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HRRIZ, 1~4 B &2, Zeds. Fln, JERICE D EEHERT 5,
FE1: AU F— hofEE, @F, A PL3— M MEERT 3B LAY F—FE LTI
6] 15mg & 3 WERARIRE T 9 EIEARINTES . LIt% 6 FRRIRIFG T 8 [EIEFARM U AN+ 5, A
b LERY— M2k B LB EERRBEMNNS bbb BT, HEZHEMNL, #5551
BIERT D, ¥, M, ERIC K EEHEET 5,
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(ARFLFY—F - DA ODTVNRREE)

WHE L. RATIEA R L EH— e LT 1A 100mg/m® (3mg/kg) Z ERIRPNTEST L7-#%. 1~3 B

M#gic7vAverZ bl LT 1 A 600mg/m* (18mg/kg) Z ERPN ST X3S 5 IR 43

bo TDOH%, KU F— hOEHEEITHEY | AREOMIEIX, 1 HBE T2, 7ok, Fin, ER

WX BT S,

H2: ARV F—hoEZ, @, A MNP —MREZ2U4FMBE LV AV S —FE LT1[HE 15mg &
6 RFfEIMEC 2~6 [B] (A k b LY — MG 24, 30, 36, 42, 48, 54 eI H) FAIRASULH A
WERH 2 WDIERARET S, A R FLEH— Mok EBbn 2 BERBERNSD b -Ha
Wik, HEzEdmL, BEHMEZEET 5, 2. Fis, ERICE D EEHEET 5,

(M-VAC £&;%)

VT T AF URREE., R YAV E Y UEBIER N AT T F o LRIV T, A MY

FH—hE LT, @HE, A 1E 30mg/n® 2 FAIRNERN T 5, AilElOFEGIZE > TRITER R &

DO ETT, WET 20 IIEWEHREART 5 £ TRET 5, Z2ds. Fin, JERIC XV @

HIkET 5,

PERER 2 B G e O G- 5 1R1%, 6% 1, 16 K OV22 HHIZA K b LFH— b 30mg/m?, VA 2,

15 e h22 HBICE U7 T AF URilelE 3mg/m’, 1R 2 H BIZ R YV L ey UHERRIE 30mg (/)

i) /m* RO AT ZF v Tomg/m* & FERNE G35, Zhva 17— L E L T4l T EITHED K

7T

(2) RERUVHAEORTREE - B0
M-VAC #1>
H A E N O BRI FRER D5 B e 512K D 7 ~100% 238 2 32406 L TN -, OB R 1T, A,
EERRE, AOHEZEZB L b O, BEEHEIEORIER OBRAZ B E LIZb D% Th -7, ik
BN DOWTIE, TS DK O G F 153 5~64% DEIE THRD ST, G P 1EDZWEHA| &
LTARMRULEY—FNERE T IATFURBETHY . 5 15 HEHLKOEE 22 3 HOMEA O
BN ETH-7-, ZhiE, B1HBEROE 2 HEHOEEIZI VR U2 BHmHE (B ek
D& B W IR SEORIWERNER LT\, DIEEE (D) o-H, REYLeE Y
VIO A IR LG D A Ch o TR R b iz,
P BB D SEHNZ DUV T, B EFNT L 10~62% DOEIS T, #5-HH 0 gE 8178 Fhifi STz,
SEH DR K OVER] S 7= AL, BRI S0RIERICE DA P L — MR RE LT T R
F U D 15 H B ROV 22 H B OG- OEMAETH - 7=,
PLEX D ENIZEWT M-VAC FEDIAT S LD 5E IR, IEFNIE G820 7 ~100%, H
LEBNIE GHI IR D 5~64%., M OG- OIE G T3 G612 AR D 10~62%DEEIGTH D |
S OBE CHRIER D IZEGTE R o EMIT SN EEX LN, L L. EIESEEEE L,
JFIEB D I SNTER S H D 2 & o, WERH D W EIRE ORVEFIZ W TH MM
DT HAEEOWME L HH 2 L. IBIC, KB OBEFIRCTIZ, BWEANRE LS AFIC
B AEE, K, PIEEOEEMEN T TICE#H SN TR Y . BHT DIERICK T 5 sHERERK
DEAETDHZEENL EMEDL & THUNIHEH SNIEREETRO LD H O & X M-VAC
FEOREN OCHEN AR I NT-,
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4. AERUVAZICEET LEIE
PREZ LTV

5. ERERAUAE

) BET—2N\vyr—o
PMER e L

(2) BFREBHR
AR L

(3) BERGRRRER
AR L

(4) HRELRIERER
1) BITEREERER ©
ARNMLFRH—hF - T A0 0T AL EORIRIC T VA T T U VEME 5 21T 572
FRIRFBR O EIILL T O LB TH D,
AR HAFD 62 4E 2 H ~HE TN 63 4£ 6 H

- FEINIEM/ .
55 Jr— HENE

— 2

ST R A Kk Vﬂ?‘z“ K IOOmg/m2
2R kL Eg—h )t a7 0 600mg/m 10/56 17.9

RYF—k 15mg X 2 [H]
=Ry A Vi ek

=i Z)Fa T 600mg/m? 1/53 1.9

CHIEAHE B IR O TR iR R i 25 1)

) AFOA S FLF—b » 7rda v T A RRIEEICK U ORKR SN HELCHERUTO LB Ths,
WL, AT A B FLrFY— R E LT 1A 100mg/m® (3mg/kg) ZEARPIEST L%, 1~3 BRI 7
NFAm YT oLl LT 1IE 600mg/m* (18mg/kg) % SR LS X ATHERIRNIESN T 5, £0%, R U
— hOBEEFTHFY | AFEOMIET. 1 HBE 5, 228, Fin, ERIC LY WEEET 5,

H2: RV F—rOoBEE, @, A MM —MEEHZ 24 FEFB XV AV F— R E LTI IE 15mg 2 6 FEFFRR
T2~6[E (X b bhL¥H— 5% 24, 30, 36, 42, 48, 54 WfHIH) FRIRA SUIFANER H 5 W TR 05
T 5, AMMLXRHF—HMILDEBONAEERANEALNS b ONGAICIE, AREZINL, 5 HMA TR
T 5, 7B, . BRI XV EEERT S,

2) REMHR
UERR L

(5) B - FEHR
AR L

V. 1BRRICEEd 5 IEA 14



(6) ;ABEMEM
1) FEABERE (—RERARERE. FEFEARERE. FARBLERE). REaRTET—4
R—FAE. HERFTERERABROANSE
BEABELZSRIZ. AN MY — 0 F0 07 ARRIEEFRNCA R R LFP— -
TINAB T T UNRRFEIZB T A B R L — OB E BHCOHEER S S DR
UF— "INy AOERER T COREMESELRTTH 2 &2 BN E Lo AEHAAEN
EhE X7z,
LRV SRB] 1,650 FlD 5 H, AR MLFH—h - 7rdn g T UV RZREREE ORE
BN GETERNAEEFSR (LLT. TREM)) OFBIERIL, 54.3% (896/1,650 fiil) T
. 95, FELHEN %L EOFESE, AifmEkiED 20. 7% (341/1, 650 #) . BEKAHR 18. 4%
(304/1, 650 f51]), #ry 10.9% (179/1,650 fil), W&t 9.4% (155/1,650 fil), T 8.7%
(143/1, 650 i) K OMES 6. 7% (111/1,650 #) Th-o7-, EEZLEBIEHOREEFEIL 2. 2%
(37/1,650 f5l) THYH . o5, FHEN 0.5%LL EOFEGIL, AHIMEKED 1.2% (20/1, 650
) THoley, ABPPLUFH—Fh - 704007 R IRPEEEDREEBRNPEETE 20
FELCIE 14 BICER®D B, FERONRRIZ, FEFEME M PR EEGERE & OV A mERED % 4 6, B
A WUME & O KIES: 2 fi], SRR A4, BoUMEFIE, /MEESE, H(LE Hif, 20
FRARA, Mg e QWL BRI 4 1 B (EHEFIH V) ThHolz,
BRI E O IR OREIWERBBLRIL, &0k OFEE DR TENEI 63.6% (14/22 i)
KON 54.2% (882/1,628 f5i) TV | IFHrelES OF N ORWERIERIL, A0 L OIE
BB TENFRN 54. T% (29/53 i) K TN 54.3% (867/1,597 f5]) T. REIVEHFEELRICHHE
REBIIFRO LN o T,
BNMEREAMESRIEF] 730 ISRV T, TETED AL FPRIEE BN G E 5L uE ) 1T 55 < =)
(Complete Response Mz TfPartial Response) 2% 20.8% (152/730 f3) TohH-o7-, 725,
GRS, ARAELOHETA M bLE®Y—b - 70400 I o A RRENER S H
THEEEICKT D THERD DK OWRERHEEEICE S BHRIT 18.6%
(16/86 f5)) TH 7= (EPNE T AR K& ONE PN I RER) .

