11

5%

13
20mg(
45mg m2
1 1 3
1
120mg 30mL

13 11

20mg

) 50mg(

20mL

27

50mg



pH

pH

11

pH

pH



2500lux

pH
10
36
6
pH
25
5
6 10 36
50mg 3
1000lux 50 pH
20mg 50mg 25 60
RH pH
20mg
50mg
50mg

25 60 RH 2

10 3



5wiv pH

25 24
3 pH 4.5
3
5
10 EL-3 S
T3 pH:8
pH:8 3 F
12X
10mL 20mg 25 24 pH
5
6 pH
2
5%

LDso

42 mg/kg 15.0 mg/kg 13.9 mg/kg
4 mg/kg
2 6 8
5 DXR
/
6 2
DNA 6
0.02 mg/kg 0.01 mg/kg DXR
DXR



0.3

mg/kg 0.15mg/kg 0.05 mg/kg
0.5 mg/kg
0.15 mg/kg 0.05mg/kg
0.15 mg/kg
0.25 mg/kg
in vitro
1.0% DXR
0.8 % 6
2 2 0.06 %
2.5mg/kg
2.5mg/kg 4.0mg/kg
DXR



6
1 1 3 3 4
in vitro
Met
A Met C Met B Met E Met D DXR
(CCRF-CEM U937 PC-8 A549 )
8
68 I1Cs0 0.0071 0.021pM DXR(ICso 0.0057
0.034pM)
4/5 1/35
17 [ 3 (Calu-1 A549 QG-56 )
2 MG-63 Saos-2 2 (T24 RT-4 ) 2
(KU-2 G-401 ) 2 (COLO-205 WiDr ) 6
K562 CCRF-CEM CCRF-HSB-2 U937 MOLT-4 P3HR-1 ]
DXR 3
DXR 1/130 1/2 3
ICs0 0.005 0.04uM DXR
(ICso0 0.01 0.3uM)
20 220 DXR 1/3 10
2 DXR 3
1 DXR
P388 DXR P388/ADR
DXR in vitro
DXR ICso P388 0.028 0.06uM
P388/ADR 3.4 3.9uM
1Cso P388 2.3uM P388/ADR 12uM

6



DXR

P388/ADR 5 121 DXR

65 DXR

DXR P388
10ug/ml 120
[ F ol
30 1nmol/106cells 30
30 3
nmol/106cells 120 5 nmol/10¢cells 2 1/4
DXR DXR 30 1nmol/106cells 120
2nmol/10¢cells DXR 62%
P388
P388 P388/ADR 1
P388 P388/ADR (F)
0.5 nmol/106cells
P388 P388/ADR 3
3 nmol/106cells DXR P388 P388/ADR 25
1.2 nmol/1068cells P388/ADR DXR
DXR
P Jpn J Cancer
Res 79: 285-296, 1988 (P
CCRF-CEM U937 QC-56
(G-401 )
50% (ICs0 )
4 I1Cs0 1/3 1/8
1Cs0 (nmol/1068cells )[
ICs0 UM ] 0.042 0.042 0.12(0.093) 0.41(0.24)
0.077 (0.068) 0.3(2.8) 0.55(6.0) 3.1 94
0.23 1.8

(F)

in vivo



A549 Calu-1 COLO205 WiDr

KU-2 G-410 CCRF-CEM
U937 10pg/mL (F)
(F) A-549
COLO205 WiDr KU-2 CCRF-CEM 5
A549 (F) 2 5
nmol/106cells 2 5
1 2 nmol/10¢cells Calu-1 U937 (F)
2 2 1 nmol/106cells
CCRF-CEM (F)

