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T ERT D2 L, I, B BREREEN T R TIER LI
WFTDHZ L aMR L, AFRIEEHAT D2 &,

14.3.2 REREWIZF = v 7 LpHT. 0BL BICHERF+ 5 2 &\,
500mL D AHIE &7 D 17~34mEq D R ERAKFEF NV U (ThA A 1V
20mL1~2%8 /MfiiR500mL) & A b b ¥ — NMESRTH LAY F—
RS HAAT £ Ok 55 2 & FIRRC 3 ARk oy O Al
(100~150mL/m*/FE[H) 24TV, A b b L ¥ — b OJR~O Pk 212
FTEOEBE L EREOF = v 7 2RI GIFFTZ L) 12179 2 &,
[8. 8% ]



14.3.3 78XV 7 FO®EE5#{TH> 2 &,

TEZYV 5 FEFRREOROT A VILERZ2ET 50T, 7k
%7 3 F250~500mg/HA& A b b L¥ ¥ — MEGATRNOARY F
— NORIRBE ST FOROUIFRIRNE S5 2 &, [8.85H]

(ARPLFHY—F - I0FATSVIURREE

14.3. 4 APRIEATCHRRIRE (IGREA., 1T - BRERE, JRRES)
FEFERT L8, IF B BRESRES TR TER I hic
WP EMRL, AREEHAT DL,

14.3.5 A M P F I — ML DEREO TP, 500mLOHIKH
720 34mBqREEAKFET R U 7 A (%A A 1 2 20mL255 /Al 500mL) %
A N R U — MEEEBRIARED D2BER T TG 5 & & HICH]
IRECRDOT VA VALIERZET 2782V 7 I F250mg% A bk b
L3 — R GRIHI304 5 5% ABIREIRT ISR 1 SUIFFIRN 535
Z &, [8.10BH]

14. 4 Exh, BEREOER

(AR RLFY—b R F— FRIBER)

14. 4.1 AIER « /RN B L7 3A, FIMER « i/ N i 45 o5
G7e i@ 2470, BEIE U CTHARE DR S 2B EBT5Z L,
14.4.2 A b b L& — % 548R % o i R B X RIER T = &
—DBENDEERIEE L 225 0T, A8 O 1 P EE ORIE X

VPERT S 2L, [8.T58H]

14.4.3 KRV F— bREBHREBRBT2ERREI% S A B F LY — hofd
PR X107 /VRELL EOBAIIE, fPERENLX 107 EVIRE
RG22 FTHor72 Ky Ok, IROTNVH VALK OFRY F— b
OHERS « RY) F— MEBERGOEREDONELITH Z L, [8.7
]

14.4.4 LW ORES, TR, FTLEOERN S S bz Bacim
YR %475 2 & (B, 1AEKEI00mLOAKIZA U F— bk 15mg
EMZ T Gk S E7-1%, ZOEEFNRSELRAENHE SN T
W5),

14.4.5 A b L34 — b OO T EERE - K 5 B 2 B B
JF - BHSREDE LWMKT, FREd 2 OPIEES. TH. TS ORIE
ARSI BAITEREDRY F— M RER G2 EHT 52 &,
[8. 75 1]

14.4.6 A~ b9 — MEE5%4A BICHEERE (R, i - &
FERERTE, IRIRESS) 2EiET 22 L, [8. 15MH]

(ARPLFHY—F - 03O0 VILTREE

14.4.7 RV F— bOEEREOBLIRO LB TH 5,
BHSBEDIR TR LIC L D A b R LFI— hofEEIEDBZ N
Db HEE, T —BeREOENEE BRoRERRE) T3, &
BRBAELLTHZENEE LW (6A), —ARIRERBIFT, 2vo
BN IERE 2BF T, EEEEDRLTHILENTE S,

14. 4.8 ARFEIC L0 EEZHHEMH], T - BEEOE LWMET.,
B, B, ErE, OPES. MR, TIEORERR S b
NHEIE, AU F— FOEERL - 5B OER R & o
ETHZ &,

