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YUER R L. BamE kb2 ENH 5]

2.2 FH UKBE) 0odbsEE [NRPEEL KK BRY
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BE532Z &, [16.2.1 5]
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11.1 EXIGEHER

11.1.1 SE8ME GHREREEY), BMEEMEOCMBIEE (HE

REED)

ULIMERIE A, EEAIBE CER : 2. WER, RS,
HIMEREA ., MED . &, HEE. BnEEnESH

o

bbb ENH5H, [1.3. 8.2, 9.1.1. 9.1.2 %]

11.1.2 BERPRZFDEERRIEE (SHEAH)
[1.3. 8.2 %]

11.1.3 FFEZE (BEERERE)
BHIEICBWTAST. ALTOH S 7% R 2D T ICHEE
BHobnsIENHHDOT, 7u bu v EVEHER, 7L
TIVETR, 3V I AT I —EET., MUBDENED S
NrizBaIicidgseHibd s &,

11.1.4 BKAEAR (BHEEARHAED)

BMLWTRIPH b, BFKERETELZENHLDOT, C
DEDLRERD B 5 bNIHEITIBREEZHIEL, MiREDHE
U EA1T> 2 &, [1.2. 8.1 2]

11.1.5 EERER BEEARHA)

HIM ARG, BIEG 2. BIERRENH o bN2 I &N D
DTy MLUVIERE - TRZFOERYH 5 bz 5G&ICIdRE
ZHIEL, BYLRLEETY 2 & [1.2, 8.1 2]

11.1.6 DEREEZSOEHERIESE (BEERA)

HEME FRHEES. MRS, SRAEREREZ ZERET
%) PEMEE, KERLE. @R, ZEET, $EEIRRER,
ERERE. WUBE, SITEE. RES, NEEEEPH 5D
N5 ENH %,
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(BEEERBAED)
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SHIEEHIm (SEREREREY)

[9.1.4 28]

11.1.13 FZFEHEIRERAEIREE (Stevens-JohnsonfE(REE) (BEEAR
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TEN) (HEEAREAEY)
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¥2) BFELE. FHAZORMBEIFOVSL. BEFICERELYTLEORED
H5,
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14.1 FRIRMBOER
PTPRZEDEFIPTPY — b H6E O H L TIRAT 2 L H5HEE
IHI &, PTPY— bORKICE D BEOLH AT A RIEREA
FAL, BICRIELZ B2 L CHERIAREDEE & & HHEZ 6
HILHIEDP DS,

15. ZOMDFR

15.1 BRERERICED K B3R

15.1.1 KEIEHHSNETH T =L - 75V VEERI##HE5 L
EFIC, AEANE (FEMEEZESBELH ). B
RIERGEREE (MDS) PRELIZEORENH S,

15.1.2 7L Auaw S5V VORIREBERTH AV FuoKry 3
JrFe rRrusr—t (DPD) REZEDEEHN L ihkff
L. COEILEEICTILATY T VILRER 25 L5
H%@%mﬁ%ﬁﬂﬁ%(DW%\Fﬁ\mﬁﬁ%\M%E%%)
NHIBTHEORENH 5.

15.1.3 EBRO®RE5ICL D, ¥¥ I VBuRZICLHZEREHREE
m (BHEINS) PEHRESND EORELD 5.

16. ZEYIENRE
16.1 MoRE
16.1.1 BEES
HAANEBREMFICAY 7 — F25mgZ RO 5% O MmFA AR Y
F—MEEI, B51.5~ 3RMRICRESE (473.62214.0ng/mL)
bLb EEEL 7 R TH o 72,
¥/, EHIUER (5-MTHF) 13#%50.3~ 5 Bl I & & 8
(468.0+193.0ng/mL) 12 L. FEEHIL3. 1B TH 5720,
16.1.2 &EAPFHIESHEHER
AU F— NE2Smg [JG] &1 —PLEE5mgE . 7 0 A+ —/N—
Bk EnEn 18 (KU FH— &L T25mg) BERRASBHEIC
MERBEREORES L CIEEFRRELEY BEZHEL, Boh
7‘:%%?)3%2/?5)<~§7 (AUC. Cmax) 122\ T0% X
FA CHRETARIT 24T - 72455 log (0.80) ~log (1.25) o
IWT%D WA QLR ESE P HER S 72,
(ng/mL)
20 ¢

—
i

—o— kY F— ME25mg [JGI
—eo— 1—Y)LEE25mg
Mean=®S.D., n=43

WREE T — = S O HEE
o

0 S+ o]

150 300 480
B5#OFRM (min)
E) AU F = (difE) OXFFEEETH 2 LARRY F— b (UF)

ZHIE LTz,
HYFEIST X —F
ST A= SEIRNTA=Y
AUCo-40 Cmax Tmax Tz
(ng-min/mL) (ng/mL) (min) (min)