1.2 nmol/1068cells

in vivo
(MTD) 3g 14
DXR MTD (BALB/c CDF1
BDF1 ICR) 25 12.5mg/kg in vivo
MTD 1/2MTD
6 P388 Ehrlich carcinoma Sarcomal80 Lewis lung
carcinoma B16 melanoma colon adenocarcinoma 38 (CDF1 ICR
BDF1) DXR
12 13 15 16
P388 Lewis lung carcinoma colon adenocarcinoma 38
DXR Ehrlich carcinoma Sarcomal80
DXR B16 melanoma DXR
BALBI/c DXR
13 14
DXR ST-15 SC-7
QG-56
MX-1 LX-1
SC-6 SC-9 4-1ST 5 DXR
St-4  St-15 SC-7 QG-56
DXR
Lu-24 Lu-134 Lu-99 LC-6 L-27
Lu-116

DXR MTD 1/2MTD BALB/c
1 2 35 8 11



DXR(MTD) 5
1/2MTD
DXR MTD
3
)
4-1ST
1/50

20 6

37.5mg/kg 7.5mg/kg/ x5

(MTD) 2 3
8 11
1/2MTD
DXR
25mg/kg MTD 10
(4-1SsT SC-6 ) (MX-1
St-15 BALBI/c
1/500
DXR(MTD)
35 3
MTD
MTD BALBI/c
LX-1 QG-56
St-4 St-15 4-1ST BALB/c
25mg/kg 5
St-15 LX-1
10mg/kg/
5
SC-9 BALB/c
) 25mg 5mg/kg/ 16.5mg(3.3mg/kg/ )

37.5mg(7.5mg/kg/ )
25mg 5mg/kg/
16.5mg(3.3mg/kg/ )

5mg/kg/

SC-2 SC-7 SC-9

37.5mg/kg
4-1ST
3 St-15
LX-1
37.5mg(7.5mg/kg/
5 25mg/kg

5
25mg/kg



(25mg/kQg)

7.5mg/kg/ x5 15 37.5mg
MTD
(25mg/kg)
SC-9 BALBI/c 3
10mg/kg/ 3 (25mg/kg)
8mg/kg/ 3
5
3 5
MTD 10 3
in vivo
LX-1 St-15 St4 QG-56 SC-7 SC-6 4-I1ST BALB/c
25mg/kg [ (3]
in vivo
LX-1 4-IST SC-6
DXR(MTD)
DXR in vitro
1/10 in vivo
DXR
(F)
AUC R2=0.91717 R
(F) Sc-9
(n=3) 7.5mg/kg 5

10



25mg/kg Cmax 4-1ST SC-9

[ ) ]
[ (]
SC-6 4-IST in vivo

(6.3 8 10 125 16 20 25mg/kg

) P388 CDF1
MTD
25mg/kg +80% 12.5mg/kg
+80% 15mg/kg 0
MTD 12.5mg/kg
BALB/c 4-IST MX-1 SC-6
)
in vitro 5 200 in vivo

4-IST MX-1 SC-6
BALB/c

(F)
(F)

DNA DNA
(Topo)

11



P388 DXR  80%
(F)

type DNA in vitro
DXR 1/7 1/6
DNA
DNApBR322 DXR T4DNA ligase DNA
DNA
supercoiled DNA relaxed DNA
supercoiled DNA DXR
5 40 35pM
DNA DXR 1/8 1/7
Topo Topo
Topo
Topo
DXR Topo decatenation [kinetoplast DNA
2 DNA DNA DNA
minicircle DNA ] minicircle DNA
DXR 25uM
VP-16 125uM 3 VP-16 Topo
Topo
DNA  Topo DNA Cleavable
Complex

Cancer Therapeutics: Experimental and Clinical Agents B.Teicher ed, Humana

Press, New Jersey, 1997 Cleavable Complex
DXR VP-16
pBR322 DNA Topo ATP 37
30 DNA DNA
DXR DNA
VP-16 5uM DNA
25 125uM DNA

Cleavable Complex
Biochemistry 29:562-569, 1990

DXR VP-16( 0.01 0.1
10 100uM)  Topo CCRF-CEM
KU-2 Cleavable Complex
DNA- (Jpn J Cancer Res 81: 842-849, 1990)

