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14.3.3 74V I FOREEITH>Z &,

TS VT REIFREIROT NI VILERZ /950 T, 7Tk
&7 3 K250~500mg/ H%& A b b ¥4 — b HGATHNOERY F
— M OFIRBE ST FORO UIFRIRNE S35 2 &, [8. 73]



(ARPLFH—F - I0FO95VIKTREE)

14.3. 4 AFRERTICHIRRE (IR, 1T - BERE, RRES)
ETERT L &, IF. B BRISREN TR TER TIhic
WPDZ L aMR L, ARIEEZHAT 2L,

14.3.5 A M PP — M EDBEREEDO TR, 500mL DK &
72V 34mEqiREAKFET B U 7 L (%A A 1 2 20mL2%8 /4Hik500mL) %
A N hU— MMEEBRAEED BB NT TG T 5 & & HITH]
RECIRDOT VA VAEREE T 27842 7 I RF250mg% A ~ b
L& — MR ERTRI3043 . 5 54 KSR IR O U FIRIN R 595
Z &, [8.92]

14. 4 $&koh, BEEOER

(A RLFY— - R F— FRIEER)

14. 4.1 [FIfER « M/ RERSE IR U725 A, BBk - i B 25 oo 5
G lu@ 2470, BEIS U CTHAME DR 52BE T2 L,
14.4.2 A K N UF % — M 548RRI% O bR EMIIRIER €=~
— DB D EERIEE L 225 DT, ASKEEI# o i HH R ORIE 1

YPERT 52 L, [8.65H]

14.4.3 KR Y F— AR EBRMAT2RE S A R L FY— Fofd
TEALX 107 /VIRELL EOBAITIE, MHPERRENLX 107 EVRE
K72 D FTHE ARG O, ROT AT VLKA Y F— b
OWERE - RY F— MRS OEESONEEITH Z &, [8.6
2]

14.4.4 W LWOPNIEE, TH., TIMZEOERNH &b i5a 1213
IR %475 2 & (B2, 1AEKEI00mLOAKIZA U F— k 15mg
EMA T EEWMSET2%, TOFENREIELIRLPHME ST
W3),

14.4.5 A N b U4 — NO@ LTI E RS & 2 EEE 2B B
BT - BREEEDE LUV, FRed 2 DPIESS. TR, FifZEOgIE
ANH SN BRI REDRY 7 — MRER G252 &,
[8. 6]

14.4.6 A k b L% — MEG%4A BICHEERSE (hgkd, fF - &
HERERTE, IRIRES) 2EiET 22 L, [8 15H]

(ARPLFH—F - 0093 VILRRER

14.4.7 R ) F— FOEEGEFOBRIIRO LBV Th D,

BRSO THEMARLICLS A b L — hoPRIBEIEDBZ
DOHHBE, T —MIREOEWEE (FRREFRREE) Tk, #
HlEE%< T ENREE LW (61, —MRENRLAFT, 2>
BN IERE 2EBF T, HEREED R THILENTEX B,

14. 4.8 ARFEIC L 0 EEHHEIH], AT - BEEOE LWMET., By
BRI, B, Wk, APES. MR TIEORIERRS 5 b
NIGEIE, AU F— FOEERS - B H B OER 2 & oL
ETHZ &,

14.4.9 gH:- W LW RO & 5 BT, A F— MEFHoR %
EBTHZ L,

15. ZOHDEE

15.1 BRERMEAICE D < I1E#R

15.1.1 AFIZEHHEH L7 BE H D \OIEAH & o brErE R %
PEA U723l MR ) o i R L | R SR RO (A (MDS)
LD TIRIEFEINTEA LT & OWER D D

15.1.2 SafE e il SN/ BE ST 7 F U e LIc A, ik
S D RINHERE STV D,

16. EMERE
16.1 MmoEREE
16.1.1 BE%S
(A b bLFY— FEERER)
XSRS I 2R VR FR B HE ~98H1I 1 A b b L& — F D5, 10,
25, 50mg% HiEIFEARINEE 5 LT, 5% DA K R L¥d— hoifih
PRI, B 51~ 2R & v 7 12k 2 1) L, B 524514 C
WO EETHE 5X10 %ol /LU FIZZ2 720 BEAT—%),

16.1.2 REHZRE

(A b+ bLFRYH— - R F— FRIRERE)

