERIT 68~100%
Thotz, —F. BRBEEFNZ A b b LFP— |k 200mg/kg %5 L7 & &2, T-0H-MTX DR i
HEM B IR T A B L — FED 2.2~10.8% Th o7, ¥ ¥
kAN E R
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8.

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

bSO RR—2—ICET H1ER

LR L

9. BRFICKDBRER

BITETIEEAEHREESNR,

(1) REREEMT

A R R LFH— MR DAMEBEREITHAIT LG TIRIE & A ERIRENL LR, 2V

— %)

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

(3) EELEETR
LR L

10 REDEREAT HBE

11.

HEERR L

Zoft
LR L

GHEAT

VII.
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VIII. &2t (EALDOZESF) ICETHIEE

1. Z2E5RE L ZDER
1. BE
ARRLFHY—F--O00R) VRBEREISECEREEZHESDT, BREDRUESED
—EHEFEEZEMOEETICEL Z &,
T, BEFICHRICHETETIERRRRUVEBLLFEERELI L ERBRZE ODEMDL &
T. REENEU EHHINBDEHFIZDOOTDHAITIZ &,
<R >

ARNMLFH—h v aR) UBEREETIIZEOA M NLXY— b2 RET L2010, BEOD
—RRE, RS~ DA N F LY — FOPEEOIRIL, v A ARV CREROF A I TR ST LY
B & 7R DRRIRMBR D CREDEMRIEZFEY Z 0D D, o T, AFENFEOEMED L LT, 2o,
T ERRARHI B S TO D COARFERIND L 5, B EREZMRESTS720, i L,

2. EEARLZTNDEH

2. B (ROBEIZIEBELEWNI L)

2.1 BFN ORI 3t L EE /B BUE OREER O & 5 g

2.2 fFEEDH 5B (9.3 5]

23 EDOD HEE [9.2 5]

2.4 ok, MEARZEDDDEBE (MK, BEARSICERMTE L TCEESERIND Z 08D
%o ]

<SR >

2.4 122N
ARRLFH—hF oA aR) UBERETIEIREDA ML —FEGIZLD, ZEDA R
MLt — AR E = A= (k. BEK, HERE) ORIRICEBITL, BERREWERZH Z
EMD . HLNITE A= AR FET D EBE IR L QI GEEz & LT,

3. WMEEXIIHMRICEET HFE L ZNDEH
EIN Ty

e

4 FRERUVA=ZICEEYT HFELEZNDEH
BEINTHZRWN

VITI. 222 (R LoEEs) 1+ 55 22



5. ERELGEAMIE L X DER

8. EELEXRNIE

8.1 ‘BHbnehnml, I - BHEEESOEERBEANSEZ 2 Z 0835250, HENZEKR
& (MR, e - BiRRA, REES) 21752, BEORBEL+H8l5T52
Lo Fio, EANEHRICO- 2 EEWERANELS & bbb, BIEEICHBET 22 EB8HD0
T, BHIIEEIZITO 2L,
et — MR A P F LR — FoMmPEEAZREL, A b LRV — RSB
%24 MDA R M LFY— FOPEFEN 1X10° FE/LPEEE, A8 REDOPEEEAN 1 X 100 F /LR L,
72 BERE OREEMN 1 X107 B/ VRELL EORE, EERBEANKIET 2 ERENRE VO T, 7o
AR COHERE v 3R ) VRBERGOEREONEZITO 2L, [11.1.2,
11.1.4, 11.1.5, 14.3.2, 14.3.3 ]

8.2 HimtERGS ., THLETES - HLEOELERENRSHLDLNDLZENRHLOT, NNE, ¥
LWVES. MR, TR OIERA S S b Ba ik 52 h ik L, @O R0E421T5 2
Lo Flo, BEICKHL, OARDBOLONIEAIIE, BEHICEET LI IFEEZEZ25H 2
L. [11.1.8 &=H”]

8.3 JYME, MM EM OB UIHEICHERT 22 L, o, BEICK LB, BREN
HobniHAICE, BEBIGEE T L ERES 22 s, [11.1.35H]

8.4 RMPMMEMNZMEL &, A M FLEH— FORBEBPIRMEIZILET 2BEFNLNH LD T, IR
DTN VAL ERIRFZ, +53 72K DM ZITV. A B ML ¥ — FOR~OHEHZ RS &
SEE/TLZ L, B, MRAIOBRICHTZ > T, REBMEAT 2K WX, 7etk
IR, =7 U, FTYRRFARAE) OFHEZETSZ L, [14.2.2, 14.2.3 /]

8.5 ShEFHERENINHI SN BE~DET 7 FUBEEIC LY . U2 F o Bk O R A B T
MIELBZNNSHDOT, REBRGHIEV I F o E2BER LN &,

8.6 AHITGITHNL T, HRUANAEROEBEZHER TS 2L, [9. 1.4, 11. 1.4 B]

< figdn >
8.1z DWW :
FERREWEAZ KRR 2D A b L — MESHZO—ERRIITREIIC A B L XH—
FomRELZE=%— L, ENMERBRMEEZBZ T, @iz R &icide S aR) o olEE
5 - R G OLERFEDLENLETH D,
EWNAOHE T, A b b LT — N MR &2 REAICTA, MR EOERRFEIZ SV T
it 7o b OERFT L CTAHD & ENKRONMEDONTOHRE TS, 1ZIEFR CRMD E DR,
WEIZBT DERBIEZ RENCELEHTHADL E, A b L3 — NEGRMA 24 FEf% TR
LFIX107PF /LR, 48 BRI TH L Z 1X10 S/ BERY, T2 E#% THE L% 1X10 7%
JVIBET, ZHHDRRMEZEZ TWH DB TIXEIERAA LN TW 5,
8.2 1D\ T ;
MRS S ) IZERZBEROEIC TEEZRBR] & LT, £z, NELEEE - Hi) 132
OMOBEWEROEICEEH L, EEWMEZ I ->TE 7, LHrLARnS, ERNICBWTARIE D/
HMERERDN D THImMEES,. EETEE - HEOELERE ] OEFIN K 6 LU 28 41
EHINTNWDHZE, FLA MR — R NUEITCHLITY U~TAl TV~ Ly AN T &
IV 2mg] & OBEGVEEFRET UToRE R, RIEICELHE L7,
BB, (V< by 27 2H 7L 2ng) I2BWT, BERICBITAEE., BESEDOHLERED
BIVEAEFIZIW T, REPIciERk & LT NEM ) 235380 SN EFRE R H 5 Z b, 1k
EREFEOMER E LT MR 258 L, A& S FRERICFEEHE L,

