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(7L —K3) (4.5%) o I BHET s S Y 027 0591
VMR 45% |AST(GOT) L&t 29.5% e p=r. p=r.
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ALT(GPT) L5 36.4% |[BEVULEL LR | 47.7% _ BSL TOWTRMEELIs-LETs ,
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BEL. TORTHEKEZ1Y -V ET B

1712 BAETEER(TU Yy IV THER)

i - R EFASH 2 MRITARE T 2 K L 7R,
ZEE1334.1%(15/4401) T > 72V,

BIVE R AT GEE A 834561 TH 0 . Ea EAIE. ™R
68.9% (31/454) . #ERE66.7% (30/4561). BEiD64.4%
(29/4561) . MEM:31.1% (14/4561) . IE726.7%(12/45
Bl)ThHotze OS5 L— 3L EORIERIE. T
22.2%(10/45%1)« RE76.7% (3/4561) DK O lEH:
4.4% (2/454) T - 720

#1:LV :75mg/H&UFT @ 300mg/m2/H (74 7 — V4 &) % Hff#E H

28HEROKEG L. TORTHEIKEZ1 7 —LET B

17.1.3 /B5 5 MAREER

e - EBEENRICAYF—b - 7 aT Ty )UEE
(FRY F— FEFHIE 7L AT S5 UESH O G RIR,
5-FU/LV) EARBEE (R F—b - THT7—=L - 75 V)
%, UFT/LV) L 0RO RSEEMRGEE2 EFHME L
JEEMTH A O Z EH L7z, HRIUToLS

0T, EFHBIZUFT/LV E5-FU/LVTHETH 727 &,

AR SRBHEIT E TOHAR
UFT/LV*1|5-FU/LV*| UFT/LV | 5-FU/LV
B 409 407 409 407
FFokfE () 12.4 13.4 35 38
[95% =X F] | [11.2,13.6] | [11.6,15.4] | [3.0,4.4] | [3.6,5.0]
NT— R ) 06410.826.1.125]% | 0.823[0.708,0.958] 5
[95% (5 HEX ] | T ) o
N NN
Eﬁ;%;é;Z’/ p=0.630 p=0.011
%1 LV :75mgXid90mg/H EUFT : 300mg/m2/H (54 7 — VM &) % ft i H
28 HEEO G L. Z0B7THEKERZ1 Y —LET 5
%2 LV :20mg/m2/H&5-FU @ 425mg/m2/H%ESHMEBHERNES L. 20
23HERE 217 — L & T H1E2)
%3 N¥—RH(5-FU/LV : UFT/LV)
%4 95.6%EHHXHE
%5 95.1%(5HEX R
%6 BHIET : BimBIREOEE, ECOG PSOO,1x512, HIE R ERE DA

W2)AFRBRICH T H5-FU/LVRENTEB SN TWLALAKYF— b - 7Far 7o

VEEORY - HRERL2

17.1.4 ;B85 55 MAREER

e - EBEENRICAYF—b - 7L FaT Ty )UEE
(FRYF— FEFHIE 7L F TS5 IUESHI O G FR,
5-FU/LV) EARBEE(KRY F—b - THT7—= - 75 V)
%, UFT/LV) & OFREHEST F TO B OB IMEMREE % 3=
HE LIZIEERTY A~ OB % EiE Lz, FHRIE
DITRoEBD T, REETE TCOMBIZUFT/LV &5-FU/
LVTERZIZED NN 579 10,

E3)ARHERICHB T H5-FU/LVREINTERSNTLASLRKFYF—h - 7htar I

IVEREORIE - B ERZ 5

18. FESHEEIE
18.1 {EAR

FHT—= IS5V NETINAaTSTYLOTa RSy 7T
HAETHT7—=NICTINAaT TV VOSEBEERE2HET 5
TIUNEELRL A(TFHT =TT VL) TRE LR
HHRESERITH S, AU F— bOXEEEE(UE) TH B LR
/AU F— ~iEBiochemical Modulationick D 7 v+ a5
VORISR 2RSS S, T4 0T T YIUIREER
M THBHINAOTEFTTIY Y r— VEE(FAUMP) A5,
F I VLGRS (Thymidylate synthase @ TS) 48 L.
TSHEWZEET A EICED. FIDIILBARZMEI L
DNAGEKZHEET 5, LAFY F— MIfilaRTEIT S .
5,10-CH2-THF & 72 %, ZD5,10-CH2-THFIZFAUMP. TS
L3aE 2 = e AR (Ternary complex) 2R L. TSOMR
HPBESELZEICKD, 7LAay S YILOREEN R
PHEBEE S, #oT. KU F— b ETHT—NL-TFV)L
OHRICKD, THT—VORBENTHH7 VA0 T
VOFUEESIRA RS B0 12,

