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722 Z LD ENS CIEREIER & LB BN TE 2, ARFIZBWL TR, MTX &2 OV VBL A3
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FRUFH— & LT 26mg lo72 5 k5 ICFld 5,
(OMF £, A R RLFY— b - DA ODSUIILRREE, WVAC &EE)
WE, AN LSV — MBI T 5% R R 20mL (AR L TRV D,
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WEL A R LFY— AR AERRAHR L 5% R R 250~500mL (ZEAE L TV,
(EhREHE)
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T, BB T > TTMEGRCERT 5 2 &,
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-
iﬁ {ﬁ;ﬁ; fé’; VRIS | 10 7% | 14 A% | 30 A% | 60 A% | 90 A%
S | fRf | ERG | EREA B _
EiR T AR T T
(25°C) pH 7. 40 7.44 7.58 7.41 - -
| Dl 100% 98. 0% 100% 97.3% — —
5t e B | fRE | ERG | EREA B -
TR ! A T ! !
(5~10C) | 7% | pH 7. 40 7.44 7.52 7.46 — -
B il 100% 98.8% | 100.8% | 97.3% — -
K e R, B e | R | B | BEEA
R A ! T A T
(-20+5°C) pH 7. 40 - 7.49 7.38 7.37 7.30
JAih 100% - 100.6% | 97.5% | 96.5% 3%
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3. HERUVAE

(1) AERUVAEDRESR

6. RiERUVA=E
(A F bLXY— FEEEE
AFNIERIRA ., BEERN U ANIZTER 2,
Fz, MBS U CTERN SUIEENIZER T 5,
- AMRmfE. EEY) VA MAamR. BHEE R mE
AMRLRH—HFELT, BF. KOE%Z 1 HEE LT, 1:EMIZ 3~6 [EEST S,
hiE  1.25~2. 5mg
/MR 2. 5~bmg
KA 5~10mg
FfL P O BEIIR I & 2 BEE (B A ) (21X, 1 BOEF &% KRE kg %720 0.2
~0.4mg & LT, BEPENIZ 2~7 0 2212 1 B35,
7p¥, AR, ERIC X EEHET D,
- HEMKSR
17—n&5HMEL, AMMLFYH—FELT, @BH., KA 1H 10~30mg Z{EHT 5,
REEHAMITES . 7~12 HETH D3, BiRO#FGIC I > TRWERALR S b b Ha1T,
BIEA AT 5 £ TIRET 5,
2. AR, ERIC X 0 EEERET D,
(CNF &%)
VIBRAT 7 I REOTZAAR T T EOFHICEBWT, A R hLFY—hE LT, @R,
A 1 [B] 40mg/m? & FFRARNIER 9%, AiRlORGIZ X > TRWERAZ S b iaiaix, BET
LI ITEWER DR T 2 £ TIRET 5, 7eds, Flln, ERIC KV EEHEET 2,
U e Pt BB R O G HEIT. 7 aR A7 73 R4 1 HEE LT 6bmg/m* % 14 H 3 H &
OS5, ARMMLFY—Fr2 1 HEELTA0mg/m* 258 1 HE &5 8 H BIZEIRNE S, KON
TAu T vE 1L HEE L TH00mg/m’ 2% 1 HH &% 8 HHICEHIRNKEET 5, Zhi
7= L T4 T LT IR,
(AR bLEFY—F - RYF— FUIERE)
- AfE
AR bBLEH—hE LT, @E, 1HEAMBIC 1A 100~300mg/kg &%) 6 REHE C A SR 5
T5, D%, KU F—FOFEEITHEY | AN ML XY — hOBGEREL, 1~4 8L
T 5, B, A, ERIC L 0 EEEET S,
- AMamiE. Bt /N E
AR BRLFY—hrE LT, @5, LEBIC1E 30~100mg/kg (A%h72 A b b LW — MK
HRBEEZE5120E, 1EA M L — b & LT 30mg/kg LA EOFIRNIES S 45) 25
6 W[ CAEEIRNTESR 2, Z0%, KU F—FOEE5E2(TH5Y ) A b hLFd— o
HRRIZ, 1~4 B E T2, 7ol Fln, ERICE D EEHEHRT 5,
FE1: AU F— hofEE, @F, A PL3— M MEERT 3B LAY F—FE LTI
6] 15mg & 3 WERIRIRE T 9 EEARINTEST . LIt% 6 FRRIRIRG T 8 [IEFARM SUIRF AN+ 5, #
P LERY— kB L BbNDEERRBEMNNS HbNBAITIE, HEZHEMNL, #5551
BIERT 2, ¥, ., 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#gic7r4AurZ bl LT 1 A 600mg/m* (18mg/kg) Z EARPN ST X3S 5 RN 43

bo TDOH%, KU F— hOELHEEITHEY | AREOMIEIX, 1 HBE T2, o8, Fin, ER

WX BT S,

H2: ARV F—hoBEZ, @, A MNP —MREZ2U4AFMBE LV AV S —FE LT1[HE 15mg &
6 RFRARIEC 2~6 [ (A b~ L& ¥— G4 24, 30, 36, 42, 48, 54 FFf1H) HARN UIHA
WERH 2 WDIERARET S, A R FLEH— Mok EBbn2BERBERN D bR -HE
Wik, AEEEINL, BEMMZ2EET 5, 28, Fin, ERIC X 0 #EEEET 5,

(M-VAC £&;%)

BT I AFURBE, N Y ALET CEBER R AT T F o EOfHIZEBNT, A ML

XH—h e LT, @HE, A 1 30mg/n® 2 FARNERN T 5, filElOFEGIZE > TRITER R &

DO ET, WET 20 IIEWER D EART 2 £ TREST 2, 7236, Fin, ERIC XV @

HIKkET 5,

REVER) 7o P B8 R OVBE G- 5VEE, TRFE 1, 16 kO 22 HHIZ A B b L ¥— b 30mg/m*, 1R¥ 2,

15 e Oh22 HBICE U7 T AF URilElE 3mg/m’, 1R 2 H BIZ R YV L e UHERRIE 30mg (/)

i) /m* KON AT T T T0mg/m* & FERNE G35, Zhva 17— L E L T4l T LITHED ik

7T

(2) BERUHAZEDHRTERRE - 1B
M-VAC #R1>
H A E N O B FRER D5 B e 512K D 7 ~100% 238k 2 320 L TN -, OB R 1T, A6,
EHRE, AHEZSZE LI-bO, BHIHEOREHOREAE B E L DETH-T-, Hik
BN DUNTIE, T B DK DB G IEHIS 5~64% DENE TR Hilz, F5H 1D HEH| L
LTARMRULEY—FNERE T IAFURBETHY . 5 15 HEHLKOE 22 H HOMEA O
G IERETH-7=, ZhiE, FH1HEEROSE 2 BHHOKGICX 0 3EH LB hiams (A mEk)E
D& B W IR EORIWERNER LT, DIEEE (L) o-H, REYLeE Y
VIR OB AP LTERE DRI Th o e A b T,
¥ BB D ZEHNZ DWW THE, B GHNT L 10~62% DOEIS T, 5B 0 2B 8178 Tl STz,
SEHIOFL K OES] S 7236500, BRI S 0RWERICE 2 A P FLEF S —FERRE LT T A
FURERE DO 15 H B RO 22 H A ORGOIEM N T TH - 7=,
PLEX Y EWNIZEWT M-VAC FRIEDSHAT S 555 IE, BEANIIE G620 7~100%, F
LEBNEE GHI IR D 5~64%., MO G-I O IE T G-F1 2R D 10~62%DHEEIGTH Y |
I 5O CHIEBV IZHE G TEX R0 T ERITIZ N EBE 2 iz, LI L. AIIESE 2B E L,
JFUEB D ICEE SNTER b H D Z & o, BWEH S DT EIRE O EFNZ B\ TR 2ME
DI T DAMREMEORE L HDH T &, S 6T, KB OB ISP, BITERANREL L 56512
B DHEE, K3, PIEEOEEREN T TICRE SN TE Y, IS 2RISR D SHERESK
DEAETDHZE%EDL EMEDL & THUNIHEH SNIEREETRBO LD H O & X M-VAC
FEOREN OCHEN AR I NT-,
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4. AERUVAZICEET LEIE
PREZ LTV

5. ERERAUAE

() BET—2N\vr—
BN -

(2) BFREBHR
AR L

(3) RERGERRR
LR L

(4) HRELRIERER
1) BITEREERER ©
ARNBMLFH—F - T A0 0T UARNEEEDORIRIC 7 VA T T I VEME 5 21T 572
ERRRBROMEIILL T O LB Th D,
AERHIM  WEFn 62 4E 2 A ~HEfn 63 46 H

- FEINIEM/ o
ey Jr— HENFE

— 2

IvFuevzior XF%V%?\F mmyi
bk LE— L IAAa T30 600mg/m 10/56 17.9

AU F—Fk 15mg X 2 [A]
=Ry A Vi BAAH

=i AT 600mg/m? 1/53 L9

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 FLFY— R E LT 1A 100mg/m® (3mg/kg) ZEARPITEST L%, 1~3 BRI 7
NFAm T oLl LT 1[E 600mg/m* (18mg/kg) % HARNES X ATHERIRNIERN T 5, £D%, H U
— hOBEEFTHFY | AFEOMET., 1 HBE 5, 228, Fin, ERIC LD WEEET 5,

W2 A F— hoBEIE, WE, AR PLERF— MESHE 24 BB X VA F— & LT 1 HE 15ng & 6 EEER
T2~6[E (X b bL¥H— 5% 24, 30, 36, 42, 48, 54 W H) FRIRN SUIFANER H 5 W TR 05
T 5, AMMLXRH—HMILBEBONAEERANEALN S L ONGAICE, AREZHINL, B5HMA TR
T 5, B, Fln, BRI XV EEERT S,

2) REMHR
UERR L

(5) BE - HERIHR
LT L

V. 1BRRICEEd 5 IEA 14



(6) ;ABEMEM
1) FEABERE (—RERARERE. FEFEARGERE. FARBLERE). REaRTET—42

R—FAE. HERFTERERZBROANE

HREBEELZHTRIZ A NN LY — e 704300 T VAARIEET RN A M M LEH— |-
INA BT T UNRRFEIZB T A R R L — N OBEREE BHOCOHHER S S DR
UF— "INy AOERERT COREMESELRTTH 2 &2 BN E Lo FAEHAAEN
Eh X7z,

ZRMEFHE RSB 1,650 Flo 5 H, AR MLFH—h - TrAa g T UV ZREREE ORE
BN GE TCERWAEFSR (LLT. TRIEM)) OFBIERIL, 54.3% (896/1,650 fiil) Th
. 95, FELEN %L EOFSE, AiMmEkiE 20. 7% (341/1, 650 #i) . BEKAHR 18. 4%

(304/1,650 f51]) . #ry 10.9% (179/1,650 fil), W& 9.4% (155/1,650 fil), T 8.7%

(143/1, 650 i) K OMES 6. 7% (111/1,650 #) Tho7-, EEZLEIEHORBEFREIL 2. 2%

(37/1,650 f5l) THYH . o5, FHEN 0.5%LL EOFEGRIE, AIMEKED 1.2% (20/1, 650
Bl) Thotz, A MMLFH—hK - T7rdn0 7 AL EOREBENPEETE 20
FELCIE 14 BICER®D B, JERIOWNRRIZ, FEFEME M PRSI EGERE & OV A mERBD % 4 6, B
A, WUMAE & O KRS 2 1], 2MEIEER A A, PolERIE, /IMEESE, THbE i, 2k
FRARA, Mg R OWHLIM BRI 45 1 ] (EHEFIH DY) ThHolz,

BRI E O R OREIWERBBLIRIL, & 0MI &k OFES DM TEEI 63.6% (14/22 i)
KON 54.2% (882/1,628 f5i) TV | IFHrElES OF N ORIWERIERIL, 0L OIE
BB TENFRN 54. T% (29/53 ) K TN 54.3% (867/1,597 f]) T. REIVEHFEELRIC K
RFERIIRBO N o Tz,

FIMERR R SIER] 730 Bz T, TEIEAS AL PR E B S e e | 123 < =24

(Complete Response Mz TfPartial Response) 2% 20.8% (152/730 f4) TohH-o7-, 728,
FKGRHFERE, AGRHELOHABTA P MLXY—§F - 7400 T U URRRRIENFEE S
THELEEICKT D THERD K] OWREDFHEEEICES S BHRIL 18.6%

(16/86 f5i)) ToH 7= (EPNE O AR K& OE PN E I RER) .

