17 4 20

15 5 30

1 30mg 100mg

A
0—CCHs

Ca7H51NO14

853.92

( )-(2R,3S)-3- -2- -3- (1S,
2S5,3R,4S,5R,7S,8S,10R,13S)-4,10- -2- -5,20-

-1,7- -9- 11- -13-



17 4 20

15 5 30
1 1 210mg/m2 3
3 1
500mL 5 3
0.22
DEHP di-(2-
ethylhexyl)phthalate -(2- )
12 14 6 7
2 30
20mg 30
50mg
30 50mg
20mg



17 4 5
15 5 30
1 5mL 16.7mL 30mg
100mg
1 1 210mg/m?2
3 3
500mL 5%
0.22
DEHP di-(2-ethylhexyl)phthalate -(2-
)
12 14
7 2 30 1
20mg
30
50mg 30
50mg
20mg
16 4 1



Taxus brevifolia

1997 7
1999 2 2001 5
3
210mg/m2
1992 12 2003 5
101
2003 5
1999 9 17
6
1
1 invitro
in vitro Anticancer Res 16:

475-480, 1996
RL95-2 KLE UM-EC-1 UM-EC-2 UM-EC-3 UT-EC-
2A UT-EC-2B UT-EC-2C UT-EC-3 in vitro



50% 1Cs0 0.82ng/mL 0.42 2.0ng/mL
1Cs0 220ng/mL 22 560ng/mL
500ng/mL 96 1200ng/mL
2 invivo -1
EC-1-JCK
UCC-8-JCK TOGY-15 in vivo
100 250mm3 day 1 16 24 36mg/kg 2
5 day 14
T/IC EC-1-JCK UCC-8-JCK
TOGY-15
T/C 29 23.1% 50%
24 36mg/kg day 35
4mg/kg
day 35
2
in vitro
National Cancer Institute
in vitro
1993 954 in
vitro SNG-M in vivo SNG-2
2 SNG-M
in vitro SNG-M SNG-2
ATCC JCRB RCB
in vivo
1991
in vivo 1 EC-1-JCK
EC-1-JCK



in vitro

in vitro in vivo
in vivo
1 EC-1-JCK 2
in vivo -
in vitro Rantanen 1996
in vitro
in vitro
in vitro
PubMed
paclitaxel endometrial
cancer in vitro 8 paclitaxel endometrial cancer cyto-
toxicity 3 paclitaxel endometrial cancer chemosensitivity 3
10
taxol gynaecological cancer
National Cancer Institute
50%
1Cs0 MCF-7 < 2.1ng/mL IGROV1
OVCAR-3 OVCAR-4 OVCAR-5 OVCAR-8 SK-OV-3 OVCAR-5
9,400ng/mL OVCAR-5 < 2.1 4.3ng/mL
AB49/ATCC HOP-18 HOP-62 HOP-92 NCI-H226 NCI-H-23
NCI-H322M NCI-H460 NCI-H522 EKVX < 2.1 26ng/mL



MKN-1 MKN-7 MKN-28 MKN-45 MKN-74 St-4 < 85 102ng/mL

23 18 ICso  10ng/mL
ICso 0.42 2.0ng/mL National Cancer
Institute
10ng/mL in
vitro
9 in vitro 1Cso 0.42 2.0ng/mL
210mg/m?2
3 24 60ng/mL
1Cs0 0.42 2.0ng/mL in vitro
in vivo 2 5 g2d>=5
6 18 24mg/kg
in vivo
7 in
vivo 7 4 36mg/kg 2
24mg/kg 1 18mg/kg J

Natl Cancer Inst Monog 15: 47-53, 1993

5 gqd><5
8 12 24mg/kg
g2d>=5 qd>=5 12 36mg/kg
in vivo
in vitro 1Cs0 in vivo



Schibler

90 P
Faseb 3: 163-168,
1989 P
11
1
1 CA139-354 Gynecologic Oncol
94: 471- 476, 2004
20 20 20
1
210mg/mz 3
Day 1 21 1
2 1,500/uL
100,000/uL
2
Response Evaluation Criteria in Solid
Tumors RECIST National Cancer Institute
Common Toxicity Criteria NCI-CTC  Version 2.0 JCOG
5 20
o 0.05 B 0.3
23 4
23
30 72 60 Performance Status PS 0 14 1 7
2 2 15 2 2
2 1 1 2 4 17
13 10



3 20
2 2
21 2 2 2
2 2
96 4 1 8
840mg/m2 210 1680mg/mz 2
73 21 20 40 21
1 21 45 22 35
26 36 1
2 10 Grade
4 4 Grade 2 Grade 3 1
Grade 3 1 Grade 3 1
Grade 2 1
23 Complete Response CR 0 Partial Response
PR 7 Minor Response MR 3 No Change NC 7 Progressive
Disease PD 5 Not Evaluable NE 1 30.4 7123
95 13.2 52.9% 50.0 1/2
0 0/4 35.3 6/17
60.0 6/10 7.7 1/13 7
50 43 11 69 50
119 41 204
RECIST 23 CRO PR
5 Stable Disease SD 11 PD 3 NE 4 21.7 95
7.5 43.7% RECIST 5
30 43
11 91 30
20
76
39 120
100 23
87.0 20 73.9 17 69.6 16 69.6 16
60.9 14 52.2 12 43.5 10 43.5 10
30.4 7 30.4 7 17.4 174 4
34.8 8 17.4 4 47.8 11
Grade 3 2
1