2) RBEFHELELTERFEODARIIIERL-HAE - ABOBE
MM E R L

(1) =it
AR LFH—FEEER
BINfE - Sy, Fo/ o2k B s O BARKERFEIE I W T, oPuEMEEEAl & o ff
AIZE D AHERED BN T\ D, £, ARENTSZMEOBERE A 57 (2 BE R N B 5303k
PO & O ATIc LY, ARAERRO RTINS ™Y,
HMEMERE  HEBIEOARL LT, BBEOMEBMEBICAAERRD BN TnD S 19

1) ARAFIDO A N B LS — MEFEEICH L CEREINTZHELCHEIZLLTO LB TH B,
AFNTHARP . BN U APNICERT 2, £72. LB U TEIIRN XUTEBNICES 45,
cAPEA S, BIEY LoSPEA TR, BRI AR, A R R LR — R E LT, W, ST 125

~2.5mg, /N 2. 5~bBmg, A 5~10mg & 1 HE L LT, 1@ 3~6 M2, BIMEORIKR
I X ABEEYER (B AME) 12, 1 RIOENEE2KE kg 4720 0.2~0.4mg & LT, HEFENIC
2~THZ LI EERT 2, Zods, Fn, GERICE D EEHEET 5,

BRI, 17— vE S5 HME L, A MLEFP—RE LT, BE, A1 H 10~30mg & 5t
T3, REMRIZET ., 7~12 BRI TH D0, BiEOF 5L > TEWERR S b bhi=5a1k. BIER
DIHKT 5 ETHRIET S, Zeds. e, ERICE Y EEEET 5,
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<CMF #&:£>'"
[E NAE~ 26 Jifigk Treafl 61 i DWW TIT O - EERBRAEOME X, UTDLBY TH D,
AT - BRABOEREICH L, W@F., v Z70kRA77 I F&#H 14 HE 65mg/m? FE OS5 L,
ARRLES—RFERRT LA T T2 UENTENLE L HE KOS 8 HHIZEFNZI 40mg/m?,
500mg/m” FFARN T 595,
INE1 7= ELTABITLITHYIRLAToT- & XDOEFRIT36.1% (ARLLE 2241 TH
%o (AT - BRILBEZICB T DEREOHEEREICL D)

1) ARAID CMF @ E BB L CAR SN HELCHEIILUTO LB TH D,

VIURAT I REORTAAR T T EDHRICENT, AR LFY— R E LT, alE, KA LE
40mg/m* Z FIRINIES 3%, FIEIOE S X > TEWERAR & &b HE L, WET 2 2 XIXEIEA A HE
KT DHETKRIET S, Aok, Fn, FERICE D HEEIHEET 5,

TR R 5 E L OG5 HIEE, v 7ekRA 77 I Fe2 1 BEé LT 6bmg/m* % 14 ARIEARO®&RE,
AMMLFY—1%2 1 HEE L T40mg/m* %5 1 HH &5 8 HHICHIRNE LG, K7 vtuay 7oL
Z1HEE L TH00mg/m %5 1 HE &8 HBICHIRNE S T2, Zhz 17— & L T4 LI
nikd,

<ARRLFY— R F— FUREER

Lk LRI K 5 BRARRBR AR O EIILL T D L B0 Th 5.,

RIRE : IS0 A A3 2 WK 35 51 (B AR 23 B, ZOfoF - WERLE 12 61]) 128\ T, il
B D 50% L LM/ NZHEE L U TR L72ARERIT 20% (7 6)) THh D, Fro, BRE,
WS D 3 I, ARIEIC LY | BBEOZEWEEN/RD LN TND P

SRR : A S T HD AR AR RIRIE O 2 B s 10 Bl 2 H205I% 70% (10 4
SRR 2 ], REEEMLH) THDH,

Fio, BREME R LA B s 3 flcxh 3 272031 67% (B HlH, 5ERTM 1 Hl, F5ea
FRELB) THDH W,

B DNE AN T AR RRCRIRIE OFENE Y VR 6 FlXE T A A NFEIL 17% (6
B, e 1H]) THDH Y,

) RFID A B FLFH— kR U F— MRS L CARINT-HELAOCHBIZILLTO LB TH D,
CPEICIE, A B RLFEP—RE LT, @E. 1M 1 [E 100~300mg/kg %K) 6 R C RN
5, 0%, RN F—rOREEZITHIEY, AR LY — FOREBFEIL. 1~4 BT 5,

B, FEils, ERICL Y EEEET D,

cAMAE, EBEY COoYEICIE, AR MLFY—RE LT, @E. 1ERIC 1A 30~100mg/kg (A%

AR LY — MNNEWIEREZEDI1CE, 1 EA S FLFEg— 1 & LT 30me/ke L EDOFRNTE

FAAMEE) &K 6 B CAMEBIRNER T %, 0%, U F— FOoB5E524TH5%0, 2 N hLFy—

FOBERREIL, 1I~4 B E 35, 2B, Fifs, ERIC X 0 EEREET 5,

FE1: AR F— oG, @E, A MR — MESET 3B LAY F— & LT 1E 15mg & 3 B
BIBEC O [MIF RS, LI 6 BERIFEG T 8 IR ISR INTESR T 5, A b FL¥H— k3L Eb
NAEERBIERNS LRI, AEEZHML, B5HREEET 5, k. F, Bk kv
BT 5,
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CARRLEFEY—F - Z)LAODF5 VIILRKEE
ENFE 24 fitighk TrE2fl 37 Fllz W TITh 2 BRI AE O Z I L TO L B0 TH 5,
BHEEOEZIZH L, A MRS —F 100mg/m* (FF) 5% 1I~3 BRI VA e Ty T o1
600mg/m* (i X0 1 BRERILANGEERE) &5 T DA Va2 — 2 FEEY K LTt E0FR
BhEFRIT, 40.5% (AL L1561 THDH W, ([EENAALFRIEEED R E L HEC L D)
o, TAFa T T IVEEE S L OREEBROMER, AAENBED LTINS Y,
(TV-5. (49 1) AZERGERBR] OEZM)

) AFIDOA B R LFP— b 704 0TI ARREEICK L AR SN HELOCHEIRU O EBY TH 5,
R ORAIZIEA R R LFY— & LT 1A 100mg/m* (3mg/kg) ZERARPNITEST L7-1%. 1~3 Bfi%Ic 7 v 4
7 Z3ve LT 1 H 600mg/m* (18mg/kg) % FRARPNTES UL AMFFAIRNES 5, 20%, YT — hoks
47519 AFEOMRI. 1ER S5, Ak, Fin, BRI X ETERT 5,

W2 AU F— hoEEIT, @E, A ML d— MES% U ERB LV AR Y F— e LT L E 15mg % 6 IR 2~6
| (A N bLdg— MG 24, 30, 36, 42, 48, 54 I H) FRIRNUIFFANESR &2 W TR 0535, A R b

L — MZ &5 L DN EERAENR & bbb Haicid, MEZEML, REHMEERT 5, 2P, Film,
FERIC &V G EHERT .,
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VI. EHEEICREI HHEB

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

2. REER

(1) ¥EASML - FER¥F
FHME AR, FEPERES 72 & DORAIHIRIT, 0 ZI LB R A RN AT i TV D,
ZOX D RFEHIIC RS VT, BRBE ISR AR 2EROFENERAL TND Z EREA S
TWo,
1947 4 Farber & |33ERE & FEOMENANO QM OMEITZAE T2 2 L2 /I L, ZDOH O
T, REOHIRE L i B O ERRAE LA A VD & RIS A B AL D B Al sE A TR E T S 2
ENBHSLNTAY . NTHRERRZIEZOEEZIEREEEZD L0257,
FDAB=ZALNILLTFOLIIZEZ LN TN,

MTXD{EREF
o DNA
Pl

-~ de novo
—

Tl
Thymidine = Thymidylale <= deoxyuridylate
\ deoxyuridine

folic acid == dihydrofolate N3, N'o -methylene tetrahydrofolate

dihydrofolate /
reductase k
7 / folinic acid

MTX
tetrahydrofolate Citrovorum facor
N*® —formyltetrahydrofolic acid

AR BMURH— NI, EREZRES RIS EREERERIZE LIS 583 dihydrofolate
reductase (DHFR) O ZfHIE L, FIVABERLE T U U ERGRZRLE LT, MR A 5
ﬁ?lj‘ﬁ“%f) 15~17) .

Fo AR YF—MEIA M URY— FERT DBERICE ST IO BERE 7 — U IZER D A E A,
TEVERIEERS (5, 10-methylene tetrahydrofolate %) & 72V | HMlAOEE A AL 2 B X W IEER (T

RHAICHD A b b L — FOREERET 2 Y
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<A b b LEY— MEEREY
TEH IS ME O ORI I, REBNAVICI JA L, BeialEm 29

AR RLERH—b Ry F— R
b DO (5 AEMIIEE) TIXREBIRICILY AT KK L TH D2, RED A T b
LR — MEGICE D ZERICIY IAEE, —EREEICA bR LX) — FOREATH S5
UF— 285U, BEBRICAY — b 2RVIAL Z DO TE 2 EFMREZBET 5,

ARBPLFEY—F - 2048095 DILRKERD
TAda T UE, ERNTEEREHY & 72D . DNA OAEFLE X 1T RNA O fERE 4 =
L. PUBESEMSEZREST D, A M FLXH—1F - 704w 07 )V RREIEICTB WL TE, Al
HaIhleA MM X =07 Y AR EFEHICE DML ZMAEA O PRPP
(phosphoribosyl pyrophosphate) N7 /A1 7 Z OB EIEE L., HUlEER R &2 R S
HHEEZLNTWVD,

(2) EXhEENF T SHAERIE
nESME
<CMF #&i%x>
KFEPUE A OS5 % SRC 1 (Subrenal capsule assay) CTHgTL7-/ER, v/ akA 77
SR, ARMPURY—b, 74 a T o 3 FIOFHE OB FEINEISR T, £ B o R
=% EMY 68% £ T LATHETFHEND,

(3) EMSBT - FHEE
LR L

VI. HhHH B9 2 IE B 19



EYERE(CRE T 5IER

1.

mRED#R

(1) AR R
LR L

(2) BRRFBTHRSIN-OTEREE
1) ﬁ@&'ﬁ_—
A b RLFY— MEEERRY?
FNEANT—4)
RBERE S I 2 M R IE R 98 Bl A b h LY — R 5, 10, 25, 50mg % HA[AIEHRPN 5
L7z, #5%DA N MLrdH— homPRER, &5 1~2 K%L E—2 ICha il L, &5
24 BF# T, W o#EETYH 5.5X10 *mol /L LA FIZ > 72, F7=, RIRFICHIE L7 IR PR
L, Pk 4 REETCF 65%., 24 B T 90% H D W ixENLL ETH o7z,

) AAHID A B I\Viﬂf MEFEFEICH L TARINZHELOCHEILTO LB TH D,

AFNIFEIRN ., BEPENSUIHWNICES T2, £72, LEIDE U CEARN SUTIEZ NI &%#éo

s APEE M, BV Y Ve A, B REE A IR, A b h LY — R E LT, @E, ST 125
~2.5mg, /N 2.5~5mg, A 5~10mg Z 1 HE L LT, 1 EIZ 3~6 RIiEHT 5, Emﬁmﬁﬁﬁ
P X ABEEER (BB A M) (21X, 1 BOENBEZRE lkg 24720 0.2~0.4mg & LT, BEFEAIC
2~T HZ LI 1 BRI 5, 72, Flin, GERICE 0 EEHEET 5,
CHEBEMERAICIZ, 17— & 5 HIIE L, A R RLFY— 1 E LT, WHE, ﬁAIHIWQMg%E%
T 5, IREEIRITEH ., 7~12 BRI CTH D03, Bl GIC L > CRTERAR S b=t BIVER
DIHRT HECHRIET 5, 72, Fli, ERICE YV EETERT 5,

