2513
15 4



[ ] 25mg* 25mg**

[ ]
[ ] * *%
[ ] 13 10 25 * 13 10 24 **
[ ] 1-(4),(6)
[ ]
H H
H,N_ _N_ _N
LA
N N
N
o} N co;
o~ H >
o) ;Q{/Ca2+
C20H21:CaN70O7
511.50
[ ]

Monocalcium A~{4-[(2-amino-5-formyl-1,4,5,6,7,8-hexahydro-4-oxopteridin-6-
yl)methylamino]benzoyl}-L-glutamate
N-{4-[(2- -5- -1,4,5,6,7,8- -4-
6 ) ] bL-



[ ] 13 10 25
[ ] 1-(6)
[ ]

CsHoFN203 C4H4N202
200.17 112.09

5-Fluoro-1-[(RS)-tetrahydrofuran-2-yl]pyrimidine-2,4(1 H,3 H)-dione
2,4(1H,3H)-pyrimidinedione

5- -1--[(RS)- -2- ] -2,4(1H,3H)-
2,4(1H,3H)-



15 4 1

25mg* 25mg**
* *%
13 10 25 * 13 10 24 **
75mg 1 3 8
1 300
600mg 300mg/m?2 1 3 8
1
28 7 1
E
13 10 25



1 300 600mg 1 2 3

1 600mg
1 2 3
1 300 600mg
300mg/m2 1 3 8 1
75mg 1 3
8
28 7 1



15 1 21

25mg* 25mg**
* **
13 10 25 * 13 10 24 **
27mg
75mg 1 3 8
1 300
600mg 300mg/m2 1 3 8
1
28 7 1
E
13 10 25
100mg 224mg
E 19 200mg 448mg
]
1 300 600mg 1 2 3
1 600mg
1 2 3
1 300 600mg
300mg/m?2 1 3 8 1




75mg 1

3
28 7 1
UFT/LV
LV 25mg
UFT
Lv 1962
1984
1991
LV |
LV 25mg 1999
LV5mg 5mg 1991
UFT  5- 5-FU p450
FT 5-FU dihydropyrimidine dehydrogenase
1:4 1983
1992
UFT/LV 5-FU LV 5-FU LV
5-FU/LV
EU
EU EU14 16
2000 10 16 1 22
25mg 25mg UFT
1 25mg 1 1
E



40 [75%RH/
/ 13
25 /60%RH/1,000Lux D65
PTP /121 Lux

25 /60 RH/ IPTP

IPTP

/

40 [75%RH/

PTP

PTP
HPLC
HPLC

16
/

112

16

PTP

50



%RH

Lux
LvV /LVv
LV UFT
LV  5000mg/kg /LV
2500mg/kg LV 500
860mg/kg /LV 500 720mg/kg 500mg/kg
25mg LV
UFT LV
LV 10 300mg/kg
UFT
UFT v 20
200
UFT
UFT
UFT81mg/kg/ /L.V300mg/kg/
GLP
14 2 FT, 5-FU, Cmax UFT
121%, 155%, 128% v 5-CHs-THF
Cmax 142% Tmax 200% AUCos 162%
UFT/LV Lv UFT
v LV
LV
v Lv /Lv
LvV /LVv v
Lv /LVv
UFT LV
TK
LV 5-CHs-THF
LV  5-FU
5-FU



LV 5-FU
v UFT v
UFT
v 5-FU
5-FU
v
014 -4 28
UFT
/LV 400 15 FT, 5-FU, 5-CHs-THF AUC
56, 0.27, 3.70u g h/mL 14 191, 2.32, 2.75u g h/mL  5-CHs-THF
UFT
v
UFT JEAY UFT
Lv 5- (5-MTHF)
/ UFT FT LV
UFT LV
in vivo
UFT LV UFT 20mg/kg/
LV 25 5 10 20 40 80mg/kg/
IR BWC
KM20C
10 220 240mm3 1 1 9
10 IR UFT 53.9 Lv
2.5mg/kg/ 61.0 5mg/kg/ 67.4 10mg/kg/ 68.0 70.9
LV 5mg/kg/
UFT 5mg/kg/ Lv p=0.01 BWC
UFT
18 1645-1650, 1991  Anticancer Res
17:157-164 1997 20mg/kg/ 75mg/body/
1.5m2 50mg/m2/
16.7mg/kg/  1mg/kg=3mg/m2 20mg/kg/ 2 2.5
80mg/kg

