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~2mg/J 3 2. 5~5mg. mA5~mm%15£th 13BN 3~6 ST 5,
Emf@ﬁﬁ&@m ZEEEER (BEME A f5E) (21X, 1 FOESNEZ2KE kg %4729 0.2~0.4mg & L

HEENIC 2~7T B Z J: L EST 2, 28, ﬁiﬁ\ JERIC K 0BT,
'ﬁ%@%,:ﬁ\1&~w%55%&b\%FFV%ﬁ~F&LT\®ﬁ\WAIHIW%%@%E%
T 5, KW@, 7T~12 BRI TH 508, BilEOFEEIC L > TEWERL S &b iz8ai%. BIER
ERT D ETKRIEST S, ok, Fhn, ERICE 0 EEHEKT 5,

<CMF #&:%>Y
EINFE 26 fifigx Te2fF] 61 FlZ OV T TN BERFEBREGE ML, LLTO LB Th D,
WEAT « FRFBOREIH L, @, Y7 uhA7 7 2 REaEA 14 AR 66mg/m*FRO&%E5 L, A kK
Lxh— b RO A a w7 2 UInd g 1 H B LU 8 H BIZENZ4H 40mg/m?, 500mg/m FHk
WS35,
ThE 17— e LTA4 BT LI IRAT T L EDOFNRIT 36. 1% (FRILLE 22 ) TH 5,
GEAT « FRFUBEF BT DRI E R L D)

) ARHFNO CMF BHFEICH L CRB SN AERCHEIIU FO LB Th o,

vImFEAT I REORT7ALARr T T v EORFHIZE N T, %M\l/ﬂ‘r%~l~kbf EE, AR 1 [E
40mg/m? & ERIRINTEST 95, AR ORI X > CRIERAN & b i=5a0E, BET 2 0 SULRIER A H
KT HETHERIET 5, 7ok, Fn, ERICE Y #EEHEKT 5,

TR R R OB E HEX, 7 ekRA77I Fad 1 B2 & LT 65mg/m* % 14 AREARO®&RS,
AMMLFY—1E 1 HEELT40mg/m* 2% 1 HE L 8 HEICHIRNES, K7 vtay 7oL
Z 1 HEE L TH00mg/m %% 1 HA L 8 HAICHIRNE ST 5, Zhad 17— e LTAlEITLIckHk
DR,

V. 1BRRICEEd 5 IEA 13



VI. EHEEICREI HHEB

1. EE2MICEELSLEMX LY
VEVELIZEE . NE DR Y I
SORHAER
T BlOH B LA OMIETARET, BROBETRIEZBRT 52 L,

2. REER

(1) YEFREML - 1ER#F
F AR, IS 7 & OFRIIHIIIL, DU M BRI A RN EEII TP TS, 2D XD
ZRIRHIRIRIEIC BV T, BB AU R A R REBOFTFENHE KL TN D Z ENGEH STV 5,
1947 £ Farber & I33ERE & FFHOME N ANO AMFEOETZAE T2 Z L2 R ML, ZD% O
T, RIS B B OERE A A WD & RIS A D 2 B A iR A s 5 2
ERHLNIRY . NTHRERRKZEZ ORI ITREEEZE 2D X )10 T,
FDAD=ZALNILLTFOLIICEZ LN TND,

MTXD{FFR#F
v DNA
e -~
- / de novo
Thymidine = Thymidylale <= deoxyurudylate
deoxyuruline
foko acid ==+ dihydrofolate N3, N'@ ~methylene tetrahydrololate

dihydrofolate /
reduclase k
/ / folinic ncid

MTX
tetrahydrofolate Citrovorum facor
N* —formyttetrahydrofulic acid

AL ML dY— NI ERE RS KIS E RGN IERR (2T S 5 B8 dihydrofolate
reductase (DHFR) OZ ZfHIE L, F I VABEKRLE T U U ERGRZRLE LT, HlaRsE A 5
B 5

Fo AR YF—MEIA M URY— FERT DBERICE ST IO BERE 7 — VIZER D A E A,
TEMERIEERS (5, 10-methylene tetrahydrofolate 25) & 720 | MR OEEIR AR 2 BB S HERRH
RBPAITHD A N R LFY— bOBEERENTS Y Y,

bk b LFRY— FBEERERY
IEH AR ME O @ VBRI X, REBIICER VA £, BolalEM &2,

VI. HhHHC B9 A IE B 14



(2) EMERMTTHREBRAE
miEZEsR ™
<CMF &>
KFEPUE A OPFUEE 5% SRC 5 (Subrenal capsule assay) CTHgTL7-fER, v/ akRA 77
IR, AMMURT—R, TFa T T 0 3 FIGFHOREBEHEEIGISR T, £ HA O E 5
R Z LAY 68%ETLATDHETHIINS,

(3) {EMSBTM -
LR L

VI, WS B4 A IHH 15



EYERE(CRE T 5IER

1. MREDHR

(1) AR R
LR L

(2) u"ﬁ%ﬁfﬁﬁwéﬂtﬂﬂqﬂdﬁr

ﬁ@&%
Ak bLFY— FEEREY
GEANT—5)

EHSREDS IE 22 EVENES R IE R 98 Il A b b L% — kD 5, 10, 25, 50mg % H[AIFRARMN % 5
L7z, #5%DA N M Ld— hoHREL, #5 1~2 K% E ©— 27 IRc @b L, &5
24 BfEI#E C, W OBHETSH 5.5X10 ol /L LA FIZ72 o7, F7=, RFHIHEIE L7z R Pk
FIL, BG4 4 BRI T 65%, 24 R T 90% 8 D WM E UL ETH - 72,