14.4.9 NgH- W LW RO & 5 BT, AU F— MEFF oA
EBTHZ L,

15. Z0MDEE

15.1 BRERERICE D < 1E#R

15.1.1 AMPMLF Y= 2EHERALZEESHDWIEA M LX)
— b LM OTTEMIRS A Z P LIz BEic, Bk LoE, Arka
M5, B R IEREGRE (MDS) S50 “IRFEAFA L7c & OGN
H5D,

15.1.2 SGEHEEN IR SN BT IC T 7 F o288 L-EA . Puk
FOGR D RINAHE STV 5,

16. EWEhRe

16.1 mAERE

16.1.1 BEEikE

(A b+ bLFY— FEEERE)

RS RE N IR 2 M R R AE 98I A b b LF Y — R D5, 10,
25, 50mgZ HiEIEIRINIE G- LTz, &EGH DA b FLFH— hofHd
FREE I B 1~ 20 2 B — 7 ITHR 2 12 U & 524051 C
WO G ETH5. 5X10° mol /LLLFIZ R -7 HEATF—4%),

16.1.2 RE®RE

(AR bLFY— - R F— bEBERED

(1) I - EhEee, BREREOER 2B REEE2THNCT R T~ A v
VLBV YRFURORA R RLFF— b - R F— MROERES
MEfT L7ze A b b L — o 513100, 150, 200, 250, 300mg/kg
B DU ME350mg/kg T, WAL B BRFRE LN O SR E &2 T o 72, 20D
BpD A b b L — M hE (180[8]) (28T 2 i PR E X,
BRI X 107 mol /LU L& R L, 724121 X 10 mol /LEA T %
RUT, 7o, AN MUFY— MEGE L MPREORBERIZONT
V. G126, 24, 48K O ML PRI 5-8IKAF L TN %
23, T2WER % OO 1 R T GRS BEfR 72 <L 1X 10 mol /LEL R &R
L7=7,

(2) /NEOZMEA MFE R MY S EEOBEICH L TA N R LF
bk R Y F— MREERIEZ AT L, ZE284B] o fiEH A b b L
X — MR & IEARBFIOBERPIREZTE Lz, A N FLFg—
b DO 5 & 1325~100mg/kg T, Z AL 6FREF 2T CRRE L7z & &
e 5.5 b6 R % OO ML T TH I BE 1T 1. 47~2. 54 X107 mol /L TH Y . LA
245 T1. 24~8. 60X 10 mol /L, 48HFMILLHE X1 X 10 mol /LD
VAULETIR T L7z, E7o, BERPIREL, #G-BilaekRf% I
T25~50mg/kg% 5-#ETIX8. 15X 10 'mol/L, 75~100mg/kghf T2. 73
X 10 mol /L& 7R L, 24RFRI#%ILZ 24, 4.59X 10 mol /L, 5. 47X
10 mol /LT d - 7=, LIS HI L. 72011213V 51X 10 Tmol /L
PUFICIE T L9,

(3) /NEEMERRE24FIC A b hLEY— kB F— MRRRE
LLTA B b LFH— FDT750~9000mg/m? % 6 f S &L L 72 &
EOMFEHREZWE LI, #58750~1500mg/m* B (FE~98[A])
O 5BAtA24, 48, T2MFRE O A b N LEY— MEPEREIL, %
NFN1. 47X 10 %m0l /L, 1.92X 10 mol/L, 1.26X 10 mol/L, $t5-&
2250~3000mg/m*fE (FE~268[A]) TILEI 41, 37X 10 mol /L, 1.95
X 10 mol/L, 1.08X 10 mol/L, $%5-59000mg/m*fE (FL~13[R]) Tl
ZFHNZEN1.52X10 %m0l /L, 1.54X10*mol/L, 0.97X 10 mol/LTd -
- 7)

(ARPLFH—F - 0O VLRKRER)