10



KM20C KM12C Co-3
UFT 20mg/kg/

LV 20mg/kg/ IR BWC
UFT
IR 53.9 49.7 29.1
IR 69.8 67.0 43.6
BWC
3 Lv UFT
UFT LV
KM20C
LVv2.5mg/kg/ UFT 5mg/kg/
7.5 15mg/m2
25mg/body=1.5 2m?2
in vitro
LV 5-MTHF 5-FU 5-FU 0.4p M
LvV(24nM) 5-MTHF 4nM 5-FU 0.4p M +LV 15 3 6 12 24nM 5-FU 0.4
g M +5-MTHF 0.25 05 1 2 4 M  COLO205 500 /
6
5-FU 5-FU
LV 6nM 5-MTHF 1p M FU
LV 6nM 5-MTHF 2nM
UFT LV
5-FU (TS)
DNA 5-FU RNA RNA
5-FU 5-fluoro-2’-deoxyuridine
monophosphate(FAUMP) TS 5, 10-methylene tetrahydrofolate 5,10-methylene
THF TS DNA
Lv 5-FU Lv Lv
5,10-methylene THF TS
J Biol Chem 263 14402-14409,1988
UFT LV
5-FU/LV UFT/LV
5-FU/LV
UFT/LV 2
colon26 1 3 5-FU
UFT14mg/kg LV100mg/kg

11



18

1645-1650, 1991 KM20 5-FU 24.0
20.0mg/kg UFT 16.7 20.0mg/kg /-LV 50mg/kg
UFT 5-FU JEAY)
Anticancer Res 17:157-164, 1997
5-FU/LV UFT/LV
UFT/LV
UFT 20mg/kg
-1 2
UFT LV Lv
LV 5,10-methylene THF
FAdUMP TS 5,10-methylene THF TS
in vivo UFT LV
UFT v
UFT 2916 FT 90.0 mg/kg
pH Na+ K+ CI+ 874.8 270.0
mg/kg
1749.6 540.0 mg/kg 324
10.0 mg/kg
LV /-LV 100mg/kg
UFT
v FT 5-FU v
LV UFT
UFT
1393.2mg/kg /LV 10 30
100 300mg/kg
2 6 UFT
81mg/kg 3 /L 30 100

12



300mg/kg 300mg/kg UFT

/-LV 100mg/kg 1 6
UFT
UFT
SH /-L.V10 mg/kg UFT25 mg/kg 1 1 14
1 Cmax
0.23 0.22 pg eq./mL AUCo-shr 1.30 1.47 pg eq. h/mL
14 Cmax
0.24 0.25 ug eq./mL AUCo-ghr 1.50 1.62 ug eq. h/mL
1 FT Cmax 17.486
18.588 ug/mL 5-FU Cmax 0.345 0.406 pg/mL
Cmax 13.116 13.317 pg/mL FT AUCo-ghr
104.78 105.85 pg h/mL 5-FU AUCo-shr 0.83
0.84 pg h/mL AUCo-shr 22.35 22.07 pg h/mL
14 FT Cmax
17.392 20.196pg/mL 5-FU Cmax 0.251
0.248pg/mL Cmax 9.558 10.040pg/mL
FT AUCo-shr 110.41 121.02pg h/mL 5-FU
AUCo-shr 0.76 0.67pg h/mL AUCo-shr
18.64 16.74pg h/mL
v UFT v UFT
18 3 6 UFT 100 mg 200
mg 400 mg LV25mg( ) 014 -4
FT 5-FU UFT
Tmax 1 FT UFT 100 mg 200 mg 400
mg Cmax 3178 6586 12795 ng/mL  AUCo-24hr
17762 39035 107716 ng h/mL tiz 59 84
UFT 100 mg 200 mg 400 mg Cmax 704 3754 8754
ng/mL  AUCo-24nr 496 2640 11875 ng h/mL tiz 04 05
5-FU UFT 100 mg 200 mg 400 mg Cmax 41

