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i) EE-BEMEOMTEICLYEHTL L

1. &=

11 KUF—=b - FHT=IL - I IIEEET. THT7—I -
I YINVEAEIOHMRENEEB T IEETHY .. FEEIC
BELAEZAONBETHIPEDLONTNDIDT., BErE
ICHRICHB T 23EREMBERVOBELLZEE T ERRE
FI2EMNDEHET. 2], [IBEDEEE2ETI2EE
ICBd2EE] OE#SBL CECEEORREEEICITV
EHTBH &S

12 KEHEIBVTEELTRIRBIAZEFHY. TORE.
BaNERR%E-EBEPHBNDT. BEOREEZ+9E
£ZL. BLVER. TREOERFH5HOhEBEICE. B
BICREERIEL. BYAREEITY &, /. BHAKER
PHLSHhEGEICIIHRFOBYENEZITO &, [8.1.
11.1.4. 11.1.5 SH]

1.3 REECHVRERRENEELITEES. EEL BN
FINEIHZEPHY. TORR. BHNAEAEZLESC
EPHBOT, T (BECEH1T7—IVITIEL E, 451
BERB, 527 —IViE. &7 —IVBERTEIRVOYEZ Y — )L
1EEIE) ICERRRIRE (FFEERE. MRKRES) 21754 E
BEOREZTH/HEEL. BMEAORHPRACBD D &,
/. FEZORAXEEREREELION P2 ERANIRE #
SHBBBEORBICHACEEL. BE (REEREDP »H5
HbhEBEICEESICREEZHIEL. BYELEEZITY Z &
[8.2. 8.3, 11.1.1, 11.1.2 BH]

1.4 KEERETHT—IV - XA - FF52IH YD LR
SEIEDHRAICEY . EELAMBAREZORERI/IRET S
BIThPH2DT, FEELEDOHAETHOEVI E, [2.5,
10.1 8]
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21 WEAEHMGIOS 2 EE [EEIH OBIEIC X ) FiEK
PREAISE L. B ERD I ENH D]

2.2 TH OKBEE) ob2HE [FHRAPBE L CHK, BRE
B EEASERI L, B 522 LN 5.]
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AL I E D S END Do)
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S 7 WO OB O b B B
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915 MHEREREDH 5EBHE
MR EAL T2 BEND D 5,
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11.1 EXEEIEA
1111 SEEME] CHERPED), BMEEmEOmERESE (FE

Z(Hﬂﬁzl))
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z

PUMEREA . SRR ERE CEEIR © 3880, RS, MEIESE) . M
MEREA MAGRA, A, HmEn, S gmeEss S h
N5 EeNbHb. [13. 82, 911, 912 ]

11.1.2 BIERREOCERGIES (HEARYE)

[13. 82 Z#]

11.1.3 FFEEZE (HiEEARHTED)
R G128 WTAST. ALTOMH S 2% F5H- % b3 I
BHEbLNLIENHLDOT, 7Oty BMERE, 7ILV7
IVIET, 3) 2 AT 7B, MRS S/
R € s R s L s I RN

11.1.4 FRAKEER (HEARPED)
WLWTHIDD S b, BAERETELZ LD HLDT, 2D
X9 RIERD B b A3k S 2 ik L, i o)z
MEEFTH 2 ko [12, 81 ]

11.1.5 EELRBR (BEEAHED)

AP 2% B2 IR 25

WG RS HbNDL T EDH D

DT, WLV - THREORERDY S S b a1l 3ikb 2k

L B R EE1T)
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HERGE CEakfE . AMEH, RRAVEREIRSE 2 THER &
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15. ZO/DEE