(4) BEBREFNCA b P XY — |k « Tt 0T I RRFREL
TL. M A S R — MRELZHIE L, HEEETA N MLX
H— F100mg/m’>, Z/VA 17T 0800mg/mE LT, A Kk hL¥H—
MEEIRERIZIC T VA D T & IR RN SR L & &, £
bR U — MG 150 SR R LG R EES. 33X 10 mol /L&
220 DIBEEIE L. BeE- 24 IR s B L LY,

16.5 HEtit

(A bk bLFY— FEEERER)

S RE DS IE 7 72 FEVERT AR JE 98I A h L ¥ H— L D5, 10,
25, 50mg % HLEIFARA B G- Uiz, JRPPEESRIT, 554400 TFY)
65%, 24 TEII0%H 5 WITENLL EThH 720 GFEAT—%),

17. ERPRAHE
171 BMRUVREHEICET HHER
(A b LFY— FEEERE)
17.1.1 BMLf"

SPERIE, RN O SN A M5 O BAFERRRIEIC IV T, o
PUEMEREEA & OFHIC D ERAERRO LN TS, F2, A b
b L3t MRS OO BN 5 7 L BEIE PN B - SRR R
EHRS & OMARIZEY . FAMESRD HR TSB!,
17.1.2 EMKRE

HABIEDO L7053 BEEOMEMERBICHHERRD ST
5“'12)0



(CMF ;%)
17.1.3 EWNIE~265E7% TFERBI6 15 DN TIT i 7= B AR Bk Bl
OEEIX, LFDEBY THD,
HEAT - BRIWEOBFICK L, @F, > 7/rfRA 77 I N4EH14
A f65mg/m R A% 5L, A M hLFH— RO T 41T T 0F
WER LA BROESH BICZ 2 40mg/m?, 500mg/m*EH kPN
545,
INEIZ—NELTAE T EIHEY IR
36.1% (FRILLL22() T@H 59,
(HEAT - AR EE B DR R ONERLEIZ L D)
(%FFD## bR F— RRUBER)
TEERILFIWFZEIZ K 5 BRSO I T D L B TH 5,
11L4WE
It A A3 5 WIESSH] (i ABE23F], ZOfoE - BEBRAEL2
B IZBNT, RSB EDO50%L EOfE/ N EtEE L L THEH LA
FF20% (761) THD, R, BRME, WS OMBNTIE. ARFRIEC
Iv, EBROE @kmwwanfwak
17.1.5 2B Mmn%E
AN 2 T 2D A ARG R IR o0 Ak B LSS 10611 %4~ 5 A 2h R
1370% (Loflrh, sEAEMEf], RoeaEME) Th D,
:ﬂ;%ﬂ&ﬁ%%Lt@ﬁmmmWKﬂﬁéﬁ@$@mWWWﬂ
FREMUG], REREMRIF) THDHY,
17.1.6 B /3@
AN 5 C o> D AR R RIS O HEME Y o X IE6FIZ KT 5 A%
1% (61T, FEREMIF) THHY,
(AR RLFEY—F - TLAOYSVILRREER)
17.1.7 EWNIE~245E 5% T2 FI3THIZ DUV TIT I 7= B R el B ks
OWEIZLLTOEBY TH B,
BEOBREICH L, A b b LXY— F100mg/m* (F7E) #5%1~3
RFfA%IC 7 A e 7 F 2 1600mg/m?* (A ST LIRF R LA PN AR )
&5¢YX7/:~»%ﬂ B0 R AT 72 & & OFRBHHIT, 40. 5%
(LA E1561) THhD
(FE DS AL EIRIEE B R E I L D)
Fio, IA BT T VEMEE L OERBROME TR, HRAMENGE
HHATNDT,

LiTolz & & DORMEFIT

18. EphEmE

18.1 EFF

18.1.1 A b b Ut — M, B2 LR A AU LB 7 TG MR E R
ot S ¥ Af#E#dihydrofolate reductase (DHFR) Off& A FHIE L.
FIVNMBREGHRE T ) CARCRERE LT, MRS B35
18~20)

(A b bLFY— FEEEREE

18.1. 2 IEE MR MO Ev R
AR 2=,

(A bk bLFY— - KR F— FRIEEE)