2) REHRE

AR RLFY— - RUF— FUBERE

ORT - Bkae, BRSED ER e BREEE 27T KU T~ vy, BV 7 URAFURDA b
Rt — b - R U F— MEEEEZRIT L2, A b bV — Fo& b 100, 150, 200,
250, 300mg/kg & 5\ & 350mg/kg T, W iLd 6 ReRILIN D Sl EEZ T 70, ZORFD A |
Ut — b8 (180 [B]) (230 2 FH MR X, 6 KF#ZIL 1X 10 mol/L LA & 7R
L. 72 BFRIZIC 1X10 mol /LA F &R LTz, £/, A b X4 — MEHE & REDORMR
ZOWTIE, H54% 6, 24, 48 FrfElfR O M TR R G BIIKEFE L THEMT 525, 72 KHEE O
I AP R T B BR e < . 1X10 Tmol /L LA F &R L= 2

Q/NROBMEAIMFE R CESY U REEOBREIZH L TA N hrd¥— b - KU — MEREE
ZREAT L. IER 284 Bl MIEHF A N b LF¥Y— MNREEE L IE~ 43 FlORIKPIRELZHE LTz, A
N R L — N0 G 8T 26~100mg/kg T, T4 % 6 KEMT CTREERE Lz & &, B
6 FEFITE O MFHIREL 1.47~2.54X10 "mol/L TH V| LAk 24 K% T 1.24~8.60X 10~
‘mol/L, 48 BEMILIFLIL 1X10 mol/L DL~V E I T L7z, F7=. BERPIRE L. 854 6
RERI 7% 12 38UV T 256~50mg/kg ¢ 5-HE Tl 8. 15X 10 mol/L, 75~100mg/kg BT 2. 73X 10 %mol/L
s L, 24 BERIRRIZZNZ0, 4.59X10 mol/L, 5.47X10 mol/L TH 7=, LIEEE L. 72
RERIZIZIZ V0T d 1X10 mol /L BLFICIE F L= 2 |

Q/NRIEMIEIEEE 24 B2 A b P LFH— bk U F— MREEEL LTA b b LdH— ko> 750
~9000mg/m* Z 6 IRffH] i i L7z & & O M RE A HE LTz, #4558 750~1500mg/m” B (AL

VII.
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~ 98 [A]) O EBALG 24, 48, T2 BEfEIE D A b b LY — MIIEFREX, T2 14710~
®mol/L, 1.92x10 "mol/L. 1.26x10 'mol/L, #t5-# 2250~3000mg/m’ #f (ZE~ 68 [A]) TlXZHZ
U 1.37x10 mol/L, 1.95%10 "mol/L. 1.08%x10 'mol/L. #&5-& 9000mg/m>Ff (FE~ 13 [@]) TiE
FNFR 1.52x10 °mol/L. 1.54x10 mol/L. 0.97x10 'mol/L T 7= > ,

) ARFIDO A N LY — b B — MREEEIEICK U TR ENTEAELOCHEFIUL T EBY TH 5,
BRI, AR RUFY—RE LT, @, 1M1 100~300mg/kg %9 6 RER C A AR5
T 5, TDOH, RV F—bOEGEITHIEY ) A b LEFY— FOBRSHEIREIL, 1~48M &5, 2B,
FEfn, ERIC L 0 EEHERT S,
atEfafp, EEY COoNEICE, A R PR — R E LT, @, 1EMBIC 1 E 30~100mg/kg (A %h7e
A bR LY — MMERERIREZES DI, 1HA R FUEP— k& LT 30mg/kg LA EOFRIRN TS A3
WBE) A 6 R CRIMEIRNIERN T 5, 20%, RV T — r0&EEETHY 0 AR bLdH—1o
BehMmE, 1~4#fE 35, i, Fm, ERIC X 0 EEEET 5,
&1:m9f~b@&5m\ﬁﬁ\x%&v#ﬁw%&5%73ﬁ%a;Dme~$&Lfl@wmégﬁﬁﬁ

P& C 9 EIFFIRIIIEST, LI% 6 BRIRIRE © 8 BIFARN UM BEPMNIES 3%, A P bL¥d— Mok s EEbh?
FERBERN S SN HAITIT, HREZENL, BEHEEEET S, 7B, Fif, r% AQURT =z
SR

ABMRLFEYS—F - TAODSIILTREERD
@OFwEE2HIZA N ML —h T rAn 0T RN EEZ T L, MiGFH A b LS g—
FEEARIE L, HEREIZA N FLUFH— |k 100mg/m’, 74w 75 2L 800mg/m* & LT,
AN MUSd— R EE BRI VA T30 E | BN SEEE L&, AR L
%ﬁ MG 15 43712 24 B i 1T P BE 3. 3x10 "mol/L & 72 V) . LIS L. 5 24 IefE
BT s Bk L,

) AFIDOA R Lt —F « 70417 T IV BREREIC R LTk éntm&&UmEiMT@khbf%é
WE. RAIEA B b E Y — R E LTI [E 100mg/m® (3mg/kg) ZEARNTES L7, 1~3 BRI
NFAmr YT Ll LT 1IE 600mg/m* (18mg/kg) % ERARPNTES SUT A EARNIESR 35, Tk, KV ﬂ‘
— hOBEEFTHFY | AFEOMET. 1 HBE 5, 228, Fin, ERIC L BEEET 5,

H2: RV F— o5, @HE, A MMLX— S 24 BHEB LV ARY F— & LT 1IE 15mg % 6 REFEFRR T
2~6 Al (A N L3 — MEGH% 24, 30, 36, 42, 48, 54 BERIH) FARM SUIH RN H 5V ITk 054
5, AMNUFH—NMNCEDEEDONDEEREWEAN S bbb HAITIE, AEZEML, BEHFAIERES
5o 72k, . FERIC KV EEEET 5,

<ﬂ%>
5 L R
<xrhp$ﬂ—r@ﬁﬁ%w>
1~2 B (SHELAT— %)
bR RLES— k- R F— PR
2 W5 (6 R OBE)  GHEAT—%)
Gh R RFLES— b - TLFOH5 S LERER
1543

(3) thiEt
AR L — b O R ORI 24 RFfEET 1X10° F/LREE, 48 BFHIET 1X10°E /L
BREC, 72 BERIET 1X 107" E/VIRE Td 2 O TERERA LA EORILOBRITAR U F— b DR RS- -
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4) BE - AEOXE
VII-7. #HEA/ER] OEEMR

2. BYMEERP/NS A —4

(1) B
DR L

(2) BIEETL
AR L

(3) HEFEEHR™

Kh5&

150mg/kg

e alilla

1% H

5771k

6 FRF ] G

b5k

1 [A]

2 [a]

3 [m]

4 [a]

TH R ER (/hr) 0.

386314

0. 447667

0.315715

0.425119

h&

200mg/kg

250mg/kg

e alilla

1 [H]

L%k

1 [A]

2 [ |

1 [A]

F 5751k

6 R[] S R

M ER (/hr)

0. 349738

| 0.586042 |

0.497333

4 2IV7353 VR
AR L

(5) SR

b

150mg/kg

Ei ALl

15 H

5k

6 R[] G R

bl

1 [A]

2 1] 3 [A]

4 18]

Vde  (mL)

54063. 9

32364. 9

45721.7

53111.7

Vdss (mL)

62791. 9

36727. 6

49430. 8

78582. 8

b

200mg/kg

250mg/kg

G-l

1 18 )

ey [alk

1 [a] |

om |

1 [m]

K5Ik

6 R[] A R E

Vdce

Vde  (mL)

27814

26856. 2

23069. 4

Vdss (mL)

29984. 3

29580. 8

25612. 2

Vdss

. FEhReIcBE T 5 A

22

BVl N = I AT
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D EFIRRED AR RS



(6) Znith
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7T-OH-MTX Oy IiT —ARME T, i 4. 5 BE M O 28 BETH 5 2,

3. B&H (REaL—>av) @

(1) BT
DRI L

(2) NS A—ZZEEFER
LR L

4. 1RIN
INAAFTT7RASEYF4 2
(p g+hr/mL)

5 & 150mg/kg

e 5k 1 %A

Be5 51k 6 R S EE

E eIk 1 [A] 2 [A] 3 [|] 4 [a]
AUC 222. 651 320. 939 322. 133 205. 946

b 200mg/kg 250mg/kg
¥ 5-FHIRR 1 3 —
P53 1 | 2@ | 1l
G-Ik 6 FRF ] ARG R

AUC 863.521 | 388.902 | 915.178
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(5) ZDhOMEA~DIBITHE "

A b FUFH— NI RIS L, RS B 5. B~oBITR£<. 260l
P TITFE L U FEMM, AR E R O ERIZRIET 5 2 E B END b TV D, 70,
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 2 1.0X10 7| L

i :2.5X10 &L

B 1.OX107 5L
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EH AN 50.4+1.9%
R 32.313.6%
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fEic &k A b bt — h-P6 2, UIGBANMEDOH T DU NVRF AT F L —=RIZLY APA T
#h o,

R DR

(o]

NH2 GHa I i\
7—0H-MTX z )INICHZ—NO—C—NH—{:—CHZCHZCOZH
HZNJ%N N~ “OH

: T-Hydroxymethotrexate CO.H

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

pteroic acid

o

NH, ?H3 I
MTX-PG NZ N\ CHz—NQC—[NH—¢—CHZCHZCO]n-OH
J\\ | =
H,N N N

: Methotrexate—polyglutamate COH
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* H g Rk

Bt E
0.7~8. 4g/m’> D H-EIZIBWT pH7 T 0. 1~1. 8mL/min/m’> T&H -7~
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0. BFEIL BRER
BHETIE L b CRES AR,

RSB T 0
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3H 29 BfY) M Eid, KERMCECHRBEONENTH I TV,