VITI. 222 (R LoEEs) 1+ 55 23



8.3 1D\ T :

PUEMIEEAIOIE A EETORICREHE SN TV AIEEFETHS, A FPLFH—Falo
FUEMEE AN 2O R A 2B B 22 SIC/EA L, AR/ IMEO AR &2 LET S, #
D 1= DEGEDOF R M E [ 2 < 2 ENHDHOT, ZOFEEFHEETLHE LT,

B, V<=L y 7 2 7B 2ng] Otk s OBEMEEL L 57,

B lZDONWT

WM NWT, A7 a4 FANC L D SR’ s SN B ICEV 7 F 2R LY 7T A
KOBGRNFREINTZEORENRDH D Z LD, EBREDN IR S B B3 5 — My 7e ik
BELT VULl 27 2mg) OFREHICELETEHEH L,

8.6 IZ DU\ ;

-6, (1) &0HE - BHEESEOH 2 8E ] OHSBH

6. RENDEREHIHBEHICHTIIRE
(1) AHHE - IEEFOHDEE

9.1 AHHE - BIEEFOHLEE
9.1.1 BREREENTDHHEE

HRSEIHR 2 EEIEIBERAH D, [11.1. 28]

9.1.2 BREEZEH LTS ESE
B RFSAEIIHNC L B A B S I BZEN A H D, [11.1.35H]

9.1.3 KEEH
B EgBEERNL LD Z ERb 5,

9.1.4 BREXIICEFRVAILAREY ) TDESE
BRIFR T AN AF v U T OEE RO EEGE (HBsHUFRREYE, 2 OHBeHLIA X ITHBsHLIAR R
M) XIICRIFR A NAX X VT OBFICH LAKIZ 5T 556, HGHRHRLOE S
KT %I L TSR ECITFR YA VA~ —H—DF=X ) U T 5{TH 70 ¥, BHX
IZCRIRF 2 7 A IV ABEE OEIER ORBUCIER T 5 2 &, EERFRAOIFREEOFRILN
WESINTED, SETHRRBDHLNTND,
F ARG T ZITBRFR T A NV APNEMALT 5 Z I X DHFREOHBL L ME IR T
Wb, [8.6, 11.1.45M1]

<fiign >

9.1.1~9.1.3{Z2>\T:

A N b Ut — MIEREIHOME, T A VR 7 Sl 2 R O JEE - S I ER &
ATHZLmb, il LT,

9.1.4122>WT:

EN K OYBEIMZ BN T, REIL MO A b b L% — Al (LY o<=F4] TV o< bl oy s X
7 2mg)) BRI CHRIFR ANV AX v U T OBFICEL L, SETHEZELEERITR
SOFEEORINRE Sz, FICBAFRICBWTIL, AFIFR G THIC BRIFR A VAR
EMEET 2 2 I LD REORIANPHRE SN, TN Enn, BRXX C RIFREY AV
A% ¥ VT OBFICHREGTHEOERICE L, Fk 22 42 A 16 B CEAGEE EEELRHE
ERPREE WA I,

VIII.

et (EA EomEs) (BT 5EA 24




T, BERIFRTANAT Y U T OBE RO B BFFR T A VAR ERGE (HBs HURREME, 2o
HBc HTi& 3% HBs HUIRBGME) O DT A VA FIEMALIZ X D IFRIZEELR LT, A7 —=
VIIRBERET=A YV IRENREETH DN BRI RIGERTA RT7A4 > (5 4 i) 2022 4E 6
H1 (BRI RZIEATA BT A4 AN ZES W) ISR S TnD 2 b, Kilx
532554, &GP RO 58 T %I L CHFESEERESCHR VA VA~ —T—DF =X
Uo7 %84T 728 BRFR Y A )V AR OBEEIEROFBBUTEE T2 Z L a7l LTz,
2B, CHFRTA N AIZONTH, BRIFRUA VA LRIFKICERTHZ L,

(2) BHaEEEERE

9.2 BHREEERE
BLLaWZ &, AROYRRIEIC LV BWERR®RS HobhdBThnd s, [2.3 &
]

<fiRgn >

AR RFLFH— b@igﬁﬁﬁﬁﬁﬁﬁ¢f%b ROHSRE DM T LTV DA ITIZEIE T 2398 <
HOEONDZENH DD, BEMHEEDOT-D %5%%%&0&5¢@W% EDMERED R
HOWREMHERNEETHDLZ Enbitd L,

(3) FigrelzEEs

9.3 MFHRelEERE
ThE LW L, IFEEL2HESELI BTN DH L, [2.2 3]

(4) £JEREEHY 2%

9.4 £WEEeEHIT HE
IR R OB AT BE 2R ARl D R IR 5T A BN H HE1201E, YRR+ 2 84 ZE+
52 &, [9.72H]

<fiEa >

%%E?wﬁiVﬁof TR O KIERIESR . & 2 WITIRIE T DIEFIOBEINA RiAD D X 5
(2720 AETEMIRIC T DG B LR DI T~ &E TH D & O EREFICEE DV TRiH
1/71.0
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(5) 3Ei&