E) ARFIOA B L — MBERECH L TARINEHELOCHEIZILL TO LB TH D,
AFNIEHNRA, BEEN SUIFANICEST 5, £/, HEIE U CERN SUIIEENICESRT 5,
cAMERME, 1B Mg iR, BB A FEICIE, A P RLRS—RE LT, @, ShIE1.25
NZ&w\¢E25~%gfﬁk&%%g%lﬂg&bf L ARNZ 3~6 [EEH T 5,
Emﬁ@%ﬁﬁﬁu BRI (BERE A IME) 12i%, 1 BOES EA4KE kg 4729 0.2~0.4mg & L

BEIZEN T 2~7El k L EERT 5, 2B, ﬁﬁ“ FERIC XV E T 5,
ﬁ%@% I 17— E5 HEE L, AR MLFY—RE LT, BH., KA1 H 10~30mg Z 354
%%@WiL% T~12 HMTH DM, RiEIOESICE > CRWERN D S b =BA 1. RITERASH
%?5&1%%?5 7ok, AR, ERIC XV EEHERT S,

(7%%)
v . T ) 1 R ]
<ith$# hEEEE
1~2 W[ GHEAT —2)
FEMNE TVI-1. (2) BRIRAER THERR Sh7c i bR ) DIEZ)

(3) thiE
A N F LY — o FEREOMERIERIL 24 FERME T 1X107° /LR, 48 FFREME T 1X10°° %
JVIREE . 72 BERIME T 1X1077 E/LRE TH 5 DO THREREARLL FOBEEOEILAR Y 7 — o Ek
H e R F— MBEREDIERESOUEZITHI Z &

4) BE - tHEOTE
IVII-7. #HEA/ERH] OEEMH

VII. #E@EhreicBlJ 2 IHE 16



2.

EMRERB/NT A —4

(1) fB#TFk
LB L

(2) BIEETL
AR L

(3) HEREEEH'

Fh5-&

150mg/kg

P 5[

1% H

F b5 071k

6 R[] i i

b %%

1 [=]

2 [A]

3 [m]

4 Al

T ER (/hr)

0. 386314

0. 447667

0.315715

0.425119

Bh&

200mg/kg

250mg/kg

$e - [l

1 36 ]

Pk

11[H]

2 [A]

1 [A]

5771k

6 PR fA] A

TH R ER (/hr)

0.349738 |

0. 586042

0.497333

@ HUFF TR
LB L

VII.

W EREICBE T A IEE
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(5) HHEH "

b 150mg/kg

P 5[ 1% H

#5515 6 IRFfH] R R E

e 5-[E 5K 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

55 200mg/kg 250mg/kg

P L[ 1 Jf —

EeALIE 1] | 2w [ i

#5515 6 FREfH AR AR Vde BV RI L 9—
Vde  (mL) 27814 26856. 2 23069. 4 AN VAT
Vdss (mL) 29984. 3 29580. 8 25612. 2 Vdss : EHIRRED /3

(6) £ Dith

EERBMORERI/ NS A2
T-OH-MTX DI RIF “FIME T, 0003 4. 5 FFRI R OF 28 BFH T 2.

1) AFNOAGESNIZMIELTHEILUTOLEY TH D,

(A N b LSH— MEFERE

AFNIERIRN, BEENSUIBANICIESR 2, £, B U CEIRN SU BN S 5,
MR, ABPE Y S IR, SR A RIS, A B R LR Y— R & LT, S 1. 25~2. Bmg,
/N 2. 5~5mg, A 5~10mg 2 1 HEE LT, 1M 3~6 FEFH4 5,

ISP OBEIRIEC K ABEER (B AIMIRE) (21, 1 [mOENEEAE kg %4720 0.2~0.4mg & LT, B
JERNIZ 2~T H Z LI L BT 5, 7eds, Fn, fERIC &0 BT 5,

CHEEMERANCIE, 17— 5 HE L, AR ML= RE LT, @E. R 1 H 10~30mg 2T B,
IRESIRTIES . 7T~12 B CH 528, BRI 5IC L - TRWEHZA S S - 581%, BWERBSHEAT L ET
T2, 7ok, A, RIS L 0 EERET 5,

(OMF 981

VIBBAT 7 I RROTAAR T TV EDOHHIZEBNT, A b hLF— k& LT EE, BA 1 E 40mg/m?
ZEMIRNTEESTT 5, BiRIOEREIZ X > TRWERD S S 85a1E, BT 2 0 SUIBIWERNERT 5 £ TR
T 5, 7ok, . JERIC X 0l ERERT 5,

FEAER 7o G2 K OB AR, v 7 adhR A7 7 I FE 1 HEE LT 6omg/m”* % 14 HRFREBARREO#RE, A N b
L h— 21 HEE L T4omg/m? 255 1 HB £ 8 H BICFHIRMEES., RO\ A ey T3 a1 HEE LT
500mg/m* &% 1 HH &8 H HICHMRN G35, 2z 17— e LTA4ET LIk ikT,

(M-VAC JF81E)

LT T AF R, RX LV UAERRIER O AT T F U LOPFHIZEBWT, A R LFY—HRE LT,
WHE. A 1 [E] 30mg/m® ZHHIRAITERT %, BIEIOBEZ & > TEWER S D b= B41E, BET 2 3X38!
YERZNERT 2 CHRIET 5, 7eds, 4R, JERICE Vil ERET D,

FEAER 704 5B R OB G 51AI, TR 1, 15 LU22 HBIZA b b LS0— b 30mg/m’, {52, 15 XU'22 HA
\ZE T 5 AT R Smg/m?, 18 2 B BIZ R VLB R 30mg (JII) /m2 KON AT 5 T2 T0mg/nt
EEIRPR G5, Thak 17—l LT4I LI iR,

VII.
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BEE (KEal—3y) i
(1) A
KPR L
(2) 185 A —S EHER
DR L

NAFFRASEYTF 4D

(u g+-hr/mL)

& 150mg/kg

P G-l 1L xR

F 5751k 6 R[] A R

BeH a5 1 [A] 2 [A] 3 [a] 4 [H]

