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[CRSZRIEL. BUFNEZTS &, [8.2, 8.3,
11.1.1, 11.1.2 8]

1.4 XEEETHT=I - FXSVI - FFTSVILAVD
LEGHIEDHAICKD., EEFMREEEDEERD
HIRTDBZNHHDHDT. AFEEDHAZITHNIEV
Z&, [2.50 10.1 B8]
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UENIE L, BmendZ b b, ]
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4. FHRENIFFNR
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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,
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< & & THLRAINIZ AR % i
FTLisnZ &,

FATUNANT A
RPN (XM
F Rl i PN 1
X Ty T v ILRE
HELL ST 5.

2 HAER (HRISERTDHIE)
Bk RRARREIR - H5E 7 ik BIF - fabsix+
N N Trx= b v (K -6 T 77 - itk - T

ik, MR, EBIREE ) 23
BEsZehd5, BEIIG
CC7 == M VOl
ZHIEL, 7= 4 YO
HHREA TV, R L TRYES
T5ZL, BENROENL
LA IC3ABREEPIET 2
EU) AE AT T &

7 x= M v ORH
AR Eh, 7=
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1. 8WER

ROBWER 2 B 5bh s ZLid DT, BEE 50,
R0 b NI R G2 hild % & L) A Qg %
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11.1 EXFEIER

11.1.1 S8eHEl (B AWIY) | BMEEMFOMRES

(BHIEATED)
PlliBkus . MERORERIE CiEMR « FEEL WHEAR, (BRREF).

FIMERIG A, MR, B, Hfeim, A2 i s A
HobhbZeMNd5b, [1.3. 8.2, 9.1.1. 9.1.2 ]
11.1.2 BEFFREDOEEFRIEE (& RHH)
[1.3. 8.2 ]
11.1.3 FFEZ (BHREEAHHEY)
R 5125 W CTAST, ALTOM 6 » 7 ERZ D TIF
WERD 5bNDEZENHZDT, 70 b u b VIFREER,
TILTIVIKT, 2V vy 255 —8KT, /MR %
RROICY qW/r’ TN RARE Lo Rty 1 | S P R
11.1.4 BiKAER  (BUERHIED)
BMLUWTHAD S bh, BWAERETESLZENHBZDT,
2D &S BRERD S &b GA ks ik L. Wigss
DY A MEAETS> 2 &, [1.2, 8.1 2]
11.1.5 BEFERN GHERI)
H g, R PER g, BB RSN S bbb Z &
HBOT, WLVIEN - MASOIERDY & & bh 728812k
5 Adlb U, s auEE4rS 28, (1.2, 8.1 2]
11.1.6 BEMNESZZOBHEHIRIES (I ARIRE)
FUEIORE  GEakPass, /IMkZEFE, GRMMERRREIR S 2 FEIR &
T %) RiEakbEd, JCRMEE, IR, AOREMKT. HERSME
FEIR. SRR, DRI, AR, PRICES. MUREES
BHEDONBEIEND 5.
1.1.7 BDE AR . DEREE (S AHHEY) | FREE
AR CRUEAHIED)
POOE, OFZE, AR (DEHINSESD) B 5bh
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. [9.1.3 2]
11.1.8 2MEBEE (HEE AHEY), XT7O—UIEREE (HEE
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11.1.10 FEEEMERTA (BUERHIE)
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11.1.13 REHIRIRAEIREY (Stevens-JohnsondEREY) (4
JEOREREY) | chE 4 REZIESERERE (Toxic Epidermal
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N4 Yavyd GHEARHR), PFIJ45F— (BHEAR
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11.2 ZOftDEIEMA

16. EYEhEE
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) CHINE. HEREOREHHEITFOV 5, BESIIRBELY TV
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14. BERLOIER
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B3 8, PTPY — FOBMKICE D, TOSIAE AR
WREIEARIA L, SEICI3ZE L% 6 2 U CHRtRd R F O HEE 2
BIHEEDIRT DI D D,
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15.1 BREREAICE DL Bk