9.5 1%
PRI TR L TV D FIRENED & 5 LeMEIT TR G- L2V 2 E R E LW, (a2 5 o 4
BlE R H Y o, BWIER (VR Ty PROUHFR) TREBEAPRESL T

50

(6) 7Ly

9.6 &=FLIw
BRALBWZ ENLEE LW, AT ~OBITHRHRE SN TV D,

(1 _IMNRZEF

9.7 NRZE
BIEFORBUIFFICER L, EEREICERG T2 &, RHAEKRER, FiER, 3
WX D EEARRRER 1T G LTy, [9.4 B ]

(1 R

<fiRgn >
HA FRIEH OBRWPUEMEREE A B G2 X D EERIZ/NRIZZ S BB LT WEmRH D Z &
MHFRHE Lz, (IVII-6. (4) ALhlteZ2 AT 5H ] DESR)

(8) =tnE

9.8 BEE
BRRERAMEICTOERE L, BEOREZBILE LR bRITEMORIUCKHIIER L, HEIZ
B35 8, BRESEHEENMETL TS Z EnE A MU FH— hodkitEiE
WX VEIWERD & oo,

<fite >
A, FHAEH OBROHFUEMEZE AR 52 L D RIERIT M A IS <R LT WA H 5 2
EbREHE LT,

1. HHEERA

(1) StREZEEEZFDER
REESH TR
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(2) HRFELZEDER

10.2 ftRERE (BRICEET S &)

HKH 4 %

AR - FEE T 1A

B&Fr - fEpRIA T

U FNABEDOIEAT
1A REEHAIER

AN MU FH— ~OREIEH
(G2 S = S 2 |
EhEES) NEMRInDS 2
END D, BEENCERR R
AT O 70 EBIR 40T
W, BENRD SNTZEA
WZiZ, A MM —FD
W, KSR ) 2 AL
1T92 &, 720 A ML
¥ — hOEHAITH DR
UF—hrHLT oA (aA
aRY AN T L) R
545 L,

FEE LT, EAT A Nk
PRIEAIDOF IR IT DT 1
2B T T VoG EE
NS X 2 T o i B D AR e
OF b U DL KRG AT REER
MDD A M b LFHI—Fh
DY BIES D7D LB
2B TND,

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

2L B — LR AR

AT 7 A NFH I —
e U RARTY A

~N=v U
(BT )
A=2a S SVAN

e vuxiv

L7/ K

AN FLFY— FORIEH
CEREsH . AT - B - e
FREE, MEEESE) 23
BMENDZ ENDH D, HE
\ZERIRMR A 21T O 70 EB1EE
AT B
bRTHAITIE, A ML
X — b OREE, RIEEE
OlpiiE 2475 2 &, F
=, A ML FH—FOF
HIcHBARY F— v
VUL (BrAfaRY v
UL BERETLHZ L,

O ERA A MAEE A &S
LTWAHARFLFH—Fh
EHOHICEBERE L, A
ML XH— hOREE L
A&, 2oHEL MBS
w5,

T K] oD FE P 34 B 2 1
DWW IIERT 570 &
EzbHNTW5,

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

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

OFRIC & 0 B B 6 55 o &l
EMZHEMRT D720 &5 2
b T\,

VITI. 222 (R LoEEs) 1+ 55 27




S 5

AR - HEE T 1A

B - fEpRIA T

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

ARMRFLXY—bORITEH
CEREasEl, B - B -
PR, MREES) HHR S

BFII AR TH LM, A b
U — b oM FRED E5
THZENRD D,

SN NBZLBbD, HEICERK
M EITO 72 EBIEE2 01T
TV, BEDPEO TS E
2k, A R FLrxY— Lo
B, RIS D) e AL 21T O
Tk, Fleo AMRLFRY—
NOEFHITH DAY F— |k
AN (aAfary o
N L) BERETHI L,
B, BHBEOA M MLV
— N EEHETIGAICE,. —
Bl 7 a b R o T HEA

O hAEPIETHZ a2 EE
THZ L,
PNVT g=—F M)A | BBREREEZREZ TN | AV T o ~v—F N U AT
%, Bz E @O HEHR S 57
O, FEHRBUE A Z LT
WIRAIDOE 2 ¥R T 2,
SRS CETAHARIE L K OV BRIEDFE | b7 R
BUBEN @ E D &\ 9 HEN
HD,
< fifta >

T h R THERNCONT

Tu bR CTHEAE A R RLEY—FEOHMICBNT, A bR LEY— FOPRIEANEE L

MmMHRENEFTZ 0855 EOERNIEREND D, 20 Znb0oWESLTr h Ry FILE

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

AL L7z,

* o ZRMEFRICINZ T, 2meXUISR, HiEROHE, RO 5 2 oMo F#Rds
BENTVDKET 7 A F—+EDMERT 5 30E

TR IEIZOWN T

KENZEBWT, A b b — b & HBEEE OO I X0 fC LR SE ) OVE BEAE 0O F BLAH FE )
BMEDLEVIWME Y BBV, BEARERLERLERREEN (ERLE 51 5Pk 12 4 3
H 29 HfE) BNesidz, KERMASCEIC L RBEONENTEH I TN D,

AN B LY — b EBNBFRIEOOIC L 0, HGHRRESE, FEED Y R BEED &) b
IE. YUSTHRO A TH D | G LTV,
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8. BIEA
(1) EXLEIMER & DHER

1.1 EX#HEIER

111 23wy, 777245F0— (WITHNOBEEARY) :vavry, 7FHF7407F%Fv— (B
B, FERREE, mEKTE) 25 05bnd I EBHHDT, BEL 01TV, BEPHRD
LN EICIIREEFIE L, @WEYRAEEITO L,

11.1.2 B8E&H (W) - JLinekj) | MEERIEREE (RIBKER & UCREN, MHERR, 1 >
TN UFRRIERENR S Lo 658015 5) |« AMmEKEA ., /e, & i o
Hl, BARBHELNS 5 b 2 E03H 50T, HEENCMEREZIT ) 7t LBEFEOREL
FANTE L. BEPED SN EA IR, RSO LB AT 2L,