A1 JF— hEE25mg

MG 944.06+307.07 12.43+5.85 38.1%15.9 103.2+53.5

2 —YI)L§E25mg 986.14+355.29 | 13.40+6.60 37.9£13.7 | 112.0+64.7

(Mean+S.D., n=43)

MAEFEENCICAUC, CmaxZEn/ST X —¥ 1%, HEE DR
R RROREEE - BB ORBREMNIC X > TR 2 A aek
H 5

16.2 DRUX

16.2.1 REDFE
JEREDFIC 7 O A4 —N—ET, ZBEBEUER (BEHE
BEUE) 10 ) F— R30mgR T H 7 — -7 T Y VERER (7
77 —L200mgtHS8) 25 L5 a. BERICHENTAR
BEBROYSVILVOAUC, THT7 = sEfisniz7)L4 0
7 VILDOAUCIE ZNZN66%. 37%EAD L. mUF—1+D
AUCIEZ6I% EF LTze — . TH 7 —LVOAUCIZITERHZE
{BIZRO 6N -7 (HEAT—%). [7. B3]

17. BRPRRAE

17.1 BENUREEICET B
FREZENNOTY v D 7R (EW 4460, SHE : 45641)
BOSERRRBE TR SN2 DTH B,

17.1.1 ERSIHEHR Vv IVIHR)
a1 - BT R E A 2 N RITARE 2 Eif LR, 23
FI1336.4% (16/44f5) TH -7z
BIEFIEHE o] AEREGI 2134460 ¢ D . EREWERIIROEBD
THo79,

EIfEA FEBER BIfER FHIR
i 38.6%  |OAK 341%
(FL—F3)=) (9.1%)  |[(FL—F3) (4.5%)
BB 3.8%  |ED 29.5%
BaE 05%  |ERiE 18.2%
o TR 5.0%  |wreREs 27.3%
TR G S IR DAY =2 40.9%
MRS 4.5%  |AST (GOT) LR 29.5%
(FL—F3) 2.3%)  |(FLv—F3NE) (2.3%)
ALT (GPT) ER 3%6.4%  |[REULEY ER 47.7%
(FL—F3LLE) (2.3%)  |[(ZFL—F3) (2.3%)

F1) 7L — R5%EIE. NCI-CTC (19984) #HE#EL L7z,
1LV :75mg/H & UFT : 300mg/m¥/H (747 — VAENE) % 0Ff 5 H28H B
05 L., 20%7HEKREZ 1 7L ET S

17.1.2 BHETIERR (TU v IV IHER)
KR - BB B E A & N RIS AEIE B i LR R, B8
HI334.1% (15/44%1) TH o720,
Bl e F 34 m] gESE B 2013450 T 0. EBMER X, RH
68.9% (31/45f) . #E21%66.7% (30/4561). ED64.4% (29/45
Bl). MEHE31.1% (14/4561) . REFE26.7% (12/4561) TdH -7z,
D557 L —R3ILEORIERIE. THI22.2% (10/4561)
BEIE6.7% (3 /74561)) . TR ONEMEA.4% (2 /4561) Td - 729,
1 : LV :75mg/H &UFT : 300mg/m* H (747 — VY E) % 0fF#HE28HH

BO/EG L. 20% 7 HEKEL 17—V ET B

17.1.3 BHE MAEEHER
- BEREENRICRY) = - 70F 0T Y VEE (R
U — MESFAIE T LA OY T IVESFRIOHEEE, 5-FU/
LV) ERBE (FUF—b THT =)L 75V IVRIE,
UFT/LV) &O4FHBORSEEREGEZ THNE LEERT
YA D OREBHABEER L2, BRIILUTOEBY T, £FH
BIZUFT/LV &5-FU/LVTCRIZTH - 7297,

AR JREEST E TOHIRM
UFT/LV¥ | 5FU/LV* | UFT/LV 5-FU/LV
e 409 407 409 207
FoRIE () 12.4 13.4 35 3.8
[95%EERA] | [11.2.13.6] | [11.6,15.41 | [3.0,4.4] 3.6,5.0]
S B 0.964 [0.826,1.125]% 0.823 [0.708,0.958] %
[95% {EAEIC) 964 10.826. 1. 823 10.708,0.
EW};%Z v =0.630 p=0.011

%1 LV :75mg¥i390mg/H & UFT : 300mg/m¥H (747 — V4 E) % ptHEE
WHEREOREG L. 0% 7 HEKEEZ 1 7—LeT 5

%2 LV :20mg/m¥H &5-FU : 425mg/m*/ H %38 5 HE#EH#RAKS L. 0%
BHMEAREE 1 7 —)LE&T 5

%3 NH—FH (5-FU/LV : UFT/LV)