2) RBEFHELTERFENDARIIIERL-HAE - ABOBE
MM E R L

(1) i
AR RLFH— FEEER
BINfE - SPEEmm, Felo/ R o2k B s O BARKERFERIE I W T, o PuEMEESAl & off
FAIZ X 0 ARERRO N TWD, £, AFNTRESZ M O BEIF B M5 (2 BEE PN B & 5 S 3
PO & O ATIC LY, ARAERRO RTINS ™Y,
HMEMERE  HEBIEOARL LT, BBEOMEBMEBICAEAERRD BN TWnD 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 A IR, A R R LY — R E LT, WE, ST 125

~2.5mg, /N 2. 5~bBmg, A 5~10mg & 1 HE L LT, 1@ 3~6 AT 5, AIMEORIKR
I X ABEEYER (B AME) 12, 1 ROEN B2 KE kg 4720 0.2~0.4mg & LT, HEFENIC
2~THZ LI 1 EEHT 2, Z2ed, Fn, ERICE D EEEET 5,

BRI, 17— vE S HME L, A MLEFY—FE LT, BE. A1 H 10~30mg & 5t
T3, REMRIZ@ET, 7T~12 BRI TH D0, BiEOF 5L > TEWERZR S b bhi=5Aa1k. BIER
DIHKT 5 ETHRET S, eds. Fie. ERICE Y EEEET 5,
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<CMF #&:£>'"
[E PNAE~ 26 Jifigk Treafil 61 Fll DWW TIT O - EERBRAEOME X, UUTDEBY TH D,
AT - BRABOEREICH L, W@F., v Z7nkRA77 I R&@#H 14 HE 65mg/m* fEO#5- L,
ARPLFY—=MERTAABTTIUENTIEE 1 HA KOS 8 HEIZZEIEI 40mg/m*,
500mg/m” FFARN T 595,
INE1 77— ELTABITLITHYIRLAToT- & XDOEHRIT36.1% (AL E 22 4]) TH
5. (T - BRIERE T DR EOHELIEICZL D)

) AFIO CMF @ FHIEICH L ORRENT-AELOCHEIIU TOLEY TH 5,

VIURAT 7 I RERZ AR T T EDFRIZENT, A R LdP— 1 E LT @E, A LR
40mg/m* Z FIRINIES 3%, FIEIOE S X > TEWERAMR & &b HE L, WET 2 5 XIXEIEA A HE
KT DHETKRIEST S, Aok, Fn, ERICE D HEEIHEET 5,

PR R 5 E R OG5 HEE, 7 uekRA77I Fad 1 HE & LT 66mg/m* % 14 AREARO®&RS,
AMMLFY—1%2 1 HEE L T40mg/m* 2% 1 HH &5 8 HHICHIRNEEG, K7 vtuay 7oL
Z1HEE L TH00mg/m %5 1 HE &8 HBICHIRNESGT5, Zhz 17— & LTA4EIT &I
nid,

<AMRLFY— R F— FUREER

2 LFF TR K 5 BRARGRBR AR OB T D L B0 Th 5.,

RIRE : IS0 A A3 2 WK 35 51 (B AR 23 B, ZOfoF - WEALE 12 41]) 128\ T, il
R E D 50% L LM/ NZHEIE L U TR L72A%RIT 20% (7 6)) Th D, Frlio., BRE,
IR 3 FIIL, ABIEIC LY | BBEOZEHEN/RD LN TND P

SRR : AN S T HD AR RIRIE O S B s 10 Bl 2 A 205I1% 70% (10 4
SRR 2 ], REEEMLH) THDH,

Fio, BREMEZ R L ArEB s 3 Bk 272051 67% (B HlH, 5ERTM 1 Hl, F5ea
FRELB) THDH W,

B DNE AN T AR RCRIRIE OIENE Y LR 6 FlxE T A AL 17% (6
B, e 1LH) THDH Y,

) RFID A B FLFH— kR U F— MRS L CARINT-HELAOCHBIZILLTO LB TH D,
CPIEICIE, A D RLURH—RE LT, @, 1ERNZ 1 E 100~300mg/kg %% 6 HR C A irRNE
5, 0%, AU F—rOREEITHIEY, A M LRV — FoREBEIL. 1~4 BT 5,

B. FElE, ERICE Y EEHEET S,

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

AN LY — MNNEWRREZEDICE, 1EA S FLFI—F & LT 30me/ke L EDOFARNTE

BB A H 6 BEE TR EIRNIES 95, 2%, AU T —bOFEEEITH>FY, A h FLFH—

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

TRy F—FOBEE, @B, AP LXF— MEEKT 3B LAY F—FE LT 1A 15mg % 3 B
IBEC O [MIF RS, LI 6 BERIFEIG T 8 IR XIS INTESR T 5, A b PL¥H— k3L Eb
NAEERBIERNS LN IHAIcE, AEEZEML, B5HREEET 5, vk, F, ERic kv
BT 5,
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CARRLEFEY—F - Z)LAODF5 VIILRKEE
ENFE 24 fitighk TrE2fl 37 Fllz >V TIT b 2 BRI AE O Z I L T O L B0 TH 5,
BEEOEZIZH L, A MRS —F 100mg/m* (FF) FH5#% 1~3 MBI VA r Ty T o1
600mg/m* (i X0 1 BERILANGREERE) &5 T DA Va2 — 2 EEEY K L{To7mE E0FR
BRI, 40.5% (AL L 156 THDH W, (EENAALFRIEEED R E EHEC L D)
o, TAFa T T IOVEEE S L OREEBROMER, AAENED LTINS Y,
(TV-5. (49 1) AERGERBR] OEZ)

) AFIDA B R LFHP— b 7041 0TI ARBEEICK L CERRR SN HELOHERU TO EBY TH 5,
R ORAIZIEA R LEY— & LT 1A 100mg/m* (3mg/kg) ZERARMNITEST L7-1%. 1~3 Bi%Ic 7 v 4
7 Z L& LC 1 8] 600mg/m* (18mg/kg) ZHMRANTES I AHREFFIRNTES T 2, 2%, KU F— hofkh
ZATH1Y ) AFEOMRIE. 1ER S5, Ak, Fin, BRI X BT 5,
2R — hOBEE, W, AN LF— MRS A BEE LV ARY S — & LT 1A 15ng & 6 REEINE T 2~6

Bl (A b b LXd— ML 24, 30, 36, 42, 48, 54 IFHEIH) RN XUIMHANTER H 2 VTR OEET 5, A b b
L — MO L2 B2 EERFEWERARS o Ha13, AEE8nL, 5L EET 5, 728, 4,
FERIC K 0 TR D,
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VI. EHEREICREI HEB

1. ZEZMICEEHHLEYRITLEYE

T TT UK R KU =AU A

SAFRAIT
EE  BED H LB ORRESUTNRFIL, B OBEFRL 2R 5 L,

2. REER

(1) 1EREMGL - 1ERERF

A, BV 2 & ORASHITRIE, HRICUERBIRE IR E TP TV D,

O KD IERIHIIIC B VT, BRRE ISR IR R BEROFT/TEPHR L TWD Z L SREH &
o,

1947 4F- Farber b I3HEMR & FHHOWME NS AN O AR OETZLHE T Z & 2 R L. T ORONE
T, PROHIIE IS B8 B O BERRFE T 2 N D & RRIRIIRIC 2 & % SR el it 2 fLE % 2
EDRALNTRY . NLHRERRZIEZ O SR I IBREZ B AL L) ITkhoT,
ZDANZANFTLUTOEIITEZ BN TVD,

MTXD{EREF
,DNA
Pl

it de novo
—

ol
Thymidine = Thymidylale <= deoxyuridylate
\ deoxyuridine

folic acid == dihydrofolate N3, N'9 -methylene tetrahydrofolate

dihydrofolate /
reductase K
/ / folinic acid

MTX
tetrahydrofolate Citrovorum facor
N*® —formyltetrahydrofolic acid

A b b LFY— NI R BB A RIS S B R IR (T O S DB dihydrofolate
reductase (DHFR) O ZfHIE L, FI VB EKRLE T U U ERGRZRLE LT, HlRR5H A 5
Hln o

Fo AR YF—MEIA MUY — FBERT OBERICBE ST IO BERE 7 — VIZER D A E A,
TEMERIEERS (5, 10-methylene tetrahydrofolate &) & 720 | MR OEEFR A AL 2 B S HEMRHT

A THD A N LY — FoEEEZEET S P10

VI.
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<Ak R LdG— MBS
IE AR SRS D 1 I 1. REBMROIT IR D A AL, BeAIRIE R 2%,

R R LS — bR F— MRS
i BB (B AREAIS) TSI B D AT RS S LT B 72t KRR A | |
LR — MRS R0 ZBIICIR Y A EE, —ERERICA R LR — L ORI TH 5
DF— b ERE L. EERIICE Y S R AR AL D & 0T 3 ERMILA IR 5.

ARBPLFEY—F - 2048095 D ILRKRERD
TAa T UE, ARNTEEREY & 720 . DNA OA ERFLE XX RNA O RERE 2 =
L. PUBESEMSEZREST D, A M MLXH—1 - 704w 07 )V RREIEICTB WL TIE, Al
HaEIhleA MM XS =07 Y AR EFEHICEDEML ZMARA O PRPP
(phosphoribosyl pyrophosphate) N7 /)41 7 Z IO EIEE L., HUlEER R &2 R S
HoHLEEZLENTND,

(2) FEXhEENITSHERRIE
mESME ™
<CMF #&i%x>
KFEPUE A O 5% SRC 5 (Subrenal capsule assay) CTHgTL7-/ER, v/ akA 77
SR, ARMPURY—b, 74T 0o 3 FIOFEOBEBEEEFEINEISR T, £ B o 5
=% EMAY 68% £ CTLATHETFHEND,

(3) RSB - FHEE
LR L

VI, WS B4 A IHH 19



EYERE(CRE T 5IER

1.

mRED#R

(1) h# LA mRRE
AR L

(2) BRRFAEBTHRSIN-OTRE
1) ﬁ@&b}
A b RLFY— MEEERRY?
FEANT—%)
RBERE S IE W 2R MR R IER 98 Bl A b ML — R 5, 10, 25, 50mg % HA[AIEH RN 5
L7z, #5%DA N X — Mo PREIL, &5 1~2 K%Lz E—2 kel L, &5
24 BF# T, W o#EETYH 5.5X10 *mol /L LA FIZZ > 72, F7=, RIRFICHIE L7 IR PR
L, Pehk 4 REETCFE) 65%., 24 BE T 90% H D W EENLL ETH o 72,

) AAHID A B l\vﬁﬂf MEFEFEICH L TARINZHELOCHEILTO LB TH D,
AFNIFEIRN, BEENSUIHWNICES T2, £72, LEIDE U CEARN SUTIEZ NI &%#éo
cAMEAIMAE, 1B MR IR, BRI A RIS, A B h LR — R & LT, W, IR 125

~2.5mg, /N2 2.5~bmg, KA 5~10mg % 1 AL LT, 1:@MIC 3~6 BEHT 5, Emﬁ@%%@
P X ABEREDER (BB A M) (21X, 1 BIOENEE2AKE kg 24720 0.2~0.4mg & LT, BEFEAIC
2~T HZ &I LIRS 5, 728, Flh, ERIC L BT 5,
CHREMEEAIIE, 17— E S5 HEL, AR ML= ELT, BE, ﬁklﬁl&ﬁ%g%&%
T 5, REHBITEE, 7~12 HREITH 50, miEOFEGIZL > TEWEARS b= BIVER
DIHRT 5 ECTHRIET S, 728, Filib, ERICE YV EETERT 5,