12



VP-16

DXR 10pM DNA-
VP-16
Cleavable Complex
Cleavable Complex DNA
50% 10
DXR VP-16 CCRF-CEM KU-2 Cleavable
Complex proteinase K
complex 2000kb DNA
DXR DNA
Cleavable Complex Topo bisdioxopiperazine
ICRF-193 VP-16 Cleavable Complex
Cancer Res 51: 4903-4908, 1991
ICRF-193 VP-16
Cleavable Complex
ICRF-193 DNA
DXR VP-16 5 01 1 5uM
2 01 1 20u™m CCRM-CEM KU-2
ICRF-193 ICRF-193 DXR
DXR
ICRF-193 VP-16
Cleavable Complex
VP-16 Cleavable Complex
DXR
P388
DXR
DXR DNA DNA
Topo
Cleavable Complex DXR
i DXR

13



DNA i

DXR i) DXR
Topo Cleavable complex
Anu Rev Biochem 58, 351-375, 1989 iv)
V) DXR
Vi)
DNA Cleavable
Complex 120mg/30mL/
8mM 2
Cleavable Complex
DXR
DXR
Cleavable Complex
DXR  Topo
TOP-53 AUC J Pharm Sci 60:892-895,
1971 AUC in vivo
AUC AUC MTD
130mg/m?2 AUCO0-24hr 8 13pg hr/imL
MTD 25mg/kg
AUC 15ug hr/imL in vivo
2 20uM 1 10pg/g 25mg/kg 2 5
in vitro
ICso0 (0.01 0.1pM) in vivo
in vitro (T-24 RT-4 )
1Cs0 4uM
1C500.6 15uM in vivo
in vivo
in vitro
6 10mL/ 8mg/mL 16mM

14



in vitro

3mg/kg
1/3
T

0.0025%

ICso (1 4pM)

120mg/30mL/

4mg/kg

1mg/kg

) EPI

17%

0.0075% 94%

Cmax

8mM 2

8mg/kg

10mg/kg

10pg/mL
DXR  0.3mg/kg
S-T (
3mg/kg T 10mg/kg
1/3 )

2 4mg/kg
10mg/kg
(10pg/mL)
ADP(10ug/mL)
0.0025%
300

1D-8910

15

0.24

0.3mg/kg 1D-8910

10mg/kg



DXR

DXR
Pharmacol Ther 47: 219-231, 1990
4mg/kg 28
14C 10mg/kg
1.8 44 45
1/2 1/3
1.8 29 1.9 1.08L/kg 24
AUC(AUCo-24nr) 15.8p g hr/mL
1/2 13-OH
Cmax 0.86p g eq./mL 5.16
M geq./mL 7.12 8.20 AUCo-24nr  0.86p g eq. hr/mL
3.86p geq. hr/imL 3
14C 0.1 10 mg/kg
168 AUC
14C 10mg/kg
14C 1.5mg/kg
a B 24 13.5 y
80 1/2 1/3
20 3.8
6.73L/kg AUCo-24nr  0.58p g hr/mL
2
18 27 Cmax 0.049
M geq./mL 0.18p g eq./mL 33.7 69.9 AUCo-2anr  0.46
M g eqg. hr/mL 1.6p g eq. hr/mL
3 5
14C 1mg/kg/ 14 24
14 24
6 8
14C 5 mg/kg

16



24

0.36 9.6
3.9 8
46.0
7
14C 10mg/kg
)
14C 1.5mg/kg
1 1
( )
14C 1mg/kg/ 14
14 24
14C 5 mg/kg
18 14C 10mg/kg
4% in vitro
92 95% 97% 94  95%
84 85% 89 93% 78 87% 10mg/kg
93 96%
82 89% 2u g/mL 2 20p g/mL
0.2 2u g/mL 2 20p g/mL in vitro

17



2y g/mL

0.2y g/mL 5u g/mL 2 20p g/mL
14C 10 mg/kg 1.5 mg/kg

Met A Met B Met C Met D

M-1  M-7
(M-4 M-6)
14C in vitro
Met A MetB Met C Met D
14C 10mg/kg
AUCo-24hr Met A MetB
Met C 43.1% 2.3% 1.2% 1.0% 0.6%
31.7% 20.4% 0.1% 9.8% 4.9% 1.5mg/kg
14C 1 mg/kg/ 14
Met A Met C