AUC 222.651 320. 939 322. 133 205. 946

BE5 & 200mg/kg 250mg/kg

G-l 1 3 [ —

1 5 im | 2m | @

&5 Fik 6 PR ] AL e

AUC 863.521 | 388.902 | 915.178

1) AFNOAGESNIZMIELTHEILUTOLEY TH D,

(A B b LFH— MEFERE

AFNTENRN, BN SOIFFREPNCIEST 2, £720 SIS U CEMRN SUIIBESENICEST 5,
MR, ABPE Y o IR, SRR A R, A B R LS Y— R & LT, S 1. 25~2. Bmg,
/N 2. 5~bBmg, A 5~10mg % 1 &L LC, 1#MIC 3~6 [BEE4 5,

ISP OBEIRIEC K ABEER (B AIMIRE) (21, 1 [HOENEEAKE kg %4720 0.2~0.4mg & LT, B
JERNIZ 2~T H Z LI L BT 5, 7eds, Fkn, fERIC &0 EHERg 5,

CHEEMERANCIX, 17— S5 HE L, AR ML= RE LT, W@E. R 1 H 10~30mg 2T B,
IR TIES . 7T~12 B CH 528, BRI 5L - TRWEHZA S S - 5481% BWERBSHAT S ET
WIET 2, 7Zpds. Ak, ERIC & 0 EEHT 5,

(OMF J581%)

VIBBAT 7 I RROTAAR T TV EDOHHIZEBNT, A b hLd— k& LT EE, BA 1 E 40mg/m?
ZEMIRNTEESTT 5, BiRIOEREIZ X > TRWERZ S SN 3561E, BiE T 2 0 SUIBIWERNEAT 5 £ TR
T2, 7ok, Fin, BRI LV EEEET 5,

FEAER 7o G2 K OB AR, V7 kR A7 7 I FE 1 HEE LT 6omg/m”* % 14 HRFREBARREO#RE, A N b
L h— 21 HEE L T4mg/m? 255 1 HB £ 8 H BICFHIRMEES., RO vA e T3 %1 HEE LT
500mg/m* %5 1 HH &8 H HICHMRN G35, 2z 17— e LTA4ET LIk ikT,

(M-VAC J581E)

LT T AF R, RX LV AERRIER O AT T F U EOFHIZEBWNT, A R LFY—RE LT,
WHE. A 1 [E] 30mg/m® ZHIRAITERTT %, BIEIOBEIZ & > TEWER D b= B41E, BET20X38!
YERZNERT 2 £ CHRIET 5, 7eds, 4R, JERICE Vil ERET D,

FEAER 70 e 5B J OB SRR, TR 1, 15 LUV22 HBIZA b b L&0— b 30mg/m’, &2, 15 LU'22 HAE
\ZE T T AF e Smg/m?, 1R 2 A BIZ R VLB R 30mg (JHH) /m2 KOS A7 5 F o T0mg/t
EIRNIR S5, AR 17— LT4I LIS KT,

VII.
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5.

5%

(1) % — A FSEBE
LB L

(2) t&—RREREPIEBYE
AR L

(3) At~OBAHE
GHEAT—4)

BEED 0. 01%BITT A,

(4) BEA~OBITHE
LB L

VII.

W EREICBE T A IEE
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(5) ZDHDMEH~DIBITHE Y
A B b L Y— MIESCHITRIEEERIZ oMM L, B, B, B, B~0BIT0n£< . 2 b Dl
P CIEE L U CHEEMI, A REE KOS ERIZRET D Z ERHENID LI TWND, £,

NEZERE K ONHY R ORI MG O Z L 0 &< B LV seBh e gkt 2 m LT %,
BHREBE, &EA MLV —1 (100mg/kg) 5 14 HLOMEN A N b L% — MNERE
fifi :1.4~3.3X107TEL
O 0 1.OX10 "L
i :2.5X10 &L
B 1.OX107 5L

(6) mIFEBFHEEE

IENT—4)
ER A :50.4%1.9%
JEERE - 32.3+3.6%

) ARNOAGRSNIZHELOCHERLUTO LB TH D,

(A b R LFY— MEFRE

AFNIFIRAY, BEENSUIAAAPNCERT %, £7-. SEIOS U TERNSUIEEMNICER 45,

< AVEEMIE, 12 Y oo SWEER IR, MR B AT, A B LY — R & LT E, S 1 25~2. 5mg,
/N 2. 5~bmg, XA 5~10mg % 1 HEE LC, 1#MIC 3~6 [BEF3 2,

FULE OB L 28R @A MRE) 123, 1 OS2 AE ke 24729 0.2~0. 4mg & LT, B
NIZ2~7 B Z LI 1 [BRERT 5, 72288, FHim, RIS X EEET 25,

HREMRRIIE, 17— &5 AME L, AR RLFY—RE LT, @E, A1 B 10~30mg 232, 1K
SEHIRIL@EE. 7~12 HREITH DA, BIEIOBREIC L > TRWERR S b= 35aE. BRI WEIT 5 F Tk
W5, 728, A, ERIC LV EEEEEET 5,

(OMF $#835)

VI ARAT 7 I REOTZ AR T TV EOFRICEWT, A B hLSdh— R E LT, lE, A 1A 40mg/m?
EEMRNIES 2, RilEOBEIC X > CRWERAN D b i=5HaE, BET 20 UIRWERSEET 5 £ TRk
T 5, 7ok, Fn, SERIC X0 E R 5,

R 2 G BN O EFET, V7 nkA7 73 Re 1 HEE LT65mg/n’ % 14 HIEERRO&RE, A ML
FHh—hx 1 HEE LT 40mg/m* 2% 1| HH EF 8 HHICEIRNE S, KO 7rdm T vk 1| HEE LT
500mg/m* #5351 HH L5658 H BICEHIRNE S5, Zha 17— e L TAlRIT LI IET,

M-VAC JEIE)