AN b Ut — N EHBRBREEOOFRIC X0 | IRESHARESE, BB Y R 7 RNEE D L) i

IE, URSCRO A TH Y | FHIIEAESL LTV,

8. BIEA

1. &ER
WORWER NS Lo b ZENHDHDOT, BIEEZ TV, BREPRD N LGAICITRS
kA2 CEYIRAEEZITY) 28, A bR LR — MEFE L, OF #Ek, M-VAC I T
AENZ K D LB 2 EBEIE] FFHREREE . R - M L8 FEEE O IR R 3 2 BIE
RANRRE L2583, ABFOREHF TH LRV F— v v b (B aRl sy n)
AT HZ L,
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(1) EXLGEIER EDHER

1.1 EXAEIER

M1 2avd, 7HP747F 00— (WTHOFREIZBWTHHEERB)
W, MERREE, ERTERD b DZ LD D,

11.1.2 BEEM&E] (A N FLXH—h - Z0F 1075 LZRIEET 0. 1~5%ATH. F Ot
ECIIBEERB)

DL BRI SRR ERE  (RIBREIR & U CHREL, WHERR. 1 > 7L U WERIEIRE DR H & b
LH%ENREHD5) . AMEKEA ., /D & iIEOFImE, BAERREE LSS Db D
ZERBHD, [8.1, 9.1.1 BH]

11.1.3 BE (W T OFEICB W T BEE )

PR AR BN D K9 liiik (22— v AT 0 ARG EET) | BUGE, 1 b A e
A NVAREGYE, $REBEOEERBYYE (AfRBYELZET) Rhobnd Il tnbbr o
T, BEORELZ OB L., BENRDOLNZEAICTEEETIEL, JUER. PlEA O
Byl @& z24715 2 L, [8.3, 9. 1.2 2]

11.1.4 BUERF 2. X2 (W TNoRREICBWOTHHERH)

BEAFS ., R4, PR OB - b, FFEESoEEZRFRESE B R0X C R Y A
NAZEDbDOEET) BhbbhdZEndbbd, [8.1, 8.5, 9.1.4 &#]

11.1.5 BHEBREE (A MRLIH—F - 704175 I UZRIEET 0. 1%, Z 0ok
TITHEEARE) | REEEE. EERT7O0/F— (W THLOEEICEW TS HEER)
SRR, RMEEEE, EIER 7 u T —HOHEEREEENHLDNDS Z ENH D, [8.1 ZH]

11.1.6 FEMME (A MFLF—b - 704877 O VRREET 0. 1% K0, £ OMOEE
TIBEEAD) | FHRMEE. MK (W T oIV CHHEARR)

M2, FRRHEE, MKENH Sbil, AW Z EnHHDT, BlgEE+mI2AT
VN, FEEN MK, I IR O IR ZEIR 2N B B DT AT, eI EE X SR O R &
TV, AFIOFEE2HIET 5 & & HICRIBRERVE VHIOBSSO@EY R EZITH 2 &,

11.1.7 hEMRKIEFFARA (Toxic Epidermal Necrolysis: TEN) . K2 E$LIERRfE{E 2 (Stevens—
Johnson FEMEEE) (W T HOEIEIZHB W T HAEE AR
FEN FIBE, T O RERG, IRFSIML., DRSNS Db -Hmaicidg s e ik U, @y g %
1TH2 &,

11.1.8 BB (XA b RLFH— b - R U F— MREERE T 5% AR, OOk CIIsEE
AHD) L REMERE (WTRORIEIZB TS EEA)

Wi PEEZe . BESEMIGREDEERBGRB L LD Z ERH LD T, WMLWIER. THZED
SERD S B oG alid#E s ik L, @mile@E@s1T7o 2 L, [8.2 2]

11.1.9 B (W FTHRORBIEIZBW T HEEAR)

11.1.10 BHEE (WITHNOEEIZB W T HHEEARR)

BBV FEORENBO ONTHGAEITIE, BEGE2TIET 57 ClEUIRAEEZTH 2 &,

11,111 iiE (BEREZED) . TOMOTRIRHREES. ¥5 N\ LU—EEE (W THLofE
WZBWTHHEEAR)
fiE (BEMREZZTe) | TOMOPHRRRES (R, BRI, KFE, REE, FiE) | X7
VNU—IEERER D DN D T ERnb D,

12 TS EMAERE (PML)  (BEEERH)

ARG RO G4 THRITBEOREL 0Bl T 5 2 &, Bkl R eERE, i
LR O pREL, DUMCRREL) | SRR, JGEEOIERN & b b HA 1, MRT 12X 2 i
W R O ERIRAEZ1T ) & &bl &G E2FIEL, EWURAEZITY 2 &,
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<t >

11. 1.2, 11. 1.9, 11.1.10 AH & ORERFRITLT UM TIER2WA,  EEREE, BB A
MmERRED . EE R/ MDD, BEEREM] OBFRRE. £o. k) | "EHRE]
DHAFWENRD Y | JRAEEEELZ /LIRSS (EHELH 51 5k 12 443 H
29 HD) Nesni-,

1L.1.2 ENIZBWT TV~ Ly 7 A7V 2mg] T TEARBMEEI] OFIVERES S H
HENmo, TERAREWER] OBIZFHE LT,

11.1.3 ERNICB TS Vo< Ly 7 27BN 2mg] Ok (m2—FL AT 4 AikE 45
Te) OFRIWEREFNZIB T, FEEARE R LTZERRE N H 5 2 L nh . BARMIZREHE
L7,

11.1.4 ER% % TEEQNTESE] L LT, TBEEATR, IFR4E) & BRI R BL &
FoE L7,

11.1.5 HEE4% [EERBESE] Ll T, [ABEE, JRMEEE, BEiEX 7 a3
F— L BARMZR B R LT,

11.1.6 ERNICBITS TV o<y 7 2h 7L 2mg] ORVEMEMZE, FRHEE. K% oI1E
FEBENC BT, FEIRR A2 DR LIZEBI OGN H 5D 2 L b, BRI H LT,

11.1.7 %% [EERREREE] L LTy, Ttk 2e f st iRsE (Toxic Epidermal
Necrolysis : TEN) | FZRGBEIRAE@ERE (Stevens—Johnson JEMERE) | & BRI ZREES %
FoE L7,

11.1.8 HA4Z%Z [EERGR] Li#iL iz, THfMEGsR, BEEMGR) & BRI R R
& RiE Lz,

11,11 TAY FLF%t— ME2. bng| BIIRLOGCHEE DAL LV | SLHEHZ21T-> 7,

11,112 BRINEZRE ST (BMA) O EZRGZ MR Y 2 7 3FfiZ &% (Pharmacovigilance
RiskAssessment Committee : PRAC) £ 0. X K b LS4 — MUKl (LI, MTX A fi
Iz PML BEOT 7 FNamMm Lzl ENHERMEN L Ea—%1T) L) BEiEL%
. EBREERIL E 2 — % T o7z, ZOREE. PRAC (X MTX B4 & PML o BAffe 73[R SR BEIFR 1
FENE S HU TR MTX BUAI2S PML FBUCH 5T 2 &%EI S SETE RV L7272
B, 2021 49 HIZ MTX BAI O AT SCEIZ PUL OFEEMAE 21T - 72, T a=iF, M
SATEOE N E SR SRR R A (PMDA) 123\ T MTX RAIDEWNEFIRCICBIT 5
PML D7 Wik oD A BIME SRR S AU MTX BRI & PML & o (R R PASRITHESL S 4TV,
ENACORERERMRNE L E 2, EMEEOBRRA DI LR, 111 EX2H
EM) OIIZPML ZFCak L, EEMAEZ1T O 2 L2y & flr sz,
PUTFICEANTOF A2 PML EBEFI O E 2=,
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ERFIBEE]

JiE 1
e _ BI1E
VE - o AP 1A &5 & - ‘
I (BH9E) B 5 TR K UYL &
LS BRI Y 12mg (LD | EITHES RN E BN
0| ~F DOBEGE) | BERITERT FERERY P Y AT F R (B CCP) HiRBRME. L
(BHTREE) | K 9 FH K=y 1~bmg/H&5ZBRME LT,
BhBG A MTXEUHI 1 2mg /8 O 5% BLE LT~
BERKI104-H HATHEOBITIEE 257 A METHEOELEZLY HRIE L
(ABEH) ABE L7,
NGHFOMEFATC, AT, Zoss s,
DEREFFRE, KOE TR OS2 SEi1e v ,
NGERE MRT FIT RS, TR INIMREL, ANIM B, OB &
GeT v N TRERIC T2WI/FLAIR B L A EE D EE
BFIREH Y,
FEH HAH FRAREEAI( L L, MIXBAI KO L K= 1 & Wis L
(ABEH) L7,
TENLAMAE R % 52k, MRIFT R L OWME IR (CSF) M DPCR
Bt > 5 HEA T4 26 Bt R IME & R80T,
A7ax U FOINEZ P AL DIREE A LT, 1R
Bith 2% A BRICIERITSCEER & 2 . IBBE LT,
FHHAH CSFOPCRAR A 1T A HE & 72 o 7,
GBEE5 % A1) JEIR DAL R OYS YLK 72 L,
KRR E B
MTX 1 B 5 el S} ok ) Mk B k%
BAHEE .| II0FEH ENLE ENUEE! #2 A% ENVE
RGBT | OgE) | oy | O | GEBRR) | GRS I8
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
PERSE . 1L F=vnm ¥
% | ¥
fEG] 2
B BI1EH
fE- | ommm | HEGE —
Ei | (EbEm) Be 5511 AR USLE
#Z | BV v~F | bmg (WlEHZY | ETHSEEBERE. ) T oy h REHEL
60 | (L) D) B Bka H BIERY &~ 5 LR L, MIXBUA) 6ng/S RO L K
HIAAFE =v'uy 3mg/BOEE LB LT,
5 1 AALERS A7V FUwTOBREERBL T L F=Yymy
4mg (IJE%f: U] % 2mg/BIZE LT,
DET ) BT Y &~ FIRRO MO T2, MIXEA% dng/iHiC
VA4 ] WEL, 7L k=Y oy % Img/BICHRE LT,
BHRTHAL Y v~ FIREROEMD -, 7L =Y r %
kL7,
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B HHI8EE R
(ABER)