15.1 EEER{ER ICE D 1EHR

15.1.1 ZL‘%' JEPEHENETH 7= - 7T VEAH 2S5 L7
BE, AP (A msEHE Y BE b H5) . FHRIE
WEMERE (MDS) 23584 L7z & oS0 D 5

1512 70t ur s o VOB REHEECTHL e Fu) 3 Y
v7Fre kusrr—+¥ (DPD) REEOBENT FIUTHEL.
COEHBBFEIZTNVEF Y T UIVRER RS LA B
MINCEEREER (ON%. TR, Mgk, mgkss) 2
B2 EOWEDNDH D,

15.1.3 EROKGICL ), ¥y I UBRZIC X A ERFERIEE ML
CEMAIS) MRS b & OMREND 5L,

16. EYF)E
16.1 MMiEE
16.1.1 HEKRSE
BA/\FﬁzMﬁJ K1) F— F2bmgx FLGHZOIMAF R
— MBI, ?1%15 SEE R I fE (473.6 +214.0ng/mL)
%b *(UCEE I7THERTH - 72,
if:\ T 1 T S (5 MTHF) 3% 5-0.3~ 50 [ £ 1 e il
(4680%1930ng/mL) 3 L. Pl Z3.1K: ] TH - 720 2,
16.1.2 i%?ﬁ?lﬁl%ﬁ?ﬁsﬁ
&1 F— M§E25mg [NIG]) &2 — ¥ V§E25megk ., 7 0 A4 —
N=EIZX D FENRZENRLEE K F— Ay 20N (K
WE LT 270mg (K1) F+— b & LT250mg)] BEMRATTIC
A EH AR RS LSRR (1-R) F— b) IBEE N
EL. BNy EEE/ST 2 —% (AUC. Cmax) 22\ <
909% 15 18 X I3\ CHRERTRAT 2 17 - 7245 5. log (0.80) ~log
(1.25) O#FPANTD Y. WHIOEWFR RS TR E N7,

251

—o— K1) —1E25mg [ NIG
O 1 ¥ B2 mg

RRSES S

20 b
:.n=24

—
33

Ifn#Erh i (ng/mL)
S

. . o
0.5 1 15 2 25 3
5% OWEM (hr)
EYFE T2 —%
G- AUCo3 Cmax Tmax Tz
(mg) |(ng - hr/mL) (ng/mL) (hr) (hr)
R F— b 0479 0.292
25mg [NIG) 25 13.33+3.96 17.68 £6.64 +0173 | £0115
a—YIVEE 0.576 0418
Yo 25 | 1246%386 | 1780+714 | Jo6 | D18
(P = IEEfR 725, n=24)

Mg R NIZAUC, Cmax®D/87 X — 4 1%, %)}i%ﬁ%‘@f%
W AR OFRIUAIEL - R ORERSI & o TRA 2 HetEDs
Hbo

16.2 DRIR
16.21 BEOHE
BERB2HN 7 0 A — N—T, ZBEFROER (EIRTEE
M) 12A) F—b30mgk 7 H 77— - 75 VEEH (7
7‘] 7 = 200mgtiMiE) E¥HG LA, BIERICERTERER

SO I VOAUC, TH 7= VoI /7 )vtray
7 YIVOAUCIEZNZN66%. 37%A L. K1) F—FDAUC
1261% LA L720 —H 7407 = VOAUCIZIZER R ZILIERED
LMot MEAT =) [7. ]

17. ERPRRGIR )

171 B RORLMIZEEY 55:5R
RFEFZENNO 7Y v ¥ v 73k (EW - 440,
K O EIRRABE TR SN2 b D TH b,

1711 EREIHREHR (TV v I THR)

KNG - R A4 & o A ARE S R S L o R R
13364% (16/4451) Td - 72D 9,

BVE A RHM T REIE I R344B80CH V. EREWERIZKRD EBY T
Holzo

HLE : 45%1)

A FEHE AV FHR
T 386% |4 34.1%
(7L —F3) D (9.1%) |[(Z7L—FK3) (45%)
AR 31.8%  |H.L 29.5%
PREIK 205% |tk 18.2%
H kA 250%  |ffrR Bk 27.3%

