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1947 4F Farber & I3HEME & RMEOWE R NOAMIEOHEITEAET 5 L2 R L, TDOH% O
T, ARG B & O RS T 2 AV 5 & | RASHIIIZ 2 4 5 B 2 il 2 HE T 5 2
ERH BN . NTHREBRZIEZOEEZTIRREEE XD X 010 o 7z,
FDAI=ALIUTOEICEZ BN TS,

MTXD{EREF
v DA

-
-

-
Thymiding we Thymidylate 4= decsyuisdylate

ge novo
/

\ denxyurilineg

foho acid = dibydralolale MY, M =methylena tetrahydralolate

difwdrofolate /

reduclase k
MTX 7 / folinic ocid

Citrovorum facor
tetrahydrololate
M —formyftatrabydrofulic acid

A b b LY — NMIEE S IS LB IR 2 FEA S8 5 dihydrofolate reductase (DHFR) @
BE AL, FIUABRARLDT Y AR EZIEL T, MiRshE 4+ 5, 510

(2) FEhEENF T HAEBRRE
OA b LFH— bEEEE
E 5 ARBSCRAZ ME O ORI 1R, BEBNAOICHR D AT, B ER 2R 9, ¥
OCMF #&3%
B REHUREA OPUEL R % SRC 1% (Subrenal capsule assay) THETLICfER, 7 AR A7 7
SR, ARRUFRS—F, TFn T T IL0 3 FIOFHOREEHEAEINH =T, £ A O 5
iR % LEY 68% £ TLEATHETHENS,

ORGEES: LR
AR L
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1. ImHREOHR - AIEE

(1) saf LA Mo
DR L

(2) &= iR E R ER R
OA M MLFHY—EEEE
1~2 B§f 2 OMET—%)
GEAE TVI-1. (3) ERARHUBR CHERR SN MHIRE ] OIHSM)

(3) ERERHBR TR INMPRE
OA b LFH— bEEEE

(%)

EHERE DN IE 7 FEMEEE R A E N 98 fFlC A R Lt — kD 5, 10, 25, 50mg % Hi[RIFRIRN X 5-
L7c, &H5H%DA N M LFd— FOMHARER, &5 1~2 K%L E—27 ke icpd L, &5
24 B T, WPFNOEEETY 5.5X10 *mol/L LLFIC/R~ 72, £7-. FRHCHIE L7 R P4k
KL, BH% 4 BERTFY 66%, 24 BRI TFE 90% H 5 W EENU ETH -7z, P GMET—
4)

4) h&EHE
A N kLSt — h I PR O fERRIR AL 24 BFEMET 1X10°F /WA, 48 BT 1X10 °%
JVPREE T2 A C 1 X107 "B/ WRETH D DO TRMIRFLL EOREDER I A 2R Y > OB &
HoenAfaR) o fEREGOIEESDNELZTTH Z &,

(5) BF - HAROEE
VI-7. FHEAEH) OHZM

6) BEE (KEa2L—>3>) BifI<d Y4 LE-ENFENDELDER
AR L

2. RMEERII/NS A —4

(1) #BHi A%
AR L

(2) WIREE R
AR L
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@) N"AATARLZEY T4

(4 g-hr/mL)
Fh& 150mg/kg
G-I 1% H
&Gk 6 HeF [A] i A
B GEEK 1 [A] 2 1] 3 1] 4 18]
AUC 222.651 | 320.939 | 322.133 | 205.946
BhGR 200mg/kg 250mg/kg
G- 1 T[] —
1 5[ 1| | em | am
&Gk 6 R[] s A
AUC 863.521 | 388.902 | 915.178
(4) HREEEH "
Hbh& 150mg/kg
G-I 1% H
&Gk 6 R[] A
B 5K 1 [=] 2 1] 3 1] 4 18]
Wi [ 0.386314 | 0.447667 | 0.315715 | 0.425119
BhGR 200mg/kg 250mg/kg
G-I 1 T[] —
155K 1| | 2@ [ m
&Gk 6 HRF [A] i A
Wik | 0.349738 | 0.586042 | 0.497333

(5) 57TV
AR L

) ERNTERESNT-AFORE - HE:

OA B b Ut — MEERE  AFNIHIRN, BEENUIHRMNICERT 5, £72, HEICE U TEIRRX
IIEENIC N T 5,

s APEE M, BMEY oo A, B E A SIS LT, A R R — R E LT, @E. S
1.25~2. 5mg, /I 2.5~5mg, A b~10mg %= 1 AL LT, 1@AMIC 3~6 EEF T2, HIfmEOLEE
B L 2 BEOER (BEME A MIR) (213, 1 EIOENEEZKE kg %720 0.2~0.4mg & LT, #EEAIC
2~T HZ LT L BRI 5, 723, Fln, JERIC KD EEEET 5,

CHREBMRAICH LT, 17— &5 HMEL, A MMLUFH—RELT, @, KA1 H 10~30mg &7
§9%, IRSREARIZE R, 7T~12 BRICTH D28, BIRIOF G X > CRITERAZN S Hbhiaid, BITER
DR T HETHRET S, k. Fiin, SR X0 EEHHT 5.

ONF i 27 aR2A 77 RERTZAL A7 5L OfFRICBNT, AN MLEH—RE LT, #@H,
FRA 1 1] 40mg/m® A IRNTEST 5, B OB SIC Xk > TEWEAR & 6 b= 84613, HET 5 7 XUIEIE
HBWRT 2 TIRIET 2, 72, Flin, JERICE D EEHEBT 2,

OM-VAC L - B T I AT URilsE., RE Y VeV UVIEBER OV AT ZF 0 Lotz W T, A ML
FH— b & LT, @, A LA 30mg/m’ 2 FEIRNIES T2, miEOESIZX > CRWERR & b bhi-54E
. BET 50 UIRIERIEAT 5 £ TRIET 5, Z2ds, Filn, ERICK Y EERET 5.
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3.