£ H HAH
(A\B22H H)
£ H HAH
(ABE5H H)
FEH H A
GEBE8iE %)
(#BE5-FikR)

k3 4
(P ABE3 %)

—iEPED RN B RO TREE D72
ARt L7,

TR LY BT C, I RRREI S 7 <L RSk
BEIXER Tholz, AFRO LOIUERH -T2, FED
CT A%y C, HlMEba sl dih->7-, BEER MRI
TR C. JEBGRFAm &I BF 25 B <,
FLAIR BRI IERF R R/ E & A & DT,
MRLHIRA I ER TH Y . RMENE M EIELE 2
B L 7=,

DU RS BRI B O P Bbd R I R AR D SR DO B3 1
72<, iBRE L7z,

AR . L, REME D U, KB LOBERO
7o, BABE L,

R DR RERE E 2N A D AL, MR SRIRREE CL H
IRCIRBE R ONEHAIES 6 AMAP R R SRR X7z, T
B O T T D R B IS R B A L T
V. R, FEES EVROEROTZH, B LT
BT TX o7,

BIRTP ROME T B 27 U 7 b3y B AR B
HE, 27UV hay A« x4 7 40~ AWRETE
i,

SHYS MRI AT AL CRIA O BTEESE K OYHIEERE O A IS
MR R PEIR A DS R S iz,

BB ICHE S X 7 U ha v AR L &2
WL 7=,

MIXEFI KOS 7 ) R ~T OG54 HIE LT,
TALART YL UBETNY NIk B ALY
BRtE L7,

BEPIZIC A LV ADNA OFENFER I N,
MRI FTREOPCREER L v, TS MRS
PEREV & 2l LT,

o k43R % MRI T T O DIREIER BT IR I
(FF AT %) iz,
[R R 7o e R SE R IS A2 s o T
o L8 % TN — U K D PTE AR RERE A L T,
(FF P8I %) BERITEL, B,
Hk163E % B o JC 7 A L ADNA (ZfEMETH - 72,
(FRBBE 2» At%) MR FTAL T, BEUGEDHER I,
ERIRIREE
MTX 51 BehsEg | BGHIRR —_ s
i mammn | OMen) | (mAgen) | TIEOHE ) HHbI6RE
GETERNAGEEE A 77—V (8) — 28 16 28 —
SZAUENLRT—F () - 30 — — —
i EkE (cells/ul) — — 5, 400 — —
U oSER (%) — — 4.0 - -
v MRERRT A L AHUE — — [=YES — -
M7 va—2x (mg/dL) - — 143 — —
B A M EREC (cells/ pnl) — — 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) ZDHthDEI1ER

1.2 Z0thdEER
(A b FLFY— FBEBERE. M-VAC %)

BEEE A

W UE B, FTRIB. T O FE. JEEL

1 i, KT~ 7m7 ) CsE, RREkEZ. U o EilER

Ji sk wE., JENAAF. AST. ALT. Al-P, LDH ® k5

P ik Mg, BUN, 7 L7 F=v0D LR EAR

THibas THALENEE - i, AN, I8, TR BACRIR, e - Ek, AL A
LA EHR, ABER

B JCHREEUE, ALBE, ARILE. RN, RTERR MM, SUE. BB, R
B &5

I

FEtpRiesh  EERE. RS Aoy A, TUREGE, WEbRE. LOWUR, WRRRE, Bk
DHFEV, R

=11

N

WP 2 WK, IR0 A5
AFidE RS TRE, DRELERRE N4, A4 WREE
Z Dfth BEMESE ., R, B R, MR, REAIAE, miF7 v7 I R, B

. EE. MOE0Ean R, TRAE, TEE
) A B RUFY— FMEFEE, MVACFIEIZB W TR, HHAERES ORIWER ST 2 Wk & 72 53
A& Fh L TR,
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(CMF FRi%) *

50%LA 1 5~50% A 5% A A AN

IS HUE FEHN W5, =B, O

iiIR73 Hif, &~ 27a7 ) i
SE, AFEREREEZL . U Lo EER

JikaA ALT, AST. LDH @ E|Al-P ®» L& ., IERART

TEIF

5 hik MR, BIN, ZLT7F=>D I
. EHER

M bas MRS - MEH, & | DN, TR T EEES - i, B8R, A L

BRRIE T AV RA FBER, AEEE
R i=E FeHEECE, RIBE, AEILE.

RN BCRBRR M, S,
fE, PR

Rttt R SR, MRS B2, THER

R, HEE. LOYUR, KR
SR BT DRV, B
B

RIS UK, PP R

G MRS E, INERRE A, iR

R, P

Z DAt AR F e f

ot
=
x
5
b
ot

B Mg, wildgk, g7 v
U, BIFRE, B, MED
R, FRE, B
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(AR bLFY—F - RYF— FRUEEER)
50%L4 I 5~50% A 5% A HEPE A
WEEUE FEE, B B, £ O
17 HH I KA ~ra7 ) e, iR
Bk, U oo \HillEIR
STk ALT, AST @ -5 FIE. AESAT. Al-P @ 5. LDH
D EH
¥k BIN, 7 L7 F= IR, BHER
NN =2
e BRRIR, W& Ok, TR IS B - i, AL, A L
& - MM T A, EwR, OIEER
d e CAREE., RLBE, REILE. A
FLH, B2 FERR I, SYE, 7
i, FEES
FEtitiRsR GIEbE] AR, LOY | ARE, B O A, TEEESE, &
Ja% B9, R O F W, ERGE
IR IR ] Nk
HERES HERE7E, JPHRSRE R, AR
2 E
Z D PR fEEmt 2. B RS, g7 V7 2
R, BT, A, IRE A
ME, B, Mo, AR,
s
) A A a e
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(ARRLXY—F - 2)LAOY9S5 VL REE)
5%LL 0. 1~5% At 0. 1%t N
JEECE FEEN, IS I E- PSS
Mg HH 1ff &~ a7 e, GffE
BIMZ, U o EiER
JiTHiek AST, ALT, Al-P @ LDH ® L& ., JERART
k5
5 hik BIN, 7 L7 F=> EHER
D kA MR
M bas M - MM, & B8, A LU A JH| A L) k. OEER
AR, T, ((BEES - Him
AN
R WiE, FEILE FHIEEE, KB, BB,
R FERR I, g, REER, 2
JEE5
FEtRRE R L OV, BB, PR | 5509 B D)3 H, AR, OFEV,
TR RS, ER SRR
==
)& P [ B NIk
Eifgs RS E, JPSEMRE R, ARt
RA, e
Z DAt iSRS, IRER A | A RES M | e ge. BN ARE, g7 v
JiE J& U, BHER, B, TR,
jiipess
VE) R A e Y
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SEREMEARREERVERREEREE—&
AR B L — MmRERER O M-VAC JEIEIC I T, o Bl a2 55 o0 BIE P 36 BB 5 S BT e
&R DA A T L TR,
CMF BB W CRIERER*I G & 72 o 72 62 il 49 B (79.0%) ICEHWERAREO bz, D
FbDITES - & (67.7%) . BECRIE (58.1%) . BiE (35.5%) . A% (17.7%) %<
Hot-, BRKRBREMREIL 61 #t, 56 #] (91.8%) IZRH BN, FDO TS OIT A MERE
(88.5%) . & (37.7%) . ALT (GPT) k& (37.7%) . AST (GOT) L5 (36.1%) & Th -7,
[EGRRE DG 2 ]
ANBMUEH—hF v 3R] CREERIEICBWCRETEREER G & o7 222 FilF, 212 f]
(95.5%) |ZHRE AR 2 S eRIERA RO bz, TOXER L OITRHERIE (77.0%) | I
oo WEM (71.2%) . ALT (GPT) 5- (43.7%) . AST (GOT) L5 (35.6%) % Th-o7=,
(AL TREOER Y ]
AR bMLFH—h-T0dar T U NRREECS O CRIWEREG ISR L 72572 1,854 B, 1,077
B (58.1%) \CHRARRAME R 2 S eRIER AR bz, ZOERE OIS - R (27.6%) |
FIMEREAD (24.7%) . BECARIR (20.0%) . &ifl (11.2%) % TH o7,
[(FHFAKE TREOER " ]
k. AHEICITHAFERESRIERBRBENFE N CE RV EIERIRE 25T,
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c AN FRY—hemA aRy oRKEEE

JEGIY 72D
"™ MR messomE TR LA O B 3 :
OFEN e 22 26 48
@ FRAE B 106 116 222
@ RIERZBUEGI%R 97 115 212
@ RIME R B 425 593 1018
CDgﬁgfi?fE?iﬁffm;F 91. 5% 99. 1% 95. 5%
BI1EH OFESE BIVEA ORBEE (%)
iiR7: 58 (54.7) 56 (48.3) 114 (51.4)
H 1Bk 33 (31.1) 39 (33.6) 72 (32.4)
1IN kA 28 (26.4) 22 (19.0) (22.5)
MmEFEERT 17 (16.0) 10 ( 8.6) 7 (12.2)
HH At ) 11 (10.4) 5 (4.3) (7.2)
S i 45 (42.5) 69 (59.5) 114 (51.4)
GOT |5 27 (25.5) 52 (44.8) 9 (35.6)
GPT |5 34 (32.1) 63 (54.3) 7 (43.7)
vy RH 9 (8.5) 9 (7.8) 8 (8.1)
T Nk 9 (8.5) 9 (17.8) 18 ( 8.1)
BUN k5 9 (8.5) 1 (0.9 0 (4.5)
JVT7F=v bR 6 (5.7) 1 (0.9 7 (3.2
R E H 0 8 (6.9) 8(3@
HIb#R 75 (70.8) 113 (97.4) 188 (84.7)
AW % 20 (18.9) 43 (37.1) 63 (28.4)
H i 26 4 (3.8) 0 4 (1.8)
BEARIR 65 (51.3) 106 (91.4) 171 (77.0)
MR A - M- 57 (53.8) 101 (87.1) 158 (71.2)
T A 20 (18.9) 35 (30.2) 55 (24.8)
H 3 1 (0.9 0 1 (0.5)
-] 19 (17.9) 2 (1.7 21 (9.5)
HETRE R 30 (28.3) 32 (27.6) 62 (27.9)
T L F— 1 (0.9 1 (0.9 2 (0.9
7 e 29 (27.4) 35 (30.2) 64 (28.8)
IR e v ek 0 1 (0.9 1 (0.5)
S 17 (16.0) 33 (28.4) 50 (22.5)
KL - FLEE 9 (3.5) 16 (13.8) 25 (11.3)
ik + 12 (11.3) 19 (16.4) 31 (14.0)
PR R 14 (13.2) 8 (6.9 22 (9.9
GIERN ] 12 (11.3) 1 (0.9 13 (5.9
S 1 1 (0.9 1 (0.9 2 (0.9
Bk 1 (0.9 3(2.6) 4 (1.8)
L YUk 0 2 (1.7 2 (0.9
JORR 0 1 (0.9 1 (0.5
Z DAt 0 15 (12.9) 15 ( 6.3)
ok 0 2 (L7 2 (0.9
R bE 0 4 (3.4) 4 (1.8)
JRoavly ) —rFv 0 2 (1.7 2 (0.9
ARk 0 1 (0.9 1 (0.5)
B IR & 0 1 (0.9 1 (0.5
B B 0 4 (3.4 4 (1.8)
T B % 0 1 (0.9 1 (0.5
W% AR 5 0 1 (0.9 1 (0.5)
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EARESE 2D