(1) BT - 'EHERE. BRERED ER 2B RIEEE2THNCT R 7~ A v
U BT DRAFURPA N bR — | R U — MREEE
WEAT L7z A B N L9 — b 5R1%100, 150, 200, 250, 300mg/kg
& 5N E350mg/kg T, WAL 6HERRI AN O s FHEZ 1T o 72 2D
BED A b b UF— N b8 (180[E]) (231 5 i i,
BHFREI %131 X 10 mol /LLA EZ& R L, 7T2BFfI#£121 X 10 "m0l /LEA F %
LTz, Foo A b b rd— MEGE & PIRE ORI OWT
X, B 5146, 24, ASKERTE O i PR EE 1L B RICIKIE L CEnT %
23, T2WERIHE O i PR I RIS BER e < L 1X 10 mol /LEL T &R
L7,

(2) /NEOZME A MFE R O Y S EEOBZICH L TA R LF
P— kR Y F— MERFRIE A AT L, 284 o iE R A N R L
Xt — MR LIEARBHIORERPIREAWE Lic, A M RL¥¥—
b OFEHF25~100mg/kg T, Z AV Z& 6WREE] 2> CaiifE Lz & &
B 5-BRIAGHEEI 1% O Mg PR EE 11, 47~2. 54 X 10 'm0l /LTH 0 . LA
%245 E#% T1. 24~8. 60X 10 °mol /L, 48HFRILLF (31X 10 'mol/LD
LAULVE TR L, 70, BERPIREL, $5BMmeRm%ZIzI W
T25~50mg/ kg% 5-BF TIE8. 15X 10 'mol /L, 75~100mg/kghE T2. 73
X 10 mol/L%& 7R L, 24FF#ILZNZI, 4.59X10 mol/L, 5. 47X
10 'mol/LCd - 7=, IFBHIE L, T2 121213V S 1 X 10 'mol /L
LIFIR T LY,

(3) /NEEMEBERE 2461 A b b LFY— k- R F— SRRk
LLTA B b LFH— FDT750~9000mg/m?% 61 (] AR ¥ L 7= &
X OMIEPIREZPE L7z, #58750~1500mg/m* i (HE~298[A])
O HBIR24, 48, T2RERIH O A b b U P — MiERREIL, £
NN 47X 10 %mol /L, 1.92X 10 mol/L, 1.26X10 mol/L, #%5-&
2250~3000mg/m* i (JE-~68[A) TILZIZ4L1. 37X 10 ‘mol/L, 1.95
X10"mol/L, 1.08X10 mol/L, $¢5-F9000mg/m* it (FE~13[F]) TiL
FHFL.52X10  mol /L, 1.54X10%mol/L, 0.97X10 mol/L T -
77,

(ARPLFH—F - I0FO95VIUKTREE)

(4) BEEE2fIcA M MLdY—b - 7t a o T VR RREE i
7L, MiEFH A b b rd— MREZHE L, #5&EIA MMLF
H— F100mg/m*, Z/VA 1= T2 0800mg/m*E LT, A b LFH—
MRS VA D T OV E IR S E Lo & & 2
b b LS — NI 155314 S R LS R EES. 3X 10 mol /L&
720 DIBEMIR L, B 5 24REAR IR P s B LY,

16.5 HEitt

(A b bLFY— FEERER)

RS RE DS IR 2 VIR FR B HE ~98H1 1 A b b L& — F D5, 10,
25, 50mg % H[EIFIRNE G LT, IRFPPEIESRT, B 5% 40H THEH
65%, 24 THEII0%H 5 W IZFENLL ETH -2 GHEAT—%),

17. BRKRAHE
17.1 BHERUVREMCET 55
(A b bLFY— FEEEE
17.1.1 Al

ArEA MR, FR/NROSNE AR O BARMERFRIEICB W T, o
PLEMEESAIE OO L 0 ERERRDO LN TWDE, Eo, KAl
VW MR O BENSE A 555 L2 S PN BB 5 ST OB S PR & Dl
AEICEY . AAMERRD HA TSSO,
17.1.2 #EHER