(6)

NTHERE"Y

& 150mg/kg

¢ 5-[H R 1% A

#5051k 6 IRF ] i

5515 1 [A] 2 [7] 3 [7] 4 [A]
Vde  (mL) 54063.9 | 32364.9 | 45721.7 | 53111.7
Vdss (mL) 62791.9 | 36727.6 | 49430.8 | 78582.8
b5 200mg/kg 250mg/ kg
5[ R 1 3 [ —

1 5[ | | em | am
#5051k 6 IRF ] i

Vde  (mL) 27814 26856. 2 23069. 4
Vdss (mL) 29984. 3 29580. 8 25612. 2

(N

4R

miEEEEAE

OHET— %)

ER A :50.4%1.9%
R 32.3+3.6%

BARRANA

1) EWTHER I AK O - &

OA B b LY — MBERE  AFNTEIRA,

IHERE RS 5,

s AVEE M, B oA, BV R A SIS LT, A R R — R E LT, @E. S
1.25~2. 5mg, /\NJ2 2. 5~bmg, A A 5~10mg 2 1 H& & LC, 1M 3~6 [BEH T 5, B ORiE
TR & 2 BN (BERRAIMR) (213, 1 BIOEFREZAKE kg 24720 0.2~0.4mg & LT, FEHENIC
2~T HZ LT LR T 5, 723, Fln, JERICR D EEEET 5,

cHEMRAICH LT, 17— &5 EMEL, ARMLRY—FELT, @, AL H 10~30mg &{E
F4 5, REBIMITEE, 7T~12 BRI TH D, ARSI L > TRHERR D S b =541, REM

PHKT 2 TS D, b, Hllin, MERIZ KV EEHERT 5.

OMFIEWE : 7R A7 7 I REOBTZAFR TSI EOMFRIZBNT, A R MLFH—RE LT, @,
% 1 Bl 40mg/m? & ERARINIES T 5. BIEIOR G512 L > TEWERAN & & b 7=3541% . WiEd 5 UIFRIE

MDPERT 2 THRES 2, 7eds, i, AEIRIC X0 EEHRT 5.

OM-VAC 1% . B T I AF UHiliglE, XYL E YV UVEBER OV AT T F o LOfFHICBWT, A ML
FH— k& LT, @%, KA 1R 30mg/m® % FRNIERT 25, AIEIOHRGIZE > TEIWERAR S b -56

Vde

Vdss :

NV N P =t
b A bR
AR AT

B SUTRPICIER 4%, £z, HEIZE U TEMRA X

(3. BET D0 SUIRIEMNTHERT 2 £ THRET 2, ek, HFiln, AERICK D EERES 2,
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4. o

(1) ik — fxBE P9 @ 4
HEH R GRETIIBAT LRV,

(2) mMmik—RREEREFT @B
AV A GAYA AN

(3) Bt~ DT
BEED0.01%B17T 5, © GEF—%)

(4) BEE~DBITHE
V-4, (1) Mg — B i rE ) DS M

(5) ZDDMBEE~DRBITHE
A BB L — MMIEROICHERERIZOMN L, FHIIF, B B BoBT82< 2D Ol
A TIXE & LTI SEEAIE AR FFE R OB E LRIZRIET 2 2 L HED O IV Tn D, £z,
NEFERE K ORIt ORI MIE D Z A L v & < MBI LV BB 22 Pt 2R LT,

5. &

(1) RBEEDEIR VB
A bk LFH— M T T-OHMIX ICfRE s s,

(2) KI5 T S8R (CYP450 F) D5rFig
REERR L

Q) MEEENROERRVZDEE
A% L7

@) REWOEMDHERULLE ©
T-OH-MTX : 1%
APA 1 10%

(5) FHERIYOERERP/NTA—4
T-OH-MTX DM 1T “HAPET, 201 4. 5 B KON 28 BRI T 5, 10
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1. FSURAR—E2—IZEAT 51ER
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AR BFLFH— ML DAMEBREITHIT LB TIZIEE A EDRERL LR, P O ET—
)
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AT 10.8% Th o1, ®

(3) EEOEER
AR L
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HEEREIH & LT, ek . A, i MR 2388 B, Dose limiting factor &
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2mg| & DOFEEGMAMET LICRER, REIER T2 & LT

B, TV~ Ly 7 A7V 2mg) IZBWT, ENIZEBT DK, EEEOELEREO
BUWEREFIZHS N T, BalHIiER & LT NEH: ) 233O O NTEFMRERH D Z &b, Mk
EhEEORERE LT MEH:) 2B L0 TARFS FERICER L,
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PUEMESAIDOIZ L A L2 TORMICHEHE SN TV IERFETH D,
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DT ENLEE LT,

(5) 1Z2>WT:
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(6) 1Z2WT:

KENCEWT, A b b L — b &R O DI X 0 dREBHLREEESE K OV BEAE 0 S B A i
DEEDLEVHIRE Y NHy | FEERERZERLEMNKRE RN (BHRLE 51 5/ Fhk 12
3 A 29 BAN) M End, KERMSCEIZHRBEONENLEH SN TN D,
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NWTWBKET 7 A P —1E03MERR T 5 CE

8. ElfEA

(1) BERDHE

A bk LEFY— FMEBEEM OMWVACE:RIC I\ T, i BSR4 o0 BIVE P S8 BUHE RS S IHE &
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