UG AFURRE,. R YA ES UEBER S AT SF o L OFRICEWNT, A R RLFHP—RE LT,
EE. A 1B 30mg/m’ ZFRIRNTERT 2, BiIEIOHREIZ L > CRWERNR S bz aid, Bmd 20 3E|
TERPELT D £ RIS 2, 2ok, A, SERIC L VIl EEET 5,

FEUEN) e SRR O 55 10%, TR 1, 16 xO822 HHIZA b b LF¥— b 30mg/n?, 1A 2, 15 022 H HIZ
v TS AF LR 3mg/mt. TRIE 2 H BIZ K% VL s i 3omg Gl /m2 KON AT 5 F 2 T0mg/nt %
HARNIR 3 5, Zne 17— L T4 I LT T,

VII.
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6. Xt

(1) RBEPEIR R BB 02
FIZA ML FH—MEe MZBWT, O T7T V7T e RAF X —BIZED T-0H-A ~ h ¥
— b (16.5%) 12 &N D, T DM, A B b LY — NMIFFE, FRILERE DML T Polyglutamate
fEIC kY A B R LdY— h-P6 I, JUIBNMEDOE T DIV RF T FZ—RITLY APAITR
s,

R DR

o

N2 GHs I "
7-OH-MTX N)IN\ CHz—NQC—NH—¢—CH2CH2C02H
I X
HzN)\N N~ “OH

. 7-Hydroxymethotrexate COzH

NH, CH,
APA |
o I _N__CH—N COH
: 2, 4-Diamino—N'*-methyl— N | j/
)\ =
H,NT N7 N

pteroic acid

H

NH, (I:H3 P ;
MTX-PG NN CHz—N@é—[NH—¢—CHZCH2CO]n—0H
LS
5N N N

:Methotrexate—polyglutamate COH

(2) KHIEAS5T HEH CPF) OHFE, FE5E
REERR L

(3) PEEBHEDEERVZDEE
ML

VII. #E@EhreicBlJ 2 IHE 22



4) REVMOFEDEERVFEMSLL., FELER™
A BN b L Y— M KEFE (200mg/kg) 5 6 BEfEfgOBE MEFIZIE A N b L3P — hOfH
). T-OH-MTX Je OY APA DMFAET 5 Z & Ml S dviz,
DHFR FHEBEIZ W TIE, 7T-OH-MTX 1359 1%. APAIIHY 10% %~ LT-,

L

7. HEt
HE iR 4L
St =
HEttt 3
<A b RLEHY— MEEERER
(TVI-1. (2) ERARBEBR CHER SN RE 1) HE#RE) OESM)
BEt R E 20
0. 7~8. 4g/m* DI H-EIZFB T pH7 TO. 1~1. 8mL/min/m* TH - 7=,
8. FSIVARAKR—E—IZHAT B1ER
M ER R L
1E) ARBNOERRBINTZHEROCHEIZIUTOEEY ThH D,
(A b b LFP— MEFIEE
AFNTFARA., BN U RPICESR 5, £/, KB U CERN USRS 5,
< AP IIE, B Y L SR IR, R REE DI, A B R L Y— R & LT, R, S 1. 25~2. bmg,
/N 2. 5~5Bmg, A 5~10mg & 1 A& L LC, 1T 3~6 [aFEHT 5,
7R OBEEEEE T kL A BEBTER BEEAIMmR) 1213, 1 BoOES -S4 AE 1kg 24720 0.2~0.4mg & LT, flE
W42~7H“& 1 EERT 2, 7033, A, JERIC L0 BEEHEET 5,
HREMRRIZIE, 17— &5 AME L, AR RLRY—RE LT, #E, %Alalmﬁmgéﬁﬁﬁé R
%@ﬁiL%\%%ZHﬁf%éﬂ ANEIOE 5 L > TRWERMR S & i3 BIWEREKT 5 £ TR
W p, 7k, i, ERICE 0 IETET 5,
(CMF JE1%)
IR AT 7 I REOTZAAa T T EDFFRICEBNT, A b hLdP— k& LT, @, A 1 [E] 40mg/m?
ZEMRINES %, BiEIOBEIZ X > TEWER DD B =581, BT 22 UTEWERANEET 5 £ TR
95, 72k, AR, JERIC LV EEEET 5,
TEYER R G B O G AL, V7 ukA 773 Fa 1 &L LC6omg/m % 14 ARERRAO#%E, A M hL
XY —hx 1| HEE LT 40mg/m* 255 1| HE EH 8 HHICEIRNE S, k7t rn I sk 1 HEE LT
500mg/m* %25 1 A H &5 8 H BICHIRNIE G35, a1 27— LTAHT &Iy iRT,
M-VAC H&/%)
LTI AF UM, RE VYA E S UEBIER O A SSF o e OHFRICEBWT, A R LI —RE LT,
L. B 1 [E] 30mg/m’ ZFHIRNEERT 5, BIRIOEEIZ K-> TEWERR S bbb 5Ea1T. B 20 3El
TERPELT D £ ORI 2, 2ok, A, SERIC L 0 IEEEET 5,
FEAER 704 5B R OB G J51AI, T8I 1, 16 BOV22 HBIZ A b b US3— | 30mg/m?, {R# 2, 15 K OV22 HHEIZ
BT S AF R 3mg/m?, JBE2 B HIC R VL L Rt 3omg (JIl) /m2 O AT S5 F 2 T0mg/m %
RN 5T 5, a1 7—L e L T4 T ITiy iR,
VII. #E@EhreicBlJ 2 IHE 23



9. BENFICKDHBRER
BITETIZE A EBRES R,

IR BT 2
GHEAT—2)
A b b= M XD BMEEARRICHAT LI TIRIZ E A LRBA DR,

i BT >
4T 10. 8% TH o 72,

0. BEOHREHT HBE
LR L

1. 2ot
LR L

VII. #E@EhreicBlJ 2 IHE 24



VIII. &2t (EALDOZESF) ICETHIEE

[

N
\Ii

ERNBEZTNDER
1. &
(M-VAC &%)
M-VAC BEEIIEMZEF T HEFNDHABETHSIND T, REFIT+HAXICTEHEEBRRICHS
WT., BIELREEICTOEGRERZEODEMD L & T, REZNBET L HIBH SN BEFIZDOLNT
DHEREEEERT DL, -, BHAEFOEFARAXESE L CHEISEZFDRERIZ+HE
BETBHZE
<fiEFR >