EIVEH FEHHR SR SR
FRIEREA 50.0% . [T
(L — k3 a50%) |SNP7UY M E A 40.9%
MR A 4.5% AST (GOT) L4 29.5%
(71— K3) (23%) |[(ZL—F3LLE) (2.3%)
ALT (GPT) L4t 364% | ES 47.7%
(7L —F3LLE) (23%) |[(Z7L—1F3) (2.3%)

JEl) 7 L— F4#IZ, NCLCTC (1998%4) # skt & 7=,

1 LV : 75mg/H & UFT : 300mg/m2/H (7% 7 — VA 54%) % b Ji 8 H
28H eI S L. ZO®RTHMAKEXL 7 —vET 2

171.2 BHELHEER (FU v I THR)
AW - TR B AL & R R AR & FE il L 7oA R, R
13£34.1% (15/44%1) Td o720 5,
BIE R T REAE BB Z45B1 T H ) . ERRIERIX. TFHI68.9%
(31/45%1) . #BEIK66.7% (30/4561) . HE:64.4% (29/4561) . T
M:31.1% (14/4561) . BEE26.7% (12/4561) THo72e 2D H H
7L — R3VLEOBIWERIZ, THI222% (10/4561) . F8%6.7% (3/
4561) . HLL L OMEM-4.4% (2/4561) Td - 720

%1 LV : 75mg/H & UFT : 300mg/m%/H (5747 — VA% &) % 6 H
28H MR G- L. TORTHMAKRELZLZ — VT2

17.1.3 BHE TR
G - W AR RICEKRYF— b - TvF a5 U )VERE (R
F— hESFH & 7)v7m 7 7 OVIESFEIO B EEE, 5-FU/LV)
LA GRS — k- FH T - T YD, UFT/LV)
EOEFIBORSHRGEY ZH & LZEFHRT A ot
AR FEh L7z REUToEBY ¢, AHFNEIZUFT/LV &
5FU/LV TS TH 5720 1D,

A YT 2 COMM
UFT/LV* | 5FU/LV¥ | UFT/LV | 5FU/LV
i 109 407 109 107
ERG) 124 134 35 38
[95% X1 | [112136] | [116154] | [3044] [365.0]
S P 0964 [08261125] 0823 [0.7080958] *
[95% 1= HEIX 8] ’ e ’ T
B Wﬁ;;gxz - p=0630 p=0011

%1 LV : 75mgX1390mg/ H & UFT : 300mg/m?/ H (74 7 — VAHA45) %
PEREH 28 H IFE ¥ 5- L. € O®RTHERIEZ1 7 — Vv ET 5
%2 LV : 20mg/m?/H &5-FU : 425mg/m?/ H % 385 H & H IR A5 L.
ZOHRBHMKREE LY — N b 52
%3 N — Kt (5FU/LV : UFT/LV)
%4 95.6%15 FHIX
%5 95.1%15 FHIX
%6 BHINT  BriBEoAAE, ECOG PSOO,1%)2, Hl5En f @ﬁﬁ%
12) AEERIZHIT A5 FU/LVIZERTREASNA TN v++u +~ k-
VAT T IVREOHEROHE L 2 2
17.1.4 BHETEEER
WG - EBE AR RISR) T = - 7vFuy g Y VR (RY
F— MESHI E T F Ty T U OVENH O, 5-FU/LV)
EARHEE R F— k- FH T - v T IO, UFT/LY)
L ORBAELT F TORIM OBERMMGEEE TH L L22IEEHRTY
A OB Ehi L 7. FRIIUTOLEB VJ T, WHEETE

TOWHIZUFT/LVES-FU/LVTHEZIIFZO LN Lo
f:S) ,9)0
HAEI JREAMEAT T COWIMH
UFT/LV* | 5FU/LV¥ | UFT/LV | 5FU/LV
[E 190 190 190 190
HolefE (H) 122 103 34 33
[95% =K | [104138] | [82130] [2638] [2537]
A RIER 1144 [0.920,1424] 0941 [0.753,1.175]
[95%15 FE X [8]] ) e ’ e
MR p=0227 p=0591

