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EE+HERL. MULER. TASOERNSGSHN i
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1.4 XEEETHT=I - FXSVI - FFTSVILAVD
LEGHIEDHAICKD., EEFMREEEDEERD
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UENIE L, BmendZ b b, ]

2.4 KHIOWSYXIZTF H 7= - TV ILEEFIORAIZ
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2B FHTZ = - XRXAFTIN - X FFTINAY T AREH
BEHhOBHE KOG IERTEDNOEE [1.4. 10.1
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6. FENURE

GRUF—K - FHT=IL - 95 V)VEER
WE, BRAIZIEAY = b &L T7hmg%a., 1H3ENZ5TT
GISIE Z &12) . TH 7 — - o5 VLB & BRI R
#5423,
THT =T VILRAHOREE I, WE, 1IHEE L
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MU A T (RISHERT Z & 12) . A mirfh 1B 2 8 1 Tf%
L5425,
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fitHRE R N BT DB T hh b 5.
9.1.6 KEEH
W R G REER D bbb B Thrd 5,
9.1.7 FERZEEZZ T TLEESE
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INYTE (Y F—24) #ROCTEES 2 BFHIZ DN T
422 &, [15.2 2]
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9.8 EkE
BEOREABR L s HHEICHRE 52 &, AR
BEERE T LT 20T, Frciifesekas (R, ON%k

(8.3.

*9

*9

*9

%) CEREIHIS S 5 bR,
10. #HE{EH
10.1 HAZR ALV L)
Bk FRIRREIR - FE 714 BIF - ek
THTZ = XA RICEE L MEFREESL T\ AT AR T4
7Y - X T T VL, DNESEOMLERES vy 7 2o ReR

LAY T LECEH
(F4—x29 V)
[1.4. 2.5 1]

BRETE2EZh1PH50
T, THT—I - FAFY
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Z(ﬂﬂiﬂ))
11.1.9 IREFIR (I AI)

RS A S &b, BREBLETEL I L2 D5,



11.1.70 FEEEMERN (BHEERIREY)
MIEMEM 2 (DUIREIR - i, S 8T, R AL S, FEEE)
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WD) ( SE(EESHM CHUEASHIED)
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FR®» N -722 GHEIAT —4), [7. 2]

17. BRRRELHE

17.1 BMURUREHICET D55k
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B CHHEBRABE CHRES S h 728 D ThH B,

17.1.1 BRSIERER (TUy IV IHER)
il - R 4400 & S RIS AR & FEE U 7o KSR 2830
F$36.4% (16/4405) Td 72V,
il T REA AT BEAE (I 813 440 b O . RIMERIEBLH1395.5%
(42/445) Th o7z, FHEMEHIZRDE LD ThH > 7z,

FlFEH FEHIH HIEH FEBIHR
T 38.6% |IM% 34.1%
(7'v— F3) D) (9.1%) [ (FL—=F3) (4.5%)
BRI 31.8% |0 29.5%
BRI 29.5% |EKLE 18.2%
A fiLER R > 25.0% | hFrhERIRD 27.3%

B 21 0,

Emfﬁ%) 540.'52/:") AT LYy M | 40.9%
I/ A 4.5% |AST L% 29.5%
('L —13) (2.3%) |[(Z'v—=F32F) (2.3%)
ALT k5 36.4% |MAryrvy bR 47.7%
(7'v—F3LF) (2.3%) |[(ZFL—=F3) (2.3%)

1) 'L — F8iE, NCI-CTC (19984F) #HEdE& L 7=,
¥1: LV : 75mg/H & UFT : 300mg/m2%/H (5 # 7 — AN ) % O:HEH
28HEROS L, ZOBTHMKEL17 —LET 5