M=VAC JEVE Tl 2 < OFSTIZR W CEBEIGI, EET_EREWEM & L Titillah T\ D,
HEERMG & LT, ek, i, f/MREGED 2385 51, Dose limiting factor &
o TWD, £, FOMOEELRRIEMN & LT, #Fl, &M, TH., ONREOHELRER, T
FERERESE . BREREREE . MEENRESNTWD, IO O@mMEFTAIE, A LR — BV
TIAFr RRYET Yy VAT TFUORIEMEBEBL TS, L, SRS L 23D
HERAREIND Z Ebitdi L,

BEABEEDER

2. B (ROBEIZEBELEWNI L)

2.1 RFN DSy IZx U BEE 72\ BUE OBEEED & 5 B

2.2 HfbEEOH 2 EE [9.3 M)

2.3 BEEOHDHEE [9.2 5]

2.4 Kk, BAKFEODHZEE MK, BEAKECERRITE L CEESEBEINDGZ L3 H D, ]

< fian >

2.4 AN BFLFH—FIREZAR—= (K, EK, FERE) BITL, A ML — 04
MWREET A Z LI XV ERREWERZHLS ZERBHE2DT, BHOLNIE ZAR—ANEFEET
LEBEICK LTI ESER L L,

3. MEERIIMRICEET ST L EDER

FRIE STV

4 RERUVAEICEEYT HIEEZTDER

FRIE I LTV

VIII.

et (EA EomEs) (BT 5EA 25



5. ERELGEAMIE L X DER

8. EELEXRNIE

8.1 EHEHEREgl, I - BEEEEOREREREEANEZ 2 2 L2035 50T, HENCHEABEAE
(iR, ITHSRE - BRI, IRIRES) 217572 L, BEORELZ 0BT 2 L,
T, HHANEYIRICH2 ERERANRL bbb, BEMEICHBET D22 E08HL0T, #
HixE®EICfTY) 2L, [11.1.2, 11.1.4, 11.1.5 &#]

8.2 MMMz, THILETES: - HILEDOHLERER O LDLNDL I ENHLHLDOT, DK, ML
VSR, R, TR OERR S Db A Ik G2k L, WURAEETY 2L, F
T VBFIZH L ARNRR S LN ST BEBICEE T2 X FEE 5252 &, [11.1.8
2]

8.3 JRYYE, HIME ORBBF UIMEIZ+0EET D2 &, 0. BHEICx LEE, BRERH
Db HEIZE, EbiCEET 2L 2FBEEHEx5 28, [11. 1.3 5]

8. 4 FIERREESIH SN BE~DOET 7 FUERIZL Y . U7 F 2 HROEYL E B8 TR
SELBENRHDHDOT, REGHIET I F U EBER LN &,

8.5 AT HIZHNL T, HRUANAEROFEBEZHER TS 2L, [9. 1.4, 11. 1.4 B]

< it >

8.1 HERFWEHZRRICHSTZDICA b b LY — MEEHO—ERBIIREACA - b L%H

— FOMHPRELE=%—L, EIERIRMEEZBZ T, SfEZ2rRd & EI2IRY F— O
BRE  BERGOIEEEDWENLETH D,
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bot-, BRBRAEMETIL 61 Hf, 56 ] (91.8%) IZRDO BN, FDOERSDITAMERE

(88.5%) . &if. (37.7%) . ALT (GPT) FE%5- (37.7%) . AST (GOT) L5 (36.1%) % Th -1,
[EGRRE DG Y ]

¥, AHEICITARBEFREARBBEE LB H TERVETEHREE ST,

- OMF #&ik:
RILVE RS BRI R Y
FRAE B2 62 61
I F 6 BLE 1 5 49 (79.0%) 56 (91.8%)
RIVEHIFE B 125 164
BIVER OFEHE BIEH O F B BIVEH OFEEE BIVEH O3 B4k
(%) (%)
W AECRE iRl
% B 1 (1.6) H ke 54/61 (88.5)
5 ik & M 23/61 (37.7)
IR 1 (1.6) i/ IR 4/61 ( 6.6)
EE(r JFF ik
M5« Mg 42 (67.7) GPT |5 23/61 (37.7)
BERIR 36 (58.1) GOT _k55- 22/61 (36.1)
0 W % 11 (17.7) LDH 5 8/61 (13.1)
T 5 (8.1) weyrey k& 3/61 (4.9)
] AL-P R5- 3/61 ( 4.9)
i E 22 (35.5) R Mk
B FEHE R 2 (3.2 PR TR i 4/32 (12.5)
Z A R & H 2/44 ( 4.5)
B e % 3 (4.8) Z Dl
BET AT 2 (3.2) R A e %11/61 (18.0)
mygn U v MET 1/61 ( 1.6)
MmigH v v b5 1/61 ( 1.6)
R KE 1/44 ( 2.3)
vavy ) —rr 1/44 ( 2.3)
*  FBUEGIEL (1999 F4E5)
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9. BRRBRERRICRITIHE

12. BRERREBRICRITTHE
FUARNTYU L (AVT 7 A RFH— b RU X N7 ARAAD Z20FH LZSA, 2 KE
RE T3 (dihydrofolate reductase : DHFR) Z WV /= A ~ kLW — NEE OW|E TR
T EEEARETHZ RO THEETDHI L,