%1 LV :90mg/H & UFT : 300mg/m2/H (7% 7 — VH24E) %6FHEA
28H RIS L, TOBRTHMKELL7 -T2

%2 LV : 20mg/m?/H &£5-FU : 425mg/m?/ H % #5 H 58 H &R N5 L.
TO®BIOHEREL 17 — v & 5ED

%3 NH— K (5-FU/LV : UFT/LV)

¥4 EHIRT  aiBiEEO A M, ECOG PSOOXT1,2

713) ARHERIC B A5-FU/LVIZEHN TERBENTWLLAREK)F—h - 7

NAEY T IVEEOHEROCHEE 2 D

18. EERHEIE

18.1 1EA#EF
THT=N 7TV TINFUTTINDOTURT Y T ThHD
FHT=NZTNFAT TV VOSREEEREZEST LT TV
FENMEL 4 (FHT—N 75T THAE L7 PUEMEEEHA
THhbo KV F— otEEmEgk (1K) THhAEL AR F— b
{¥Biochemical ModulationiZ & § 7 )41 7 2 )L DHIEER) R
MBS TS, 70VF0y I Y VIIEERRE TH L 7 v AT
FFTy) Y r—1) UyHE (FAUMP) #5, 7 3 VO VRGN
(Thymidylate synthase : TS) &#E& L. TSIEWEZHEST S 2
&Y, FIVNVEBER I LDNAGKZHET 5, LK
AR F— MIHMBBATETS L, 5,10 CHz THFE % b, 2O
5,10-CH2-THFIZFAUMP. TS & 5l 7 =0 414 (Ternary



complex) ZFM L. TSOMHEZBIEX L L I2L) ., 7uF
05 Y IVOYEEEEF MRS E L, fEoT, R F— T
HT—=N -5V IVOBHICEY . TH 7= VORBMENTH 5D
TIVF O T 2OV OPUREE AR AR S 510,

18.2 MIEEsFIERER

18.2.1 in vitro &
v MM (COLO205) 12 LTy LARFYF—rELT
0006 u MIEFEED AR F— b &\ 72in vitro T, 7+ oy
T IV OPUES SR RIE I 5520 S LT 51D,

18.2.2 in vivo X8R (BERRE IS K 2 HEEMRERER)
b MR (KM20C, KM12C, Co-3) #BfiL/-Xx— K=
AWK L, R F— 1+ (20mg/kg/day) ETFHT =TT
PV (747 —=20mg/kg/day) DFFRTT AT = - 75
IV HUE 5312 P L CHUE IS R RIS e 2 R 9712 13

19. AR ICRET 3 EEERIFR
—REMGRR AR F— NV AORA
(Calcium Folinate Hydrate)
fbZ44 - Monocalcium N -(4-{[(2-amino-5-formyl-4-oxo-1,4,5,6,7,8-
hexahydropteridin-6-yl)methyllamino{benzoyl)-L-
glutamate hydrate
57130 - CooH21CaN707 - x H20
R B~ REROREREOR R TH L, KIZPLEITIZL
v AZ 7= VIIZTF 7 =)L (995) 12T & A LT
& l/ N o
b
O H cor

0 CcHO /@*gk/\coz Cat* - xILO
N N N
X

H=N N N
H H

20. RV EDEE
T3 €O —WRAHRIGELL TRIFT 52 &

21. AEREH
Wl EBEICN T AR F— b FAT = 7T IVEED
HRHER V2O T ML E B & Lzt 7%Y v 7 v
A R R0 M A LI EGRER % EIN CTHEIET 5 2 &,

22. A%k
428% (2188 (PTP) xZ2]

23. EEXH
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