ISES

0] FRERZ O TRFBIRFLLRE D 5t &t
O AR 22 26 48
@ EARK 437 536 973
@ RIVERFEBUEGIEL 256 493 749
@ RIMER B 894 1447 2341
(%éqiffﬁ%?m4‘ 58. 6% 92. 0% 77. 0%
BIVEF OFESE BIWEH ORBIEE (%)
iR 89 (20.4) 85 (15.9) 174 (17.9)
M 1 Bk 80 (18.3) 55 (10.3) 135 (13.9)
1/ ISR ik 68 (15.6) 27 ( 5.0) 95 ( 9.8)
MeEFREET 38 (8.7) 14 ( 2.6) 52 ( 5.3)
H ifn AGg e 14 (3.2 5 (0.9 19 ( 2.0)
JrF g 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)
LU ALY ES 34 (7.8) 15 ( 2.8) 49 ( 5.0)
S ik 10 ( 2.3) 11 (2.1) 21 (2.2
BUN |5 8 (1.8) 1 (0.2 9 (0.9
V7 F=r LR 6 (1.4) 1 (0.2 7(0.7)
R E A 0 10 (1.9) 10 ( 1.0)
HIL#R 204 (46.7) 446 (83.2) 650 (66.8)
0w % 24 ( 5.5) 82 (15.3) 106 (10.9)
H i PE 2% 4 (0.9 0 4 (0.4)
B IR 179 (41.0) 402 (75.0) 581 (59.7)
M5« MR- 138 (31.6) 348 (65.0) 486 (49.9)
R 28 (1 6.4) 72 (13.4) 100 (10.3)
H *® 1 (0.2 0 1 (0.1)
[ia] Ji 31 (7.1) 3 (0.5) 34 ( 3.5)
TR 57 (13.0) 75 (14.0) 132 (13.5)
T L R— 1 (0.2 1 (0.2 2 (0.2)
¥ B 56 (12.8) 73 (13.6) 129 (13.3)
IS B ¥ 0 1 (0.2 1 (0.1)
B RE 36 ( 8.2) 79 (14.7) 115 (11.8)
B - FLEE 10 ( 2.3) 29 ( 5.4) 39 (4.0)
ik + 31 (7.1) 52 (9.7) 83 ( 8.5)
FE AR R 21 ( 4.8) 10 ( 1.9) 31 (3.2)
ISR 19 ( 4.3) 1 (0.2) 20 (2.1)
& A 1 (0.2 1 (0.2) 2 (0.2)
ik 1 (0.2 3 (0.6) 4 (0.4
L U 0 5 (0.9) 5 (0.5)
R 0 1 (0.2) 1 (0.1)
Z D 0 16 (3.0) 16 ( 1.6)
oWk 0 2 (0.4 2 (0.2
RO 0 5 (0.9 5 (0.5)
JRoaey ) —47r 0 2 (0.4 2 (0.2)
AR 0 1 (0.2 1 (0.1)
Ak 2 0 1 (0.2) 1 (0.1)
I Y 0 5 (0.9 5 (0.5)
T B % 0 2 (0.4 1 (0.1)
I ] 0 1 (0.2 1 (0.1)

VITI. 222 (R LoEEs) 1+ 55 45




- OMF s

AIE BRI e A A A A 5
AT 5L 62 61
RIVE F FE BUE B4 49 (79.0%) 56 (91.8%)
RIVE R B 125 164
BIlVE A o fE¥E BIWERORBUIH (%) I o FidE BIWERORBUIFE (%)
W E %
% Z 1 (1.6) M i ek 54/61 (88.5)
¥ ek =1 il 23/61 (37.7)
R 1 (1.6) I/ IR 4/61 ( 6.6)
SEE( S Jr gk
WA« M 42 (67.7) GPT L& 23/61 (37.7)
BAAIR 36 (58.1) GOT L5 22/61 (36.1)
0N & 11 (17.7) LDH b5 8/61 (13.1)
T 5 (8.1) wmrisrry k5 3/61 ( 4.9)
& AL-P L5 3/61 ( 4.9)
ik £ 22 (35.5) B ik
FEREHE R 2 (3.2 R/ 4/32 (12.5)
F D R & H 2/44 ( 4.5)
i Bt 2% 3 (4.8) Z D,
EE T AR 2 (3.2 IR A fE *11/61 (18.0)
MmiEH Y v AMET 1/61 ( 1.6)
IR DR 1/61 ( 1.6)
KB 1/44 ( 2.3)
vary ) —ryr 1/44 ( 2.3)
 FEEUE B3 (1999 4F43H)

@
=

BRRRERRICRIFTR

3
&

. BRRRERRICRIEFTRE

b)f%7)A(xw77%%%%/~w MU A TU LREAD) 20 LIZEE. 2 KRIER
1E ¥ % (dihydrofolate reductase : DHFR) Z# A7z A M b L — MEEOHIE CTRMNT E&
BEETHIENHLOTIEETDHZ &,

<figEn >

A b hUEP— b - RV — MREREICB O T, BRICIEEE 1T 2 72D i i S 41 E
THIEDRRARTHD, A b b LFH— hoilHSEYIRE ORIEEIZIIRE ~ D1k (FPIA 1 EMIT i,
DHFR & BRI/ &) D203, BERIEOWEIRBIIAME (L. Caser) 7Bl L7z dihydrofolate
reductase (DHFR) 723 A b h X ¥ — MZ Lo THEINDRREIZESNTND, #E->T, RUAKNTY
AP ST BE ORI CIX, MIhRIZ LY BT B A b b USd— MREN EH L, FEEOR
FELLEOBE L 725, 20720, BERIETHIET 25%5681E, A M MLXH— FNOIEMREELZ L2

;F)f%7)A®&5%$¢¢é#\%J%k7)A%ﬁﬁﬁéﬁéi@@ﬁﬁfwmﬁé&&®g
BELELTD,
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13. BE®RE
13.1 fEIR

HME T BB G RFCHE SV ERERIT IR EE R OV L EREE Ch o7z, £, EERH
TERZRBL L, Bmrafi sz iz & ERNRE ST,

Fio, BEVEN~ORER GO FefERIL, BUR, EO - IEr, R Sk TR EENE SR o HX
FRERTH Y . FHENE LRI LD/ M~V =T 28 2 L, B efia - 8 - =58
FlbMEIN TN,
13.2 &

WEREG Lz & &3, TAONIABORTF THLRY F— AT oA (A aR) o0
NI L) EEGTHEE BT, REIOYE A REET B 72 DI L IROT VI VAL EAT
I L, RRNERYF— NN AORERBHEWVZEE, RUF— My AOZHEN
KFT2Z0355,

T, BEEN~EEREG LTEGAIE, AU T — Ny AoRE JROTVH VAT A,
MEIZ XD IERES OB B EIT) Z L,
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1. BRLDOIE

14, BARALOZFE

14.1 FERERHBDEE
(A bk bLFY— MEEELR

14.1.1 @5, AFNCABEIEE 20mL 202 THAEL, ImL A M RL¥P— k& L T2 5mg 12725 &
NIRRT 5, BRI LB GATIE, TR AZRRK 20l Z2 N2 CHRfiE L, InL F A B b L%
P— k& LT 26mg 12725 &9 IZHIT 5,

(OMF 5k, A R RLFY—Fk - 4O 5VIILRREE. WHVAC EE)

14.1.2 @5, A b b LSY— R A AERAEIR L 5%~ R R 20mL | 2R LRV S,

(A b RLFHY— - R F— bURER)

14.1.3 i@, A N P LY— N 2ARAETR UL 5%~ R U HEK 250~500mL [ Z¥AfE L CTHW 5,

(ZhBEFE)

14.1. 4 SR U7 EGHRITECONTHE R U, FRIRIIFEET 2 2 &, ek, ARIIMIER 286 Lo
T, B BT > TTMEBRCEET 5 2 &,

14.2 ERIRE5BOFE
RIS 7= > ThE. A% « AR DB BT 5720 Pt IR T 5 2 &,

- HANE G0 25V O R, MERNRIZITY 2 &, 7ok, FRCR— B~ ARG
TN by F7o, AR ARHAERER, IR, NUERROEE T 2k,

PRI TR A RET D L ORI D 2 &,

AR LTZ & MR AR A Y . RO E R SE T, EbIcstaik ., MhiiaZEx
THHTDHZ L,

14.3 FEERAARET. BEPDEE

(A RLFY—t - R F— FUBER)

14.3.1 AFERNCERRMRE (iRt I - B, JRRES) 1093352 &, . &
EBESIESE N T R CEF UL ZUCHES D = L 2 fEd L, AREEBIGTH 2 L,

14.3.2 RERIFICT = v 7 L pH7. 0 DL EICHERFT 2 Z &,
500mL, ORI T= 0 17~34mEq DIREEKFET R Y 72 (T% A A 1l 20mL1~2 & /HfiK 500mL) % A
bR LY — NEGRTHN DAY F— MRERBE G T £ Tk 595 2 &, [RRRC 453727k D
fiFs (100~150mL/m*/BF#E]) 217N, A b B L¥H— hDOR~OPEZET L D ZE L, 2IREDT
v 7 ERRE R L) 1TH 2k, (8.7 2]