17.1.2 BHEIERR (TUvIVIHER

Wil - NGRS A R B ARRI A Sl U 22 KR 2%
H1334.1% (15/440) T 7=V,

Bl FH B7Af 0T B8 E Bl B3 4561 T b . RIMEHFEBEIZ100%
(45/450l) T o7z, Fu@UERIE, TH#i68.9% (31/4561). &
BI%66.7% (30/745M1) . H64.4% (29/45() . WEM:31.1%
(14745%1) . MEHG26.7% (12/456) TH-7zo TDH BT L —F
SLLEORIERIE, THI22.2% (10/4561) . HE%66.7% (3/45() .
LK OENA.4% (2/456) Tdh - 7=,

%1 : LV : 75mg/H&UFT : 300mg/m2/H (74 7 — LAY &) % (fHTE
A28 ARG L. 2 ORTARKEEZ1Y —Le§ 2



17.1.3 B E MAERER
fEl  EEEE S RICHEY F— b - AL a Y T UL Gk
U — FEHEAIE 7L T 2 LR FIO B R, 5-FU/

LV) EAREE (KU F—b - FHT7 = - o5 v FEE,
UFT/LV) &AM ORIFEMEMGEE EHME LIEERT

PA U OIEGAER2FNE L 72, MR ToE s T, LT
BUZUFT/LV &5-FU/LVCHZ%TH - 729,

A A7 SRESEST £ T W
UFT/LV# | 5-FU/LV#2 | UFT/LV | 5-FU/LV
[ 409 407 409 407
okl (H) 12.4 13.4 3.5 3.8
[95% S #EX ] | [11.2,13.6] | [11.6,15.4] | [3.0,4.4] | [3.6,5.0]
PN R ) 064 10.826,1.125] % | 0.823 [0.708,0.958] *5
[95% 5 X [#] ’ e ' o
EW%‘%@Z/ 7 p=0.630 p=0.011

#1
X2
%3
%4
%5
%6

2)

LV : 75mg¥i390mg/ H & UFT : 300mg/m2/H (7 # 7 — L i% k) %
PEAE H 28 H RS- L. ZOBTHBIREEZ127 —LE§ 2

LV : 20mg/m2/H &5-FU : 425mg/m?/ H % 35 H A4 H i kN £ 5- L .
T OH2HMAREE1Y — & F 512

N¥— KNI (5-FU/LV : UFT/LV)

95. 6% 5 JEX [

95. 1%fSHHIX [

FEA - miwliBhEE O, ECOG PSO0, 1xt2, HlE iR A O
EERL

ARikBRIZ 3T B5-FU/LVIZEINTHEREINTWBLARKY) F—F - 7

It a7V IVEREORY - Ltk b
-

UFTLV 5-FULV
FEGIER 409 407
FETHIE 349 351
PRER) 124 13.4

0.8+

0.6 5-FU/LV

BREHF

0.4
UFT/LV
0.2

INH—REE*10.964(95.6 %65 #8X [0.826, 1.125])
o |FSFULVIUFTLY
— T 7T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 (A)
YRS (FEGIE)
UFT/LV_409 369 305 256 210 163 133 106 81
5-FULV 407 374 317 261 218 185 150 121 77

63 38 23 13 2 1 1
50 31 15 6 1 1

LTFRER
19
0.8 UFT/LV 5-FULV
FERIEL 409 407
REETHIH 372 335
m 0.6 hR1E(A) 35 3.8
i O7Z U4%E p=0.011
=
& 0.4
0.24
UFT/LV
0 . . . ! . 7 T ; ; ;
0 3 6 9 12 15 18 21 24 27 30 33 (A)
YRS FEGIE)
UFT/LV 409 220 106 51 15 5 3 2 1 1 1
5FULV 407 239 121 62 28 13 5

ISR FHRR
17.1.4 ;B4\ 5 MAEEER
Wl - EBHEANRIZEAY F— b - Ty T YR Gk
) — MEHHIE 7L Ty 5 2 OLEEEIO G R, 5-FU/
LV) &EARFE (KU F =1 - FHT =) 75 VIR,
UFT/LV) & OWREETT £ TO MO BBIEHRGEE FAME L
TIEEMRT A v OB A i L 72, BRI ToLHD
T, WEGEIT £ COMIMIZUFT/LV &£ 5-FU/LV CH B4 588
SN o729,