13



215 373 ng/mL  AUCo-2anr 32 172 690 ng h/mL 5-FU
ti2
5-FU DPD
LV 2 Cmax 402 ng/mL AUCo-24nr
4029 ng h/mL tiz  10.3 5-MTHF LV 25
Cmax 345 ng/mL AUCo-24nr 1741 ng h/mL UFT
FT Cmax UFT 100 400mg FT AUCo-24nr
5-FU Cmax AUCo-24nr  UFT
UFT 300mg/m2/ LV 75mg/ 1 3
8 15 28 FT
5-FU 8 15 28 8
28 Lv
5-MTHF Cmax Tmax AUCosnr 8 15 28
Cmax 28 Lv 5-MTHF
Cmax 684 634 ng/mL 28 LV 5-MTHF
8 (LV:399ng/mL 5-MTHF:312
ng/mL) UFT/LV 8 15 28 5-FU
FT LV 5-MTHF FT
LV 5-MTHF 5-FU
FT
Lv
5-FU
19 UFT 200 mg LV 30mg
UFT 200 mg LV 30mg 6
021 -5 UFT LV
UFT Lv FT Cmax AUCo-gnr
Cmax AUCo-shr
19.9% 25.5% 5-FU Cmax AUCo-ghr
35.5% 21.7%
LV UFT LV  Cmax
AUCo-shr 14.5% 11.0%
5-MTHF  AUCo-shr 18.5%
5-MTHF Cmax
25 UFT 200 mg LV 30 mg
(10 ) G )
026 -6 FT Tmax 1
3 Cmax 33.3%
AUCo.-t Cmax AUCo-t
71.7% 61.3% 5-FU

14



Cmax AUCo-t 65.6% 32.1%
LV Cmax AUCo-t
52.9% 111% 5-MTHF Cmax AUCo-t
19.8% 91.1%
44 43 UFT300mg/m2/
LV75mg/ 3
FT 0.3 2.0
Tmax 6.5 tie Cmax  9158.7ng/mL AUCo-shr
41063.2ng h/mL FT 0.3 5.0 Tmax
54 ta2 Cmax 5470.7ng/mL  AUCo-shr
23857.8ng h/mL FT Cmax AUCo-gnr
1.67 1.72
0.3 20 Tmax 0.2 tie Cmax
6867.2ng/mL AUCoshr  5989.5ng h/mL
0.3 5.0 Tmax 0.2 t12 Cmax
3409.2ng/mL AUCo-snr  3610.6ng h/mL Cmax
AUCo-shr 2.01 1.66
5-FU 0.3 2.0 Tmax 0.3 tue
Cmax 245.0ng/mL AUCoshr 223.1ng h/mL 5-FU
0.3 5.0 Tmax 0.6 ti2 Cmax
152.2ng/mL AUCoshr 164.0ng h/mL 5-FU Cmax
AUCo-shr 1.61 1.36 LV
15 3.0 Tmax 7.0 tue Cmax
473.6ng/mL AUCoshr 2659.8ng h/mL LV
0.5 5.0 Tmax 7.7 tiz Cmax 436.3ng/mL
AUCoshr 2241.2ng h/mL LV Cmax AUCo-gnhr
1.09 1.19 5-MTHF
0.3 50 Tmax 3.1 tie Cmax
468.0ng/mL AUCoshr 2046.7ng h/mL 5-MTHF
0.7 9.0 Tmax 3.9 t12 Cmax
337.8ng/mL AUCo-shr 1498.5ng h/mL 5-MTHF Cmax
AUCo-shr 1.39 1.37
LV FT 5-FU 5-MTHF

15



GOT GPT ALP BUN

Grade
Grade Spearman
Grade Grade
Spearman
/ 5-FU AUC
0.3373 Uracil Cmax
R=0.39336 5-FU
Cmax R=0.3373 0.03994
LV
Gradel 2
UFT300mg/m2/
LV75mg/
5-FU AUC Cmax
Grade
sGOT sGPT Gradel
GOT GPT
5-FU AUC
FT LV 5-MTHF
GOT GPT 100U/L
UFT -
FT
FT 800mg
5-FU
5-FU 5
1279-1285 1978 5-FU