14C 10mg/kg
Met B MetA MetC

14C 1.5mg/kg
Met B

14C 5 mg/kg

Met B
14C 10mg/kg
14C 1.5mg/kg
M-2 Met B
HPLC
7 9

18



2%

97

P-450

NADPH-P450

14C
78%
1.5mg/kg
74%
5 mg/kg

69%

72

in vitro 13

HPLC
13S 90
91 in vitro
138
10mg/kg
N-
in vitro
NADPH-P450
NAD(P)H-
P-450
NAD(P)H-
P-450
10mg/kg 168
13% 76% 16%
14C 1mg/kg/ 14
168 14% 80%
14C
168 8%
14C
168 27%
14C 10mg/kg

58%
31%

19



10 12 14C 10mg/kg

30 4 26 3.8
24 96
2 4 8mg/kg 2
5ng/mL
2 72
6 24
2
Met
4mg/kg 4
443 74.5% 45.2%
75.3% 6 72
46.0 75.6%
17 10 130mg/mz2
a 0.00 8.46 B
143 281 AUCo-24hr
2.61 2851 AUCo-24nr
45mg/mz2
48 33.1
20mg/m2(3 ) 25 mg/m2(2
) 5
AUCo-24hr 1
5
1 5 AUCo-24nr 1
5 5 AUCo-24nr 1 1.2
2.0 1 6.05 28.6

20



5 566 423 1 5

2.7 19.6%
1 5
1
10 6.9 13.6
1 1 4.0
2 3.1 54 1
40 45 50mg/mz2/ 3 10
4 80 6
45mg/mz2/
2 50mg/m2/ 4 6
1 3
AUCo-24nr 45 mg/m2/ 1 2720 3490ng hr/mL 3 2336
10379ng hr/mL 50mg/m2/ 1 1794 5734ng hr/mL 3 3396
7130ng hr/mL 45mg/mz/ 1
0.057 0.11 (a ) 1.78 2.15 B 3 0.050 0.92 (a
) 0.92 1.88 B 50 mg/m2/ 1 0.039 0.27 (a )
1.40 8.78 B 3 0.001 1.69 (@ ) 0.87 6.41 B
AUCo-24nr 45mg/m2/ 1 1030 1287ng hr/mL
3 1836 2136ng hr/mL 50mg/m2/ 1 1707 2171ng hr/mL
3 2611 3516ng hr/mL 1 3
1.2 21 1
16.1 33.9 3 109 24.6 1 3
1
2 12
4 45mg/m2/
3 13
80 6
3 1 2 2
1
1 3
AUCo-24hr 1 3296 4520ng hr/mL 3 3017 5132ng
hr/mL

21



1 0.059 0.075 a 1.76 2.30 B 3 0.048

0.064 o} 1.70 2.48 B 1 3
1
3 AUCo-24nr 1 22 850ng hr/mL
3 132 992ng hr/mL AUCo-24hr 1 1273 2117ng
hr/mL 3 1895 2584ng hr/mL AUCo-24nr
1 25 579 3 26 143
3 12 6.0 12 17
1 10.8 16.7 3 13.0 181
1 3
13 16
AUCo-24nr 1 3
1 0.10+ 0.08 a
2.03+ 0.49 B 3 0.12+ 0.18 a 2.16+ 0.70 B
1 3
AUCo-24nr 1 15 75.7 3
1.6 143
3 AUCo-24hr 11 242 11 1.7
1
27.2+ 42.3 3 18.6+ 5.3 1 3
AUC

22



10 30 30

20 20
NADPH-P450
c NAD(P)H-
C
C
P450
11 (NSCLC) (SCLC)
(1) ( )
19 ( 13 3
2 1) (DLF) (MTD)
( ) 30 (11 )
29 30mg/m?2 1 1
Grade3 ( (