<N >

A N R Lt — b ol A YR E ORIEEICIIRE 2 O 5% (FPIA %, EMIT 35, DHFR % Fu7-fi#3
B E) B"eH0, BRIEORIEFEBITME (L. Casei) O L7z dihydrofolate reductase
(DHFR) 23 A b b LFH— MI Ko THEINDIBEIZE SN TND, - T, RU A NTU LR
BHH SN BEORIETIT, MINZNRICE Y &g B, A Lt — MEERNER L, EEORE
UL EOBEE 25, 207, BERIETHET 25581E. A M MrXY— MOEEERIBELZMD
72O R A N AOEEEFIET S0, FU A MY AEAT L5530 GFETHET S
REDEBEEVELT S,

13. BEHRE
13.1 fER

HME Tl B 5 RS ST BRI R R OV L E R E Ch o7, Fio, HEE
TERZRBL L., Emeflz 7= Ko ERINHRE ShTnd,

Fio, BEVEN A~ ER GO T fERIL, SR, B - UEr, R Sk TR RN SR o HX
MHRER TH Y . F-HEENE LFICE D/~ =T 2EZ L, Bz - 8-> -0E
Bl b HE SN TS,
13.2 A&

WEEG Lzl XL, TACHCARBIORETAI CHLAR) F— I vh (rAaR)rh
NV T L) ERETDHE LB, RFIOPEIEZEET S T2 OIKR D ke E RO T T VAL ELT
Il BENERY F— AT AOFEGEBREWVIZE, RYF— I T AOHER
EFT2ZE03b5,

Fio, BEENA~BRERS L-GEE, AU F— g A0S ROT K VI Z,
MEIZ XD IERESOBMY B EIT) Z L,

VIII.

et (EA EomEs) (BT 5EA 39




1. BRLDOIE

14. EHELDEE

14.1 EFFRRBOIE

(A b LI Y—FEBEER

14.1.1 @5 AANZERAZAREAK 20l 22 THEMA L, Inl A S FL¥H— K& L T2 5mg i
725 X HICHRT 5,

(CNF #2;%. M-VAC &%)

14.1.2 @5 . AANZER AZREK 20l 22 THEME LAV D0, &5 WITAEBRIER XX 5% 7
R o pER 20ml Z N 2 38R L TRV 5,

(ZheEHE)

14.1.3 FH8 U 7o SR IFEOTER U, RIS T 52 2 &, ks, ARANIIEHIZ5H L
RODT, L H Tz o TTMIEBYRICERT 5 2 &,

14.2 EFIRSEFOEE

FRNTIESHNC 72> TiE, #AE - R E~OEBZ BT A 72D TRROSIEETDH I &,

- AN IR0 SRS AEICO R, BEE/NRIZITS 2 &, ¥, FRICFE—HA~D K
B\EHII TR &, T2, FAER, KEERER, R, NACEFRcEET D L,
PR EITHEML AR T D KO TER T H I &,

cEHEFEAIA LT E & WA FATY . ROV E AT SGEIE, EHICea k&, 5L
EEZTHERNTHZ L,

<SR >

14. 1.3 AANIFPBEHNE ENTWRNWO T, MEEICHER L OBRHEH IR0 X DRk
MEROBLEDDRHET 2 Z L2207z,

14.2  FHANEFHOBEHAZ L OWANZSW T, EROH TH LADEHEEL L CGEHL
BEFN 40 AEARBE 0 HIEFD 50 AEARETS AR FIMEAE & A NS & OBER R S, Zh
EPRAT 57O EREER LTV D,

12. ZDMOEE
(1) BRERMERICED IER

15.1 ERERERICE D < 153R

15. 1.1 Az RIUEN LI B & 2 WIEAH] & oHUEIEREE A 2 0 LI BE s, B Y )
. SEEmp, EREREAERRE MDS) D “IRFRENFEAE LI L DMEDDH D,

15.1. 2 SRfEbEREMIIHl SN BB Y 7 F o 2 B LI 6 | PURRISO RANAHE ST 5,

(2) FERRARERICE D EH
RE STV
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IX. FFEREREAERICEE Y HTHE

1. EEHER
(1) ZNFREHER

VI BB HTHE ] OESMR

(2) REMEERER

WR - PEBR AR RE T 3%
AL Ry —1b R Y — MERERIAIC L5 BEREYER (1 X)

AN hLFY— R IR TSR I+ LR
100mg/kg+7A Y F—k XA HRFEZRAY, EEh7p L HBELWE L
300mg/kg+ & U F— k R Rl e L FELWELL
L FELC BRI Z AR,
500mg/kg+ 7~ U F— HS% TR 5 e I D TR
mg/kg ) ~ % TR s A O TR TR R

A R b LFY— b 100mg/kg+ 7Y F— b KO 300mg/kg+ 7 U F— M REFEIEICRD b2k,
A B b L Y— FEE S (100 KT 300mg/kg) (2L, ZOREIXITDNICERE CTH -T2, K
F— P REERGIC L > THR T ORI ELIETE 2o 72 500mg/kg+ 748 U F— MEGREICED S
N kZ, A B hrd— MBSO ZN EFRETH -T2,

(3) ZOHOEBHE
LR L

2. HEAER

(1) BEEEEEHER
T%L‘l\i%'lﬁf (LD50\ mg/kg)

1 b " U 77 b
# 146 135~225
JEREN 85~103 6~25
ERARPY 65~170 —
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(2) RERESMHER
7 v SR

i ] BEE ‘ FEL HE & LDsg
5y P2 R (ng/ke/day) M (mg/kg/day) JELH (mg/kg)
~ "':l_:’ 72\‘&
17F§%€%5A AR 0.02~2.5 . 0.5 7~20 -
e
15(?;i§§§§§%£; MEE | 0.063~0.631 | I 0. 159 7~25 | 0.217

A b b Y—rORGHEZES T L, BARTECOHAN L LN,

—IER & UTHE, BB, TRESOHIL, TEBIPEOR T, rIHLREIR « B O& FHEEN RO b
T ARESARIRRA CIISE BN B R ORI O ZE0 S O E, Wi, JB, IR D > REi oD U o x
MRk O IBM, BREFEE MR OB AR OZENE, BT, M, ROBREEM (B) ORBROFELR
FHIRIE PO 235880 BTz, AAFEITIE 0. Img/kg/ A L BT, "B#iSEE MO KO > 7Sl
kD IRAME T2 EDSFEO BT,