16



LV -

5-MTHF
v 4LV 5-MTHF AUC
LV LV
LV
Lv LV 5-MTHF
Zittoun European Journal Clinical Pharmacology 44, 569-573, 1993
Lv v
8 25mg LV 125mg /LV
5-MTHF v LV
v 5-MTHF AUC 93
5-MTHF FLV
011 -1
CA146-011/T92-1177 J Clin Oncol 20:3605-3616, 2002
UFT/LV 5-FU/LV
85 1995 6 1997 8 640
FDA
ODAC Oncologic Drugs Advisory Committee, 1999 9 16 700
400 12
500
6 4
UFT/LV UFT 300mg/m2/ LV 75mg/
90mg/ 28 3 8 7
5-FU/LV 5-FU 425mg/m2/ LV 20mg/m2/ 5
23 UFT/LV

17



5-FU/LV 4 1
816 UFT/LV 409 5-FU/LV 407
Performance Status
or

UFT/LV 75% 307/409 18%(73/409 ) 7
29/409 5-FU/LV 74 300/407 20 82/407
6 25/407 UFT/LV 82 337/409
18 72/409 5-FU/LV 85  344/407 15% 63/407
816 UFT/LV 4
5-FU/LV 10 14
UFT/LV 4 5-FU/LV 1
5-FU/LV UFT/LV 1
1 UFT/LV
UFT/LV 3.5 1 24 5-FU/LV 4.0
1 16 UFT/LV 16.6 0.7 120.0
5-FU/LV 16.7 0.7 69.4 Tegafur 5-FU
dose intensity UFT/LV 1555mg/m2/  5-FU/LV 452 mg/m2/
relative dose intensity:
UFT/LV 92.6% 5-FU/LV 85.1% UFT/LV
90% 90% 345/406 80% 90% 10% 40/406
80% 1
UFT/LV 12.4 95% 111 13.6 5-FU/LV
13.4 11.6 154 640
p =0.391 log rank
700
UFT/LV 12.4 95% 11.2~13.6 5-FU/LV 134 95%
11.6~15.4 p=0.630 log rank
Cox 5-FU/LV
UFT/LV 0.8
640 0.933 95.6% 0.794 1.097
0.964 0.826 1.125 UFT/LV
5-FU/LV Time to
Progression TTP UFT/LV 35 95% 3.0 4.4 5-FU/LV
3.8 3.6 5.0 p=0.011
log rank
Functional Living Index-Cancer J Clin Epidemiol 49: 21-29, 1996
Quality of Life QOL 6

64% 77%

18



802 UFT/LV 406 5-FU/LV 396

5-FU/LV UFT/LV 1
UFT/LV National Cancer
Institute-Common Toxicity Criteria (NCI-CTC: Division of Cancer Treatment, National
Cancer Institute: Guidelines for Reporting of Adverse Drug Reactions. Bethesda, MD:

National Cancer Institute, 1988) UFT/LV 98
397/406 5-FU/LV 99  393/396 Grade3
UFT/LV 53% 215/406 5-FU/LV 54% 211/396

UFT/LV 15% 5-FU/LV  66% UFT/LV
13% 5-FUILV  77% UFT/LV 21% 5-FU/LV 31% UFT/LV
83% 5-FU/LV 87% UFT/LV 5-FU/LV
Fisher Grade3
UFT/LV 1% 5-FU/LV  19% UFT/LV 1% 5-FU/LV  56%
UFT/LV 0% 5-FU/LV 13% UFT/LV 0%
5-FU/LV 2% UFT/LV 3% 5-FU/LV 7% 5-FU/LV

UFT/LV 67% 5-FU/LV 76% UFT/LV
24% 5-FU/LV 75% UFT/LV 68% 5-FU/LV 75%
UFT/LV  23% 5-FU/LV  31% UFT/LV 1% 5-FU/LV 5%
UFT/LV 5-FU/LV Grade3
UFT/LV 1% 5-FU/LV 19% UFT/LV 2% 5-FU/LV 7%
5-FU/LV
UFT/LV UFT/LV  39% 5-FU/LV  22%
Grade3 UFT/LV
UFT/LV  15% 5-FU/LV 8%
ALP AST GOT ALT GPT BUN

UFT/LV 5% 22/406 5-FU/LV 7% 30/396
30
UFT/LV 11% 43/406 5-FU/LV 6% 23/396

TTP 012 -2
CA146-012 J Clin Oncol 20:3617-3627, 2002
UFT/LV 5-FU/LV TTP
47
1996 5 1997 7
011 ODAC