11.1.3 BPE FEERH)  MRAREICWES I RME (ma—F AT 4 AfiR%EE2E
t2) o BUMSE, B A b AT T AV REYE, FRREZE O EE R YYE (B R REGYE &
i) BDHOLOLNDLIZENRHDHDOT, BEOREZFSBIE L. BRENFEOONLLAICIE
ez L, BUAAlL PIEAIOR S SO e E 2175 2 &

11.1.4 BUERF#. FARE (OWFRLBEEARE) - BUEATR, FFA%, IR OEE - fRiEl.
FEESEOEERHESE BRI CHHR VAN AZED2LOEEL) BNHLbILD Z &N
HHDOT, WENHTHEEM A 21T 9 e PEREORELZ +DICBE L. BREDPHROONT-5HE
WG E IR D 7 U R ALE AT O 2L

11.1.5 SMEEE, RESIEE. EERI7O/F— (OWTROHEERE) - 2MEBREE, R
BHEE, EIER 7 u T —ROHEEREEENH LDOND Z ENH DO T, MBI BHEEER
EEITHO R EBEORELZHSICBIEL, BEXRDONZEAICTEEZPIEL, @Y
WEZITH Z &,

11.1.6 FEEMRA. FMEMEE. Bk (WA - BEMEMR, MfHEE, KSR
HobI, MEARIIWZHZERNHHDT, BIEEH/3ITITV, FEE ENK, R0 R %
DOMEREIER D B B OB AT, BT X REORE TV, AAI O 5 % ik
5 e EBICEIB R ERNE R ORGEOEYRUELRITY Z &,

11.1.7 hEMREIEFEMEE (Toxic Epidermal Necrolysis : TEN) . B[S #5IEER fE 1% 3%
(Stevens—Johnson fEMZEE) (T AL HHEARP) - hEptERESCHAIE, R kL EIRSE #
HEORERNIBEEND DN DEZENH LD T, BEE oI TV, BB HB, £
FERG, B, DANRERD b EGEIciEEG 2L, @R EE21T 2 &,

11.1.8 HinAmE (5%AKN  RIEMERE GEHERY) - MtEBK, BEIRERREOEE
RIBRDNH OO ZENHDHDOT, BlELHHITITV, LW, THREOIERNH 5
PNTSEAICIIR G 2Pk L, B EZITY 2L,

11.1.9 BEEX BFEERY) MEERHODLNLZENHDLDT, BEDIRIEL /oI BR L, &
WHRROONTHEEICFREGEPIEL, @URAEEZITHY 2 &,
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11.1.10 BHEFRE BEAH)  FHREPHLDOND 2 ENH LD T, BHEDREL 71T
B L, BHEERDEOREDRBO bNIZHAITIE, G2 P Ik 572 CEyeLEZ1T 9
Ze,

1111 BifE (BEREZET) . TOMOPREAEEE. ¥5 0/ \L—ERE (I bH
FEARR) E (BEREZ ST | TOMOPRREES (K8, FE, Kah, FBEE.
BHE) | FTUNLV—ERENRHLDOND ZENHLDOT, BEL DTV, BENRD
LN EIIT b 2k T 57 EWEY A E 21T D Z L,

11,112 ETESRERERE PN GHEARD) AAER G R OB G TRIZEAE ORE
EOICBIET D 2 L, EaEE . FRABRRERETE . BREUER (FRREL, DUBORRED) | AR
EREESEOIERN H OO AR, RIS X 2 g2 M &K OIMERRREZTTH L &b
(2, wGEPIE L, EYRLEZITO Z L&,

<SR >
11. 1.2, 11.1.9, 11.1. 10 IZ2W\ T

AFNE OREERITLT UL I I, MEEREDE, EEZR AMmEkED ., EE i/ MR
WA mEELAIM] OBFE®E, £io. BRI, BPHRE] OBRBRERH V., BAEEEREY
IR KRE M (EIZH 51 5 FRk 1243 A 29 ) B ahi,
11.1. 2 122\

EANICBNT TV~ bbby 7 2078V 2mg) C© TRARRMERN] OFRIVEREF 2 #HE I
7otz THERZREWER] OTIZFLHE LT,
11.1. 3122\ :

ENICBITS Vo~ by AR 781V 2mg) OiR (Zm2—FT AT 4 AMiRELEEZT) O
BWEREGNZ RV T, MR 2 E2 O LTERSRE R H D 2 b, BIRIZREE LT,
11.1. 4 122\

HEA % [EERNIRESE) Liid L s, TBIERFE., AL & BRI EL Z7eH L
77
11. 1.5 122\ :

HEAZ [EELREREE) it L vy, [BEREE, JRMEEE, EER Y 2/ 3F—]
& BARW 72 B4 ARl LT,
11. 1.6 lZDW\TC :