18.2 BB RIER(ER
18.2.1 in vitrost &

b MEBEMR(COLO205) I LT, LARKYF—hE
LT0.006 uUMBEDARY F—rZHWin vitroidsi T.
TNF AT VI OFEESRERERSRO 5N TNWAH,

18.2.2 in vivoiiR (AR S (C L D HUEB M RIER(ER)

b bR A (KM20C, KM12C, Co-3) Z#HE L 7=
R— K2 2K L. KU F— k (20mg/kg/day) & 74
T—= - 7T YIN(FHT—N20mg/kg/day) DR TT
HT7 = 7T )VEE SR ol U CHUEE R R
,f/';ﬁﬁ;gﬂ_‘—\‘"g"lﬁ‘ 15)0

19. B ICREY SRR

O CIHO
N N N
G0 N
HoN N N
H H

—f&Z AV F— AT T LK

(Calcium Folinate Hydrate)
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<LV AF =V XIELY ) —)L(99.5)ICIFEA LT
F 7z,

O H COr

jeane

CO:  Ca" - xH:0

20.

RV LDER

T IO —EERERIOERE STEELTRET S &,

21. EERRM

W - BEBEICHT AR F—b c FHT =L - 7T VILERE
OENEROCLREEOFELZ AL ZENE L +aky v
VYA REFOEEABLHEG R Z2ENTERET S L,



22. @R
(PTP) 428 (218E%2)

23. FEK
1) Shirao K, et al. : J Clin Oncol. 2004 ; 22(17) : 3466-3474
2) BRSNS X — & (Z—¥ 5/ TR V§E 1 20034E7H
17HAGR., HHEERMIEEA.2.(5).1))
) fENERL R E SIS T 5 ER
) Damle, B. et al. : Clin. Cancer Res. 2001 ; 7(3) : 517-523
) BEMRABERE(Z—YILEE : 20204E5H18H. HEEHREE)
) TV Oy TRE (Y LsE/aA 3Ry UEE  20034%E7H17
H&ZR, HHEEERMEE +.3.)
7) Douillard J Y, et al. : J Clin Oncol. 2002 ; 20(17) : 3605-
3616
8) At (—XsE/ a4 2Ry Vi 2003FE7HI7HAERR. H
BRI .2.(1).7))
9) Carmichael J, et al. : J Clin Oncol. 2002 ; 20(17) : 3617-
3627
10) BE(—ENgE/a A 2Ry V3¢ 2003FE7H1I7HAE. #H
BRI .2.(2).7))
HIEH (Z—Y L8/ 0 A IR U 1 20034E7H17HER.
FEE R K AR 1)
HPEA T : Biochemical modulation DERE & K : B2
R 1995 29-39
b MEBEMRRCOLO20512 B 1F % 5-fluorouracil O FifEE
BRICHT HLV R U5-methyltetrahydrofolate Dz S5 i
ERET (in vitro) (Z—YIIEE/a A 2K V8 1 20034FE7H17
HA&GE. HEEEREA.1.(5))
b MEBERKM20CO X — R AR TBIEETFILICBT 5
UFTOHIESER RIS T 2LV 52 K 250 R R O
FHa—YE/ a1 aRY V8¢ 2003FE7H17HARR. HiE
R A.1.(1))
b MRBERO X — R~ ZE IBIEE T IVICE T A2UFTOH
JEERIRICH T ALVAHR S IC X AR EROKE (2 —E )L
$E/aA 3R U8E 20037 A1 7HARR. HiFEERHTE
A.1.(2))

24, XEERERUBEWEHEE
B—ZHIT 27 7 RS BEEEHKE
T103-8426 HFHSHRX HAMEANRT3-5-1
TEL : 0120-100-601

26. BISRTTHRES
26.1 BHEARFETT

- Jeie —_ =
O E-SHIZTPHREM
Daichi-sankyo ~ HUILHR UL X H ARG A 3-5-1
26.2 BRGTIRIE

Y A—=HkaH
Daiichi-Sankyo %}J}':%KEPH%[X EIZIKTEZIKHTB_ 5-1

3
4
5
6

11

N>

12

=z =

13

14

=

15

b3



