13

2486
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12 3 22

(1)-(1S2S,3R,4S5R, 7S 85 10R,139)-4,10-diacetoxy -2-
benzoyloxy-5,20-epoxy-1, 7-dihydroxy-9-oxotax-11-en- 13-y
(2R,39)-3-benzoyl amino-2-hydroxy -3-phenyl propionate

47 51 14
853.92

JAN paclitaxel
JAN



12 3 22
@
&)
1.
2. 500mL 5%
[di-(2-ethylhexyl)phthalate
3.

13

1 1 210mg/m?2
1

0.22

-(2- )]

12 14 6

27

DEHP



30 1

20mg 30
50mg
50mg
20mg

30




13 3 16

12 3 22
1 5mL 16.7mL 30mg
100mg
1. 1 1 210mg/m?2
3 3
1
2. 500mL 5%
3 0.22
DEHP[di-(2-ethylhexyl) phthalate
-(2- )
3.
12 14
6 7 2 30 1
20mg
30
50mg 30

50mg
20mg




(Taxus baccata) 10-

9 7 2
11 2 10
3 210mg/m?2
12 14
6 7
20mg 30
50mg 30
50mg 30
1 20mg
50mg
50mg
H2
12 12 100
12 12
4 MKN-1 MKN-45
MKN-74 St-4 in vivo



(MKN-1 MKN-45 MKN-74 St-4)
12mg/kg 24mg/kg
T/C Dayl4 Dayl14
x 100 MKN-1 41 21% MKN-45 28 16% MKN-74 33 14%
St-4 45 26%
24mg/kg
3mg/kg
3 (MKN-45 NS-8 H-111)
12mg/kg 24mg/kg T/C MKN-45
28 21% NS-8 18 6% H-111 18 16%
24mg/kg 17 29%
50%
50% 0.1mL/kg
12 6
30
30
04 1 0.4mg/kg/
8mg/kg
12 pC-505 1991 10mg/kg/
0.1mL/kg
5 30
in vitro
in vitro in vivo



MKN-1 MKN-45 MKN-74 St-4 MKN-7 MKN-28

B
50% Glso 10 120nM
8.5 102.5ng/mL
0.05u4 M 43ng/mL
Clin Cancer Res 1:599, 1995
21:659, 1994 in vivo
0.05u M in vivo
in vivo
30mg/kg 24
Sarcomal80 2y g/mL M109 4
M g/mL 24mg/kg 5
2 4dug/mL 23 474 M 5
Glso 10 120nM in vivo
4 in vitro
30mg/kg
10 20
0.05u M in vivo
5 0.05pu M
50
210mg/m2 3 30
0.05u M in vivo
1 1 5 qd x5
1 1 5 9
in vivo
in vivo
54
629, 1995 gd x 5
qd x 5



in vivo

in vivo

P450 Bull Cancer
84:125, 1997 Eur J Drug Metab Pharmacokinet 23:417, 1998
P- Beck W.T., et al.: Anticancer
drugs from plants: Vinca alkaloids and taxol. In Cancer medicine. Edited by Holland
J.F., etal., Lea & Febiger, Philadelphia, London, 782, 1993

H>
H2
M109 in vivo
J Natl Cancer
Inst Monogr 15:47, 1993 in vivo
Hz 300mg iv
20mg iv
27 1
14 13
Cancer Chemother Pharmacol 36:227, 1995
H2 10mg(po) 12
6 50mg iv 30
0.46p M
0.55u M
271mL/min/m?2 243mL/min/m?2
G-CSF 87.7