165.1.1 KAILPFHENZ T H T — L - 9T D ILEEHI% 25
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BRETIEBIEREE (MDS) MBREL - OHELH 5,
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Al CEERINS) PEREN2 EOoRERDH 5,
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JRILERW D . 1L €| AP EER R & R I BR A 16.2.1 BEDE
EQTTN b MCV) # s AP
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NS R AUCIZ61% LR L7, —Ji. 74 7 =L OAUCIE F &M %L
EAR EgRERE S (BUN. LR liﬁﬁ&b%hﬁ/}*of:ﬂ (91‘/\'7:*‘5)0 [7. %ﬂlﬂ
Tk sLv7F=vol .
55%) 17. BRPRALHE
TR, B - (B, DS e, D, 17.1 BMEROREHEICET 25
e WEIEC CFURL DT ARSI R, HOR| L8, H k. WET W : Y AP ]
L P L T S E=p TN [ e 2&%5&&1%}%%27 ) Uy oakEr (EN : 44051, SHE - 4500)
% %, TEZ% KOSHE GRS CHEf S 728 DTH 5,
(o=t S, DHERE, H|IGE. LOovh, # 17.1.1 ERSE IHEHER (FU v IV IHR)
Wl %7 s & AR 2 — A e .
P i - L R 440 & X B AR A SN L 2GR B
GRS RS, RSO E O b AL #1336.4% (16/446) TH 72V,
o e e e PG 1 EAE BB 44051C b 0 L B TP BL1295 . 5%
& JiE, AR, . . H ) s -
B Mo R (42/4400) T o720 ELEWERIBRO LD ThH 57z,
i B, PRI RIfEH FEHLR RIfER FEBLR
WEGE | JE. TS RS, R R 38.6% |ITA% 34.1%
I, Wi, B (7L —F3) 1 9.1%) | (Z'v—F3) (4.5%)
B PR D X A 31.8% | 29.5%
it (ST EA%) (B 29.5% |GRH 18.2%
MEAM T, LDHBIR. MmwEH ) v, &by oy BRI 25.0% | hFrhERIRA 27.3%
bR B MRE A B MW ) | FICE. &3 JRILER A 50.0% —
i B, WL M| 408 F. M2 (L 2 7w — L (Wi k9) .5 | P2 MERD | 40.9%
Wr PV AETE. (v — v LR M |RE. MR, B i/ 4.5% AST (GOT) L% 29.5%
TOfl AL AR 2w = VIR LR KR, RS [(];J:_m@) (2.3%) (71/£ Fg&i)ﬁ (2.3%)
¥ wANe s L LR 7,5)'(:“ ?ikf ';"; ALT (GPT) F3 36.4% |[BLULCY ER 47.7%
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#1: LV : 75mg/H & UFT : 300mg/m2/H (74 7 — LAY &) % 0FHEH
28HEIEE- L. ZOBRTARIKEZLY — L e § 5

17.1.2 BHETERER (TU v IV IHER)
KN - DR R A4S A SIS AR A J L 7o AR, B
R1334.1% (15/445) Th 7=V,
B F RFAT mT BEE Bl BO3 4561 T H b . BIMEHFEEZEIZ100%
(45/4501) TdH -7z, EHBIWEMIZ. THI68.9% (31/45M%1) . &
BI%66.7% (30/45M%1) . H064.4% (29/4501) . MEH:31.1%
(147450) . WEH26.7% (12/456) TH->7zc TDHI B L —F
3LLEOREIERIE. TH#iI22.2% (10/45(51) . HEHi6.7% (3/45031) .
B0 K O 4% (2/4565) TH - 7z,
%1 :LV:7mg/HEUFT : 300mg/m2/H (F#H 7 — LRI &) % HfHE