ENICB T2 Vo~ bbby 7 20780 2mg) ORVEMEMZ, FifRHERE, HaK % o gI1EFE S
WZBNWT, MRARZDE LICEFOWMENRH D Z Lnb, BIRRICEE L7,
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11. 1. 7125\ T
HH4 % [HEERLERE] LitfiL ey, [ @ik R EEmiEE (Toxic Epidermal
Necrolysis : TEN) . FZJEREMEARIEMERE (Stevens—Johnson JEMERE) | & BARBY 70 B4 2 5ol L
77
11. 1.8 122>\ :
HEA %7 TEEREBR) s LTnizns, THimERR, BEREGK ) & BIRM R REL 25
#H L7,
11 1. 11 {22\ T -
[2Y b L&t — hE2. bmg) IR CEOTH E OBEAMEZ LV, RHEEHEIT- T2,
11.1. 12 1225\ T
RPN 3R E L T (BMA) O EEBZ2MERY 2 7 5Fi & B & (Pharmacovigilance
RiskAssessment Committee : PRAC) £ V. X b bL %t — A (LA, MIX A oA X
D PML ZBLO Y 7PV ERM LI Z L BERMIER L o — %179 L 5 EiEL =T, ERER L
o —%1To7z, ZOREE, PRAC X MTX HAI & PML O BAME 72 K S BEIAR XA ST S L TR NS,
MTX BHIAS PUL FEBUCH 5T 2 E%E B E T 720 Sl Lz72, 2021 4F 9 A2 MTX FAIDRER
INTRAT SCENT PML OFEEMEL 21T o 72, TS0, JSIATBOE N R 3 5 PR R B e G g
(PMDA) 233U NT MTX BLAI D ENERATSCEIZI T D PUL OVEE ML O LB HET S v, MTX §
A& PML & ORI FEEIGRITHENL SIL TV RN, [ENACTOIEFIERIR N E 2 E 2. FAERED
BB LR, TL1EKRZEWEH] OEICPML 258 L, EEMEZITH 2 &30 &
Hr <7z,
PLTFICENTOF AR PML BBEFI O E 2=,

VITI. 222 (R LoEEs) 1+ 55 31



[ ]

JiE 1
BE s BIVEH
P A7 FHBRFR = . .
g | (BbpE) | BSIR iR OALE
% | Y 12mg (LADT- | #ITHSEEAERIE
0/ | wF DOEEE) | B ITERT BRI MY AT F R (B CCP) HifkBiE, L
CGRITREE) | £ 9 M K=o 1~bmg/ BG5BT,
B E-BAG B MTXELH 12mg/ 3 D¥¢ 5% Badk L=,
HEK 1045 B HEATHEOBITREZ 55 A EITHEOELE 1y AMEL
(ABEH) INAN N
NBERFOMREEAIRET C, IFRMEASGERE, JosfRRE e,
R DR, MO F R OBEE 2 Emh il v,
ABERE MRT TR, MRS, B, M OGRS
ZaieT o B REBC T2WI/FLAIR Eif8IC X 28D
BEEWEDHD,
4 H H AR FEAIRRES AL L, MTXBRIAI R T L R=> o U &g L
(ABzH) kL7,
TENLIMAE R 2 S b, MRIFT AL & OV FE Rl (CSF) BRED
PCR Bt & HEITIE S BLME B RNIE & 72T,
A7aX U RORINNI P AL BIGRERB L, 1R
FERRRE 20 ABIIERIZTEE A L 720 . BBE LT,
FH HAH CSFOPCRIRAE 1IN A RE L 72 o 72,
GEBE5 % H1%) FEAR DAL QWS LB HER 72 L,
EEERIREE
MTX L) . 55 kAl k% ik k1%
WAETR | A9 10%EH ENGIE ENELE #2n Atk ENVTE
BEPRAT | OmeR) | o) | o) | GEER) | GREs» A %)
CSF-JCV-DNA (copies/mL) - — — 2124 886 IR N
CD4/CD8E: CRAFMLH U >/ 3ER) - - - 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
% | ¥
fEG] 2
B L BITER
| mmmm | LR i I
Flb | (BhhE) Be 50 PR R OV
#Z | EEV v~ | 6mg (UL | ETHSEEAERE. 2V 7 3y h R EER
60 ft | (L) b D) B -BRAG B BAEH Y v~ F & BT L. MIXELE] 6mg/d RO L R
9 A4EfH] =Y 3mg/HDOE5ZBKB LT,
; A A4E A7) RV T OBEEERBL, L F=Y
4mg (1@3;73 % 2mg/ HIZIR&E L7,
HOBRGH) B Y &~ FHER DT D723 WIXRLFIZ Ang/i8
#) AR CHEL., 7L F=Y sy % Ing/ BTk LT,
BER THE% B ) v~ FIERDEMDO -, L K=y nr %
Frik L7z,
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B b7 84E%
(ABER)

£ H HAH
(ABE2HH)

FEH HAH
(ABE5HH)

FH HAH
GEPE Sl t%)
(#BE5-F1kR)

Wk 3E %

(FF AR 318 %%)

Mk 438 1%

(TR ABe 4 %2)

Wk 8l

(FFAPBE 81 #2)

il 1658 %

(FREE 24 H1%)

—i@EOBNER ETFB R OB TEE D70
ARt L7,

HEE L RSB, MR RE ISR < BB
REIX EH CThoTe, ATFHROLOTNENRH T,
FEER CT A% v C, K2 b a2 & Dotz
SHER MRT FTBLC. PEECRFR IR 2 7o (5 i
72< . FLAIR WRIZIERF RN IR E % 2 & DTz,
MRFOMEITES TH Y, —@MEMEDRELZ
B L 7=,

DU 2 JFRSEL Ry OV PR AM R i VB IR D FE 81X
72<, iBRE L7z,

GER . T, EMED E U, KB KR O
7o, BABE L,

R DB RERE E N A DAL, MR T, H
MRRRE R ORI 6 IMpE B SRR S iz,
R e OVl T i D R e S B TR P U L C ks
V. R, FEEO E VR OEROT=D, ML
THTTE o7,

BR D R OMIE RS 2 ) 7 b3y 1 AFUR
HEd, 2V 7 hay B R« X475~ ANE
EINhi,

SHYES MRI PR TR O RTEASE K OMAEESRE O A IS
[R R MR ZE S HERR S LTz,

BB ICHE S X, 7 U 3y AMREEL &2
WL 7=,

MIXEFI KOS 7 U Fo~T D201 LT,
TLART YL UBE TS NIk B ALY
BAtGE L7,

BEWEHIZ JC A /LA DNA DFIENHER S i,
MRI AT PCREER L v, #EITHES MRS
PMIEREV & 2l LT,

MRI FTRCWL DD DIREBE K, T 7R n 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,