23



21:943,1986) ) 20.7%(6/29 )

20.7%(6/29 ) 17.2%(5/29 ) 3.4%(1/29 )
80mg/m2 Grade3 130mg/m?2 4
2 Grade4 80mg/m2 14
13 3500/mm3 13
( ) 12 (8 19 ) 3,500/mm3
( ) 12 (4 21 )
65.5%(19/29 ) 13.8%(4/29 ) 10.3%(3/29 )
Grade3 130mg/m?2 1 (Grade3)
(80mg/m2 5 20 11
(55.0%)) ( -
L-
9 1 (11.1%)
(Grade)
130mg/m?2 (MTD)
MTD 1 100mg/m?2
5
2 @ 1 3 )
NSCLC
SCLC
NSCLC42 SCLC11
100mg/mz 3
NSCLC16 SCLC4 Grade 4
1 Grade3 2 Grade3
120mg/m?2 ( : ) SCLC
100mg/m2 ) NSCLC 42 (100mg 16 120mg
26 ) 100mg 2 120mg 3 ( 2
(Performance Status(PS)3)
PS3 1) 120mg 23 1
3 1
( ) 1
) 1 ( ) 1
SCLC 11
(100mg 7 120mg 4 ) 11
1 (100mg ) 1

24



( 21:929,1986)

( 3 119 1987)
( 21:943,1986)
NSCLC 100mg 14 PR1 7.1%(95%
(CI);0.2 33.9) 120mg 23 PR5 21.7% (95%ClI
7.5 43.7) 120mg 23 33.3%(5/15 )
7 1
SCLC 11 PR 2 18.2% 9
2 100mg 1
1 (CAV-PVP )
100mg 21 Grade3
42.9%(9/21 ) 33.3%(7/21 ) 19.0%(4/21 )
14.3%(3/21 ) 4.8%(1/21 ) 3 1
SCLC 120mg 26
Grade 3 84.6%(22/26 )
46.2%(12/26 ) 15.4%(4/26 ) 7.7%(2/126 )
( ) Grade 3
(3)NSCLC @a 1 3 )
NSCLC 120mg/imz 1 1 3
64
2 ( ) 62
( ( 3 119,
: ,1987) ) 62 PR 6 9.7% (95%CI;3.6
19.9)
( ( 3
1119, , ,1987) ) Grade3
53.2%(33/62 ) 29.0%(18/62 ) 16.1%(10/62 )
4.8%(3/62 ) 79.0%(49/62 )
60.7%(37/ 61 ) 50.0%(31/62 ) 25.8%(16/62 )
19.2%(10/ 52 ) Grade3 9.7%(6/62
) 4.8%(3/62 ) 3.8%(2/62 ) Grade3
2 1 (70 ) 3

25



1 1 | )
GPT(ALT) 32.3%(20/62 ) ALP 27.4%(17/62 )
GOT(AST) 17.7%(11/62 ) Grade3
2 2 4
2 1 (50 1 8
( 1
)
1 (& ) 2 28
4
(4)NSCLC 3 3 )
5
1
6 )
(EP1) NSCLC 3
(J Clin Oncol 10:297,1992)
3 NSCLC
)
( ) 40 45 50mg/m? 4 4 5
( ) Grade3 (
( 3 119, : ,1987)
) 1 (40mg/m2) 2/4
1/4 2 (45mg/m?2) 3/4
1/4 3 (50mg/m?2)
5/5 2/5 ALP
1/5 (60 ) (70
)
3 Grade3
(MTD) 2 (45mg/m?2)