14.3.3 78XV T7 3 RO#BE5EITH Z L,

T T I RIFFREIROT VA VIEREZATHDT, 785V F I K 250~500mg/ H % A k
L — MEGRTE DAY — hOREEE G T £ TROXUIFIRNEESG 35 2 L, [8. 7 ]

(AR FLFY—F - T0FA05VIILRREER)

14.3. 4 APFERNCREARE (MR, 1T - Bema, RRES) 3 F o2&, IF .
EBEEREE N T R CER UL ZUCHES D = L AR L, AREEBIG T2 L,

14.3.5 A PLFY— NI X BEBEED IO, 500ml OffiEH 7=V 34mEq REEKET U 7 A
(T% A A 7> 20mL2 & /4fiZ 500mL) % A b b La-th— N GBHAAREN D 2 BERNT CRG3 5 & &
BITFIREORDOT VA VILERZAT 5755 2 F250mg 2 A b b L3— MESRTHKIS0 4.
BeEAEK b RIS O U TR 575 2 &, [8.9 ]
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14. 4 i, EEROTE
(A b RLFH—b - R F— FURER)

14.4.1 FAMER « /MBS ER L 7-80. FIMER « 1 MRiigin & O b 22 0uiE 2470, SETE U T
PUAEWE O 2EETH &,

14.4.2 A N bU— Mg 48 R O PREMEIIREWER T =% — OB D EERIEE L 70 5
DT, 48 K% O MAIREOREIILTEET HZ &, [8.6 B

14.4.3 RV F— MR GBAG 72 BEREITE S A B B LS — FOmMAEEN 1 X107 2 /VRELL E0L
AT, MAFEREEDS 1 X107 B/ VIREERIEIC 22 D £ TR O, IROT IV VLR ORY F
— FOBERE. - R F— ARG OIEESONEATTH 2 L, [8.6 BE]

14.4.4 B UOAOPES, T, FISOMERNA S 5o 0@EuE 2175 2 & (Blz,
1 H¥&E] 100mL DKIZA Y F— b 16mg 2R ik a2 Gk S E7-%, 2O FE EFNRS T 530 3
ENTW3)

14.4.5 X b R LW — ho@ iR E RS K 2 B AEREIHL B - BHREOE LUK, Fi
T3 OPNTEE. MR FISORIWERN D o= 5T REDOR Y — MdER 52 Eli+ 5 =
L, [8.6&M]

14.4.6 2 b Rt — hMEH% 4 B BICERRE (g, T - SRRt RIRES) 25
L2k, [8.1&M]

(A M RLFY—F - 2004095 VIILEKREE)

14.4.7 RV F— bOEREEEO BZIIRO LB TH D,

EREREDIK M2 128D A N U — FOPRINBIE OB Z DO H 5 BE, I —RIEDE
WS RRCIESEERIREE) T, BHEEE S THZEREE LV 61) , —HAREN BT,
OFERENIER 70 BF Tk, BEEHE DR THZENTE S,

14.4.8 APFEEIC L0 EEZEHIEL T - BEREOZE LVMET, BORRIR, B, TR, OPE
B TR, FIEORWERN S b/ HaI2id, A Y — FolER s - 5HIMOIERE 7 & Ol
EEITH 2 &,

14.4.9 gM:, WM LWWTFHIOS 2 BFITIEL, AU F— MNERFIORSGE2EZET 5 &,

<N >

4. 1.4 KENIIBHEAIDRE LT WDO T, MEEICHER L DOBREH I enE 5Ltk
EROBLEN LRI T D Z Lo Tz,

14.2  WHHEANEROEHZ S HSRAICHONT, EROBEH LEbEFHHEE LT,

BEFD 40 AR 10 RN 50 AT A ffEE & AN NTEEST & OBIE R TER S, 2
TR ATDICEEEIR LTV D,

14.3.1 A M hULFH—1b KRV F— MRERFRETEE ORI E LD 2 & BEEEZ AT 5 8
Flzxt U, TR OBRBMRA A F20 L, B U 2T 5 Lflfra i BFIcE
WTCOIH, ZOFENEMEIND LI FEELZHRELIZLDOTH D,

14.3.2 JROT NI VAL E 5372 K 3 OFFE, A N L& H— b <R U J— MREEFEE CIENAET

B,
ARIETIT R 7227 VT VAL KRG Offifa D B % EREDTF = v 7 FIEIZHOWTEHH LT
o
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14.3.3 A M FLFH—F KU F— MEEEETIHIRO T VB VAL & KERKD O - JREOH
BE2IIMNDZENMATH D Z LITENORRZ B0 TH S,

TEH VT I RIIKREBBUKEERLEARIC, PuziE FIRIMER) LROT VI VALVER % R
AT HDT, A b RrF¥— kR — ML AT 2RI adEEl o —o>
Thb,

14. 3. 4 ARFEIL, BHHERE, IT - BHRRICE R 2 5209 < ., £/, JEIBBIEAE = 2 & ErEA i
7T Wed, RO A DRIEFMANCAMRE LTV, EH XX ZIUCHET 50k
RROBFICHEATLIZEEHELTWD,

14.3.5 JROT T VAL, KI5y DA DOSLEMT TVI-5. B AR EANTEE & DM DIES. 9
RELEERBY THD, 22T BEIRICIRE TV H VLT 72D REERAKFET U T A
DODEHGETHIZE L, TEHYITIROEGETOZEEZHELTCNWD, £/, 7TEHX VT
X NIZRRIERAN S D720, [RIRFICA b L3P — FOPE 2L T 5,

14.4.1 A b bLFY—F R YU F— MREEFEE T, EBEIHIA B 5% 6~10 H THALAv, FRVLD
MR FRe T 5 & EIE, ROWLEPLEEL 2D,

HILEREL 1, 000 A (BERIEREL 500 Rif) D& X, &AW HAMERE 1,000~2, 000 (fEk:
Ek% 500~1, 000) T 38CLLEDREEZ PR L T D & &%, B HICHMERZ i LR ER
A 1,000 LA EIZ2 D K910 T 5, BEIDG U T, BPEDIBERD 5 WL FHO=HI, A B
MUt — N EMAEEREZRE SR WIIAEMEZ#E5T 5,

MRS 10 TRIED & Z1Z, RO A N FLFH— FOBGE2IEMT 5, 5~6 HRED &
XXM/ MR OB A B RE L, 2.5 TARITIR T Lz & &%, o i MR 217 5 .
i ER, R 7S & OALE 21T 9 i, B OIRREIZ XV ERI2SHIEr 5,

14.4.2 Perez [THWIEDBFEIZ 50~350mg/kg DA ~ F LFH— k% 6 Rl IT THEA LR L &,
A bR LEY— L 48 FEZ O M PR IR G B, FEROWDAIZ D BT, 1ZIER
UEE TR T2 b, 48 IFMEIXREEOE =X —OBEERIFE L 25 Z & 2
HLTWD,

Perez O3 (1978) @ OMEIILITO LB ThH D,

B AESER] 40 112 &5 | 165 [H]-48 FERIE (0. 97X10°M) | « A b b L ¥4 — ML PRz
256 [EIFEA (1 [H] 50~ GEMFRBLET) D 48 FEEIfEIY, BEE, F
350mg/kg 6 IFfE]) 66 [B]-48 FFfHfE (1. 20X 10 M) BZ bbb —ETHY
(IR 7o B BL) ERREME PO/ NT X —&
18 [E]-48 IFfHlfiE (1. 25X 10°M) s,
(FPAEEE DFEMES ) - 48 BEIEDS 1X107M BL Lo
7 [5]-48 IFHME (8. 45X 10 M) Yt falRMED @,
(72 TR BL)

14.4.3 A M MLFXHY—F RV F— MEREED [HELKVCHE] 220z L,

AN MLXH— bOMPREN 107° BEVRELITFIX, —InLEREEZE2 o TEY, 107°
ENLLTFIZ/2 5 E T, HoKaoftia, ROT VI VALERY F— N OREER G B LET
HD,

14.4.4 RV F— MIONES, FTH, FiZEoERicxr U, EEER L TRl S 535 Tlden
AN R UFY— MZX Y EEEZ TS ORESHIEIZA Y - — N MERERIER T
HEBEZLNTEY, MOONE, DNRORA, DPEER EOIERORE, R F— D
FRETHDOWLRNLZOEENRTLZ LI, JERESLDLITF L2088 TH D,
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14.4.5 A b b L ¥ — FEEHS 48~T72 BE#E > T, A b b La¥— b oI i B A3 i fR S &
B CTEMEEZRLTODHEAIZIEA N U — MK DR EEN BT DT, 20X
VG AIZIIREDARY F— N TREET D (massive rescue) HiEEBET 5,

14.4.6 4 H B OEEERMBRAEIZ, A b N LUFY— MEGATORERMREM & i35 Z L2k v, AR
DFEHNEIR~DHEL MDD FTHETH L, 7206, A M UFdY— FOMFREDOHR
P35 DB TITHIMIC X 2RV g OFEEZ 15 ETHUHEDO LD TH 5,

14.4. 7 BHEEIC MEM OB X, A b b L — FOPRIDNEIE L, ARFOFMEE RS 5 Z L2
HHDT, RV F— NOREREAEINT 570 EOWENMLETH S,
F, EEBREOBRE (K7 ALV7 I VMEREY) 13, BWERNHERT L, WERIEA B
D100V IBELOFRSIZTZZ NN EREZEZLND I ENDL, ZO X5 RBEFITIL,
BU T — OGS REEBINT 572 EOMENRLETH D,

14.4.8 [VI-5. BEEREARMER EZOHEHE ] OHESM

12. ZDMOEE
(1) BRERMERICED IER

15,1 BRERFERIZE D < 153k

15,11 Az RHIER U723 & 2\ NIAH) & o HUEMEIRE A 2 0 L7 381 MY >N,
SWEAIRE, BRSTERERRE MDS) S50 “IRFERENFEAE Lo L OBREND D,

15.1. 2 SoPRERE D | SNV BE IS D 7 F U 2B LT 58 PUABUSO RN HE ShTnd,

(2) FEBGEREAERICED 1B
FRIEINTWRN
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) EXhFEEHAER
[VI. BENHEF B9~ A TE H