2) REHRE

AR RLFY— - RUF— FUBERE

ORT - BkEe, BRSED ER 2 BRIEEE 27T RU T~ v, BV 7 URAFURDA b
Rt — b - R U F— MEEEEZRIT L7, A b hUFY— b b 100, 150, 200,
250, 300mg/kg & 5\ & 350mg/kg T, W iLh 6 RefRILIN O Sl EEZ T 72, ZORFD A K
Ut — e ba (180 [B]) (230 2 FH MR X, 6 KF#ZIL 1X10  mol/L LA L& 7R
L. 72 BFRIZIC 1X10 mol /LA F &R LTz, £/, A b X4 — MEHE L i REDORMR
ZOWTIE, H54% 6, 24, 48 BrlffR O MR R G BIIKEFE L THEMT 525, 72 KEE O
I P R T B BR e < . 1X10 Tmol /L LA F &R L= 2

Q/NROBMEAIMFE R CEMSY VRSEEOBRFICH L TA N hrd¥— b - KU — MEREE
ZHEAT L. IER 284 FlOMIEHF A~ b LF¥Y— MR LIEN 43 FlORIKPIRELZHE LT, A
MR LU — N OG-8 26~100mg/kg T, Zi% 6 KEMT CTRIEERE L7z & & B
6 FEfFEIL O MIFHIREL 1.47~2.54X 10 "mol/L TH V| LAtk 24 K% T 1.24~8.60X 10~
‘mol/L, 48 BFMILIFLIL 1X10 mol/L DL~V E TIK T L7z, F7=. BERPIRE L. B5B4 6
RER 7% 12 38U 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
RERIZIZIE V0T d 1X10 mol /L BLFICIE F L= 2 |

Q/NREEMIEIFEE 24 Bl A b P LFH— bk UF— MREEEL LTA b b LdH— Lo 750
~9000mg/m* Z 6 IRffH] i i L7z & E O M IRE A HE Lz, #4558 750~1500mg/m” B (XL

VII.
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~ 98 [A]) O EBALG 24, 48, T2 BEfEIE D A b b LY — MILIEFREX, T2 14710~
®mol/L, 1.92x10 "mol/L. 1.26x10 'mol/L, #t5-# 2250~3000mg/m’ #¥ (ZE~X 68 [A]) TlXZIZ
U 1.37x10 mol/L, 1.95%10 "mol/L. 1.08%x10 'mol/L., #&5-& 9000mg/m>Ff (FE~ 13 [m]) TiE
FINFI 1.52x10 °mol/L. 1.54x10 mol/L. 0.97x10 'mol/L Tdh-7= > ,

) ARFIDO A N LY — b B — MREEEIEICK U TR ENTEAELOCHEFIUL T EBY TH 5,
cRREICIE, AR RUF—RE LT, @, 1EMIC 1 100~300mg/kg &9 6 RER C A AR 5
T 5, TDH, RV F—bOBGEITHIEY ) A b b LEFY— FOBRSHEREIL, 1~48M &5, 2B,
RS, ERIC X0 EEHERT 5,
cAvEEmE, EEY OSBRI, %F%V%%—Fkbf\ﬁﬁ 1R 1 [ 30~100mg/kg (A%h72
A N FUFY— MNEEFERRIREZE 255120, 1RA N %P — & LT 30mg/kg LA EDOFRNRN ST 23
WBE) A 6 R CRIMEIRNIERN T 5, 0%, RV T — rO&EEETHIFY , AR bLd Y —1o
BehMmE, 1~4 8 E35, i, 4, BRI X 0 EEEET 5,

TR F—hoBaid, @i, AR d— FMESKRT SEMB X VARY F— & LT 1 16mg & 3 BEREH
P& C 9 EIFFIRPIIEST, LI% 6 RIRIRE C 8 BIFIRN UMM 3%, A P bLdd— Mok b EEbh?
HELBEARS SO HAIIE, AREEML, REWREEET 5, 2B, Fh, fERIC LV E T
+T%,

ABMRLFEYS—F - TAODSIILTREERD
@OFwEE2HICA N ML —F -7 An 0T VRN EEZ T L, MiGH A b LS y—
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 437812 24 B i I TE 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 P LE Y — R E LTI [E 100mg/m® (3mg/kg) ZEARNIES L7, 1~3 BRI
NFAm T oLl LT 1IE 600mg/m* (18mg/kg) % ERARPNTES SUT AT EARNIESR 35, Tk, KV ﬂ‘
— hOBEEFTHFY | AFEOMRET. 1 HBE 5, 28, Fin, ERIC L WEEET 5,

H2: RV F— o5, @HE, A MMLXI— N EEH 24 BHEB LV ARY F— & LT 1IE 15mg % 6 REFEFRR T
2~6[E (A b b LFg— 5% 24, 30, 36, 42, 48, 54 B H) EIRPIUIFHANEN H 2V IR 0% 54
5, AMNUFH— ML EEbNDEEREWEANS bbb GAITIE, AEZEMNL, BEHFAIERES
B, 7k, Fln, RIS & EEMET S,

<ﬂ%>
5 L R
<xrrb$ﬂ—rL%ﬁﬁw>
1~2 B (SHELAT— %)
bR RLES— k- R F— PR
2 W5 (6 R OBE)  GHEAT—%)
Gh R RLES— k- TLAOY5 S LERER
15 43

(3) thEt
AR L — b O R ORI 24 RFfEET 1X10° F/VREE, 48 BFfHIET 1X10°E /L
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1 %A
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2 ] |

1 [A]

F 5751k

6 R[] S R

M ER (/hr)

0. 349738
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: 2, 4-Diamino-N'"-methyl- /ji\ | iir/
HNT SN N

pteroic acid

o

NH, ?H3 I
MTX-PG NZ N\ CHz—NQC—[NH—C:I—CHZCHZCO],-.-OH
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* H & Bk

HEt R E
0.7~8. 4g/m’> D H-EIZIBWT pH7 T 0. 1~1. 8mL/min/m’> T&H -7~

8. FIUARR—A—IZEHT BIEHR
RMEER L

0. BFIEICL BRER
FHETIEE b CRES R,

FERRZE AT °0
GHEAT —%)
A b b LFERY— MIX BB ARITHAT L2BITIE, ZEAERRDALNL,

BT
4 FFET10.8% Th o7z,

10. HEOERERT HBE
BV L

VII. #E@EhreicBlJ 2 IHB 25



11. Zoih
BA=N-2 2P
VII. #E@EhreicBlJ 2 IHB 26



VIII. &2t (EALDOZESF) ICET HIEE

[

EAB L ZTDER

1.
(AR bLFY—b - RYF—FEERE, A b ELFY— - TUAADT5 VILRREER)
L1 ARMLERY—F-RYF— FMEERERUA b FLFY— - T0AO0 S VILRREEITS
EORIKRMEEZHEIDT, FEPRUBREEO—EHHTEEZEMDEETTICEL 2 &,
Ft=. REFICTHRITHEETE 2ERERR WELFREAICTNTRREF DEMD & T, KK
ENEY] LI SN DESICDOVNTOMMTI Z &,
BHE. REEOFRRKIZH--TIE, BEFAXZRAZD &,
(M-VAC &%)
1.2 M-VAC BRI EFMZ AT D EFIDHRAFETHAHD T, BRERITTAIML TS IERMRICE
T, BLPEEIC TR GRERERF DEMO S & T, REENEY) & SN HEFIZ DLV TDAK

IS

==}
=

BEEERT S L, £, BHAEIDEFHINEZSHE L CELCEZEDERIZHNFET S
&Es
<fiRFR >

L1 AMMUFY—F e RYF— MERFRETIIZED A N M Ldh— h 25357200, BED—
WRAE, RS ~D A N R Lt — FOPRIEORIL, RV F— "RDOZ A I T Sl Bt L
72 AR TR EDSERIEAAE D Z LD, 1o T, AREDNEOHMED G LT, o, +
INERIRHI T > T Dl COAE SN D L 5, MEREMET 5720, fodi Lz,

1.2 M-VAC IETIE, Z< OFCITB W TEREMGI, HEETNZENWEH L L TR#ESn T s,
BEEZFHIEH & LT, g EkEs . A, i/ MRS 378D H 3, Dose limiting factor
Lo Tnd, £, TOMOEERFWERE LT, i, W, TH, 0RNEZEOHLIME
M. IFRERERR S . BAREEREE, MEENME SN WD, IO O@EMEFTAIE. A FLdH
— k., BEVTIFRFL, RXIJAEY Y, VAT SFUORIWEHEEEM LTS, UL, if
FIC X2 FEOHEEIBREIND Z bt LT,

2. ERARLZNDER

2. B2 (ROBHIZEEBEELLZWIE)

2.1 RAIO ST UEEZRBEEOBEEREO & 5 BH

2.2 IFbEEOH 5 HBE (9.3 BH]

2.3 BEEOHDHEE [9.2 ]

2.4 flak, BAKEODDBE K, BAKEICRRHEIFE L TEEMERIND ZENH D, ]

< fi@qn >

2.4 A MRMLFH—h R F— FREBIFEETIIREDO A M L — MMELEICLY L8O A |
FLFH— hRE = AL—Z (MoK, MK, FERE) OERIKICBITL, BERABRWVERZHE<
T, ALDICE A= ARG TEET D IO L ik 5285 s Lz,

VITI. &2 (R LorEs) 1+ 5HEE 27



3. PEEXIIMMEICEET HFE L TDER
EIN Ty

e

4. AERUVAZICEET 5 FELZTDER
PRE I LTV

5. ERLGEAMIE L X NER

8. BEELEARNIE
(EhEEaE)

8.1 ‘HHtERenHl. I - BRSSO EERRIEHNEZ 2 2 2235 50T, HENCERRA (1
R, JTFRRAE - BRI, IRIRESS) 2179 7L, BEOREEZ +oBIETHZ L, Fio,
HANEHIMICHZ2 LEWERDRL & bbL, BIEVECHERE 5 2 &R H 5 DT, FHIXEEIIT
5%, [11.1.2, 11.1.4, 11.1.5, 14.4.6 ]

8.2 MR, HILETES - SO EFRENH LD ZERH LD T, DNK, HLWIE
. M, FRZEOERN S &b Ga i3 G2k U, @e@Es175 28, £/, B
W2kl OARERSH b FSEAITE, BEHIEETA L9 EEL 5252, [11. 1.8 B3]

8.3 BYYE, MMM ORI IIIEICHAEETH 2 &, Fio, BEICH LRBE, BEERH 5
NEEAITE, BELICEET L 23EE2 5252, [11. 1.3 5H]

8.4 CIEHRRENMH SN BEA~OET 7 FUBRIZ LD . U7 T U RO YA B TR S
WOBENDHLHDT, KEBGHIZEY 7 F U 2B LT &,

8.5 AHFIBELHAIANT T, TR VAN AEGOF AT 52 L, [9.1.4, 11. 1.4 ]

(A ERLFY— - RYF— FBURER)

8.6 FHA—EHRNIMEENCA M FL¥Y— FOMPEEZREL, A L3 — NMEGRAE
24 BEREID A R N L3t — NOPEEEA 1 X 107 F/LEEE . A8 BRI DPREEAS 1 X 1070 F/LyEEE 72 FFH
DIRFEN 1 X107 B/ WRELL EORE, EEZREWEHN BT 2 ERIENEVO T, R Y F— bt
B - R — MER G OEEHEONEA1TH Z &, [14.4.2, 14.4.3, 14.4.5 ZM]

8. 7 IRDEEMMNMEL & A b b LY — FORERBIRMEIZILET DBENNRH LD T, JROT IV
T VAL L FFRC, H072KS O/ E T A b F L — hOR~OPE R T L o BE TS5 2
L,

728, FIRFIOBRIICH 72> T, REBHECT 254 BlX, 7kl R, =47 V@ F
TV RRAIRAISE) OEREZRNT S L, [14.3.2, 14.3.3 2]

(ABFRLEFY—F - 204095 VUK REE)

8.8 AN hMLFH—NITLABT T I L HIEEHER (HLETEE - Hifl - BERAES) KO
MmigkEE (AmERRED, M/ VBES) 2RSS 2 LR H 0T, ZbORIERORIICH
WZHEETHZ L,

8.9 A FbhLHXH—MMIEDEEETFHIOZD, ROT NI VLEFRRHZ, 37K Ok 41T
W, AN RLF— hOPREEET L OBETH L,
72k, FIRFIOBIIC BTz > T, IREBHECT 235 BlI2E, 78I R, =427 V@ F
7V RARHRAE) offiHEZRT S L, [14.3.5 5]