26



17 1 1

2 15 15
15 PR 4 26.7%(95%ClI;7.8 55.1) (
(
) ) Grade3
73.3%(11/15 ) 53.3%(8/15 )
26.7%(4/15 )
73.3%(11/15 ) 60.0%(9/15 ) 50.0%(6/12 ) 33.3%(5/15
) 20.0%(3/15 ) Grade3 6.7%(1/15 )
6 4 ST
T ( 1 1)
1
GOT(AST) GPT(ALT) 26.7%(4/15 )
Grade3 ALP 6.7%(1/15 ) 1 (6o
) 1 40
(5)NSCLC 1 2(3 3 )
3 3 NSCLC
- 2
( 1 2: )
1 61 2
62 60 2 1
1) ( 8 ) 1
59 60
1 ( )
( 3 (NC)
Grade3 )
( ( 3 119,
, ,1987) ) 1 61 CR1 PR 16
27.9%(17/61 )(95%CI;17.1 40.8) 11.3
(95%Cl1;8.5 16.5) 2 60 PR11
18.3%(11/60)(95%Cl1;9.5 30.4) 8.2
(95%Cl;6.7-10.4)
( (
21:943,1986) ) 1 Grade3
72.1%(44/61 ) 52.5%(32/61 ) 23.0%(14/61 )

27



16.4 %(10/61 ) 73.8%(45/61 )

71.7%(43/ 60 ) 57.4%(35/61 ) 44.3%(27/61 )
13.1%(8/61 ) Grade3 4.9%(3/61 )
1.7%(1/60 ) 1.6%(1/61 )

GPT(ALT) 34.4%(21/61 ) GOT(AST) 26.205(16/61 ) ALP
18.0%(11/61 ) 11.5%(7/61 ) Grade3
GOT(AST)  3.3%(2/61 ) GPT(ALT) ALP BUN 1.6%(1/61 )

2 4 2

1 1

(60 ) 5 2
29

2 Grade3 78.0 (46/59 )

54.206(32/59 ) 30.5%(18/59 ) 28.8%(17/59 )

75.9%(44/58 ) 72.9%(43/59 )
55.99%(35/59 ) 42.4%(25/59 ) 16.9%(10/59 ) Grade3

1.7%(1/59 )
GPT(ALT)  33.9%(20/59 ) GOT(AST)  28.8%(17/59 ) ALP 25.4%(15/59

) BUN 15.3%(9/59 ) Grade3 ALP BUN
1.7%(1/59 ) 2 5 4
1 (6o )

(6)SCLC (45mg/m2/ 3 3 )
SCLC SCLC
35 2
( ( ) 33
( ( 3 119,
, ,1987) ) 33 CR3 (15.2%) PR 22
75.8%(25/33  )(95%Cl;57.7-88.9) 11.7

(95%C1;9.9-15.3)
( (

21:043,1986) ) Grade3
84.8%6(28/33 ) 51.50(17/33 ) 21.29(7/33
) 60.696(20/33 ) 57.6%(19/33 )

28



54.5%(18/33 ) 48.5%(16/33 ) 18.2%(6/33 )

Grade3 9.1%(3/33 ) 3.0%(1/33 )
GPT(ALT) 51.5%(17/33 ) GOT(AST) 39.4%(13/33 ) ALP
12.1%(4/33 ) Grade3 ALP 3.0%(1/33 )
2 1
1-2 ( )
@ 28:475 2001)
1 1 6
1988 9 1989 3 15
(60mg 3 90mg 3 120mg 6 150mg 3 )
120mg 1 6 (PD)
Gradel ) 14
14
150mg 1 13
( 21:943,1986) (
)
( 21:929,1986)
60mg 90mg
1 120mg 4 3
1 150mg 3 2 1
Grade3 150mg 1
2 90mg 1/3 (33.3%) 120mg 3/5 (60.0%)
150mg 3/3 (100.0%) 6 14 1 (120mg
)
60mg 90mg 3 1 PR 120mg 5
2 PR 150mg 2 1 CR 38.5%(5/13 )
(DLF) 150mg 3
2 MTD  150mg/
) ( )
28:483 2001)
60 150mg 30 60
90 120mg/ 4 6
1989 6 1991 6 65 (30mg