BEIET D JC A LA DNA 1Rt TH o 7,

MRT FT AL C, BREEMEN RS Sz,

ERIRIREE
REHH MTXEL) | 508t | BETIEA | duksE% | k16
¥ 5B AAT (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 — — [=YES — -
g 7' vz — 2 (mg/dL) — — 143 — —
i A MEREL (cells/ L) — — 23 — 10
#EREE (mg/dL) — — 199 — —
#EK 7 KU BE (ng/dL) — — 22 — —
i JC 7 A /LA DNA

H (!ozeg/mL) - - 479 — 0

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

% | ¥
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(2) ZDtDEI1ERA

11.2 ZO D EIER
50%LA b | 5~50% AT | 5% AT BEFE AR
I BUE N, FB HIKZ, £ I8
IIR7E3 HH ifi B~ e, g
kL. U oo EHilER
J sk ALT, AST @ BJE ., HEWIF. AL-P @ k5,
5 LDH ® |- 5-
5 M BIN, 7 L 7 |fLR., AR
F=r0k
=
THibgs BERAE, |[DAK, T LS - i, AL, A
Was - mEek | R, MR LU A EHR, ABER
B & it JERGEBUE ., FTEE, ARG,
BFEBH . R TR M, &
N TN A b=y
R AR GER ) ok E . (IRR. BOT A, BEERE,
L O B, WRREE, ©FEWV, 8
.
BRNES IF-1% PR BTN
GRS R FE, INEMERE R, AR
N, WiREE
Z DA e ElEse . H T MRk, MK, K
BEAIMAE., mMiE7 VT I U
A BT, B, MEEE
B, VRME, R
) R A S
VIII. Zatt (A EoEES) B+ 2HEH 34




SEHGEMEARRHEERVERREEREE—E
AR RLFERH—F oA aR) UKEREICBO CRIEREHSR E o7 222 #ilth, 212 #)
(95.5%) |\CHRERAM R 2 S RIERSRBO bz, TOERLOIIRHRARIE (717.0%) |
MRS« M@ (71.2%) . ALT (GPT) L& (43.7%) . AST (GOT) L3 (35.6%) % Tdh o7,
(AL TREOER ™ ]
¥, AHEICITARBEFEREARBBEE N B H TERVEERRE L ST,

JEFIMS 720
. NR pmmzomE | ARMUBORE t

[OEER Y 22 26 48

@ HETEDE 106 116 222

@ BIE 3 BLAE 511 %% 97 115 212

@ RIER 26 Btk 425 593 1018
= FELRE f51] 2%

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

BIVER OFExE BIVEH ORBUE (%)

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

Jikd = 45 (42.5) 69 (59.5) 114 (51.4)
GOT L& 27 (25.5) 52 (44.8) 79 (35.6)
GPT k5 34 (32.1) 63 (54.3) 97 (43.7)
vy & 9 (8.5) 9 (17.8) 18 (8.1)

5 ek 9 (8.5) 9 (7.8 18 (8.1)
BUN k5 9 (8.5) 1 (0.9 10 ( 4.5)
7LV TrF=v k5 6 (5.7) 1 (0.9 7 (3.2
K E H 0 8 (6.9) 8 (3.6)

HAL %= 75 (70.8) 113 (97.4) 188 (84.7)
N %k 20 (18.9) 43 (37.1) 63 (28.4)
H R 2% 4 (3.8) 0 4 (1.8)
BRI 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)
= * 1 (0.9 0 1 (0.5)
M 19 (17.9) 2 (1.7) 21 ( 9.5)

WEEBUE SR 30 (28.3) 32 (27.6) 62 (27.9)
T LA X— 1 (0.9) 1 (0.9 2 (0.9
%% Zh 29 (27.4) 35 (30.2) 64 (28.8)
IS i ¥ ek 0 1 (0.9) 1 (0.5)

d 17 (16.0) 33 (28.4) 50 (22.5)
FI5 - FTHE 9 ( 3.5) 16 (13.8) 25 (11.3)
Jit £ 12 (11.3) 19 (16.4) 31 (14.0)

TR R 14 (13.2) 8 (6.9) 22 (19.9)
I 12 (11.3) 1 (0.9 13 ( 5.9
PE # 1 (0.9 1 (0.9 2 (0.9
Bk 1 (0.9 3 (2.6) 4 (1.8)
L O Uik 0 2 (1.7) 2 (0.9
JroRR 0 1 (0.9 1 (0.5)

Z DAth, 0 15 (12.9) 15 ( 6.3)
R 0 2 (1.7) 2 (0.9
IR i 0 4 ( 3.4) 4 (1.8)
Roavey )—4Fr 0 2 (1.7 2 (0.9
AR 0 1 (0.9 1 (0.5)
i [RS 0 1 (0.9 1 (0.5)
I Y 0 4 (3.4) 4 (1.8)
T B % 0 1 (0.9 1 (0.5)
- % K] B 0 1 (0.9) 1 (0.5)
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EAEEE 72D

PIE S

e KRB Z OFLA KGRI LARE O B F 7t

O R 22 26 48

@ FEAE 437 536 973

@ RIVE R ZE BUEBIEL 256 493 749

@ RIVE R B 894 1447 2341
= % ) B

%éﬁ?@?ﬁ%§%4‘ 58. 6% 92. 0% 77. 0%

BIVEH OFESE BIVEA ORBEE (%)

JiiIR73 89 (20.4) 85 (15.9) 174 (17.9)
H I Bk 80 (18.3) 55 (10.3) 135 (13.9)
/ISR ek 68 (15.6) 27 (5.0 95 (9.8)
JIREES YN 38 (8.7) 14 ( 2.6) 52 ( 5.3)
HH i AEE ) 14 (3.2) 5 (0.9 19 ( 2.0)