H28H B O#E 5L, 2 0BT HBKREL1Y — L e T3

17.1.3 /B L MAEEER
Ml - B A RIZAY F— b - Tt uy TV ILEE (R
) — MEHEFIE 7L Aay S 2 OLESREIO G R, 5-FU/

LV) EEREE (K F =1+ - FHT =L - 95 )L,
UFT/LV) & OAAFHBORSEMEMGEZ EHME LIEEMRT

YA U OIEGAER 2 FhE L 7z, BRI ToE s T LT
RIZUFT/LV &5-FU/LVClHZ%TH - 729,



A7 WITH WEGETT & TR

UFT/LV*! |5-FU/LV#*2| UFT/LV | 5-FU/LV
[E 409 407 409 407
rhfE (H) 12.4 13.4 3.5 3.8
[95%f2HEX ] | [11.2,13.6] | [11.6,15.4] | [3.0,4.4] | [3.6,5.0]
NI — F S

0.964 [0.826,1.125] *4 | 0.823 [0.708,0.958] *5

[95%({5 X ]

e a s sy s

fOneN p=0.630

p=0.011

¥1 LV : 75mgXid90mg/ H L UFT : 300mg/m2/H (54 7 —LH1%H) %
OFFHH H 28 H RO S- L. 2 ORTHBIKELZ1Y —L e §5

LV : 20mg/m?/H &5-FU : 425mg/m?2/ H % JA5 H [ H kA% S L.
ZO%2BHEKIEE1y — L L § 51D

N — K (5-FU/LV : UFT/LV)

95. 6% X [t

2

%3
%4

%5 95. 1%fS X
%6 Wl T BTRBIRE OB, ECOG PSDO0,1xk2, HIE AlRERZE D
A
H2) ARBRIZH T B5-FU/LVIRENTARE N TWBEL AR F =+ - 7
LA uy T VEREOHE - HRL a3
1
084 UFT/LV 5-FULV
FEGIEL 409 407
FETHIE 349 351
064 5-FU/LV hRfE(H) 124 134
S r'e
=
* 04
UFT/LV
0.24
INH—REE*10.964(95.6% (58X (0826, 1.125])
*5-FU/LV:UFT/LV
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 (B)
YRIEE (EGIE)

UFT/LV_ 409 369 305 256 210 163 133 106 81 63
5-FU/LV_407 374 317 261 218 185 150 121 77 50

38 23 13 2 1 1
31 15 6 1 1

HTFRRHR
15
0.81 UFT/LV 5-FULV
FENIER 409 407
AEAETHI 372 335
m 0.6 PRIERE) 35 3.8
i OJZ>U1&%E p=0.011
B 5-FU/LV
& 044
0.2
UFT/LV

0 3 6 9 12 15 18 21 24 27 30

33 (A)
YRIEE GEFIE)
UFTAV 409 220 1065115 5 3 2 1 1_ 1
SFULV 407 239 121 62 28 13 5
B TFHIIR

17.1.4 ;B E MR

Wil - EIEEANRICEKRY F— - Tk uy Tk (R
U — FEEAIE T a7 LA O BRI, 5-FU/
LV) KB (K F—F - FHT = - w5 Ik,
UFT/LV) & OWESELT £ TO B O EBIE#REEE FHE L
ZIEERRT A VORI & FHE L 72, FERIEUTOEHD
T, WEEIT £ COWIIZUFT/LV & 5-FU/LV TH E2413588
bl o72Y,

AEAEIE EGEETT F TN
UFT/LV*! |5-FU/LV#*2| UFT/LV | 5-FU/LV
[z 190 190 190 190
i (H) 12.2 10.3 3.4 3.3
[95%f5HE<m] | [10.4,13.8] | [8.2,13.0] | [2.6,3.8] | [2.5,3.7]
N — R
[95% 81X [ 1.144 [0.920,1.424] 0.941 [0.753,1.175]
’;"Mﬁggxf/ 7 p=0.227 p=0.591

%1 LV :90mg/HEUFT : 300mg/m?/H (74 7 — VAN &) %R N
28HRROES L, ZOBRTHMKELA1 —L LT3

LV : 20mg/m2/H &5-FU : 425mg/m?/ H % A5 [ [ 0 RN 5- L.
ZO%I0H BRI A1 — )L & § 513