29



14 60mg 19 90mg 15 120mgl7 ) 1 (60mg
) 1 (120mg ) 63

( 21:929,1986)
(
21:943,1986)( )
63 CR4 PR28 50.8%(32/63 )
30mg 50.0%(7/14 ) 60mg 44.4%(8/18 ) 90mg
53.3%(8/15 ) 120mg 56.3%(9/16 ) 1 (60mg
) ( )4 (60mg 2 90mg 120mg
1) ( )3
(90mg 1 120mg 2 ) 55

50.0%(7/14 ) 53.3%(8/15 ) 61.5%(8/13 ) 69.2%(9/13 )

63 44.4%(28/63 ) 36.5%(23/63
) 6.3%(4/63 ) 4.8%(3/63 ) 30mg
3 2 3 8 60mg 9 7 2 10
20 90mg 7 5 7 14 120mg 10
8 2 10 23 Grade3
30mg 60mg 90mg 1 30mg 90mg 1 60mg
3 60mg 1
3 ( )
EPI
3 4
90mg 6 3 4 ( 6 )
(em lcm
) )
39 (6 20 3 19 )
1 (6 ) GCP
3 6 35
( 2 56, . ,1993)
( 21:943,1986)
6 19 GCP 3 CR3 PR9
3 19 CR3 PR7 63.2%(12/19
) 52.6%(10/19 ) 10.5%(95%CI; 41.7 20.7)

30



6 19 47.4%(9/19 )
42.1%(8/19 ) 36.8%(7/19 ) 5.3%(1/19 ) 3
19 47.4%(9/19 ) 26.3%(5/19 ) 21.1%(4/19 )
5.3%(1/19 ) Grade3
6 1 3 1 Grade3
3 Grade3 1
6 3 4
4) (EPI )
( ) EPI
( ) 6 4 3
EPI
4 3
120mg/
56
2 1 (
) 104 ( )
129 80 160
129 ( 64 EPI 65 ) 2
1 GCP 1
) 63  EPI 62
EPI 3
(
2 56, : ,1993)
( 21:943,1986) (
)
63 CR11 PR 25 57.1%(95%ClI;
44.0 69.5) EPlI 62 CR 8 PR 28 58.1%(95%Cl:44.8 70.5)
( ) A 10%

31



EPI (p=0.151
4.4155%; Lan-DeMets ) EPI 0.9%
90%ClI 155% 13.6% 2
65.5%(19/29 ) EPI 55.2%(16/29 )
1 50.0%(17/34 ) EPI 60.6%(20/33 )
EPI
EPI
90%Cl 1 10.6%( 30.5 9.3) 2
10.3%( 10.7 31.4)
(GCP 1 ) 65.6%(42/64 )
54.7%(35/64 ) 50.0%(32/64 ) (

)

85.5%(53/62 )

) 3.2%(2/62 )
9.4%(6/64 ) 4.7%(3/64 )

75.80%(47/62 )

3.1%(2/64 )
72.6%(45/62 )
Grade3
3.1%(2/64 )

EPI
6.5%(4/62

1.6%(1/62 )

EPI 37.1%(23/62 ) 32.3%(20/62 ) 14.5%(9/62 )
1.6%(1/62 ) ( Grade4
) Grade3 EPI
BUN 1 ( Grade3)
( )
Mantel EPI
EPI (p<0.001
4.5%; Bonferroni )
EPI (p<0.001)
6
EPI 2 27.6%(8/29 ) 1 21.2%(7/33 )
2 1 3.4%(1/29 ) 8.8%(3/34 ) EPI
2
NSCLC
NSCLC

32



NSCLC ( 15% ) 1990

(CDDP) (VDS) (VLB)
C(MMC) (IFO) 5 CDDP
Key drug
( 2 1941, : ,1999)
NSCLC CDDP
(ETP) PE MMC VDS CDDP MVP ( VP
15 35% (MST) 8
(CPT) CDDP
(Clin Cancer Res 5:1087,1998)
MST 10
(DXR) 1960
1980
NSCLC
(3 ) MTD
130mg/m?2 100mg/m?2 16
7.1%(1/14 ) 120mg/m2
26 21.7%(5/23 )
9.7%(6/62 ) 3
/ 50mg/m2/ MTD 45mg/m2/
2
27.9%(17/61 ) 18.3%(11/60 ) 23.1%(95%CI;16.0-31.7)
Grade3
5%
NSCLC
NSCLC
NSCLC
SCLC