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

R ik 10 ( 2.3) 11 (2.1) 21 (2.2
BUN |5 8 (1.8) 1 (0.2 9 (0.9
VT F=r bR 6 (1.4) 1 (0.2 7(0.7)
R E H 0 10 ( 1.9) 10 ( 1.0)

H{bas 204 (46.7) 446 (83.2) 650 (66.8)
0N R 24 ( 5.5) 82 (15.3) 106 (10.9)
Hi I8 A5 2% 4 (0.9 0 4 (0.4)
BRI 179 (41.0) 402 (75.0) 581 (59.7)
&4 - M- 138 (31.6) 348 (65.0) 486 (49.9)
T R 28 ( 6.4) 72 (13.4) 100 (10.3)
" % 1 (0.2) 0 1 (0.1)
[T 31 (7.1) 3 (0.5) 34 (3.5)

B TCRE R 57 (13.0) 75 (14.0) 132 (13.5)
T LA F— 1 (0.2) 1 (0.2 2 (0.2
5% B 56 (12.8) 73 (13.6) 129 (13.3)
IR e v ik 0 1 (0.2 1 (o0.1)

4 36 (8.2) 79 (14.7) 115 (11.8)
F95 « KLBE 10 ( 2.3) 29 ( 5.4) 39 ( 4.0)
ik £ 31 (7.1) 52 ( 9.7) 83 ( 8.5)

FERRE R 21 ( 4.8) 10 ( 1.9) 31 (3.2
I 19 ( 4.3) 1 (0.2 20 (1 2.1)
A 1 (0.2) 1 (0.2 2 (0.2
kb 1 (0.2 3 (0.6) 4 (0.4
L O 0 5 (0.9) 5 (0.5)
Fro R 0 1 (0.2 1 (0.1)

Z D 0 16 ( 3.0) 16 ( 1.6)
Mok 0 2 (0.4) 2 (0.2
IR pE 0 5 (0.9) 5 (0.5)
JRomaey ) —rr 0 2 (0.4 2 (0.2
AR 0 1 (0.2 1 (0.1)
i R % 0 1 (0.2 1 (0.1)
B Y 0 5 (0.9 5 (0.5)
TR % 0 2 (0.4) 1 (0.1)
-0 ) 35 0 1 (0.2 1 (0.1)
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9.

BREARERRICRIFIRE

12. BRERREBRICRITTHE
FURXARNTYUL (AT 7 AREY—L e XN Y AREA) Z2HALZGE. 2KkE
TRE T (dihydrofolate reductase : DHFR) Z W7z A b L ¥V — MEEOHIETH
DT EEEERET I ERNHLIOTHERETDLI L,

< i >

ARNBMLEH—1h - va 3R URERFEREICBO T, BEIZIREETETT 5 72 DI i 3R
EUESTDHZENRAIRTHD, A X — hofHEYEEORIEEICITRE. O FE (FPIA
15, EMIT ik, DHFR # FWoFERIER L) Nb L0, BERIEONEFIEIIME (L Casel) 7> HAliH
L 7= dihydrofolate reductase 28 A h b L ¥ ¥ — MZ Lo THEINDREICHESNTND, HE-o
T, MU A RNTUABRPH SN BT ORETIE, IR EY BovTd B A b hrdd— Mg
ENER L, EBEOBREL EOME /D, TOD, BRETHNET H2H81E. A M MLXi—
NOIERERBEZMDT=DIZ N A TV AQEEZFIET 50, MU AN LEHHAT 56
MO FETHET D70 E0EEELE LTS,

13. BEHRE
13.1 fEIK

S E i B BRI S s B E R I IR E K OVELEREE Ch o7, Eo, EEZR
BIWER ZRE L, BuimeiRi % 7= & > T EFIA S ST b,
13.2 &

WERG L L &L, THAORICAFORETAITHLHR Y F— v oA (v 2R v
AN L) ZBERETDHE LI, RAOHRMZRET 2 72K Sk & RO 7 v U1k
IOk, AFERY F— I T LORERBHEWVZEE, R F— MOV T LD
PRBETTHZENH 5,
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1. BRLDOIE

14, EHRLDZEFE

14.1 EFFRRBOIE
AL U 72 R TR T E R U FRIRIIBEE T 5 2 b, b, AFNIBIER 2 5/ Ly
DT, IS T > UTMEBRICEET L2 &,

14.2 #EEARBRT. BEDOEE

14.2.1 AREERNCERMRA (ERA. I - BHERE, RRES) 1I0TFEMT5 2 &,
JF. B, BHESEESE N TR CER UL I ICHET S Z L 2B L, ANRIEEZHET D 2 &,

14.2.2 JRZMRFFHINCZT =~ 7 L pH7. 0 LL RICHERF95 2 &, 500nl O#fiiR& 7=V 17~34mEq O
IREEAKFET R U DA (T%AA 1 20mL1~2 /K 500mL) % A b kL% — NG RTH D
bRrA AR UREBEEGKT Ol T 52 L. RIS 2RAKS O (100~
150mL/m*/BEfE]) 2170, A R L X — FDOR~OHPEMZRT L HIEE L, BIREDT = v
7 AR BRI &) 1T H 2k, [8.4 ]

14.2.3 7%V 7 RoHEEITH>Z L,

TR T I REFIREIROT VI VILERZ G350 T, 7&#% Y7 I K 250~500mg/ H
ZABMRLEFI—FEERAS 0 A 2R Y COKEHRGRT £ TRAOUTEHIRNE ST 5
b, [8.4H]

14.3 #\iEp, BEEROEE

14.3.1 AIfER « M/ MBS ER L7546, BfER - i/l 28 o) 72 00@E 2170, SEEIS
JE U TCTHAEME OB #EBET 52 L,

14.3.2 A & b L th— M5 48 Kt O R I RIER & =% — OBLE ) D HE R B &
725 DT, A %O M P IREOHEITLTFEmT 52 &, [8.1 5]

14.3.3 v A 2RV REEE GBI 72 Rl A § b Ld Y — oM FREN 1 X107 E/LJRE
PLEORAIIE, MAFBRED 1X 107 F/RERIEIC/2 D £ THoRKy O, IROT VH
bk O a A 2R COMERE oA aR) URUERGOEESEONEEZITHY> Z L, [8.1
2]