N — K (5-FU/LV : UFT/LV)

ECOG PSD0%t1,2

AilBRIZ B B5-FU/LVIZEINTRAI N TS LARAY F = - 7
ATy T IEREOR - HRE Rk %

2

X3
x4
7E3)

<y

UFTLV 5-FULV
FEGIER 190 190
ETHIE 161 165
PRIE(A) 122 10.3

0.8
UFT/LV

0.6

Rt

0.4 5-FU/LV

\\

. - e
INH—REE*11.144 (95% 58X R[0.920, 1.424])
0 *5-FU/LV:UFT/LV

0O 3 6 9 12 15 18 21 24 27 30 33
YRIEE (EFIE)
UFTALV 190 170 146 118 100 71 55 45 28 15 6 2
5FULV 190 162 137 104 84 71 49 35 24 10 5 1

0.2+

HETFHIRR
i
084 UFT/LV 5-FUILV
: I 190 190
REETAS 161 159
m 0.6 e (A) 3.4 3.3
i A5 VRE p=0591
E
044 5-FULV
0.2
UFTILV
0 : : : : : :
0 3 6 9 12 15 18 (A)
YRIEE (FEFIE)
UFT/LV_ 190 92 39 14 5 1
5-FULV 190 9 5 19 6 2
BT TFENR
18. EXNEIE
18.1 {EF#RE

THT=N - TF7VNETINFAUTTVLDTUART 9T Th
BFHT=NMICTAF Y T YD NRMEEHAGET S5y 5
VI EENLIL 4 (FHT - w5 UIL) TERA L 2P
JEBAITH 5, &Y F— bORFEMEAR (K) THELAKRKY
7 — b iEBiochemical ModulationiZ & ) 7Lt a5 ¥ IL DY
EAIRAMBE RS, T Aay 7 Y ILREERETH B T
rruasFrFoyy oy —1) Vi (FAUMP) 25, F 3 VLS
K% (Thymidylate synthase : TS) &EfEA L. TSHEME % FHE
FTH5ZLIkD. FIVLBEKAEHHI LDNAGK ZHEFET 5,
LARKY F— MiIflERTEIC &N, 5,10-CH.-THF & & 5%,
Z®5,10-CH.-THFiZFdUMP, TS & #fll % =t A K
(Ternary complex) ZJEK L. TSOMfEEABMEX 5 Z L2k
D, 7t uay I YOS NREREREES, #o5T. &
VF—bEeTFHT—N -9 VINDOEHIZED, THTZ—LD
BIREETH B 7 NFH 0 T2 I OHIEESRABRE NS,

18.2 HiEENRIEHER

18.2.1 /n vitrostE&k
v bEEEEMIE (COL0205) 2L T, LARKYF—1rELT
0.006 x MIRE DK F — b &Nz vitroslE<T, 704w
7 VL OPUEEI R EEH AR 5T 39,

18.2.2 /n vivosiB& ((HERSIC KD TIEBRIERER)
b b S (KM20C., KM12C, Co-3) #MAHL 7zX — F
<7 21U, KYF =1 (20mg/kg/day) &ETHT—I -
VU (T A7 = 20mg/kg/day) OHHATT AT - -5
HUMPE 5112 PO U T OIS sh R s A H &2 7R 3707,

19. BR7ICRET DEEZHNAR
— M ZFE R F— b AT LKA (Calcium Folinate
Hydrate) (% : a4 2ax) v AL L)

1t54 : Monocalcium NV-(4-{[(2-amino-5-formyl-4-oxo-
1,4,5,6,7,8-hexahydropteridin—6-yl)methyl]amino}
benzoyl)-L.-glutamate hydrate

¥ 1 CoHuCaN7Or - xH:0

PEOR AR~ IRECORBEEOBMAETH 5. KIZRREBETIC
K A& =T & 7 =)L (99.5) IZIFL AL
B0,
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