84.2



30 20mg

CYP2C8 6-
a - Cancer Res 54:386, 1994 Cancer Res 54:5543, 1994 CYP3A4
13 3- - Cancer Res 54:386, 1994 in
vitro 6-a -
Cancer Res 54:386, 1994 J Natl Cancer Inst Monogr 15:39, 1993
in vitro 6-a -
(ICs0=16p M, 6.3y g/mL) Cancer
Chemother Pharmacol 36:107, 1995 CYP3A4
in vitro Ki 23u M( 9u g/mL)
Drug Metab Dispos 23:1315, 1995
26.5 mg 20mg
30 0.2u g/mL 6 0.1p g/mL
12:1, 1981 in vitro
ICso  (6.3p g/mL) Ki (9p g/mL) 6
1 2% 30 2 3%
(30 )
CYP2C8 CYP3A4
CYP3A4
6-a -
Am J Clin Oncol 20: 592, 1997 CYP2C8
CYP3A4
H:2
P450
P450 N Engl J Med 302:1012,

1980 Eur J Clin Pharmacol 24:357, 1983 Eur J Clin Pharmacol 28:671, 1985

a -
Pharmacol 36:107, 1995
300mg iv

10

P450
6_
Cancer Chemother

20mg iv

Cancer Chemother Pharmacol



36:227, 1995

6-a -
Cancer Chemother Pharmacol 36:107, 1995

24
150mg/m2z 3

11



20.0%

3
3 210mg/m?2
a 0.1
35
16 1
12 1993
3
A B
a 0.05 B
20% 60
0.2
5 B
23 A
Ann Oncol 8:611-614, 1997
50mg po
B
: 1981
Group JCOG
A

210mg/m?
3
3
B 01 20% 5%
15 Fleming 2
3/15  90% 5.7 44.0%

J Jpn Soc Cancer Ther 21:943, 1986

0.2

210mg/m2 3
10%
95%
60 A
Fox Chase Cancer Center
30 ( 20mg iv.
50mg iv)

World Health Organization(WHO)
Japan Clinical Oncology
39:1311, 1993
60

12



23.3% 14/60 95% 13.4 36.0% B

18 32
25.0% 8/32
95% 115 43.4% 28.1% 9/32 95 13.7 46.7%
A 1 B
1 A
60
A B
B
32
B
1
108 1
107
85.0 (91/107) 70.1
(75/107) 43.0 (46/107) 43.0 (46/107) 42.1 (45/107)
38.3 (41/107) 20.6 (22/107) Grade3
2.8 (3/107) 1.9 (2/107)
0.9 (1/107)
86.0
(92/107) 91.6 (98/107) 78.5 (84/107)
61.7 (66/107) 60.7 (65/107)
ALT GPT 53.3 (57/107) AST(GOT) 51.4 (55/107)
42.1 (45/107) BUN
18.7 (20/107) 6.5 (7/107) Grade3
28.0 (30/107) 57.9 (62/107)
14.0 (15/107) AST GOT 4.7 (5/107) ALT GPT
3.7 (4/107)
Grade3
A Grade3

13



10.0 (6/60) 36.7 (22/60) B

59.4 (19/32) 87.5 (28/32) A
53.3 (32/60) B 65.6 (21/32)
B
30
139
32 15
5 3 2 1
1 BUN 1
1
1 1 1
2 100mg
21mg/ m2
2
Grade 2
30 2 1 1
B 1 50 PSO
3 14 CT 63
3 18
1 60
PS 2 1 3 37 6 38 7
G-CSF 9 10
DIC 12
14 12 7 6
30 A
H2

14



300mg/

200mg/
A
30 ( 20mg iv 50mg po
20mg iv)
5 33 B
12
1 32
92
B
210mg/m?2 3
20.7 19/92 A 10/60
9/32 27.7% 13/47 13.6 %
33/243 Grade3
3.3% 3/92 2.1%(5/243
Grade 3
30 20mg
H:2
PR CR
A 6 B 4

15



CT
PR NE
B A
51
( )
p88 1990
20%
Paclitaxel(BMS-181339)
(A )
A
95% (10%)
30 50
) (20%)
(10%) (99% )

16

p713

(20%)
(

PR

1993



40

27%
38.5%

PR

(20%)

99% )

9 41 47

12.3 45.9%
50

95%

0.037 0.039 0.034

23.3%(95%
B
9 PR
B
B
(95%
:99.4%)