FEEBIEDO AT BT, BB OMEMEEBICH AESFEO b T
511'12)0



(CMF &%)
17.1.3 EWNIE~26Ha2% T2 261112 DU THT i 7= e R 3Bk i
@%E@\ukaxwf%é
HETT - FRILEOBEICH L, @, Y7 aRA 7y I F&EH4
HR65mg/m R %G L, A F ¥ P — s ROT LA 17T 0
W HELH B EOFESH BICFNZ40mg/m, 500mg/m*# RPN
5335,
INELIZ—NELTARAT LITHY IR LITo 72 & OFEYERIT
36. 1% (HZhLAL22f) ThH DY,
(AT - FRILBEE ISR 2R ROHEREIC L D)
(A RLFY— - R F— FRIEER)
Zlaak LRITEIC L D RSB AR OMEIILL T D L 50 Th 5,
17.1.4 &
fds A2 A3 2 WIE3S ] (B RIE236], Do F - e AEL2
B 1BV T, B O50%L Lo/ NETEIE L L TR LA
FF20% (T61) ThoH, FRC, HAE, MEBOBIIE, ARFRIEC
Y0, BBEOFEHENED LN TNSEY,
17.1.5 2K
AN A58 C 2> AR R IR o0 2k (SR L0 %64~ 5 A Zh
1X70% (101, SEREMef], REREMF) Th o,
F 72 SRR Sk U7 B A F 3B k9 2 A 2 ER 136 7% (31
SERTIMRLIG, RERWMRLIE) THsY,
17.1.6 B \E
AN 5 C o> AR R I O B Y (B FIC R DA%
FIX1T% (6, SeRmARLE) THDHY,
(ARPLFH—F - I0FO95VIKTREE)
17.1.7 EWNIE~24K5 3% T2 2 F3THINC DU THT i 7= i bR 3Rk i
ORI TDOLEBY TH D,
HEOBZIIK L, A b FLXP— F00mg/m* (FiF) #5%1~3
Rt 7 A\ 7 7 2 1600mg/m? (B S IE LIRERE] DN s i i)
BHT A7V a— N mikEY IR LITo 7z & & ORI, 40. 5%
BB L1561 TH B,
(ETEA AAL R E R S E R K D)
Fio, A u v T VREMEE L OERBR O, HRAENTE
HHATNDT,

18, EphEmE

18.1 {EF%F

18.1.1 A N MLH— NI, FEREERRA I LI oG HERILE
ot S Af#EF#Edihydrofolate reductase (DHFR) Off& %BE_JJ: L/
FIVMBERKROT Y CEBCREFRSE LT, MlEa & i3 5
18~20)

(A b bLFY— FEEEE

18.1. 2 IEE PR MO @ ORI
MR 2=,

(A b bLFY— - KR F— FRIEEE)

18.1.3 H oM MIE (B AEMIRE) TIZAEBINIIZE Y A TS
RELTNDT2D, KEDA M FL¥¥— MMEEIC X SZBIICE
DiAEH, —ER%BICA M LY — hOEAITH DR Y F—
FEEE L, BREAIIZARY 7 — FEIM VAT Z L O TE S IEF
AR 5100,

(ARRLEY—t - 0FEOI5 D LTRER

18147»ﬁu7§yw1 AR TIEERE & 720 . DNADE AL
FH S ASRNADHERERE 2L = U, PUBEBIE 2 384 9 5, A M b L
*H—h - 7»7%:1 '77 UNARMRIHEIZ B TUE, mixE- Sz A
LR — hOTY CFREEERIC L0 L 2R o PRPP
(phosphoribosyl pyrophosphate) 237 /v 1 7 Z 2 )L O 2 (e
L. VUESIREZRRSED EEZ LR TVHY,

18.2 EBHR

(CMF&;%)

KRG A OPUEEE S 2 SRCIE (Subrenal capsule assay) THiRT
L7cfER, v 7/uahA77I R, AMMLFY—1F, 7rtdurs
VD 3FINE O REIEE RIS A BLA O RE AR NI 28 & L[]
VE8%E T LRI D ETFRENDY,

1. REBIAYICHL Y A E 4L, B

19. BEMFSICET HBIEFMIE

—AIAFR : A N M LF Y — bk (Methotrexate)

k54« F{4-[ (2, 4-Diaminopteridin—6-
ylmethyl) (methyl)amino]benzoyl}-L-glutamic acid

53 F 3 ¢ CollooNgO5

53F - 454. 44

PRI - RSITHRADRERIEOM K TH 5, ARMTE U P UIZEITIC
<LK 7ER=MUL, =F =)L (95) NIV =FLxE—F

TIEE AT, REIEAKEEET N U LR SUIATRER

T U U LARIKICET B, ARMITRIZE > THRZICE{LT 5,

b

O H COH

NH MNMCOZH
N7 N\ N
PNy ™

N N

20. kL EDEFE
AFPRE IO L CRIFT D 2 L

H2N

22. @%
AT

23. FEXHk

1) HPNEER : OMPRIERNEFER [L70010000057]

2) FERNEE: A N RLFY— b - vo 3R Y CRERRERIEA SR
[L70010000059]

3) HERNEE: A B RLXY— b - Tt u T T R RIRERIVER

S5t [L70010000058]
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