(2) REMEEHR
R - R

DIEZ I

AL bbFY—h R I — PRERIEIC L D A REEME (1 X)

A b bLdY— b FE5E 1RIE DR I E TNEA B
100mg/kg+ AR Y F— k WRPREIRAL | R L | A L ELWA LR L
300mg/kg+ & YU F— k WRPREIRAL | R L | A L ELWA LR L
= e ED | FECERTZAER,
/\] — =
Oome ke AT | e | | vme | e

Ak hLF%H— b 100mg/kg+ A U F— b KT 300mg/kg+ 7 U F— b REBIEEICERD D=2,
A KLY — FEMEES (100 XU 300mg/kg) (2L, FORREIIIZDDNCRE TH -7,
AU F— FREREIC L > THHTEORBELHEIETE R > 72 500mg/kg+ 7R VU F— N E5REIZER

HoNTEE, A b LY — FEMEREOZTN LFEERTH 72,

(3) ZOMOEEHER
LB L

2. HEER

(1) BExE5EHRAER
%x‘lﬁ%‘l\i (LD50\ mg/kg)

IX. FERGRRBRICEIT 2 IHE

i _
X Y
iR < Z v b
| 146 135~225
R RN 85~103 6~25
FRRAY 65~170 —
52




(2) REREEEHER
7 v A

: ) Py EE: ‘ FECHELE LDso
BE BEER| ee/day) | | meke/day) | FTT | (ng/ke)
_ e
1?5;%?%5- AR 0.02~2.5 . 0.5 7~20 -
i3
15(?;§§ﬁ§2§§£; faE | 0.063~0.631 | M 0. 159 7~25 | 0.217

A b hUXY—toRGRBEZES T L BARETRCOHIARALNI,

—ER & UOHE, K, TIEOEIL, TEEMEOIRT, "Ik - B OB PSR b,
FHAR AR CITFE BN E R ORI O Z5E M OV, i, I IBREIIE Y o ~Eiiod U oSk oD &
T, EREFFEMILORY . FFlaoZEME, T R OSSO () OEROFAE L BRI O
AR BTz, AAEBHITIX 0. Img/ke/ B UL LT, BHEEEMIRORD KO > Sk OB 7 £ 72558
HHIT,

BrEENE (RKREFENE, RRLZEE)

AR BLFEH—ho, 0.05, 0.1, 0.2, 0.4, lmg/kg/ A% T v M 3 » AMRNHEE L7-F2Cid,
0. 4mg/kg LA EOBHZIFOHLEARI ML, /NERLOERIE, FFRIIOSRZENR, MoMO~E T U Uik
A, BOREREZEREEN RO DL, BGEPE IO TER R ANA LTS,

(3) BEBERBR
DR L

(4) BABREHB
AR L

(5) HMERLEFMAER
G R EkER ©
ARNMLFH—h?0.3, 0.5, 0.7, 2.5, 5, 10, 25, 50mg/kg =44z 10 H B D~ 7 X2 1 [BIFHENEE
HU7T=5260Clid, 10mg/kg L EORECIET B O, £7-. 25mg/kg LA EDEHHETIXKRIFIE L OO
ZZOHINMNRD HIL TV 5D,

SRCHTORE~ T AT A b b LFY— 1 0. Img/kg z 5 AREIEASSE L, BABEOME L 2Bl L TH | &
B 7R EBER SRS, BIRSREINEA TR0 ST K FEIC RIE TR bivkro T,

(6) BAIMILHER
LR L

(7) ZOHOEHE
DR L

IX.
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X. EEMFEICEYSER

1. REX5
2L Al FEHEAAY M L¥E— |k 50mg
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. B EDEE
SMEBREIRITEDE L CTIRIFT 5 2 L

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

6. R—pLs - EZE
Fl—Rsy: A Y bL¥t— ME2. 5mg, VEHHAA Y bLF¥t— b bng, AV b L¥t— b AR
200mg, A Y b L¥Ft— bARERHER 1000mg, VU~ bl w7 A0 7L 2ng
Ml %h 3 ANVHT NV KW, B 7 VRAFURRE, RE¥Y Ve UHERIE, 7 F )~
A D Rk

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

L B AR o R e
Bk A AR FH R FH R
ERM A Y b L 19684F-2H 1 H 14300AMY00035 19694F-1H1H 19688 H5 H

¥t — F50mg

9. MEERIFHREM. RZERVAELEEEMFNOEARRVZOAR

19844 2 A 15 H : A R hLFH—1h -« vAa aR) URKEEE

1991410 H 4H : A M b XY —F - 74 v 0T U ARREE

1996 4 6 A 21 H : OMF &

2004 4E 1 H 30 B : M-VAC &4

1984 E 2 HAGRRHE TA M ML — b - oA ol U UERE] Thotold, AK|D 2022 F 6 AE IR
TETHEE TA B ML — b - R Y — AR ICEE SN,

10. BEEFR. BiMHBERELARFEABRUZTDOARE
OA R MLFHI—1b - 7AFdn w7 o SRR E
BRAMLBE®ME : 20184E3 A 29 H
o A R B EIEG EREREOWE, AR OO EICE T HIEE (M
35 ARVER 145 B A KB 2THE 3 A O ADWTIIZ B Lguy,
11. BEZEHM
Y LA
12. RZEHARHIRICEE T 5 1Bk
AHNL, BEAEFBESERE 107 5 CEARL 1843 A 6 Af) 12X 2D [HIEYIMIC BRI ST
HEFS ] IR L2,
13. &fEa—F
JEAE S 8 ST
s fERIEIR G o — K ~ L7 NERAE
i 78 FHy AR HOT (9#f 7
HR5E4 %ﬁf%%iu N]z— ) OffT) HEE © 2T AT
EHAAY Fx 4222400D2020 4222400D2020 109058102 644210048
£ — F50mg
14. RIgHB(HFHLDFE
AR
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244 Hospira, Inc
544 METHOTREXATE injection, for intravenous, intramuscular, subcutaneous

or intrathecal use
HIF K V& & | Injection: Methotrexate Injection is a clear, yellow 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)

hRE i3z | 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.
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Meningeal Leukemia: Prophyl

axis and Treatment

Methotrexate Injection is indicated for the prophylaxis and treatment of
meningeal leukemia in adult and pediatric patients

Non-Hodgkin Lymphoma
Methotrexate Injection 1is

indicated for the treatment of adults and

pediatric patients with Non—-Hodgkin 1lymphoma.

Osteosarcoma
Methotrexate Injection 1is
pediatric patients with

chemotherapy regimen.
Breast Cancer
Methotrexate Injection is

breast cancer as part of a

Squamous Cell| Carcinoma of

indicated for the treatment of adults and

osteosarcoma as part of a combination

indicated for the treatment of adults with
combination chemotherapy regimen.

the Head and Neck

indicated for the treatment of adults with
the head and neck as a single—agent

Methotrexate Injection is
squamous cell carcinoma of

Gestational Trophoblastic Neoplasia
Methotrexate Injection is indicated for the treatment of adults with
(GTN)

gestational trophoblastic neoplasia 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

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
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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

- 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
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— 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 1lymphoma.

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 1intrathecal 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
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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 tol mg/kg intravenously or intramuscularly.

For patients with high-risk GTN, 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?
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:
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* Myelosuppression

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

* Renal toxicity

« Hepatotoxicity

« Neurotoxicity

« Gastrointestinal toxicity

* Pulmonary toxicity

* Dermatologic reactions

2. BIMZBIT HERRIRER

(1) 1EIRICBE9 5iBsMEIR (FDA, A—X b5 1) 75 458)
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9.5 §T1F
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i N
KkE oM | Pregnancy
(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
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associated with an increased incidence of spontaneous abortions and
multiple adverse developmental outcomes, including skull anomalies
facial dysmorphism, CNS abnormalities, limb abnormalities, and
sometimes cardiac anomalies and intellectual impairment. Adverse
outcomes associated with exposure during second and third trimesters of
pregnancy include intrauterine growth restriction and functional
abnormalities. Because methotrexate is widely distributed and persists
in the body for a prolonged period, there is a potential risk to the
fetus from preconception methotrexate exposure.

A prospective multicenter study evaluated preghancy outcomes in women
taking methotrexate less than or equal to 30 mg/week after conception.
The rate of spontaneous abortion/miscarriage in pregnant women exposed
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.

F—=A T V7D
(An Australian
categorisation of

risk of drug use

in pregnancy)

SSHR 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

KDY S8 , |
cancer, squamous cell carcinoma of the head and neck, gestational
(2021 %6 H) , . . . o
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?).
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
Note: Only the 50 mg/Z ml presentation should be used for the intrathecal
route of administration to preventaccidental overdose
Dosage is related to the patient’s body weight or surface area
Methotrexate has been used with beneficial effect in awide variety of
neoplastic diseases, alone and in combination with other cytotoxic
Y2[E D SPC
agents.
(2022 43 H)

Choriocarcinoma and Similar Trophoblastic Diseases

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
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hydatidiform mole and chorioadenoma destruens.

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/m2 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 1is not generally a drug of choice for induction of
remission of lymphoblastic leukaemia. Oral methotrexatedosage 3.3 mg/m2
daily, and prednisolone 40-60 mg/m2 daily for 4-6 weeks has been used.
After a remission is attained, methotrexate in a maintenance dosage of
20-30 mg/m2 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 years 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.

Note: Only the 50 mg/2 m| presentation should be used for the intrathecal
route of administration to preventaccidental overdose.

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
poorly to methotrexate and to most types of chemotherapy.

Mycosis Fungoides
Therapy with methotrexate appears to produce clinical remissions in one
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half of the cases treated. Recommendeddosage is usually 2.5 to 10 mg
daily by mouth for weeks or months and dosage should be adjusted
according to thepatient’s response and haematological monitoring.
Methotrexate has also been given intramuscularly in doses of 50 mgonce
weekly or 25 mg twice weekly

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 isb5-10 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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