19



6 UFT/LV

UFT 300mg/m2/ LV90mg/ 28 7
5-FU/LV 5-FU 425mg/m?2/ LV 20mg/mz2/ 5 30
5
380 UFT/LV 5-FU/LV 190
PS
UFT/LV 59%(112/190
) 39%(74/190 ) 2%(4/190 ) 5-FU/LV
64%(122/190 ) 33%(63/190 ) 3%(5/190 )
UFT/LV 85%(162/190 ) 15%(28/190 ) 5-FU/LV
84%(159/190 ) 16%(31/190 )
380 UFT/LV 3
5-FU/LV 4 7

UFT/LV 9 5-FU/LV 10

UFT/LV 3.0 1 10 5-FU/LV 3.0
1 13 UFT/LV 17.2 1.3 511
5-FU/LV 15.1 0.3 67.1 Tegafur
5-FU UFT/LV 1542mg/m2/  5-FU/LV 418 mg/m2/
UFT/LV 91.8% 5-FU/LV 98.4% 011
5-FU/LV
TTP UFT/LV 3.4 95% 2.6 3.8 5-FU/LV 3.3
25 37 p =0.591 PS
log rank UFT/LV  5-FU/LV

European Organization for Research and Treatment of Cancer EORTC)
QLQ-C30 J Natl Cancer Inst 85: 365-376, 1993 Eur J Cancer 31A: 2260-2263,
1995 QOL 6
75% 93%

5-FU/LV QOL 4
UFT/LV

373 UFT/LV 188 5-FU/LV 185
NCI-CTC UFT/LV 95
178/188 5-FU/LV 98 182/185 Grade3
UFT/LV 50% 94/188 5-FU/LV 58% 107/185

UFT/LV  13% 5-FU/LV  57% UFT/LV
12% 5-FU/LV  67% UFT/LV 18% 5-FU/LV  28% UFT/LV
78% 5-FU/LV 8% UFT/LV 5-FU/LV
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Fisher Grade3 UFT/LV
2% 5-FU/LV 13% UFT/LV 3% 5-FU/LV  31%
UFT/LV 1% 5-FU/LV 8% 5-FU/LV
Grade3 UFT/LV 1% 5-FU/LV 2% Grade3
UFT/LV 5% 5-FU/LV 4%
UFT/LV 55% 5-FU/LV 60% UFT/LV
18% 5-FU/LV 55% UFT/LV 56% 5-FU/LV 59%
UFT/LV  20% 5-FU/LV  29% UFT/LV 0% 5-FU/LV 2% ALP
UFT/LV 63% 5-FU/LV 68% AST GOT UFT/LV  35% 5-FU/LV
41% ALT GPT UFT/LV  31% 5-FU/LV  33% UFT/LV
30% 5-FU/LV 24%
Grade3 UFT/LV 18% 5-FU/LV 11%
UFT/LV 2% 5-FU/LV 16% UFT/LV 9% 5-FU/LV 9%
UFT/LV 4% 5-FU/LV 8% ALP UFT/LV 5% 5-FU/LV 8% AST
GOT UFT/LV 1% 5-FU/LV 1% ALT GPT UFT/LV 1% 5-FU/LV
2% UFT/LV  16% 5-FU/LV  11%

UFT/LV 13% 25/188 5-FU/LV 5% 9/185

30
UFT/LV 10% 19/188 5-FU/LV 9% 17/185
-3 T98-1274
UFT/LV
3 5
6
UFT 300mg/m2/ LV 75mg/ 28
3 8 7 1 2
44 45
1 44
1.57mz2 1.92 m2 UFT
500mg/ 400 600mg/ 600mg/ 500 800mg/
112 28 448 112 3 355
95.8% 95.3%
WHO 36.4% 16/44 90%
24.3% 49.9% 34.1% 15/44 22.3% 47.5%
89 44 45

NCI-CTC version 2.0 http://ctep.cancer.gov/reporting/ctc.html
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100% 59.1%