%4 95.6% (3 XM

%5 95. 1% (3 XM

%6 JEFET : AEBIEEOARE, ECOGPSO 0, 1 xf2. BIEMREREDEE

F2) AREEICHB T A5-FU/LVIEENTAR SN TS LAKYF— - 7Lty s
VIVEEORYE - HEER S



17.1.4 5 L ARG ER

G - BEREAXRICARY S —b - 7 LAuay T U I)UEE (R
U — NMESHFIE T LA TS Y ILESE O FAZEE, 5-FU/
LV) EREE (KUY F—b-FTHT =L 75T IIVEE

UFT/LV) & OREETE TOMRBOESRMEBIEZ EENE L
EERTYA COlERBEZER L2, BRI TOEBYD
T, RBEITE TOMRIZUFT/LVES-FU/LVTEEZ IR
HENEDP 7Y,

=veailis| TREAHESTE TOHM
UFT/LV# | 5FU/LV® | UFT/LV SFU/LV
BIR 19 19 19 19
FRE () 12.2 10.3 3.4 3.3
[95%(E@KmM) | 110.4,13.8] | [8.2,13.0) 2.6,3.8] (2.5,3.7]
AN R 1.144 [0.920,1.424] 0.941 [0.753,1.175]
[95% 5 X [H] i T i U
Ll i;é? v p=0.226 p=0.501

1 LV :90mg/H &UFT : 300mg/m¥/ B (547 — VAHSE) % §f F i H28H
O8R5 L. 0% 7 BRIRES 1 7—LET 2

%2 LV :20mg/m?/H &5-FU : 425mg/m’/H %38 5 B RE B &RNZSE L. Z0%
0HME®REE 17— &g 5E)

%3 NF—FH (5-FU/LV : UFT/LV)

x4 JERIRTF - ATEBREOEE, ECOGPSOOX1, 2

&3) ARBICBI S5 FU/LVRENTERESNTLA VAR F—h - 7hFurJ
VVBREORE - FIRERR S

18. EERpEIE

18.1 {EFER

FHT=IL - IIINETNAaTITILDTaRTy TTH
BFHT =TI T T TV IVODRIBEEREZET 575
VILEELH]L 4 (FHT7—=IL:w5Y)) TERELERE
HEBEAITH S, K F— NOREFEEAE (UR) THEHLARE
) +— M idBiochemical Modulationic &Y 7 vtaw <L
OWESBN R 2RI TS, 70407 TV IVIREEREY T
HHr7NVAUuTFRIyY Y r—) Y (FAUMP) »5, F 3
VIVEEAREES (Thymidylate synthase : TS) &#E& L. TS
EHEEEET A EICKD. F I VIVEBEREZINEH LDNAS
BafAET 5, LK) F— MIfREANTEITS N, 5,10-CH-
THF& 725, ZD5,10-CH,-THFIZFAUMP, TS & 58[E 72 =7t
&K (Temary complex) 2T L. TSOMREE% BIE S &
BHTEITED, TLF TS YLOREBENREEERSE S,
WoT. RVF—bETFHT— - ISVILOHEBIZED. 7
HT—VOFERENTH S 7 I 075 I OFIEE A
Bmans%,

18.2 HiEERRISEER

18.2.1 in vitrosiB&

b MEBEMAR (COLO205) icxfL Ty LARKYF—h&EL
TO0.006uMBE DK Y +— N &2\ zin vitroikBE T, 7V %
0T VI OFEEMREEERAPRD N TWVSY,

18.2.2 in vivosRBR (ARSI KB HESHRIERER)

b MEBEME (KM20C, KMI12C, Co-3) #BAELzX— R
27 AR L. AU F—F (20mg/kg/day) ETHT - -
) (747 —)\20mg/kg/day) OHEATTHT—IL U7
DOVEIR SR E U TSR R E R 2R 12,

19. B ICERT BIE(LFHNAR
—f& AR = M AL T LK
(Calcium Folinate Hydrate)

: Monocalcium N-(4-{[(2-amino-5-formyl-4-oxo-
1,4,5,6,7,8-hexahydropteridin-6-yl)methyl]
amino}benzoyl)-1.-glutamate hydrate

¢ : CoH2CaN;O7 - xH,O

HE~REEORBEEOHRTH 5.
KIZRRBETICKL, AY ) =L NELy ) —)
(99.5) IZIFEA EBIT 2,

o H (l:Oz_

CO; Ca™ - xH:0

o]
0
=
o
Iz
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T IO —AEHERIIERE ST L TRFET S &,
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e EBEICNT 2K YF—b - THT I T T YIVEE
DEMEROREEDOE L 5B BN E Lic+5ay T
A X RO EER BB 2 BN TEET 5 &
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42 [2188 (PTP) X 2]
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