Bt (RRNEEHERE, RKZeR)
ANRLFH—RD,0.05,0.1,0.2, 0.4, Img/kg/ HZ 7 > NI 3 » HRRKROHRE L7-EBRTIE,
0.4mg/kg LA EOREIZIFOHLEIRH ML, NEHOETEIE, AR ZENE, Moo~ ETT Y
ILAE . BOREREEMRENRD biL, HEEPETICONTEHARFTRAA LN TND,

() EiEHHEHE
LB L

(4) DARIERER
DR L

(5) ERERLESMHRER
i I Ek R 22
ANPFLEH—T1d0.3, 0.5, 0.7, 2.5, 5. 10, 25, 50mg/kg Z U4z 10 H H o~ &2 1 [alfg)E
NG L7258 Clid, 10mg/kg LLEDOREIZIET B R OB, £72. 25mg/kg LLEDOEGHEETIIKR TG
SER A BZLOBMPZRD 5N TW5H,

2 B 3R
REHETORE~ 7 22 A B ¥ — 1 0. Img/kg & 5 A FIERENE G L EELFEOME & AZFL L T
Fr RE 7R EVEBOERE S0, BIRSREINEA 3580 SV K TR K IE T BT D B e )

ST,

(6) BARIHIEHE
LR L

(1) ZOHOEHEN
BB L

. FERRARRER BT 5 E A 42



X. EEMFEICEYSER

1. REX5
# Al EHHAAY FL¥E— b bmg
B AL SR
F) EE-EMEONSFEFICIVMEHAT L L
HhEksr : B A S L F¥H—Fk
JEIHK

2. AMEAM
AN - 4 4F ORfAE A 2005 (CRER)
(TIV-6. BRI OAFESM: TICHR T DLEM] DESMH)

3. BENRETOITE
fr 15 SRR

4. BRIV LEDEE

20. EkWLEDEE
SMRIBRENR I3 L TRIFT 2 2 &,

5. BERITEM
BEAMERLTA R A
<FTVDOLBY : AV
ZOMOEEFTER - B L

6. R—R5 - EXE
Fl—Rsy : A Y FL%t— ME2. bmg, EHRHAAY FLF&— b 50mg, AV b L F¥— bAREHE
7 200mg, A kL& tB— bAUEERERR 1000mg, VU~ kL w7 207 )L 2mg
Wl %h 3 ANVHT NV KW, B 7 VAFURRE, RXY Ve VHERIE, 7T~
A D Ik

1. EREEERH
1953 4E 12 A (USA)
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8. WERFTADFABRVARES. EMEERHEFAR., RETHIKEAR

9. MEERIFHREM. RZERVAELEEEMFNOEARRVZOAR

0 b BLEIR T 7K S SEA FE I W 7EBR 4R
@nu% ﬂiﬂ A %u@%ﬁ ﬂiﬂ A ﬁiﬂ H
HEHHA Y B
L%+t — N5mg 196842 H 15 H 14300AMY00053 196845 H 1 H 1968424 A 3 H

1996 4£ 6 H 21 H : CMF &L
2004 4E 1 A 30 H : M-VAC &%

10. BEEHR. BIMEBRAREABRUVZOAR
FERWAN
11. BEETYM
REE L7
12. RELARMHIRICEET 1EH
AENL, BAFEELERE 107 5 CEK 1843 A 6 AfF) 12Xk 2 THEIEHRNIC EBENRERIT STV
BHEEHEL | IZIEREY LR,
13. &£fEa—F
JEAE 5l S
i ERERS 2 — K - Lt~ NERALE
. § o , o
W54 %E”ﬂy%ﬁ%%un (Y]=— ) HOT (9#7) &= © AT A a— R
EHAAY P Lx 4222400D1024 4222400D1024 109057402 644210049
¥ — F5mg
14. RIR#EHLDFE
%Y LR
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SRIED B v —F L 23 (11) : 2427-2436, 1987
SCIBIED  EHE D v —F L 24 (9) 1 1995-2006, 1988
VG EHY v —F L 26 (2) : 344-349, 1990
SCHRIED « EFY v —F /L 25 (8) : 1793-1816, 1989

2. ZDHDSEH
AR L

[L70010000810]
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[L70010000795]
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[L70010000798]

XI.

SCHR

47



. 35&H

1.

FHENETOHRTRR

2023 4 6 HBIfE, HfE, KEXROEMETERINTND,

KINCIB T DRREXITNR, HIELOCHEIIUTOLEY THY | SMEOARRI L 13RS, H
WNOEGRNEOFIPH TAF 2T 5 Z &,
[Zhae ST &h R )

(A b bLEFY—FEEERER
TEREROBREML VIR IRDERE
OataIMmmE

OfgY) v/ \ a1

Of-Ji3-ged=iikzs
OfEMARE (WEE. WEREKFK. BKFK
(CMF &%)

Ozls=

(M-VAC #&:£)

OFRER LR =

(R OAE]

(A b bLXY— FEEERER
AFNTERARAN ., BEZEN SUXARANIZER T 5,

Fo. MBS U CTERN UGN ES T 5,

- 2MamE. EBE) oAanR. BHEEENA LR

ARbBPLFHP—hE LT, @, ROBEZ 1 HEE LT, 1EBIZ 3~6 [[IEHT 5,

IR 1.25~2. bmg

/N 2. 5~bmg

AN 5~10mg

H i ORI X 2 fEER (BB AR (2, 1 BIOFESE2KE kg 4729 0.2~0. 4mg
E LT, BEPENIC 2~7 B Z & L EREHT 5, 728, Fln, ERICE 0 EEHEET 5,