46.7% 45.5% 91.1% 45.5% 82.2%
38.6% 17.8% AST GOT 38.6% 53.3% ALT GPT
38.6% 38.6% 36.4% 22.2% 36.4%
66.7% 34.1% 73.3% 34.1% 22.2%
34.1% 6.7% 31.8% 84.4% ALP
29.5% 55.6% 27.3% 33.3% 20.5%
35.6% 18.2% 37.8% 18.2% 11.1%
15.9% 20.0% 15.9% 33.3% 13.6% 53.3%
13.6% 26.7% 11.4% 15.6% 11.4%
20.0% 6.8% 26.7% 2.3% 26.7% 2.3%
24.4% 2.3% 22.2% 2.3% 20.0%
0% 33.3% 0% 24.4%
Grade3 9.1% 24.4% 4.5% 0%
4.5% 0% 4.5% 4.4%
4.5% 0% 2.3% 2.2% AST GOT
2.3% 4.4% ALT GPT 2.3% 0% 0% 11.1%
0% 4.4% 0% 4.4% 0% 4.4%
0% 11.1% 0% 4.4% 0% 4.4%
3 12

45.5% 20/44

60.0% 27/45 AST GOT
ALT GPT
30 2
2
014 -4
CA146-014
UFT/LV
3 UFT100mg/ LV 25mg UFT200mg/ LV 25mg
UFT400mg/ LV 25mg 6 6
UFT300mg/m2/ LV75mg/ 28 7 35
8 0 8 15 0 8 28 0 48
18 WHO
28 5/18 SD Stable Disease
18 NCI-CTC version2.0
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94 17/18 Grade 3 33 6/18

Grade 3
Grade 4
30 3 2
021 -5 CA146-021
UFT
LV 1
3 UFT200mg LV30mg UFT200mg LV30mg 3
UFT300mg/m?2/
LV90mg/ 28 7 35 21
2
18 WHO
11 2/18 2 SD
19 NCI-CTC version2.0
100 19/19 Grade3 47  9/19
Grade3 Grade4
1 ) 30
026 -6 CA146-026
UFT LV UFT/LV
2 1
2 UFT200mg LV30mg 5
UFT200mg LV30mg 2 3
UFT300mg/m2/ LV90mg/ 28 7 35
22 3
25
25 NCI-CTC version2.0
96 24/25 Grade 52 13/25
Grade 3 4
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Grade 4 Grade 3 1
1 30 6

31 7

National Cancer Institute PDQ Treatment Health Professionals
http://www.cancer.gov/cancerinfo/pdg/treatment/colon/HealthProfessional#3

Cancer Principles&Practice of Oncology 6th

Edition; DeVita Hellman Rosenberg Cancer Medicine 5th Edition; Holland Frei N

Engl J Med 330:1136-1142, 1994 5-FU/LV
1983 UFT
1999 6 v  5-FU
5-FU/ LV 2 p1092-1133
1999 5-FU
5-FU/LV J Clin Oncol 5:1559-1565, 1987; J Clin Oncol 7:1407-1418,

1989; J Clin Oncol 7:1437-1446, 1989; J Clin Oncol 7:1419-1926, 1989; J Clin Oncol
8:491-501, 1990; J Clin Oncol 6:469-475, 1988

5-FU/LV
UFT LV
LV UFT
LV UFT 5-FU
18:1645-1650, 1991
UFT UFT/LV
5-FU TS
18:339-340, 1993 22:245-251, 1995 UFT
215 14/65
36.4 16/44 341 15/44
5-FU/LV LV 5-FU
5-FU

5 15mg/m2?/ LV
5-FU 5-FU
Cancer 3:233-237, 1989; Proc Am Clin Oncol 8:115, 1989; Proc Am Clin Oncol 12:201,

24


http://www.cancer.gov/cancerinfo/pdq/treatment/colon/HealthProfessional

1993; Cancer Invest 11:247-251 LV

5-FU//-LV v
250mg/m?2 2 5-FU 600mg/m2 3
6 2 8 UFT/LV
UFT 8 5-FU
UFT 1983
UFT
UFT/LV LV
UFT UFT
UFT
UFT 16.7 (6/36 ) BrJ
Cancer 62:1023-1025, 1990 The Advanced Colorectal Cancer Meta-Analysis
Project 5-FU
11%(64/578 ) J Clin Oncol 10: 896-903, 1992
UFT 20%
UFT UFT/LV LV
Lv 5-FU
5-FU/LV
UFT Lv 5-FU/LV
UFT/LV
UFT/LV
5-FU/LV
5-FU//LV) UFT/LV
UFT/LV LV UFT
UFT/LV
UFT
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011 UFT/LV  5-FU/LV