Grade 4

22 65.2
52.2 12
30.4 7
ALT 56.5 13 LDH
43.5 10
26.1 6
21.7 5
13.0 3
Grade 3
47.8 11
4.3 1
Grade 4
Grade 2
Grade 1
Day 36
2 Grade 3
73
30
Grade 3
2

BUN

100 23
15 56.5
52.2 12
21.7 5
56.5 13 AST
39.1 9 ALP
21.7 5
78.3
13.0 3
2
Grade 2
1
4
21
1 Day 7

10

47.8

13

52.2

11

34.8 8

18
8.7

30.4

34.8

7

95.7

12

8

30.4 7

2

Day 34

Day 5



FIGO International Federation of Gynecology and Obstetrics
1993 1995 J Epidemiol Biostat 6: 45, 2001

60

54: 1550, 2002

Gynecologic Oncology Group GOG 388
GOG122
2003 Randall
0.68 95% 0.52-0.89; p<0.01

24 13% 46% 59

0.67 95% 0.51-0.89;
p<0.01 24 11% 59% 70

55 GOG
neoadjuvant

54: 1550, 2002

20 CDDP
CBDCA ADM 4-epi-ADM
5-FU
ADM CDDP
2 CPM CAP CPM ADM CDDP
31 56

National Cancer

11



Institute PDQ® Physicians Data Query, NCl's comprehensive

cancer database, http://www.cancer.gov/cancertopics/pdg/
peer-reviewed summaries

19
National Comprehensive Cancer Network NCCN

2005 1 2005 2 10

category 3 NCCN
There is major NCCN

category 3
disagreement that the recommendation is appropriate.

PDQ® 2005

CDDP CBDCA ADM 4-epi-

2
ADM 5-FU 21 28
ADM CDDP
CPM CAP CPM ADM CDDP
1996

12

31 56



CR PR
() () ()
Ball HG 10 4 6
(Gynecol Oncol 250mg/ 2 28
62: 278, 1996) (35.7) | (14.3) | (21.4)
Lissoni A
(Ann Oncol 175mg/ 2 19 ! 2 5
7: 861, 1996) CAP (36.8) | (10.5) | (26.3)
Woo HL
(Am J Clin 170 210mg/ 2 7 3 0 3
Oncol (42.9) 0) (42.9)
19: 290, 1996)
CR PR
()] )| )
Price FV
(Semin Oncol 135 175mg/ 2 8 5 0 5 -
24: S15, 1997) (62.5) | (0) | (62.5)
20 AUC 5
( 180mg/ 2 1 8 7 1 %
27: 257, 2000) (72.7) | (63.6) | (9.1)
26 AUC 5 6
Dimopoulos MA
(Gynecol Oncol 180mg/ 2 o4 16 7 9 -
78: 52, 2000) 24 (66.7) | (29.2) | (37.5)
75mg/ 2
( 1 150mg/ 2
16: 162, 2000) CAP 5 5 2 3 o
6 50mg/ 2 (100) | (40.0) | (60.0)
AUC 4
Fleming GF
(Proc ASCO: 90 250mg/ 2
807(abstr), 80 6 2 4 -
2002) 45mg/ 2 B 1we2) | a5.4) | (308
60mg/ 2
* **
GOG AP ADM CDDP TAP ADM

13




CDDP

TAP 59
GOG177 266
27
0.001

8.3

59 TAP

2003

AP TAP

Key Drug

1 AP

TAP

AP
57 CR 22

AP 53
AP

p 0.024

GOG

NCI-PDQ®

CBDCA
CBDCA

CBDCA

2003 10

14

50
p 0.024
34 CR 7 PR
, PR 36 p
TAP
50 TAP
Proc ASCO: 807(abstr),

Key Drug

NCCN

TJ

41



191
476 64.8 47.8

TJ 3 49.0
TJ
ADM CDDP AP CAP
TJ
ADM CDDP CPM
CAP
TJ
JGOG
TJ DJ
DP
TJ TJ
TJ AP
CBDCA
CBDCA TJ
Semin Oncol 24: S15, 1997
27: 257, 2000
TJ
CBDCA
CBDCA
JGOG JGOG

