1-1.
1-2.
1-3.

2-1.

2-1-1.
2-1-2.
2-1-3.
2-1-4.

777
777
777
777
779
779
779
780
781
784
789



1-3.

4/17

46

55

45.5%

161

221

10/22

J015154

J015155
28.3%(13/46)

20.0%

16.3%

13

J015154

11/55

7/43

J015155

5-FU

777

1
23 22
2
50
155
23.5%
22.2% 2/9
60
84
19.5% 8/41 T

37.5% 6/16 T



28.3 45.5%

20.0%
2 162 135
20.0%(27/135) 135 43
25.6%
1998 4 30
2
74 69 24.6% 17/69
CMF 2
17T 61 CMF 32
29.5%  15.6%
2 ITT 22
19 36.4% 95% 17.2-59.3% 26.3%
950 9.1-51.2%
CMF 55
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30 2 21
1
1.31m? 900 mg
1.31m? 1.64m? 1200 mg
1.64m? 1500 mg
2-1.
2-1-1. -1-3 -2-2
[ ) 10
TS
® 5 1657m%/ 1 2
49 AuC
) 2

779




2-1-2.

° 1 2510 mg/m?
MTD 1 1657 mg/m? 2
1 2510 mg/m?/ 3-4
3 4
( )
1
( )
1
( )
1
1
( )
T 11‘
1
( )
1
4
) 4(100.0)
2 [0) 4(100.0)
3 %) 4(100.0)
° 1 1657 mg/m*/ 1
MTD 2
2 1 MTD DLT
MTD DLT
2510 mg/m /
1657 mg/m /
2 1 3000 mg/m /
() 1
® 1657 mg/m*/ DLT 4
29
[ 2 1
2 3
1 3 4
2 1657 m*/ 3
780



2-1-3.

2 150 mg 500 mg 2
3 4
4
2 500 mg 300
mg 1 5 2
10%
2 2
110 1
3
150 mg 500 mg
1.25m? 3000 mg/ 0 3
1.25m? 1.37m? 3300 mg/ 1 3
1.37m? 1.52m? 3600 mg/ 2 3
1.52m? 1.65m? 4000 mg/ 0 4
1.65m? 1.77m? 4300 mg/ 1 4
1.77m? 1.92m? 4600 mg/ 2 4
1.92m? 2.05m? 5000 mg/ 0 5
2.05m? 2.18m? 5300 mg/ 1 5
2.18m? 5600 mg/ 2 5
4 2
1
150 mg 500 mg
1.1m? 1600 mg/ 2 1 -11.4%
1.1m? 1.3m? 2000 mg/ 0 2 -6.4% 9.7%
1.3m? 1.5m? 2300 mg/ 1 2 -6.8% 6.8%
1.5m?2 1.7m? 2600 mg/ 2 2 -7.2  4.6%
1.7m? 3000 mg/ 0 3 6.5%
5 2
300 mg
1.31m? 1800 mg/ 3 -16.4%
1.31m? 1.64m? 2400 mg/ 4 -11.1% 10.6%
1.64m 3000 mg/ 5 10.4
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1850

1825

1800

1775

1750

1725

1700

1675

1650

1625

1600

1575

1550

1525

1500

1475

1450

1425

1400

1375
FLG

T
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6 75% 50%

7 8 1 2
2 20.0-30.4% 7 2
20.0% 33.3% 8 1
20 30%
6
NCIC £ ( %)
1
2
1 0-1 100%
2 0-1 75%
3 0-1 50%
4
3
1 0-1 75%
2 0-1 50%
3
4
1 50%
0-1
* NCI
7 2
1600 mg/ - -
2000 mg/ 1600 mg/ 20.0%
2300 mg/ 1600 mg/ 30.4%
2600 mg/ - 2000 mg/ 23.1%
3000 mg/ 2300 mg/ 23.3%
8 2
1800 mg/ - 1200 mg/ 33.3%
2400 mg/ 1800 mg/ 25.0%
3000 mg/ 2400 mg/ 20.0%
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2
2
500 mg
2-1-4. 2
@
45.5% 10/22
2
50
155
60
2
@
2
3
51.9%
22
3
1.1%
GPT 1.1%

300 mg

2 77
19 24.7% 6 7.8%
2 110
22 20.0% 8 7.3%
2
150 mg 500 mg 2 5
300 mg
2
300 mg 1 3 150 mg
2
2 J015151
2
(J015154)
2 J015155 2 J015154
46 28.3%(13/46)
161 J015155
55 20.0% 11/55 84
221
1657 m%/ 3
2 187 9
187 174 93.0%
2 50%
3 11.8%
11.8% T 10 T
1.6% 1.6%
0.5% 3 4
18.2% 1.6%
0.5% 3
10.7% 3.7% GOT 2. 7%
3 3
784



2.7% LDH 1.1%
APTT 0.5%
187 27 14 4% 47
10 5.3% 16

28

1657 mg/m?/ 3 1
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Gradel Grade2 Grade3 Grade4 total total(%) G3+G4 G3+G4(%)

1 1 0.5% 0.0%
8 8 4.3% 0.0%
1 1 0.5% 0.0%
2 2 1.1% 0.0%
2 2 1.1% 0.0%
3 3 1.6% 0.0%
2 2 1.1% 0.0%
4 4 2.1% 0.0%
2 2 1.1% 0.0%
1 2 3 1.6% 0.0%
1 1 0.5% 1 0.5%