VITI. &2 (R LorEs) 1+ 5HEE 28



< fian >

8.1 HEREIEHZRARICEISTZDIZA b b L d¥— MNMEGHO—ERFRITRENIC A N XY

— hOMPRELZE=2—L, EDXGERIEFUYEZE X T, SfEZ 7 & XIZER Y F— FOf
BERG c BERGOILEREDWEPLIETH D,
ENSAOHE T, A N N LF— hOMAREZ RIS, (L HRE ORI YEIZ DV T
7= b O ERF L TCHL L, ERALKUINEOWTLORETE ., IZIEFR URMEDO S DBRL,
WEICB T DEMRIEEZ RENCEELHTAHAD L, AN MUdY— MRS 24 iR TR
KZ IX107B/VRE, ABIFHIB TR ELE IX10 S E/VRERD, T2 RKEE#Z TR ELE 1X1077E
VBT, 2O DRMEEZ B TWAEITIZEITERA AL TV D,

8.2 [HIMMEMZ) IZERZREHOIIC TEE2RER] & LT, £, NEHLERE - Hi) 122
DOMOBIWEROEICEHHEH L, EEMEZIIN->TE, LOLAERSL, ERNICBWTAR E D
BlEME B DL D THIMMERG . THILETRES - il OELE RS ] ORERID R 6 LRSS
EahTnwasZ e, FLUAR MRS —NUAITHLHLY v~F Al TV~ Ly 7 27
IV 2mg| & OFEEMEE G Lo R, AR LT,

B, VU< kLo 27 2078 2ng) IZBWT, ERICBIT D B%. BESOMLEEED
RWERMEGNZ T, BRIk & LT T 235380 BIVTIERIREDN H D Z L b, 1H
{LEREOMERE LT Mg 2508 U, AF S [FERICRR#E Lz,

8.3 HUEMEEAIDIZEA L 2TOHBIHHIN TWVWEIEEFHATHS, A MMLHH =L
O PN Z O RE A 72 BERII 72 EI/ER L, AMERCH/ MR O A2 BLET 2,
Z DI DRBYIEDOFHICHIMEM 2R Z e R"HHDO T, ZOREEFHEALH LT,

B, TV~ My 7 A7 )L 2mg) OFLH & OBEMEE & STz,

8.4 WEIMZEBWNT, AT A FANZ XV B REREDN IR SN BECET IV F U ALY 7 T
HRDEEDNFER ENT- L ORENRH D Z 0D, EERENIME SN - BE T 5 — &
REEELT U~ by Z 2B 7RI 2mg] OREHICEDECRH L,

8.5 [VII-6. (1) &PHE « BEEREEDOH L EFHF] OHI. 1.4 5

8.7 AN LY — MIBFHRHR OIAIT, HRRHO S HITHIMTHRt S D,

LU, ROEEMNCEELS &0 A b FLdY— FRARMENTHRMMEL TRMEZHEL, &
HEEAREERBELTA N X — FOPRNEBIET 5720, BENEbHobis, Lian
ST, BEMEEZLTEDIZIROT VA VAL ERIFRZ, +22KSOMBEIT) 2 ENMNETH
5T EEBRTND,

Fio, AMRLXY— b - B S — MEEEREEITHIC, IREOHEMAZ X5 72012, FIRIE
IR, ROTAHVMEREE LW 7 at I R, =& 7 ) U@ F7 2 RRARHA
(R ZanAFT U RRE) BEGans e, A ML — MO IRAE I L.
AMEBREERTRNARD D, SEARFRARTRT

8.8 AMRMLFH—h - TLFdnr T I VRREEICBIT 2RWERARBERNIE 7 vAr T T LV
MR T 2EWEH ORARRZ T 5 & BACR IR, & - i, TR, DNEREOH
fEEER, AMERPD S5O MR EIZ OV T, AEICHBBEENREV, LB >TIb O]
ERICERE L, 2D 0ERD, BELEGAIEIRY F— s oG5 E T 5 7 Syl
W% & DVERSHDH Z L EIR TV 5,

8.9 A N LY — MIBFHRHA OIEAT, HRRHIO 5 HIZHIMTHRt S D,

UL, ROEMERNCHES &0 A N L3 — FBRMEN TR L TRMEZAEL, &
TEREAREERILTA M MU X— FOPEEIEBIET 5720, BENEI S OIS, LR
ST, BEMEETZOIROTIVE VAL E RS, 0Ky OMBEIT) 2 ERNETH
5T EEBRRTVA,

VITI. &2 (R LorEs) 1+ 5HEE 29



6. HED

Eio. AR LR — bodhEEEZ B, FIRAZET DB, 7rEI R =X 7Y
B F7 Y RRRRA (Y 7 eV 2AFT 0 RigE) OREBIET 234X, A b LSy
— FOFEMEEIRT S0, I EZRET 5 0NENH D, AFRATAGE

BERZEZEIHBEICEHTHER

(1) BHHE - IERFOHLEE

1.3 KEEE

AN ABEXFCEFXIMNNAXYYTDEE

9.1 AHHE - IEEFDHLHEE

9.1.1 BieeElI®0H S BE

EHENH 2 RS BT S 5, [11. 1.2 B3]

1.2 BREZEHLTLVEOES

HREREREMHNC L 0 BR B S 2B E D H 5, [11. 1.3 5]
M EHEERH DD ZENH D,

BRIFR DA NAX ¥ U T OBEROPEARYE (HBs fulifatk, #om%ﬁ%lim%ﬁ%
BitE) UL CBUFR T A NV AF v U 7 ORE TR UARK 2 & 5-T 5546, &5 RO S
T RITHE L CTIFREERESSITFR VA VA — I —DE= &)/7%ﬁ9&k\B@XiC
HFR T A L AR OBEECIER OFBBUIERE T 5 2 &, EERIFRCIFREE O BN HE X
NTEY, FETHRED LN TND, FIARAE G THRIZBERIFR A VABEELT S 2
EICEBDIFRFORBL L HRESIN TS, [8.5, 11.1.4 &M

<
9.

9.

i >

1.1~9.1.3 A b b U — MIEHIHIERC, ME - 7 A LR 70 I 2 BGHREIE O
55 EMHIER A AT 22 &0 b, L7,

1.4 EAENEIMCIBNT, AFIROMD A~ FLx— RMHl G o~FH Vo< Ly
J AR TN 2mg| ) EBESUICHRIFR VANV ALY ) TORFICHRG L, LK EET
TR EEDORBNRE Sz, B2 BRIFFRICHE O Tid, ARG T %I B A
R T A NABTEMRAT 2 2 L IC K DFREORIANPRE SN, ZNbDZ &hn, BRI
NIX CBFRTANAX Y VT OBRFIHEGTHHEOERZICBE L, Pk 22 42 A 16 B
TR E R AR AR KRR BN R S,

F7-. BEIFR T A N Zx % U T DEEZ KO BRATFE 7 A )L 2B ERYLE (HBs HURREME, 7>
HBe HLiA X% HBs HURIGNE) 22507 A WV ABIEIZ K DIFRITEIE(L LT <, A7 Y —=
VIRRERT =S ) U IRENEETHDLEN [BRIFRIGEN A RT7 42 (5 4 fR) 2022 4
6 Hl (AAMIBRFSHRZIETA FTA AEREES ) ISR TnD 2 et KA
%&ﬁﬁé%é\&5%%¢&U&5%T%iﬁMLfﬁ%%ME%H%W4va~ﬁ~®
F=X VT ETIIRE B AR D A VAR OBFEIER OFRBUIERE T 5 Z L A L
77

B, CHFRTA L RIZONTH, BREFRUA VA LRKICERT D L,

VITI. &2 (R LorEs) 1+ 5HEE 30



(2) BHaEEEERE

9.2 BHaEEERE
Th L2 &, AROPEBIEIC X BIERRHR HobhosBENRnH 5, [2.3 5]

<fiEa >

A I\]\l/«*v%%]\O)jzﬁfﬂjlfﬂﬁﬁ%ﬁﬁ'&fjf%b BREREDME T LTV D58 1T EIME M 2358 <
HobID LD DT, BEMEMKROT-OIZ, $55-FlhaT & OG- OB HEEE DR % O B
DIRFEHERR N BETH D Z L bRt LTz,

(3) MreElEEEE

9.3 FFiREfEEEE
BHELRWZ L, EEAMEISELIBTNAND D, [2.2 5]

(4) £JEREEHY 2%

9.4 £EREEEHT HF
INR K OABE rTRE 7R ARl D BBE (TR G- 2 D & D % B (iE, PERIT S+ 2 5 B e BT 5

ZL, [9.7W]

< i >
TRIRIEF O - T, WA O RIF/RIER ., 8 2 WIXIEE T 2 IEFIOEINN RiAD 5 L 9 127
0. NIRRT DG B LN DIRFETRE TH D & DHEMEEEICE SV CRe#E LT,

(5) 3Ei&

9.5 yEiE
TR SUFAEIR LT D FTREMED & 2 PEITITR G- LW Z E R E L, (@a oI A & © JERIHR
HRHY . Fio, BWER (VX Ty RROUYF) TRIABIERARE S TN D,

(6) E2LIB

9.6 =FLIm
ALV EREE LY, BT ~OBITRRESATVD

VITI. &2 (R LorEs) 1+ 5HEE 31



(1) MR

9.7 /NR
BIWEFA OB IZEE L, BHEICEE TS &, KEAKREE, FAER, IR O mRh)
W9 2 BEARRRER 1T G LTy, [9.4 B ]

<fiign >
HA FRICEH OBRWHUEMEREE AR G2 X DEERIZ/NEIZZ S BB LT WEARHH Z &
NHFeE L7z, (V6. (4) AFlfEa A3 25#H ] OHESM)

(8) =tnE

9.8 SHE
BHSREMRA LI+ EE L, BEFEORREEZHIER LN LEIEHORRICEICESE L, [EEICHK
5952 L, BHEREEEFBENMET L TWAZ E0n%EL, A M MLEt— MOPREEIC X
BIWER N & B e uy,
<R >
HH FFIEH OROHUEMEIEIEAIBR 52 LD RIERIZEImE IS BB LT WERRH 5 2
EbEtHE LT,
1. #HEEHR
(1) GREZEREZTOER
FREZ LTV

VITI. &2 (R LorEs) 1+ 5HEE 32



(2) HRFELZEDER

10.2 ftAERE (BFRICEET S &)

R FERRIER - FEETT5 By - fabRIN+
YU FIREDOIEAT 1A | A b b LFt— hORIWER (B £& LT, IEAT v A FHEHIIEA
INERARASnE PO, BT - B - HILEEESS) 05 | OBICBIT 2T RZ ST Ty

BRIND Z LD D, BRENCERR | AR BREERIC X 2 % k& 0K
RRAEAAT O 70 EBIE A+ 01247 | TAOT MY U A KGEPREERIO
W BEERO LNIEGAITIE A 72D A N L — M OPEINE
bR — hoRE, RIEEE LT 5720 EZ TN D,

UIRVEZATH 2L, Fl2 A R b
LY — NOEFHITH LR Y T
— AN (vAf ARy T
NI R) BEETLHT L,

ZIVRL T X RREH A N hudY— FoRIEH (B# | OF R EE R &F5G LT
TRIHAT U o, B B - I REE, k| D A N R LY — N EBAIICE
Jao ATz =a—)L ) BRSNS Z LB D, B | UL, A N R LX— N ORE
Tz= kA FIZHERMRAZIT O R EBRAE+ 2 LR &%, TomtasHmsy
IV B — LA B ATV, BEDBD GNI5GE | D,

e
e

(4 b b LS b OBRES IR oo g e o 0 45

AT Ve | L .
VT T A ET N e R AT S © b 1

1 1 Al - > N
U3 A %}}V%#_F®%ﬁﬂ?%é%MW%#%t@k%z%ﬂTu
N Rl N D P AV (= % (= i N M

_R=v v UL Nl 54z | PERHEAIN A N R LXY— FOF

(BT ) P 2 B AR ILE T 5720 L &

VA=A SVAN 2B TND,

A== A FEREFF ORI AR TH DA, A
R L — N OBRME DD
PEMNILE SN D20 EE BN
TV,

L7/ IR PFRIC X 0 B BEHIE ORITEH %
HIRT D7D EEZ BN TS,

7a bR T THEA] A N hrdY— hoORIWER (B | HIRHTHL2, A b LS
(AATZ = T P B EEEREE, MR — SO PREN ERT 52 &0
TSI, TV TTY— | EE) PHEREND T Enb D, M| 5D,