(10%)
A
Jeffreys
30 34 8 35
10 48 50 11
95% 30 8
40 9 23% 10.8
11 22% 115 36.0%
(10%) a
0.682 0.687 0.677
A 60 14
:13.4 36.0%)
32
28.1%
28.1%
9 1
25.0%(8/32)
115 43.4% 10%
A

17



PR

PR A B
124 ( 41 329 ) 87 ( 50 103 )

A 62.3%(9/14)

B 33.3%(3/9)

33.3%(3/9) A

B
PR
A
B 340 [95% 306
389 ] 62 764 234 [95% 147 301 ] 13 646
A B
( )
(
)
PR
B
H2
H>

1997 7 ( ) H2

18



300mg 20mg

Cancer Chemother Pharmacol 36:227, 1995
H>

J Clin Oncol 5:1232, 1987; Cancer Treat Rep 70:605, 1986;
Cancer Res 47:2486, 1987, Cancer Treat Rep71:1171, 1987; ibid. 71:1179, 1987 Proc Am
Soc Clin Oncol 8:82, 1989 IgE

J Clin Oncol 8:1263, 1990

J Allergy Clin Immunol 68:365, 1981 ibid. 77:630, 1986

A 40mg 14 8
50mg 30
300mg 30
B 20mg 14 7
25mg
300mg
C 20mg 14 7
50mg 30
50mg 30

19



8mg 20mg
20mg 50mg Hz
200mg
50mg

Ann Oncol 8:611, 1997 J Clin Oncol 14:2189,
1996 Cancer Res Clin Oncol 125:427, 1999 Gynecologic Oncol 69:122, 1998 Proc Am
Soc Clin Oncol 15:548, 1996  ibid. 19:380a, 2000  Ann Oncol 7:978, 1996

Lung Cancer 24:107,1999 J Clin Oncol 16:2032, 1998 Cancer Chemother
Pharmacol 40:353, 1997

FDA
16,195 1,644
4.6%(13/283) Ann Oncol 8:611,
1997 2.3%(1/43) J Clin Oncol 14:2189, 1996 9%(200 ) Cancer Res
Clin Oncol 125:427, 1999 2.2%(4/183) Gynecologic Oncol 69:122, 1998 0%(0/36) Proc
Am Soc Clin Oncol 15:548, 1996 1.6%(137 620 10 ) Ann Oncol
7:978, 1996 205

Proc Am Soc Clin Oncol 19:308a, 2000

20



37147

20.7%

71.7 66/92

Grade3

8.7 8/92 4.3% 2/47

JCOG Grade3

Invest New Drugs 13:223-27, 1995

14

11.9%

29/243

Grade3

ASCO

250mg/m2 24

21

4.5%

1/22

78.7%
69.1% 168/243

B
JCOG
243
Grade
Grade 1
95 0.3



2 GCP
GCP

23.4% 25/107
(5-FU CDDP CPT-11 MTX
22.8% 15/66 95% 113.3 34.7%
210mg/m2 3

22

95%

115.7 32.5%



12

WHO

evaluable lesion

WHO

measurable lesion
CR PD
PR

23

13

PR

27

PR



1
1
A
5FU+CDDP

23

PR

24

60

NC

PR

26 )

32
14

(CPT-11)



(1)

CPT-11

20 23

4 @)
(@)

3 (4)

25

240



(2

(3)

10

20 95
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30 50

20
10 Jeffreys
99
A
A
Jeffreys
1 a
10 99
95% 10%
a 30 40 50 0.037
0.039 0.034 0.05
1 a

60

(4)

27



11 4 8 481
2-(1)

28



23.4%(25/107 95%

(5-FU CDDP CPT-11 MTX
22.8%(15/66 95% :13.3  34.7%))
210mg/m2 3 3

15.9%(46/290)

20.7%(19/92)

1. 1 1 210mg/m?

29

15

1

115.7 32.5%)



500mL

5%

[di-(2-ethylhexyl)phthalate

30

30

20mg

20mg

30

0.22

12 14

30
50mg
50mg

)]

DEHP

‘I\)