8 8 4.3% 0.0%
3 1 4 2.1% 0.0%
53 22 22 97 51.9% 22 11.8%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
2 2 1.1% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
4 2 6 3.2% 0.0%
1 1 0.5% 0.0%
2 1 3 1.6% 0.0%
2 2 1.1% 0.0%
1 1 0.5% 1 0.5%

2 2 1.1% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
10 10 5.3% 0.0%
4 4 2.1% 0.0%
1 1 0.5% 0.0%

1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
4 4 2.1% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
2 2 1.1% 0.0%
3 3 1.6% 0.0%
1 1 2 1.1% 0.0%
1 1 0.5% 1 0.5%

1 1 2 1.1% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%

1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
7 1 8 4.3% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
5 5 2.7% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 1 0.5%

5 1 6 3.2% 0.0%
37 16 53 28.3% 0.0%
1 1 0.5% 0.0%
12 9 21 11.2% 0.0%
1 1 0.5% 0.0%
32 4 3 39 20.9% 3 1.6%
4 4 2.1% 0.0%
1 1 0.5% 1 0.5%

1 1 0.5% 0.0%
22 5 1 28 15.0% 1 0.5%
1 1 0.5% 0.0%
1 1 0.5% 0.0%

1 1 0.5% 0.0%

2 2 1.1% 0.0%
38 10 3 51 27.3% 3 1.6%
1 1 0.5% 0.0%
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Gradel Grade2 Grade3 Grade4 total total(%) G3+G4 G3+G4(%)

2 2 1.1% 0.0%
3 2 5 2.7% 0.0%
2 1 3 1.6% 0.0%
2 1 3 1.6% 0.0%
2 2 1.1% 0.0%
1 1 2 1.1% 0.0%
4 4 2.1% 0.0%
3 3 1.6% 0.0%
1 1 0.5% 0.0%
6 1 7 3.7% 0.0%
5 5 2.7% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%

39 10 5 54 28.9% 5 2.7%
27 9 2 38 20.3% 2 1.1%
1 33 17 3 54 28.9% 20 10.7%
6 7 13 7.0% 7 3.7%

8 8 4.3% 0.0%
32 5 37 19.8% 0.0%
1 1 0.5% 0.0%

36 6 2 44 23.5% 2 1.1%
4 4 2.1% 0.0%
1 1 0.5% 0.0%
4 1 5 2.7% 0.0%
21 5 4 1 31 16.6% 5 2.7%
1 1 0.5% 0.0%

2 2 1.1% 0.0%
15 7 22 11.8% 0.0%
6 2 8 4.3% 0.0%
6 1 7 3.7% 0.0%
9 3 12 6.4% 0.0%
2 2 1.1% 0.0%
6 6 3.2% 0.0%
11 4 15 8.0% 0.0%
5 5 10 5.3% 0.0%
7 2 9 4.8% 0.0%
3 1 4 2.1% 1 0.5%
11 11 5.9% 0.0%
2 2 1.1% 0.0%
3 3 1.6% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 2 1.1% 0.0%
6 6 3.2% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
3 3 1.6% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
5 5 2.7% 0.0%
1 1 0.5% 0.0%
4 2 6 3.2% 0.0%
1 1 0.5% 0.0%
2 2 1.1% 0.0%
53 16 3 72 38.5% 3 1.6%
20 4 2 26 13.9% 2 1.1%
19 11 3 33 17.6% 3 1.6%
22 14 1 37 19.8% 1 0.5%
5 1 6 3.2% 0.0%
2 2 1.1% 0.0%
2 2 1.1% 0.0%
15 1 16 8.6% 0.0%
40 22 1 63 33.7% 1 0.5%
7 1 8 4.3% 0.0%
2 1 3 1.6% 0.0%
5 22 28 6 61 32.6% 34 18.2%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
1 1 0.5% 0.0%
2 2 1.1% 0.0%
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Gradel Grade2 Grade3 Grade4 total

total (%) G3+G4 G3+G4(%)
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13
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0%
5% 1
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.3%

=
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5%
.5%
1%
.6%
5%
1%
1%
.5%
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2%
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8% 1
.6%
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.5% 1
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.0%
.0%
.0%
.5%

.5%
.0%
.0%
0%
0%
.0%
.0%
.0%
0%

.0%
.0%
.0%
.0%
0%
0%
.0%
.0%
.0%
.0%
0%
5%
.0%
.0%
.0%
.0%
.0%
0%
.0%
.0%
.5%

0%
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(+)-1-(5- -B-D- )-5- -1,2- -2- -4-
o
. /lLO /\/\/CH3
F
30 1 2 21
7 1
1
1.31m? 900mg
1.31m? 1.64m? 1,200mg
1.64m? 1,500mg
+
300 300mg
- 2000 mg/kg
2000 mg/kg
2000 mg/kg
(mg/kg/ ) (mg/kg/ )
4 198,395,791 198 395mg/kg/ s
,791mg/kg/
4 35.9, 179.5, 35.9 179.5mg/kg/ : s
359 i, i,
, , 359mg/kg/ :2/3 , ,
13 198, 395, 198 395mg/kg/ , ,
791/593 , , 791/593mg/kg/
:11/20 , i, i,
13 54, 108, 54 108mg/kg/ s ,
215/162 L, , 215/162mg/kg/ :2/8
s i,
(mg/kg/ ) (mg/kg/ )
6 18, 54, 144 54 144mg/kg/ :1/6 , ,
i, , s
( ) , 1
12 36, 72, 108 72 108mg/kg/ 1, T
203 187 92.1% 186 91.6%
D 2)

187/203=92.1%

212
107
94
92

186/203=91.6%

119
114
110
112
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