JVEE) NIRRT O 72 CHlE =+
INNATV, BENRO SN-HE
WZiE, A b b LS — R ORE, Ik
HREHE) B AT O T b, Fz,
A bR LY —  OREFHITH S
A F—rHL oA (2 aR
VANV TR #5352 L,
B, BHEOA N FLFHY—1
R GT 5551, R
7 kAR TIREROR S 2 IR
THILEEBETHI L,

VITI. &2 (R LorEs) 1+ 5HEE 33



HEFNA BRAIELR - HE A FEF- - fElRIN 1
RLT 4~—F M)A | DEREBIEZR T ZENB5, R T 4o~—F U 7 NIRRT
M2 @D DVERN G D726, Sk
BUEZ I Z LT WEBIOER %2
R 2,

C L7 RS AR IR e OVE BEAE D FE SR | B
EREEDEVIWMEND D,

< i >

7'a R T THERCOWT

7a bRV TRHERE AN ML — N EDOOHIZEBENT, A N N LXY— NOHEMEEIE L |

MAREN EFTDZ 03B 5 EDENARERDH D, 0 ZnboWERT o Ry FHE

HIEF I LN CCDS* (Company Core Data Sheet : (REFT—X L — ) L&A MICH S X

FoE L7,

*CCDS : ZaMEFHMICINZ T, Zhe X3z, MiEROH &, 3EEE L ORI T 52 2 oot
WMREENTODKET 7 A P —REBMER T 5 30E

FHHRREIRIZ DN T

KENZEWT, A R R LF— b & BEHEEEO DRI X 0 WRE AR 7E M OVE BEFE D 38 L 3

MNEEDLEVIHE D Ny | BEREREERLEMNKREEN (ERLH 51 5/ Pk 12 4

3H 29 BfY) A&, KERMCECHFRBEONENTH I TV,

AN b Ut — N EBRBEEOOFRIC L0 | IESHRESE, BB Y R 7 RNEE D L) i

I, HEEOATH Y | G-I L TH2R0,

8. BlIEA

1. &ER
WORWERRNH oD Z ENHH DT, BlELE 01TV, BENRD LN GEITITk s
ZHIET 57 YR EEIT ) 2k, A bR LR — NEFEEE, OMF #EE, M-VAC JEIET
AENC K D Lo 2 EBEIE] FFHRERE S R - W LS FEEEOMIL IR K 3 2 BIE
RANRRE L 72551003, AR OREHF TH LRV F— v v b (B aRl sy n)
rEGTLZE,
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(1) EXLGEIER EDHER

1.1 EXAEIER

M1 2avy, 7724 5F— (WTFOFEEICB O THHEERH)
W, MERREE, ME R TERD HbND I ERH D,

11.1.2 BBEM&E] (A M FLXH—h - Z0F 1075 LZRIEET 0. 1~5%ATHE. F Ot
15 CITBEERB)

DL BRI MERERIERE  (RIBREIR & U CREL, WHERR. 1 > 7 L= U WERIEIRE DR H & bt
HEENRH D) . AMERED, /R, BSOS, BAERREZLAS Hbid
ZERBHD, [8.1, 9.1.1 BH]

11.1.3 BE (W T OEEIZB W T BEEAR)

PR AR RN D X9 ik (22— v AT ¢ AiREGEE2ET) | BUGE, 1 b A e
A NVAREYYE, #REBEOEERBYYE (AfRBYIEEZET) Rhobnd I Enb b0
T, BEORELZ OB L., BENRDOLNEAICETEEA2PIEL, FUER. HiEAO®
HEDmY @& z24715 2 &, [8.3, 9.1.2 2]

11.1.4 BUERF%. FFAE (W TNoBEEICBWTHAEERH)

BENTAR ., T4, IFEMROBEE - b, LSO EEZ2ITESE B RUX CRFx Y A
NAZEDbDOEET) BhbbhbdZ Endbbd, [8.1, 8.5, 9.1.4 &]

11.1.5 BAUEBEET (A MhLIXV—1F - 704007 U ARRFEETO. 1% K, £ OMoOFRE
CTIHEEARY) | RESEE. EERZONF— (O THOBEICIBO TG HEEAR)
AVERREE, JRAVEESE, EER 7 0" F—HOEELRBEENH LD Z ER3H D, [8.1 5]

11.1.6 FEMME (X L —1h - 703077 2 LRIRET 0. 1%, £ DR
TIFBEEAR) | RMEE. MK (O FhoREicis T HAEEARH)

R MENZE . BRRHEE, BAKERH Sbil, MR AEIIWZ5Z EnHHDT, BlgE+m0I2AT
VN, FEEN WK, IR IR O IR IR 2N B B DT AT, e IEE X B O &
T, AFIOFEEZHIET S & & HICRIBRE R VE VHI OGS O@EY B EZITH 2 &,

11.1.7 hE MR EIEFEMELS (Toxic Epidermal Necrolysis: TEN) . R E#LIEARAE &2 (Stevens-—

Johnson FEM&EE) (T HLDOFIEIZINT L)

FEN FLEE, ZFOPERR, IRFEM, OARNRENDH S izHalciik b2 ik L, sl 2@ 2
1752 &,

11.1.8 WM (A b FLFH— b - R F— MREEEE T 5%, T O ECIIEE
AR | ERMEEX (WO THROBEIEICBW T HHEERR)

HImPERG S . BEFEMEIGR G D EERIGRBH LN Z ENHDHOT, WLWIER, THZED
JERD S SN HA IR G2 L, @@ z2ir> 2L, [8.2 2]
11.1.9 FEX (W T NoEEICE O THHEERH)
11.1.10 BHEE (WThoBEEICBWTHHEERE)

HHRERDFOREPRO ONHEITIE, RE2HIET 572 CWHYRLELTT) 2 &,
111 e (BEREZET) . TOMOPRMEREE. £ /N\L—ERE (W TRk

WZEBWTHHEEA)

s (FVERE A &e) | 2 OMOPHRRIES (R, FE, K5, RAE, 5iE) | ¥7
YRR O DD Z RN b,
N 12 TS EMAERE (PML)  (BEERH)

AR B R OB G T HITEF OWREL H 0 IcBlEZ T 5 2 b, BilkbsE, RakaerE®,
LR R pREE, DURERREE) | AR, JGEEOIERN H Do HA 1, MR 12 X 5 i
T R ORI A 21T & L bl EGE2PIEL, MURAEEZIT Z &
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<t >

11. 1.2, 11. 1.9, 11.1.10 AH & ORERFRITLT UM TIER WA, EEEREE, BB A
MmERRED . EE R/ MDD, BEEREM] OBFRRE. £o. Tk | "EHRE]
DEFERENRD O | JEEREERL LR KR REN (EELH 51 5 Rk 1243 A
29 HH) Nesni,

1L.1.2 ENIZBWT Vo~ Ly 7 A7V 2mg] T THARBMEEI ] OFIVERES] D H
HENo, TERAREWER] OBIZFHE LT,

11.1.3 ERNICB TS Vo< Ly 7 27BN 2ng] Ok (m2—FL AT 0 AikE 45
te) OREWERIEFNZIN T, FERARR2EZ MR LIIERISRE N H D Z Lo, BARMICEEH
L7,

11.1.4 %% TEEQNTESE] L LT, TBEETFR, R4 & BRI K RL &
FoE L7,

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

11.1.6 ERNICBITS Vo< by 7 2h 7L 2mg] ORVEMENMZE. WRHEE. Bk oI1E
FEBNC BT, FEIRR 22 DR LIEBOMENH 5D 2 L b, BRI H LT,

11.1.7 %% [EE/RREREE) L LTy, Ttk 2 i s iRsE (Toxic Epidermal
Necrolysis : TEN) | FZRGBEIRAE BERE (Stevens—Johnson SEMERE) | & BARRZREEL %
oE L7,

11.1.8 HA4Z [EERGKR] Lii#i L iz, THifMEGR, BEEMGR) & BRI R R
L& LT,

11.1.11 TAY FUr%t— ME2. bmg| BRSO E OEAEMEEZ LV | FLlEEHZ1T> 7,

11.1.12 BRINEIRE ST (EMA) O ERFZ MG Y 2 7 5HiiZ B4 (Pharmacovigilance
RiskAssessment Committee : PRAC) £ 0. X K b LS4 — MUAI (LI, MTX LA fi
FAIZEY PUL BHOL I FAZRA LI O ERBIEF L E2—%1T) X ) Eit %%
. BREAI L B o —%1T o7, TORES, PRAC 13 MTX A& PML o BAfife 7 [ - BEIfR 1
ST Z AU TR MTX BUHIZY PML REBUC TG T 2 &EI b B ETE RV SR L7
¥, 2021 4E 9 H I MTX BUHI OB FfF SCHEIZ PML OTEEMA 21T - 72, Zh i), M
SEATECIE N 3R 5 R A e A HAE  (PMDA) 1238 € MTX AT [EWNE IR CICBIT 5
PML O {3 EMaEL O M B ASFRET S AL MTX B & PML & O IR BIFR ITMENT SHL T3,
ENATOREFERMRNELHEE 2, EMEZEORA IR LR, 111 BRI
EM) OIEIZPML ZFd L, EEME AT O 2 & 23] &l <z,
PUFICEN T o 37 PML J&HUIE B O3 4 7R,
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ERFIBEE]

S 1
BE _ BI1E
VE - o AP 1A &5 & - ‘
EE | (BPHE) £ 541 o83 K OVLiE:
| BfY v 12mg (LD | #HITHSEMAEMKE
0% | vF D OEGR) | B RITHERT PEBRIRY PV ) AT F K (L CCP) HulkgtE, 7L
(BHTREE) | K 9 FH K=>w 1~bmg/HIEG %M LT,
BEBRA A MTX#UHI1 2mg/JE D 5% Bi#A LT~
BER105EH HATHEOBITIEE 257 A METHEOELEZLy ARIEL
(ABER) APz L7z,
NEFRROMBEARNEC, AR ERE, JofeNisids, BT
DAL, MOYE ETFROBEEE/ SEB 1 0,
NBEE MRT BT RIS, M/, /MM, R ONEEH &
GteT v N THERIC T2WI/FLAIR BRI L A EE D EE
FIREDH Y,
4 H H AR FEASIREEDN AL L, MTXEAI RO L K= 1 v 2 L
(ABEH) BT,
TENAN AR 2 o, MRIFT R OV BT (CSF) s> PCR
B> B A T 22 B VR IMOEE & B2 T,
A 70X ORI NE P AL DIREE A LT, 1R
Bith 2 AR IS EBE M & 22 0 | BB L7,
FHHARH CSFOPCRR A I ARE L 72 o 72,
GRRE5 » H1%) SEAR DAL B OVEZESE R 22 L,
ERERIRE(E
MTX 1 y 5. 1k A ok Ak k%
A TE A . FIL0AEH NG| ENERE| 2n Hik ENEE]
BEPRAT | Oem) | o) | o) | GEER) | GREs» A %)
CSF-JCV-DNA (copies/mL) — — 2124 886 A RE
CD4/CD8LL CREfImA U > /<5K) — — 1.6 2.6 —
IgG index 2.27 - 1.67 1. 69 1.79
SARA* Z =1 7 () 22 25 — 17 -
*Scale for the Assessment and Rating of Ataxia
PR . 1L F=Ynr v
% | ¥
SiEfI 2
B BI1EH
- | pomem | LR —
| (BbbE) B 50 RERUALE
#Z | BV v~F | bmg (WlHZY | ETHSEEBERE. ) T rayvh REREL
60 ft | (L) D) Beh ks A BIERY &~ 5 LR L, MTXBUA) 6ng/S RO L K
I [H] =vnry 3ng/HORGEBE LT,
4 15 RIAE AU 7Y X2 T OREERIEL. T L F=Y Ry
dng (LBH7-Y % 2mg/ FITHE LTz,
DET ) B U &~ FHERO B2, MIXEA% dng/iHiC
44 WEL., 7L k= oy % Img/BICHRE LT,
BRI T Y v~ FREROEMDI-, 7L F=Yr %
kL7,
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B GHI8EE TR
(ABER)