14.3.4 B UWEOWIEE., FH., FMZEOIERN S L b A @ 2@ z217o 2 & (f
ZIE, 1 B¥&E 100nL oKIZE A 2R Y > 16mg ZMA - E S ESE2%, 2O EHNRS
HERAEPHE SN TND) |

14.3.5 A R bL¥H— ol FRERRIC X 2 EEARFHEME, AT - BiEOF LW
T, BT 2 ONIEES. TH. TMEORIERANS SbNHEICITREDOa A 2R UK
£ e =8 T B BN

14.3.6 A M ML x¥— MEhH% 4 HBICEKRRE (LERE, - BleRi, ReE%) %
FhadHZ &,

<SR >
14. 1 1Z225WT

AANNIBHIEAINEG ENTHRNO T, MIEFIZHER LIS OB EH SR X 5 Zatmiro
BEALOREETDHZ LI Tz,
14.2. 1122\ T

AR EH—1b - va 3R URERIEITEEORREEED Z LD RIEEBMGT D EREIC
KU, T EEfas OB Z I L, EF I ZIUCHET 5 LR S5 BEIZB W TOR,
COFENEMINDS L OFELHE LD TH D,

VIII.

et (EA EomEs) (BT 5EA 38



14.2. 21225\ T .

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

24
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EXhFEEHAER
VI BB HTHE ] OESMR

(2) REMEEHAER
ABMBPLUFY—h v A 3Ry oREEREIC LD —REREER (fX)

AR BFLXxH— MR 1RIR IPEisk o £ LM
100mg/kg+ A 2R Y > | WL | BEEL | BBl FELWE LR L
300mg/kg+ v A ARV > | A | BEE L | KEhe L EZELWEZRL
. E5H#% e MED | FETHERNIHER,
/\]\ = 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
fEix, A b b LFg— FHERES (100 XU 300mg/kg) (2L, € ORREILIED MNICEE TH -
oo A 2RV UBEREHGIC Lo THREOFEREMIETE A 572 500mg/kg+ 1A 2R Y L #%

HRECRD N E, A M FLd Y — FEBREDZN LA TH -7,

(3) ZOMOEERR
DR L

2. HEAER
(1) Epx5EtER

%\‘@%‘@ (LD50\ mg/kg)

Tl

pe | 146 135~225

JERZEN 85~103 6~25

B RN 65~70 —
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(2) RERESMHER
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: ; Bl |, | CHRE LDs
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. (':I_:’ ZEE
1 » A s RN 0.02~2.5 . 0.5 7~20 -
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15 H e 5 o ~ ~
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1%, 0.4mg/kg LA EORECF O HLE IR, NEF TR, MRk, Moo ~E Y
T U kg, BORKREKERENRO b, HGENETICONTERRFIANA LN TS,

(3) EEBMEHBR
AR L

(4) DARIERER
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(5) EERESMHHAER
R
A BN PLFY— MR 10 HHO~ D A2 1 BN G L2 3R TiX, 10mg/kg LL EDOREIZIE
THRIBOHINA I S, 25mg/kg LA O GRETIIRIBE, COEROBMBAEO bR Tn5,
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RELRTOHE~ 7 A A b M LF%H— | 0. Img/kg &2 5 HFMEEARS L, BOUIEOHE LB L T,
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X. EEMFEICEYSER

1. REX5
iy Fl: AV b LdX— bATEHTEK 200mg « A Y kL Fb— kA EREIZ 1000mg
BSE AL R
) EE-EMEONMFEFICIVERATZ &
HhEksr c B A R L F%H—Fk
JHHK

2. BXHEAR
BHRNEART - 2 AE T 3 4E
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3. BENRETOITE
fr 15 SRR

4. BRIV LEDEE

20. WL EDFEE
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A D Il
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8. HERFTADFABRUVARES. EMELNEGFEAB. RFEMAKLEAR
AV kL F%— b EREEER 200mg

9.

BT AR FE KRR e BRIIESE {72 B A
i 1R R £ R £ R
[HIRFE4
AV RLFE—F |1987T412H 15 H 198846 A 3 H 1988 4F 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
BLEAR FE7KGR o AN R B HR5E BR A
HKERE 5
FEHH FEHH FH H
AV PLEE— b 20124F-8 H 15 H | 22400AMX00984 [20124F 12 A 14 H| 20134-2 A 14 H

SRR 1000mg

MEERIFHREMN. RZERVAELEEENFNOEABRVZOAR

BEARSANA

10. BEEHR. BMEERARFABRUVZORNE

11.

PR 19894 12 4 20 0 (F&T)

BEEHM
L

12. BREEMGIRICET H1EH
AHENL, EAFBEERE 107 B CERL 184 3 H 6 AfF) 1ok D TSR LRSI 5T
WAHERE | ITIEEEY L,

13. &£fEa—F
JEAE Sl S
. ERESE S =2 — N . Lt 7 NERLE
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Eﬁju% %E”j:if%;‘;uu (YJ [ ]\) ( ﬁT) %‘57:7 “/X?Afﬁﬂ“— S
A hLF¥E—|
e s 4222400A1036 4222400A1036 109056702 620007515
S TR 200mg
AY FLFE—h
e e 4222400A2024 4222400A2024 122213501 622221301
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XII. BFE&H

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

B RATSCE CRED OB (2021 4F 6 A &G

[E4 KIE
24 Hospira, Inc
W74 METHOTREXATE injection, for intravenous, intramuscular, subcutaneous
or intrathecal use
HIFL R OVE & | 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 lymphoma.

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 Cell 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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(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 pregnancy 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)

SSHR 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 42 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 in
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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