18.1.3 HorMOEMIL (B AMMIEE) TITAEBINIZEY A TSN
RELTNDTeD, KEDA M FLF¥— MREIC X ZBIICE
DIAER, —ERRZICA N FLFY— FOMBERTH LAY F—
Mefeh U, BEICA Y F— MRV AL Z L O TE S IEFM
AR 510,

(ARRLFEY—+ - TULAOTSVIRREER)

18147»%D&3ywi AR TIEMREM & 720 . DNADE L
FH S ASRNADFEBERE 2 L = L., PSR 2 38 95, A M b L
FH—1h - 7»%D77/wmﬁ%$ BNTIE, ARG Sz A
kR LEY— 7Y A RBAEEIC L0 HE0 L 72/ O PRPP
(phosphoribosyl pyrophosphate) 237/ A4 1 7 Z )L O Z (e E
L. PSR ZHRESED L EZ bR TNEY,

18.2 EBHR

(CMF &%)

K FEUEAI OB ZN A 2 SRCIE  (Subrenal capsule assay) Tt
LIchER, v/ rARRAT77 IR, AMbMLERY—F TrdrDT
VD 3FINE O FEIEE S AN ISR A BLA O BRI =8 & L[]
DESHE T LA TH L THEND?,

13, REBIAYICHEL Y IA E 4L, B

19. BB ICET 2BIEFEHIE
—MRHIAFR © A B hLFY— bk (Methotrexate)
{54 + F{4-[(2, 4-Diaminopteridin—6-
ylmethyl) (methyl)amino]benzoyl}-L-glutamic acid
533K 1 CyoHaoNsO5
5y Hk : 454, 44
PR« REITFBADREEIEOM R TH D, AMITE ) U UIEITIC
<K TER=RIAL, =& —)L (95) XiFv=FiLro—7F
TIFEAEET R, REEAAKERLT NV ¥ LGRS A R
F R U U ABIRIZIET Do AREITIZ K - TR X IZET 5,
{bFREER
Q H COM

NH; /Q)L”X/\COM
N
N7 | ) N
1
)§ 2 CHs
N N

20. kL EDEE
SMABREZ T L TIRIFT D 2 &,

HaN

22. A%
AT

23. EEHK
1) #NER  OMPEERIVE ASEEF [L70010000057]
2) ALPNERE: A B R LF— b v 2R Y CRERRIEE R R

[L70010000059]
3) HNEE: AR LIV — k- TG a YT RPERERIEM
£t [L70010000058]

4) Zurek W Z, et al. : J Am Coll Surg. 1968 ; 126 (1) : 331-338

5) i BLEZIED s & LFRE. 1980 ;5 7 (6) 1 994-1001

6) JEA  HBIEN L ALEREE. 1979 ;6 (Suppl. 2) : 279-286

) xR FENED - AARERIBEFSEE. 19795 14 (6) : 988-996

8) MR ELITA L ALRIE. 1985 5 12 (1) : 91-98

9) FE & NEL 1982 ;50 (5) : 823-830

10) AR S5 o L bFEIE. 198158 (12) : 1849-1856

11) "R gIRIED> : pERR AR O RS, 1982 ; 31 (7) : 1213-1222

12) mRR BEIFD  ERARHAERK. 1982 ;45 (2) : 193-200

13) BFRf ZERIED o LALFIE. 1994 5 21 (12) @ 1949-1956

14) & ABIED : HE L bFIE. 1980 57 (9) @ 1641-1652

15) ARk iERTIED i SR, 198259 (3) @ 421-432

16) ¥ F R : i L bFEIE. 1987 5 14 (8) : 2482-2490

17) fex K HEHEED L. 1989 5 16 (8ptl) : 25452555

18) Bleyer W A. : Cancer. 1978 ;41 (1) : 36-51

19) Djerassi Isaac, et al. : Clin Pediatr (Phila) (1962-) .
1966 ; 5 (8) : 502-509

20) Jaffe N, et al. : Cancer. 1973 ;31 (6) : 1367-1373

21) Cadman E, et al. : Science. 1979 ; 205 (14) : 1135-1137
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