HFH HAH
(A\B22H H)
£ H HAH
(ABE5H H)
FEH H A
GEBE8iE %)
(5 R)

k3 4
(P ABE3 1)

—iEtED RN B RO TREE D72
ABEL7=,

TR LY BT ©, IR S 7 <L RSk
BEIXEFR Tholz, AFRO LOIUERH -T2, HED
CT A%y C, HMEEba sl dih->7-, BEER MRI
AT R C. JEEGRFAE & I B 225 B <,
FLAIR W[ IERF R R/ E & A & DT,
MRZHRAIIER TH Y . RMENE M REIELE 2
B L 7=,

DU B BRI B O P Bbd R I R AR D IR DO B3 1
72<, iBBE L7z,

AR . L, REME D U, RERED KOERO
=%, AAPE LT,

R DOFRAERERE E 2N A D AL, MR SRIIRRAE T H
MRCRBE R ONEHAIES 6 FMAP R S fERR X7z, T
B RO T T 0D R M I S TR B T L T
V. R, FEEOEWROEROT=H, B LT
BT TX o7,

BRTP ROME T NS 7 U 7 b3y AHR DB
HE, 27UV hay A« x4 7 40~ AWRETE
=i,

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

B ICHE S X, 7 U 3y AMREL &2
L 7=,

MIXEFI R OS 7 ) 2o ~T o542 HIE LT,
TLART YL UBETNY Nk BE ALY
BRtGE L7,

BEWPIZIC A LV ADNA OFEFENFER I N,
MRI FTREOPCREER L v, T2 HEMEAE
PIEREV N & 2l LT,

Mk4E MRI TR T O DIRZEIER BT 7RIR I
(FF BT %) iz,
[R R 7o e SRR I A2 s o T,
o k8 % T — U K D PTE R EEMERERE Ak L T,
(FF P8I %) BERIIEL, BpEL7,
k1638 % BB D TC 7 A L ADNA 1ZetETH - 7=,
(FRiBE 2» At%)  MRI FTALC, BEUENMHER SN,
ERIRIREE
MTX 51 BERsFER | EEHIER _ _—
RATE i B O R) (FAKEH) kS | k16T
GETERNAGEEE A 77—V (8) — 28 16 28 —
SZAUENLRT—F () - 30 — —
i EkE (cells/ul) — — 5, 400 —
U SER (%) — — 4.0 —
b MRERE T A VR - - Fatt: —
M7 va—= (mg/dL) — — 143 —
B A M EREC (cells/ pnl) — — 23 — 10
R EE (mg/dL) — — 199 — —
WE 7 R 8% (mg/dL) — — 22 - -
i JC 7 A /LA DNA
H (gozeg/mL) - - 479 0

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

% | ¥
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(2) ZDHthDEI1ER

11.2 Z0thaEER
(A b FLFH— FBEBERE. N-VAC %)

BN

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 g, BUN, 7 L7 F=v0 L7 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 S5

I

FEtpRiesh  EERE. RS Aoy A, TUREGE, WEbRE. LOWUR, WRRRE, Bk
DFE, SR

=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

. EVE. MOE0Eaa R, vRAE, TEE
) A B RUFY— FMEFEE, MVACFIEIZB W TR, HHAERES ORIWER ST 2 Wk & 72 53
A& Fh L TR,
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Mg Wi, I8V > ~27 a7 U i
SE, AFEREREEZ. U Lo NEER
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TEIP

5 hik M., BIN, ZLT7F=>D I
. EER

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

BRAR T A VTR FBER, AEEE
R RiE TeHEEE, R, AEILE.
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Rttt R SR, IR B2, THER
Bl HEE. LOYUR, KR
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5
RIS UK, PP R

G MRS IE, INERRE A A, iR
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Z DAt AR F i f
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=
*
o
i
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B, wildk, g7 v
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JEBIR, FE, B
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(AR bLFY—F - RYF— FRUEEER)
50%L4 I 5~50% At 5% A HEPE A
WEEUE FEE, B B, £ O
17 HH I KA ~ra7 ) e, iR
B, VU oo \HillER
STk ALT, AST @ -5 FIE. AEMSAT. Al-P o |-, LDH
D EH
¥k BIN, 7 L7 F = IR, BHER
NN L =2
e BRRIR, & DNk, TR IS BT - i, AL, A L
& e MM T A, ER, OIEER
d e CAREE., RLBE, RFEILE. @
FWLH, B2 FERR I, SUE, 7
Hi, RS
FEtitiRsR GIEbE] B, LOY | ARE, B Ohxd A, TEEESE, 3
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IR IR ] nZk
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(ARRLXY—F - 2)LAOY9S5 VL REE)
5%LL 0. 1~5% At 0. 1%t A5 A< B
JEECE TIPS I E- AR
Mg HH 1 &K~ ra7 ) e, GfE
BRHaZ. U Lo EER
JiTHiek AST, ALT, Al-P @ LDH ® k& ., JERART
5
5 hik BIN, 7 L7 F=> EHER
ONSEZ NIV
M bas M - MM, & B, A LU A JE| A L) TR, OBRIER
AR, T, (BB - Hii
AN
R WiE, EILE SEHEEE, R, B,
FFBRIR I, Y8, fEE. R
JEEI5
FEtRRE R L OV, BB, PR | 5509 HODT I, EEIE, D FE,
T RS EER SEIGRE
fEE
)& I R BfE Ik
Eifgs RS E, JPTEMRRE R . AR
A, e
Z DAt iSRS, IRER [ | ARSI | e se. B ORARE, g7 v
JiE J& U, RS, B, TR,
fipess
VE) R A e Y
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SEREMEARREERVERREEREE—&
AR B Lt — FmRERER O M-VAC JEIEIC IS T, A ol a2 55 o0 FIVE P 38 BB 5 S BT e
&R DA A T L TR,
CMF BB W CRIVERER kTG & 72 o 72 62 5l 49 B (79.0%) ICEHWERARSESO bz, D
T2 OIS - War: (67.7%) . BARAE (68.1%) . % (35.5%) . MK (17.7%) FT
Hot-, BKRBREMREIL 61 #r, 56 #] (91.8%) IZRH BN, FDOEREOITAMEREA
(88.5%) . & (37.7%) . ALT (GPT) b5 (37.7%) . AST (GOT) L& (36.1%) & Tdh o7,
[AGRRF DG 2 ]
ANBMLFEH—hF v 3R] CRBEERIEICBWOTRETEREER G L o7 222 filF, 212 f
(95.5%) |ZHRE AR 2 S eRIER RO bz, TOER L OITRHERIE (17.0%) | I
oo WEM (71.2%) . ALT (GPT) 5- (43.7%) . AST (GOT) L5 (35.6%) % Th-o7=,
(AL TREOER Y ]
ARMRLFH—b T4 a 07 U ARREEICB O CRIERE S & 72572 1,854 B, 1,077
B (58. 1%) \ZERRMRAME R 2 & LRI RO biviz, TOERS OIFIEER - EHt (27.6%) |
FIMEREAD (24.7%) . BEAIR (20.0%) . &Ml (11.2%) % TH o7,
(AL TREOER " ]
2k, AHEICITHAFERESFRIERBRBENFE N CE RV EIER#RE 25T,
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c AN FRY—hemA aRy oRKEEE

JEGIY 72D

"™ ME messomE TR LA B 3 :

O AR I 22 26 48
@ FRAE B 106 116 222

@ RIERZBUEGI%R 97 115 212

@ RIME R B 425 593 1018
© fgﬁ%ﬁ?ﬁm aa 91. 5% 99. 1% 95. 5%

BI1EH OFESE BIVEA ORBAEE (%)

iiR7: 58 (54.7) 56 (48.3) 114 (51.4)
H 1Bk 33 (31.1) 39 (33.6) 72 (32.4)
1N kA 28 (26.4) 22 (19.0) 50 (22.5)
MmaERIKT 17 (16.0) 10 ( 8.6) 27 (12.2)
H A8 ) 11 (10.4) 5 (4.3) 16 (7.2

Ji i 45 (42.5) 69 (59.5) 114 (51.4)
GOT E5&- 27 (25.5) 52 (44.8) 79 (35.6)
GPT |5 34 (32.1) 63 (54.3) 97 (43.7)
vy RSA 9 (8.5) 9 (7.8 18 (8.1)

T Nk 9 (8.5) 9 (7.8 18 (8.1)
BUN |5 9 (8.5) 1 (0.9 10 ( 4.5)
VT F = LR 6 (5.7 1 (0.9 7 (3.2
R E H 0 8 (6.9 8 (3.6)

HIb#R 75 (70.8) 113 (97.4) 188 (84.7)
A% 20 (18.9) 43 (37.1) 63 (28.4)
H i R 26 4 (3.8) 0 4 (1.8
BEARIR 65 (51.3) 106 (91.4) 171 (77.0)
MR 5 M I 57 (53.8) 101 (87.1) 158 (71.2)
T 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)

R R 30 (28.3) 32 (27.6) 62 (27.9)
FLE— 1 (0.9 1 (0.9 2 (0.9
3% B 29 (27.4) 35 (30.2) 64 (28.8)
IS i v M 0 1 (0.9 1 (0.5)

& 17 (16.0) 33 (28.4) 50 (22.5)
KL - FLEE 9 (3.5) 16 (13.8) 25 (11.3)
B E 12 (11.3) 19 (16.4) 31 (14.0)

FEAPPRAE R 14 (13.2) 8 (6.9) 22 (9.9
GIER ] 12 (11.3) 1 (0.9 13 (5.9
EO 1 (0.9 1 (0.9 2 (0.9
B 1 (0.9 3 (2.6) 4 (1.8)
L OV 0 2 (1.7 2 (0.9
JORR 0 1 (0.9 1 (0.5)

Z DA, 0 15 (12.9) 15 ( 6.3)
R 0 2 (1.7 2 (0.9
R BE 0 4 (3.4) 4 (1.8)
JRoovl ) —Fv 0 2 (1.7) 2 (0.9
Ak 0 1 (0.9 1 (0.5
i R K 0 1 (0.9 1 (0.5)
B Y 0 4 (3.4) 4 (1.8
T B % 0 1 (0.9 1 (0.5)
% R 3 0 1 (0.9 1 (0.5
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EARESE 2D

ISES

o FRERZ O TR LLRE D 3t &t
O AR 22 26 48
@ EARK 437 536 973
@ RIVERFEBUEGIEL 256 493 749
@ RIMER B 894 1447 2341
%g’fgfﬁéﬂﬂ* 58. 6% 92. 0% 77. 0%
BIVEF OFESE BIWEH ORBIEE (%)
iR 89 (20.4) 85 (15.9) 174 (17.9)
A 1 Bk 80 (18.3) 55 (10.3) 135 (13.9)
I/ SR ik 68 (15.6) 27 ( 5.0) 95 (9.8)
REE=5 /i 38 (8.7) 14 ( 2.6) 52 ( 5.3)
HH ifnAGg e 14 (3.2) 5(0.9) 19 ( 2.0)
ikRL 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)
vULey ER 34 (7.8) 15 ( 2.8) 49 ( 5.0)
S Nk 10 ( 2.3) 11 (2.1 21 ( 2.2)
BUN |5 8 (1.8) 1 (0.2 9 (0.9
J7VvrF=r bR 6 (1.4) 1 (0.2) 7 (0.7)
R E A 0 10 ( 1.9) 10 ( 1.0)
Hib#s 204 (46.7) 446 (83.2) 650 (66.8)
AN % 24 ( 5.5) 82 (15.3) 106 (10.9)
H i R 26 4 (0.9 0 4 (0.4)
B R 179 (41.0) 402 (75.0) 581 (59.7)
MR A - MM 138 (31.6) 348 (65.0) 486 (49.9)
R 28 ( 6.4) 72 (13.4) 100 (10.3)
H * 1 (0.2 0 1 (0.1)
M W 31 (7.1) 3 (0.5 34 (3.5)
M TRE R 57 (13.0) 75 (14.0) 132 (13.5)
T LE— 1 (0.2 1 (0.2 2 (0.2
¥* B 56 (12.8) 73 (13.6) 129 (13.3)
IS B v 0 1 (0.2) 1 (0.1)
S 36 (8.2) 79 (14.7) 115 (11.8)
R - FLEE 10 ( 2.3) 29 (5.4) 39 (4.0)
ik + 31 (7.1) 52 (19.7) 83 ( 8.5)
TP R 21 ( 4.8) 10 (1.9 31 (3.2)
BH W 19 ( 4.3) 1 (0.2 20 (2.1)
& At 1 (0.2 1 (0.2 2 (0.2)
Btk 1 (0.2 3 (0.6) 4 (0.4
L U UE 0 5 (0.9 5 (0.5)
RO 0 1 (0.2 1 (o0.1)
T D 0 16 ( 3.0) 16 ( 1.6)
G2 U 0 2 (0.4 2 (0.2)
R bE 0 5(0.9) 5 (0.5)
Roaey ) —7r 0 2 (0.4 2 (0.2
o AR 0 1 (0.2 1 (0.1
i R % 0 1 (0.2 1 (0.1
J% Y 0 5 (0.9 5 (0.5)
T B % 0 2 (0.4 1 (0.1)
W% AR 0 1 (0.2 1 (0.1)
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- OMF s