- MEMEER

17 —n% 5 HEEL, A MBI —KELT, @, KA1 H 10~30mg Z7EHT 5, IRIEHIH
IToEE . T~12 HRETH 52, BiEORGIZ L > TREWERR S Sbn-5a1E. BWERNHET S
F OIS D, i, Fhn, ERICE D EEERT 5,

(CMF &%)

VIBRAT 7 I REOTALAR T TV EDOHHIZEBNT, A MMLFH—RELT, EBE. K
A 1 [A] 40mg/m* Z EARNIER T 25, AIEIO#EGIZ L > TEWERARH b o zGa81E, HET 50X
IXEWERPERT 2 £ TIRET 5, Z2d, Fn, BRI K 0 #EEHEET 5,

U e Pt BB R O G HEIT, 7R A 77 I Red 1 HEE LT 65mg/m* % 14 H[H58 H &R 1 #
H. ARMLXY—FZE 1 HEELT4omg/m* %25 1 HE &5 8 HEBIZEHIRNE LG, K714 nm
773V 1 HEL L TH00mg/m* &% 1 HE &8 8 HBIZEHIRN&ZST5, 2ha 1 7—n1b LT
4 LT IR,
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(M-VAC #&;:%)

BT IAF UM, R VYA EVVEBER OV AT T O HIZEB T, A N hLF
— k& LT, @, A 1 [E] 30mg/m* 2 RNIES %, AR ORE L > CEWERR® &bz
Bai, WET 20 MUIEWER N ERT 2 £ TRET 5, 72, Fln, JERICE Y EERET 5,
YR 70 e 5B R O 57351, TR 1. 156 OV 22 HHEIZA b F L ¥ — b 30mg/m?, JAIK 2. 15
K22 HRICE VT T AF RN 3mg/m®, 189 2 H BIZ K& VLB UHEREHE 30mg (JIffi) /m?
KOV AT ZF 2 T0mg/m* ZFIRNE G T 5, Zivxd 17— e L T4lI &I KT,

RFEWIRUSFICGE CKE) OBEE (2021 4 6 A GTHR)

E4 K [E]
24 Hospira, Inc
Ar7e44 METHOTREXATE injection, for intravenous, intramuscular, subcutaneous

or intrathecal use

HIFI 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)

Zhie X 13%h & | 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 Gancer
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 (GIN) 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 1is 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

MiER 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 in 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

- Alkalinize urine starting before the first dose and continuing
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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.

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
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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 (GIN) a
recommended dosage for Methotrexate Injection is 30 mg/m’* to 200 mg/m® or
0.4 mg/kg tol mg/kg intravenously or intramuscularly.

For patients with high-risk GTIN, a recommended dosage for Methotrexate
Tnjection 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.

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’
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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 4£6 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
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
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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 (20234E3 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. safety and effectiveness of Methotrexate Injection have

not been established in pediatric patients for the treatment of breast

KIE DA FH . :

cancer, squamous cell carcinoma of the head and neck, gestational

(202146 A) 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 (1g/m%).
Posology and method of administration
Adults and children
Antineoplastic Chemotherapy
Methotrexate is active orally and parenterally. Methotrexate Injection
may be given by the intramuscular, intravenous, intraarterial or
intrathecal routes. Dosage is related to the patient’s body weight or
surface area. Methotrexate has beenused with beneficial effect in a
wide variety of neoplastic diseases, alone and in combination with other
cytotoxic agents.

JE[E D SPC . . - S

Choriocarcinoma and Similar Trophoblastic Diseases

(2022 43 H)

Methotrexate is administered orally or intramuscularly in doses of 15—
30 mg daily for a 5 day course. Such courses maybe repeated 3-5 times
as required, with rest periods of one or more weeks interposed between
courses until anymanifesting toxic symptoms subside.

The effectiveness of therapy can be evaluated by 24 hours quantitative
analysis of urinary chorionic gonadotrophinhormone (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 forthe 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 usedas adjuvant treatment to
radical mastectomy in primary breast cancer with positive axillary lymph
nodes. Methotrexatedosage 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 tochemotherapy

Methotrexate is not generally a drug of choice for induction of
remission of lymphoblastic leukaemia. Oral methotrexatedosage 3.3
mg/m2daily, 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
twiceweekly. Twice weekly doses appear to be more effective than daily
drug administration. Alternatively, 2.5 mg/kg has beenadministered

intravenously every 14 days

Meningeal Leukaemia

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

Passage of methotrexate from blood to the cerebrospinal fluid is minimal
and for adequate therapy the drug should beadministered 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
3years of age, the maximum intrathecal dose should be 12 mg in such
patients. Patients under the age of 3 vyears shouldbe treated in
accordance with combination chemotherapy protocols. The administration
is at weekly intervals and isusually 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 arecommonly

neurological in character.

Lymphomas

In Burkitt’s Tumour, stages 1-2, methotrexate has prolonged remissions
in some cases. Recommended dosage is 10-2bmg per day orally for 4 to 8
days. In stage 3, methotrexate is commonly given concomitantly with
other antitumouragents. 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
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poorly to methotrexate and to most types of chemotherapy.

Use in patients with renal impairment - dose adjustments

Methotrexate is excreted to a significant extent by the kidneys, and
therefore should be used with caution in patients withimpaired renal
function. The health care provider may need to adjust the dose to

preventaccumulation of drug.

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 initialtest dose one week prior to initiation of
therapy is recommended to detect any idiosyncrasy. A suggested dose
range isb—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 theappearance of liver
toxicity by carrying out liver function tests before starting
methotrexate treatment, and repeatingthese at 2 to 4 month intervals
during therapy. The aim of therapy should be to reduce the dose to the
lowest possiblelevel with the longest possible rest period. The use of
methotrexate may permit the return to conventional topical therapywhich

should be encouraged.

Use in the elderly
Methotrexate should be used with extreme caution in elderly patients.

A reduction in dosage should be considered
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