2041 2003 12 JG0OG2041

DP 70mg/ CDDP 60mg/ DJ

15



60mg/ CBDCA AUC 6 mg min/mL TJ 180mg/ CBDCA AUC

6 mg min/mL 3 2005 11
30 90
3
TJ
TJ
CBDCA
CDDP
4
3 Ann Oncol 7: 861, 1996

Am J Clin Oncol 19: 290, 1996 Gynecol Oncol 62: 278, 1996

4
56.5 13/23
Lissoni Ann Oncol 7: 861, 1996 Woo Am J Clin Oncol 19:
290, 1996 Ball Gynecol Oncol 62: 278,
1996 Ball
50.0 14/28 13.0 3/23
PS 0O
Ball PS 1
170
250mg/m?2 3
Lissoni Woo 3 Ball 24
Lissoni 36.8 7119 Ball

16



35.7 10/28 Woo 42.9 37 Lissoni
22.2 2/9
30.4% 7/23
7.7 1/13
60.0 6/10
Woo
Grade 3 Ball
Lissoni
Grade 3
Grade 3
78.3 18/23 Lissoni 10.5 2/19
Ball 51.7 15/29 Lissoni
175mg/mz2 Ball G-CSF
23
4
5
210mg/ 3 GCP
J-Art ICH



MedDRA/J

JCOG
JCOG Grade
MedDRA
Grade 1
20
13 12
MedDRA
MedDRA
Grade 1
20
LDH
LDH
JCOG NCI-CTC
LDH
NCI-CTC Grade
JCOG

18

NCI-CTC ver.2

J-Art

Grade



Grade 1

JCOG NCI-CTC
Grade
Grade 3 Grade 3
2
Grade3
Grade 3
JCOG NCI-CTC
Grade 3
JCOG NCI-CTC
Grade 3
NCI-
CTC Grade 3 JCOG Grade 2
Grade 2
GCP

19



Grade 1 91.3 21/23

76.0 266/350

23 95 72.0
98.9
80.0 12/15 73.3 44/60
59.4 19/32 20
135 250mg/ 250mg/
CDDP
Expert Opin Pharmacother 3: 755, 2002
weekly schedule
20 weekly schedule
2 weekly schedule
3
477 6 13
152 5 3.3
107 1 0.9
*
19 20
23 25 1
3
20



1 1 17 1

1 2 1 1
70
5 3
3 0.27 5
/1862 3 1.41 12 /852
2004
107 109
1
7 1 62 2
1 5 1 1
3 6 7 13
2004 1
2004 Bristol-Myers Squibb
Corporate Adverse Events Reporting and Evaluation System
CARES
Interstitial Lung Disease 23
11 CARES
weekly schedule
1
CBDCA
CBDCA
CBDCA

21



JGOG

JGOG

JGOG

JGOG2041

JGOG

JGOG

JGOG

2005

22

JGOG2041

11



2 GCP
GCP

14

23



15

30

TJ

24

17

T

20



TJ

2005 12 web site

25



GOG

TAP 160mg/m2 + ADM 45mg/m2 + CDDP 50mg/m2 G-
CSF TAP TJ
180mg/m2+ CBDCA 6 mg min/mL TAP
GOG AP
ADM 60mg/ CDDP 50mg/ CAP
TAP AP
GOG177 TAP AP
TAP GOG
TAP G-CSF
TAP
TAP
GOG177
TAP AP
TJ TAP
GOG TAP TJ
GOG209 TJ TAP
TJ
GOG209 2003 8
5 900 1 180 18
2010 1
4 2005 1 GOG statistical report
83 180
TJ
GOG209 TJ
GOG209
TJ AP CAP
TJ AP CAP

26



CBDCA TJ

TJ AP
TJ
TJ
3 TAP
TJ
JGOG 180mg/m2 + CBDCA
AUC 6mg min/mL DP + CDDP DJ +
CBDCA JGOG2041
TJ JGOG

2041

27



28

1 1 210mg/m2 3
3 1
500mL 3
0.22
DEHP di-(2-
ethylhexyl)phthalate -(2- )
12 14 6 7
2 30
20mg 30
50mg
30 50mg
20mg
1
2



2
3
4 1
CDDP
GOG177
AP ADM 60mg/ CDDP 50mg/ TAP 160mg/ +ADM
45mg/ +CDDP 50mg/ AP
12.3 TAP 15.3 p=0.037
GOG TAP
GOG177 Grade 3 AP 1
TAP 12 2
TAP p<0.016 TAP G-CSF
GOG177 TAP
GOG GOG209 TJ
175mg/ +CBDCA AUC 6 TAP 160mg/ + ADM 45mg/ +CDDP
50mg/ TJ
TAP TAP
GOG
TAP TJ
JGOG JG0OG2041

29



JGOG
G0OG209 JGO0G2041

CDDP

3

Interstitial Lung Disease 23

p9, 4
p9, 3
p10, 1
p10, 12
plo, 12 78.3% 18 78.3% 18 14

Grade 4
pl0, 13 13.0% 3 13.0% 3

2 Grade 4
p10, 15 Grade 4
plo, 24 3

21
p21,7 2004 12 31 2003 12 31
)
2004 12 31
151 155




11

3
95 3
1 5
1
3
14 1

31