AIE BRI FogE 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 (%) B o fEdE BIWEROFRBUIH (%)
W E i
7 Z 1 (1.6) M ifn ek 54/61 (88.5)
5 ek =1 il 23/61 (37.7)
R 1 (1.6) M/ IR 4/61 ( 6.6)
e Jr Rk
Mas, « MEM- 42 (67.7) GPT L& 23/61 (37.7)
BAAIR 36 (58.1) GOT k5 22/61 (36.1)
(SIS 11 (17.7) LDH k& 8/61 (13.1)
T i 5 (8.1) wreyirry k& 3/61 ( 4.9)
R AL-P L5 3/61 ( 4.9)
ik £ 22 (35.5) B ik
FEREHE R 2 (3.2 PR 4/32 (12.5)
Z DAt R & H 2/44 ( 4.5)
fog M 2% 3 (4.8) Z DA,
BT AR 2 (3.2) 1K A i jE *11/61 (18.0)
MmygH v 7 METF 1/61 ( 1.6)
mEH VoL bEH 1/61 ( 1.6)
PR b 1/44 ( 2.3)
voey ) —4r 1/44 ( 2.3)
 FEEUE B3 (1999 4F43H)
9. BRBREFERICRIZTZE

12. ERERREHRRICRITTEE
MJARNTY LN (AT 7 AN —v - NU X RNTULERAGH) 20 LG, 2 /KFEER
1E #% (dihydrofolate reductase : DHFR) Z# AWz A M b L — MEEOHIE CTRMNT E&
EEETHIENHLOTIEETDHZ &,

<figEn >

AN RLFY—h R F— MEIREICBO T, ZRITIER A AT 2 72 DI il A i B 2 E
THZENRAIRTHD, A b b LFH— b OIMAHFFEYIREE ORNEEZIIFE A O J71% (FPIA 15 EMIT 3%,
DHFR Z W BE61E72 &) b D3, BERIEOWERBIIME (L. Caser) 7>HAHH L7z dihydrofolate
reductase (DHFR) 23 A b F ¥4 — MZ Lo THESNAREICHESNTND, #iE-T, MU X MY
LAPFH SN BE ORI TIX, FIhRIZ LY BovTd B A b huSd— MREX EH L, FEEOR
FELLEOBE L 725, 20720, BERIETHIET 25%681X, A M X — FNOIEMREELZ L7290
WU ANV ADBEEFRIET S0, N A NY AEFHT 2GS0 SIETRIET 578 EDiE
BAEUELET D,
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13. BE®RE
13.1 fEIR

AME T BB G RFCHE SV BRI KRS K OV L EREE Ch o7z, £, EERH
TERZRBL L. Bmrafkii sz iz & o ERNRE ST,

Fio, BEVEN A~ ER GO FefERIL, BUR, EO - IEr, R Sk TR ENENE SR O HX
FRERTH Y . FHEENTE LFIC LD/ M~V =T 28 2 L, S afia 7= 8 - =58
Flb s ST 5,
13.2 &

WERL Lo X, THAONIARAAOHEIF THLRY F— LT on (mAfaRy g
N L) ERGT D EELIC, AFIOPEMZRET D 7 ORI E RO T T VAL EAT
I L, ARFNEFRY F— NNy AORGRIBHEWVZEE, RUFT— NIy AOZHEN
EBFT2ZE0355,

F o, BEEN~EERG LEGAIE, RV = N vy Ao JROTIVH VAT A,
MEEIZ XD KERIESOBY B EIT) Z L,
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1. BRLDOIE

14. BALOZFE

14.1 FERERHBDEE
(A bk bLFY— MEEELR

14.1.1 @5, AFNCAFEIER 20mL 202 THAEL, I A M R — k& L T2 5mg 12725 &
NIRRT 5, BRI E AT, TR AZRRK 2nl Z2 N2 CHfiE L, InL A B b L%
P— k& LT 26mg 12725 & 9IRS 5,

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

14.1.2 @5, A b hLSY— A AEREAEIR L 5%~ R VR 20mL [ 2R LW S,

(A R RLFY— - R F— MEUBEER)

14.1.3 i@, A N bL¥— N 2ABAETR UL 5%~ R UK 250~500mL [ Z¥AfE L CTHW 5,

(ZhEEFHE)

14.1. 4 R U7 EGHRITECONIE R U, FRIRIIFEET 2 2 &, ek, ARIIMIER 256 Lo
T, U H T > TITMEGRCERT 5 2 &,

14.2 ZERIRE5BOFE
RIS 7= > ThE. A% « R DB BT 5720 Pt MIcEET 5 2 &,
AN G-I AR WA DI, MBS/ NRIZITH 2 & 728, RRCR— R~ SIS ES
TN b, Fio, FrAER, RHAGRERER, R, NEICERRCERT S 2 L,

PR TR A RET D KO TEET D 2 &,
AR LTZ & & MR AR ALY . RO E R SEIE. EbIcstaik . MiiaZEx
THEHTLZ L,

14. 3 BERALART. BEDDIER

(A b bLFHY— - R F— FRURER)

14.3.1 AFERNCHRRMRA (iRt I - B, JRRES) 109938352 &0 . &
EBSRESE N T R CEF UL ZUCHES D = L 2 L, AREEPGT 2 L,

14.3.2 RERIFHICT = v 7 L pH7. 0 L EICHERFT 2 2 &,
500mL, ORI T= 0 17~34mEq DIREEKFET RV 7 25 (T% A A 1l 20mL1~2 & /HfiK 500mL) % A
h R LY — NEGRTHNA DAY F— MRERBE G T £ Tk 595 2 &, [RRRC 453727k D
f#iFs (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 T3 RO#E5EITH Z L,

T T I REFFREIROT VA VIEREZAT 5D T, 785V F I K 250~500mg/ H % A k
LY — MEGRTE DAY - — hOREEE G T £ TROXUIFIRNEE G35 2 L, [8. 7 ]

(AR RLFEH—F - 2)0LAO95 D ILTREER)

14.3. 4 AFREANCEEARE (MR, 1T - Bema, RRES) 3 o2&, IF &,
BRFSREEN T R CTIER XL ZAUTHET D Z L2 ad L. AREEBIG T2 L,

14.3.5 A PP — MTEDEBEED IO, 500ml OffiE 7=V 34mEq REEKET U 7 A
(7% A A v > 20mL2 & /#HiE 500mL) % A b N Lath— NEEBIERE S 2 BT CTRtGT 5 L &
BITFIREORDOT A VILERZAT 57525 2 F250mg 2 A b b L3— MEGRTHRIS0 45,
BeEA%K b ISR A U TR 575 2 &, [8.9 ]
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14. 4 i, EEROTE
(A b RLFH—b - R F— FURER)

14.4.1 AMmER « /MBS ER L 7-50, FIMER « I Riigin 2 O U220V 2470, SEZE U T
PAEWE O 2EETH &,

14.4.2 A N bU— MR 48 R O M PREMIXREWER T =% — OB D EERIEE L 70 5
DT, 48 W% O M AIREOREIILTEET HZ &, [8.6 B

14.4.3 7RV F— MR GBAG 72 BEREITE S A B B LS — FOmMAEEN 1 X107 2 /VEELL E0L
AT, MAFEREEDS 1 X107 B/ VIR0 D £ TR O, IROT IV VLR ORY F
— hOEG. - R — MR G OIERESDOWEAITH 2 L, [8.6 BH]

14.4.4 B UOAPES, TR, FISOERA S oA 0@E e uEs2175 2 & (BlzIE,
1 H¥&E] 100mL DKIZA Y F— b 16mg ZHNR T2k Z Gk S E7-%, 2O FEEFNRS T 5D 3
ENTW3D)

14.4.5 X b R LW — ho@ iR E RIS K 2 BB HEIHL B - BHREOE LUK, £
T2 AWIES. T, FISORWERND HONEAIIIREDR Y — M Bk G2 £+ 5 2
L. [8.6 &[]

14.4.6 2 b Rt — MMEH% 4 B BICERRRE (kiR T - BEEmE, RIRES) %M
L2k, [8.1&M]

(A M RLFEY—F - 704095 VIILEREE)

14.4.7 KRV F— bOEEEEO BZIIRO LB TH D,

EHEEDIR TEM 2 SN2 LD A b b X — FOYRIEIEDIBENDH 5 BE, T —BIREDE
WVEE RRCIESERIREE) Cld, BHEEESL<THZENEE LV 61) , —HREDSBAF T,
OFBERENIER 7B Tk, BEEHE DR THZENTE S,

14. 4.8 APEEIC L0 EEZEHIEL I - BHEiEOZE LVMETF, BORRIR, B, TR, 0P8
B T, TIEORIWERD & 6 ONIGEIZIE, R Y — FO¥ERE. - JHHIFOIEE 2 & Dl
BT Z &,

14.4.9 gM:, WM LWTFHIOH 2 BFIIE, AU F— MNERFIORGE2EZET 5 &,

<N >

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

14.2  WHHENEROEHZ S HS>RAICHONT, EROBEHR LEbERHEE LT,

BEFD 40 AR 10 RN 50 AR A PMEE & AN NTEEST & OBJE AR S, 2
TR ATDICEEEIR LTV D,

14.3.1 A M bhULFH—1b KRV F— MRIEFRETEE ORI EZ LD Z & LEEEZ AT 5 8
Flzxt L, ToOFEhfas OREREREZ I L, EFH UL ICHET 2 Ll s b BEICE
WTCOIH, ZOFENEMEIND LI EFEELZBRELZLDOTH D,

14.3.2 JROT NI VAL & 5372 0K 3 OFFE, A N b LFH— b <R U J— MREEFE CIINAET

b5,
ARIETIT R 227 VT VAL K OffiFa D B % EREDTF = v 7 FIEIZHOWTEHH LT
50
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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,

TEeH VT I RIIKEBBUKEERLEARIC, PuziE (FIRIMER) LROT VI VALVER % R
WCHETHDT, A b MrFx¥—k KU — ML AT 2RI dEAl o —>
Thb,

14. 3. 4 ARFRIEIL, BHHERE, IT - BHRRICE R L2 5209 < ., £/, JEIBBIEE = 25 & ErEA iR
7R W edh, RO A DRIEFMANCAMRE LTV, EH XTI HET 50k
RROBFICHATLIZEEHELTWD,

14.3.5 ROT VT VAL, KI5y DR DOSLEMET TVI-5. AR EARNEE & DM DIES. 9
FELEEBY THD, 22T BRI ET VR VLT 272D REERAKFET R U T A
DODEGETHIZ L, TEHYITIROERGETOZEEZHEL TS, £/, 7EFX VT
X NIZRRIERAN S B 720, [RIRFICA b L3P — MO 2L T 5,

14.4.1 A b bLFY—F R Y F— MREEFEE T, EREIHIA B 5% 6~10 H THA HAv, FRVLD
Ml FRe T D & EIE, ROWLEPLEEL 2D,

HILEREL 1, 000 A3 (BERIEREL 500 Rifs) D& X, & AWITAMERE 1,000~2, 000 (fEk:
Ek$x 500~1, 000) T 38CLLEDOREEZ PR L T D & &%, B HICHMERZ i LR ER
BN 1,000 LA ISR D X912 T 5, BEITSEU T, BYEOIERH 5 WVITTHHODdIz, A b
MUt — N EMHAEERZRE SR WIIAEWEZ#E5T 5,