012 TTP 5-FU/LV
UFT/LV
011
UFT/LV  5-FU/LV
5-FU/LV
5-FU BSC Best Supportive Care
UFT/LV
UFT/LV 5-FU//-LV
UFT/LV
5-FU/I-LV UFT/LV
UFT/LV
UFT/LV
LV
5-FU//-LV LV
5-FU/LV LV
Lv /LV
LV /LV
LV LV 5-FU
Lv /LV
J Clin Oncol 15:908-914, 1997 LV LV
5-FU LV(20mg/m2) 5-FU/LV LV(200mg/m2) 5-FU/LV
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5-FU

Cancer 63:1026-1036, 1989

MTX/5-FU LV(20mg/m2) 5-FU/LV LV(200mg/m2) 5-FU/LV
3 LV MTX/5-FU

Lv J Clin Oncol 9:1967-1972, 1991

5-FU LV(25mg/m2) 5-FU/LV LV(500mg/m2) 5-FU/LV

3 LV(500mg/m2) 5-FU/LV 5-FU
LV(25mg/m2) 5-FU/LV J Clin Oncol 7:1419-1926,
1989
LV 5 /1. V(10mg/m?2)

5-FU//-LV /-LVV(100mg/m2) 5-FU//-LV

LV

Lv /LVv LV
5-FU Lv
LV
Cancer Res 44:3114-3119, 1984 -21 LV25mg
LV25mg LV25mg
Lv LV 5-FU
LV
UFT Lv
LV LV25mg
011
011 5-FU/LV UFT/LV
5-FU/LV BSC 5 6 5-FU
10
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011 FDA End of Phase Il meeting;
UFT/LV 5-FU/LV 95%
0.80
0.80 A =0.20 active control design Fleming

Journal of Acquired Immune Deficiency Syndromes 3(Suppl 2): S82-S87, 1990

0.80
8.2% 1 3.2% 4
5-FU/LV 1 0.5
400 32 1 13 4
2 UFT/LV 349/409
5-FU/LV  351/407
011 640 95 0.794
FDA 700 0.826
a
Simon Biometrics 55: 484-487, 1999
5-FU/LV 50
FDA 011
011 UFT/LV
A BSC
5-FU 5-FU/LV
FDA 1 UFT/LV BSC b5-FU
2
2 FDA 011 95%
0.8 5-FU 5-FU/LV 0 43
011 5-FU/LV 13.4 20% 2.7
UFT/LV 5-FU/LV
FDA ODAC(1999 9 16 ODAC
UFT/LV 5-FU/LV
BSC 5 6 UFT/LV
FDA

28



ODAC EU
5-FU/LV

FDA
5-FU/LV
FDA
Simon UFT/LV

FDA
011

FDA

Bayes
Simon
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Bayes

5-FU/LV
UFT/LV 5-FU/LV
011 UFT/LV 5-FU/LV
012
UFT/LV 5-FU/LV TTP
012
012 UFT/LV 011 5-FU/LV
5-FU/LV
5-FU/LV 5-FU/LV TTP
EU
ODAC 012 011
UFT/LV TTP
011 UFT/LV 5-FU/LV TTP
012 UFT/LV
5-FU/LV UFT/LV
011 012 5-FU/LV UFT/LV
011 UFT/LV UFT300mg/m2/ LV75mg
90mg/ 3 8 28 7 1 35
5-FU/LV 5-FU425mg/m? LV20mg/ 5 23
1 28 1
012 UFT/LV UFT300mg/m2/ LV90mg/ 3 8 28
7 1 35 5-FU/LV 5-FU425mg/m?
LV20mg/ 5 30 1 35 1

5-FU/LV
011 13.4 012 10.3
012 011
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5-FU 011 452mg/m2/ 012 418 mg/m2/

8 Mayo 5-FU425mg/m?2
LV20mg/ 5 23 1 28 4
J Clin Oncol 12:14-20, 1994; J Clin Oncol 15:808-815, 1997; Ann Oncol 9:727-731,
1998; J Clin Oncol 19:2282-2292, 2001 9.3 13.3
012
10.4 9.3 133
011 012 5-FU/LV
011
UFT/LV 5-FU/LV
012 UFT/LV 5-FU/LV TTP
UFT/LV
012 5-FU
011 5-FU/LV TTP
011 5-FU/LV TTP
UFT/LV 5-FU/LV
011
011 012 UFT/LV
011 012
UFT/LV
UFT/LV
AST GOT ALT GPT
ALP
Grade3
AST GOT ALT GPT
UFT
2002 10 6
UFT UFT