AAEI WEHEST & ORI
UFT/LV*! | 5-FU/LV*2| UFT/LV | 5-FU/LV
[k 190 190 190 190
rhefiE (F) 12.2 10.3 3.4 3.3
[95% (54X ] | [10.4,13.8] | [8.2,13.0] | [2.6,3.8] | [2.5,3.7]
DY RIEE 4 10.920,1.424] 41 [ 1.175]
(05% 2 X ] . 0.920,1. 0.941 [0.753,1.175
Eéﬁ#é;g;;;? 77 p=0.227 p=0.591
%1 LV :90mg/HEUFT : 300mg/m2/H (54 7 — LM &) #0fHEH
28 H AR5 L, ZO®%THMKELA1Y —L LT 5
¥2 LV :20mg/m?/H &5-FU : 425mg/m2/ H % 345 H [ B 5HIRNIE S L.
ZO%IOHBIRIEE 1S — L & 51
%3 MNH¥—FIt (5-FU/LV : UFT/LV)

<y

w4 @I BiIEEEOA I, ECOG PSD0%I, 2
H:3) ARBRIZH B5-FU/LVIZEINTRE SN THhBLREFY F— b - 7

AAaY T UIEREOHR - e R 5

17

084 UFTLV 5-FULV
UFT/LV TEGIE 190 190
OB 161 165
& 0.6 hRfE(A) 122 103
E
044 5-FU/LV
0.2

INH—REE*11.144 (95%(S 88X [0.920, 1.424])
#5-FU/LV:UFT/LV

0o 3 6 9 12 15 18 21 24 27 30 33
YRS FEGIE)

UFTALV 190 170 146 118 100 71 55 45 28 15 6 2
5-FULV 190 162 137 104 84 71 49 35 24 10 5 1

LTFRERR
15
084 UFT/LV 5-FU/LV
’ FEGIE 190 190
REETHIH 161 159
m 0.6 PRIER) 34 3.3
# 075 71RE p=0.591
kS
044 5-FU/LV
0.2 1 )=
UFT/LV
0 ; ; ; : - :
0 3 6 9 12 15 18 (B)
YRUEE (EGIH)
UFT/LV 190 92 39 14 5 1
5-FULV 190 93 45 19 6 2
EIERATFHIR

18. EEIE

18.1 {EF#R

THIT=N T NETLAa YT VILDTaRT T ThH
BFHT=NICTIAF Y T ADNRBEEHAEGT5Y 5
UILEELL A (FH TN T UL) TERA L -PUEME
TEEHITH 5, KV F— b OXFMHEER (k) THBELAREKY
F — I iZBiochemical Modulation!Z & 0 7L+ a7 5 2L OPififi
AR ARB XY, Tty T ILIEERETH B T
rruasFrFryy vy —1) v (FAUMP) 25, F 3 VLS
K% (Thymidylate synthase : TS) &#&& L. TSHEM: 4 BHE
FTHZ LK. FIVLBEKEHH LDNAGK ZHFT 5,
VARAY F— MEIMEANTCETT SN, 5,10-CH,-THF & % %,
Z®D5,10-CH,-THFIZFAdUMP. TS &5l & = EA K
(Ternary complex) ZB L. TSOMREiAZBEIEX ¥ 5 Z 12k
D, FrFuay 7y LORENRER®REE S, #oT, &k
VF—bEFHT— -7V LDOHHIZED, FHT—LD
HREEMITH B 7N F Uy T LIRSS EE IS,

18.2 MBS RIEHIER

18.2.1 /n vitrostEk

b bEEEMIE (COL0205) 2xfL T, LARKYF—1rELT
0.006  MUREED K ) F— b E N 7zin vitroikBR T, 74 vy
7 L OPUEE IR EEH AR 5 T 39,

18.2.2 jn vivoiE (RS IC K DTIESRIERIER)

b b EEMIE (KM20C, KM12C, Co-3) ZMHEL 72X — F
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