33



SCLC

SCLC
(CPA) DXR (VCR) (CBDCA) CDDP ETP
CPA DXR VCR CAV PE PE
SCLC PE
60 80% MST 9 10 ( 2 916,
,1999 J Natl Cancer Inst 83:855,1991 J Clin Oncol 10:282,1992)
CPT CDDP PE CDDP/CPT
1 58.4% PE 37.2%
(Pro Am Soc Clin Oncol 36:1887,2000) SCLC
2nd line
SCLC 100
120mg/m2 18.2%(2/11 ) NSCLC
3 /
EPI 3 NSCLC (3 Clin Oncol
10:297,1992) SCLC 3
45mg/m2/ 75.8%(25/33 ) MST11.7
Grade3
SCLC
SCLC
SCLC
NSCLC SCLC
NSCLC
No. PR NC
NSCLC

No. PR NC
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SCLC

1)

’

No. PR
No. CR

No.

DLF MTD

,1986)

grade3

grade3

100mg/m?2

(2)5

NSCLC

CR

NC
PR
PR

MTD

WHO

MTD

15

DLF

WHO

grade2

MTD 20 30%

WHO
21:943,1986)

35

MTD

47,
WHO
grade3 4
2/3
130mg/m?2 4
1

5

EPI 3
(J Clin Oncol 10:297,1992)



5 3
3
(1)
NSCLC SCLC
3 23.1% 75.8%
DXR
3 19%
DXR(12.1%) (5%
)
ST
DXR
Ta T1
QoL
(TUR-Bt)
TUR-Bt TUR-Bt
TUR-Bt DXR
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EPI MMC BCG

TUR-Bt (NCI
PDQ:Bladder Cancer,http://cancernet.nci.nih.gov/pdg.html)
(CIS) DXR BCG
Time to Treatment Failure(TTF)
(TaTl 5 TTH( ) DOX
17% 10.4 BCG 37% 22.5 CISs CR TTH( )
DOX 34% 5.1 BCG 70% 39 )(N Engl J Med
325:1205,1991) MMC BCG BCG
(J Ural
161:1124,1999) TUR-Bt BCG
(J Clin Oncol 13:1404 1995) DXR MMC
(Cancer 86:1818
1999) EPI (Br J Urol
77:358 1996) BCG
BCG

(Eur Urol 31(Suppl 1):2,1995)

EPI

EPI 1

TUR-Bt

(1)
(2)
37


http://cancernet.nci.nih.gov/pdq.html

(p 0.001)

2
57
2 1 2
1
1
2
2 1
2 655  19/29 [95 . 45.7- 82.1]
1 59.4  19/32 [95 . 40.6- 76.3]
3
90 120 mg/ 59.7  74/124
59.3% - 59.4% 65.5% — 50.0%
1 50.0% 17/34 [95 :32.4- 67.6]
1 59.4%
2 1
2
2
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104

57

120

30

39

60

33

100



50 60

TUR-Bt

TUR-Bt

TUR-Bt

Gl G2 TUR-Bt
TUR-Bt
TUR-Bt
TUR-Bt

40

QOL



TUR-Bt
2
TUR-Bt
TUR-Bt
QOL
104
(Grade3 )

41

5

1732 ‘combined analysis'

50 67%)

QOL



1

+ 77.4+ 27.8  n=63 81.1+ 31.3 n=62
2 98.9+ 27.2  n=29 105.8
+239 n=29 1 59.1+ 85  n=34
59.4+ 18.117.8  n=33
TUR-Bt TUR-Bt
3 -
(1)
14 4
( )
(2)GCP
GCP
4
(1)
2

23.19%(28/121 )
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(2)
75.8%(25/33 )

®3)
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