M/ RES 10 HRTED & X1T, RO A N FLFH— NOBGE2IEMT 5, 5~6 FRED &
XX/ MR OB A B RE L, 2.5 TARIK T Lz & &%, o MR 217 5 .
I ER, R 7S & OALE 21T 9 diE, BE ORREIZ XV ERI2HIEr 5,

14.4.2 Perez [THWIEDEFEIZ 50~350mg/kg DA ~ F LFH— % 6 Rl T THEA LR L &,
A~ b L Y— MG 48 Rt Ol R 1T B G- B, RO WA b B3, 1XIXF
UHE CIRT T 52 &b, 48 FEMEILERRBEDOE =2 —OHEERRE L 25 Z L 2
HLTWD,

Perez O3 (1978) @ OMEIILITO LB TH D,

B AESER] 40 112 &5 | 165 [H]-48 FERIE (0. 97X10°M) | « A b b LY — ML PR
256 [EIFEA (1 [H] 50~ GEMFRBLET) D 48 FEEIfEI, BEE, F
350mg/kg 6 IFfE]) 66 [B]-48 FFfEfE (1. 20X 10 M) BZD bbb T—ETHY
(IR 7o B BL) ERRBEE T DT X —H
18 [F]-48 IffHlfiE (1. 25X 107°M) s,
(FRAEEE DFEMESE ) - 48 BERIEDY 1X107M BL Lo
7 [5]-48 IFHME (8. 45X 10°M) Yt falbRMED @,
(B 72 TR B

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, TH, FiZEoERicxr U, BEEER L TRl S 535 Tlden
WA R R LF Y — ML EEEZ T - S ORISR U S — b oMERERER S
HEBEZLNTEY, MOONE, DNROTA, DPEER EOERORE, RUF— 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
IR AIZIIREDARY F— N TREET S (massive rescue) HiEEBET 5,

14.4.6 4 H HOKRMBRAEIZ, A b N LUdY— MEGRATORERMREM & 425 2 L2k b, AR
DFEFNEIR~DHEL MDD L THETH L, 706, 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 — FOPEINEE L, RFOFEE RS 5 2 L2
HHOT, KU F— FOREEHEAENT 578 EOWENKLETH D,
Fo, EEBREOBRE (K7 AT I UVMEREY) 13, BHERANHERT L, WEREA B
D100 IBELOFRSIZTZZA 6NN EREZEZLND ZEND, ZO XS RBEFITIL,
BU T — OGS REEBINT 572 EOMENRLETH D,

14.4.8 [VI-5. EERIEARWNERE EZOHEHE ] OHESM

12. ZDMOEE
(1) BRERMERICED IER

15.1 BRERAEFAICE D < 17#k

15, 1.1 A& RIUER L7288 & D\ A & O HUEMEIRE A 4 0F ) L 72 881 B Y oS,
AMEAME, EBEREAIEGRE MDS) D TR L LI E OWERH D,

15.1. 2 SofRREREDS I SNV BHB ST 7 T o 28 LTSS 6 . PURSISO KA HE ST D,

(2) FEBGEREAERICED 1B
FRIE I TV
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IX. FFEREREAERICEE Y HTHE

1. FEHER

(1) EXhFEEHAER
[VI. BB HTHE | OESMR

(2) REMEERAER
R - T BR R
A RNRLUFH—b - R — MEEEEIC L 5 - EBER (1 X)
AR bLdY— b EH5E IR WSiEE il DEX
100mg/kg+7AR Y F— b~ | EWEZ b | AL | EE)ie L ELWEbR L
300mg/kg+7A Y — b | BEE(L | BEEN| EEiRL ELWEbR L

FH#% R ED | FET EATHEIR,
/\] A a J
S00me/ke+k Y = b | SIS EA FHE T R B

A~ b LFY— b 100mg/kg+ A YU F— kO 300mg/kg+ 7 U F— hREEHRIEICERD S E kT,
A MR UFd— NEME S (100 &0 300mg/kg) (2L, ZOREIXIZLMNITRE TH T,
AU F— bR EICL > THHEC ORI AL TE 722 o 72 500mg/kg+ A Y F— MREREIZER
OoNTEEMIE, AN ML — MR GEDOZNEFRETH - T,

(3) ZOMOEEHER
LB L

2. HEER

(1) BEExE5EMHRAER
%x‘lﬁ%r‘l\i (LD50\ mg/kg)

By AR NERE 7 b
| 146 135~225
R RN 85~103 6~25
FRRAY 65~170 —
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(2) REREEEHER
7 v A

: ( BSR |, | SECHBR LDz
LR ERA B R (mg/kg/day) e (mg/kg/day) eeh (mg/kg)
N (':l_:’ f[\ﬁ
1?fE§ﬁ§%5- AR 0.02~2.5 . 0.5 7~20 -
i3
15(?;§§ﬁ§2§§£; fawEry | 0.063~0.631 | i 0. 159 7~25 | 0.217

AN M — hOREHFEEZESTH L, (KAETHECOHBER AL,

—RIER & UCHLITE, #R{E, TREEROIEI., THEWEDIS T, rIAREE « BB 0E A EENRD bz,
FARR AR CIISE BN B S ORI D 25505 K OV, iR, i, BSRIIE Y o _Eiod U o ARk
. ARSI OB, FHMIROZE, T, M, ROBEENL (B) OESROTFE L BEFIREROH
MAFRD BTz, EFEHITIE 0. Img/kg/ H LA LT, B HESEERMIROND B OV 7 SHk O1BHE 72 E 38
H BT,

Bt (R REEH R, RoRLER)

AN hLFY—ho, 0.05, 0.1, 0.2, 0.4, Img/kg/H%Z T > M3 » AREAHS L72FBRTIL,
0. 4mg/kg LA EDOFEAFOFUERIRIAL, /NEFUOEEIE, AR, RoMiao~E 7 U ik
. BORKEEEEDRO b, HEENETIZON TERLRFIRAZ LN TND,

(3) EinEaER
AR L

() HARIERR
LR L

(5) EHEHRESMAER
JiR R ERER ©
ARNBMUHRY—1F?0.3, 0.5, 0.7, 2.5, 5. 10, 25, 50mg/kg Z iz 10 H H O~ AT 1 [AIIEHENT
B U729 ClX, 10mg/kg LA EOREZIETIRIE O, F7=, 25mg/kg LA LD GHETIIRIFEL O N
ELOBIMNBTRD TN D,

T B Sl
SHCHTORE~ T AT A b b LFY— 1 0. Img/kg Z 5 HREIEASG L, BEABEOME L 2B L TH, K
S 2R EVEESERRIESC, B IRSEREIMBANIZ8 0 LT FIRINC RIT TR IRE D e o 7,

(6) BARIHIERER
LR L

(1) ZOOEHEN
BB L

IX.
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X. EEMFEICEYSER

1. REX5
iy Al EHARAY R LEE— |k 50mg
B AL S R SR
F) EE—IEMEONLFEFICIVMEHAT L L
HhEksr : B A S L F¥H—Fk
JEIHK

2. BXHEAR
HEhAR - 4 (AR Z240ME5% 5D
(Tv-6. WHNOFFELIMETICHB T ALEM] OESR)

3. BENRETOITE
fr 1 SRR

4. IEWLDEE

20. Bk EDFE
SMHBAE 1T U CTIRET 2 2 &

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

6. E—m5 - EAEhE
El—Rsy: AV bL¥t— ME2. 5mg, VEHHA Y bL¥t— b bmg, AV b L ¥t— bR
200mg, A Y b L¥Ft— bAHEERHER 1000mg, VU~ bL w7 A0 7L 2ng
M 2h 3 ANVHT NV KW, B 7 VAFURRE, RXYLVEVHERIE, 7 F )~
A D Y

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

. W AR o ST TR
Bedn FH R AT 1 R A H
S A b Y 19684F-2H 1 H 14300AMY00035 19694F-1H1H 19688 H5 H
¥t — F50mg

9. MEERIFHREM. RZERVAELEEEMFNOEARRVZOAR

10.

11.

12.

13

14.

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

1991410 H 4H : A R hLFH¥—F - 74 v 0T VAL

1996 4 6 A 21 H : OMF &

2004 4E 1 H 30 H : M-VAC &£

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 — MR ICEFE SN,

BEERER. BiIMESRELARERABRUVUZONE
OA BN MLFH—h -« Tt uy T o ROk
FHEAME@EMA : 20184E3 H 29 A
BoR A R EEL EEEREONE., AR EEOMREICET 258 (IFf
35 AEVERRES 145 5) 5 1A RFE 2THE 3 B A B ADWT T HREY LA,

BEEHM
M L

AR FIRR 2B 3 5153k
AANX, EAZEEERSE 107 5 CERLISES A 6 B 2k THREHIMIC ERAH T ST
HERE ] IR L2,

##Ea—Fk
JEL A 5 8 A
, fEREHES 2 — R . Lt hERLE
AR LI P HOT (947) %5
RFA ﬁf%iﬁu YJ=—R) (57) &= VAT LHa—R
A AY L 4222400D2020 422240002020 109058102 644210048
& — F50mg
RIEEfRTLDIE

BARMANA

X.
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Sternberg, C N. et al. : J Urol 133 (3) :403-407,1985 (PMID : 4038749)
Logothetis, C J. et al. J Clin Onco 8 (6) :1050-1055, 1990 (PMID : 2189954)
Liegler, D. G. et al. : Clin Pharmacol Ther 10 (6) : 849-857, 1969 (PMID: 5349626)
AR #ISCIED « BEERIMEE 27 (10) : 1856-1861, 1986

=R SURIED - BT v —TF L 21 (2) @ 305, 1985

P AR HHEED 38 LALFHRIE. 1989 ; 16 (8) PART-I : 2545-2555

A 28 - NRL 1982 ;50 (5) : 823-830

PEAR 5 S AbSREEE. 1981 ;8 (12) @ 1849-1856

Al EREE D ¢ ERE AR OSEEE. 1982 5 31 (7) @ 1213-1222

mIR R E I Em ARHAE. 1982 545 (2) @ 193-200

PR SERIED - SAESREYE. 1994 5 21 (12) : 1949-1956

B ABIED o SAREEE. 1980 57 (9) @ 1641-1652
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A EBE L ALERIE. 1979 ;6 (Suppl. 2) : 279-286
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TR ELED o EALFIRE. 1985 5 12 (1) @ 91-98
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A ZERIED e S ALFREE 8 (9) @ 1325-1334, 1981
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(i EHIED < SR RE 7 (9) @ 1653-1663, 1980
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E4 K
244 Hospira, Inc
544 METHOTREXATE injection, for intravenous, intramuscular, subcutaneous

or intrathecal use
HIF K VG & | 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 13z | 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 is

indicated for the treatment of adults and

pediatric patients with Non—-Hodgkin lymphoma.

Osteosarcoma
Methotrexate Injection 1is
pediatric patients with

chemotherapy regimen.
Breast Cancer
Methotrexate Injection 1is

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

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
(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 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
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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
Injection (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 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
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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 GIN, 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
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Pregnancy

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 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
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)

SSHE D (2025 4E 2 A)

<ZE  FEOME>

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

The safety and effectiveness of Methotrexate Injection in pediatric
patients have been established for ALL, meningeal leukemia prophylaxis
and treatment, non-Hodgkin lymphoma, osteosarcoma and in pJIA.
Clinical studies evaluating the use of methotrexate in pediatric
patients with pJIA demonstrated safety comparable to that observed in
adults with RA. The safety and effectiveness of Methotrexate Injection

have not been established in pediatric patients for the treatment of

KEDIRASCHE
(2023 4% 11 H)

breast cancer, squamous cell carcinoma of the head and neck
gestational trophoblastic neoplasia, rheumatoid arthritis, and

psoriasis. Additional risk information is described below.

Leukemia/Lymphoma

Serious neurotoxicity, frequently manifested as generalized or focal
seizures, has been reported with unexpectedly increased frequency
among pediatric patients with acute lymphoblastic leukemia who were

treated with intermediate—dose intravenous methotrexate (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

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

He[E > SPC
(2024 4F- 10 A)

agents.

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

SE G R 67



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 ml 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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