Proc Am Soc Clin Oncol 15:474-, 1996; Anti-Cancer Drugs 7:728-733,
1996; Clin Cancer Res 2:1461-1467, 1996; Proc Am Soc Clin Oncol 14:482-, 1995; Proc
Am Soc Clin Oncol 13:164-, 1994
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5-FU/LV UFT/LV

5-FU/LV UFT/LV 011 012

2

UFT/LV 5-FU/LV
Grade3
UFT/LV 5-FU/LV
UFT/LV 5-FU/LV
UFT/LV 5-FU/LV
UFT/LV
5-FU/LV UFT/LV
Grade3 UFT/LV 5-FU/LV
UFT/LV
ALP AST GOT
ALT GPT BUN
5-FU/LV UFT/LV
UFT/LV 5-FU/LV
5-FU/LV
5
1296
-3
FT Cmax AUCo0-8hr) 1.67 1.72
5-FU Cmax AUCo-8hr) 1.61
1.36
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FDA
011

0.8

ODAC
0.8
5-FU
UFT/LV

FDA 011
UFT/LV

EU

2000

011 95%

5-FU

0 5-FU/LV

UFT/LV  5-FU/LV
ODAC

Best supportive care

3

95
5-FU/LV
0.8
5-FU 5-FU/LV 0 4.3
134 20%
0.8
5 6
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2.7

UFT/LV



2000 10

Simon

Assessment Report
SmPC

2002 1

14

GCP

34



15 4 1

25mg* 25mg**
* *%
13 10 25 ~* 13 10 24 **
E
13 10 25
@
UFT/LV 5-FU/LV
UFT/LV 5-FU/LV
UFT/LV
5-FU/LV
5-FU/LV UFT/LV UFT/LV 5-FU/LV
5-FU/LV
UFT/LV 5-FU/LV
UFT/LV 5-FU/LV
011 012
Kaplan-Meier
UFT
UFT
UFT
21.5%(14/65 ) UFT/LV
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44

UFT
UFT/LV

UFT
TAC-CR 5
Langenbeck’'s Arch Surg 386:575-581, 2002
Prog Proc Am Soc Clin Oncol 20:147a,

2001 (abstr 583) 55(9):339, 2002(abstr)
UFT/LV
UFT UFT/LV
UFT
UFT/LV
LV
LV LV25mg
UFT UFT/LV
S-1 UFT
1 1
2 1
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9 3 2 4
2001
5-FU/LV
1 300 600mg 1 2 3
1 600mg 1
1
300 600mg 300mg/m2 1 3 8
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28

28

300 600mg

38

75mg 1

1 2 3
600mg

300 600mg
1
75mg 1 3

300mg/m?2



9 26

14 2 FT, 5-FU, Cmax UFT
122%, 155%, 128% LV 5-CH3-THF
Cmax 142% Tmax 200% AUCos 154%

11 16

Lv 5-MTHF 5-FU 5-FU 0.4p M
LvV(24nM) 5-MTHF 4y M 5-FU 04p M +LV 15 3 6 12 24nM 5-FU 0.4
M +5-MTHF 0.25 05 1 2 4u M COLOZ205 500 /

6
5-FU 5-FU LV
6nM 5-MTHF 1y M FU
LV 6nM  5-MTHF 2y M
12 10
18 20
UFT/LV 90% 90% 365/406
19 13
Grade3 UFT/LV 1% 5-FULV  19%
UFT/LV 1% 5-FULV  56% UFT/LV 0% 5-FU/LV
13% UFT/LV 0% 5-FULV 2% 5-FUILV
21 2
UFT/LV 1% 5-FUILV 8%  5-FU/LV
)21 35
109 11 448 112 3 355
95.9% 95.3%
22 8
18.2% 20.0%
22 24
30 2
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)23 21
Grade3

( Grade4)
26 20
28 17
011 640

47% 9/19
Grade3
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UFT/LV

95.6

0.794



25mg*

13 10 25 *

[ 1
25mg 25mg
HPLC
25mg 25mg
/60 RH/ /PTP 36
3
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25mg**

**

13 10 24 **

HPLC

HPLC

14

19

25



