16 11 16

1g
14 12 20
1 19
4
6
0. 20
|| NHCH,CH,CI
T CH,CHL
C7H15CI2N202P
261.09
(*)-3-(2- )-2-[(2- ) 1 -2H-1,3,2-

11 2 1 4 104



10mg

16 7 30
1 10mg

« HeSO4
CasHssN4Og  H2SO4
909.05
(3aR,4R,55,5aR, 10bR, 13aR)-4- -3a- ~9-[(58,75,95)-5-
-5- -9- -1,4,5,6,7,8,9,10- -3,7-
-3- [5,4-b] -9- 1- 5-
-8- -6- -3a,4,5,5a,6,11,12,13a- -14-
[8,1-cd] -5-
11 2 1 4 104



16 11 16

1g

14 12 20

10mg

16 7 30



1g

1
1 15 3g 30 60mg/kg 3 5
1
2
1 1.2 gm? 5 1
3 4
10mg
M VAC
1 1 0.1mg/kg
0.05mg/kg 1 0.3mg/kg
2
1 0.11mg/kg 1 1 2
19 26 1




1mg ImL

M VAC
1 3mg/m2
30mg/mz 1
2 3mg/m2 30mg /m2
70mg/m?2 15 22
30mg/mz2 3mg/m2 1 4
1mg ImL



1g

14 12 20

16

10

1g

1 15 3g 30 60mg/kg

1
1 25mL
3000mL
2000 3000mL
2

1000mL 40mL 7%

10mg
16 7 30

1 10mg

3

5

18



M VAC

1 1 0.1mg/kg
0.05mg/kg 1 0.3mg/kg
2
0.11mg/kg
1mg 1mL
M VAC
1 3mg/mz2
30mg/mz 1
3mg/m2 30mg /m2
70mg/m2 15 22 30mg/m2
3mg/m2 1 4
1mg ImL
11 2 4 104



16 4 1

2001

IFM
IFM
1985
PVB Ann Intern Med 87: 293-398, 1977
D CDDP VAB-6
Med 95: 59-61, 1981 CDDP
2004 5 31
CDDP
16 2 9 2303
16 5 1.1 179
BEP 20 30% BEP BEP
BEP
IFM VIP IFM CDDP
IFM CDDP
3rd line
VIP VelP IFM
IFM
IFM
2 1 4 104
VBL
VBL 1967 7
2001 8 10mg

CDDP

Ann Intern

BEP
BEP

PVB
VelP
IFM

10

2004

11



VBL
IFM VelP VBL
VelP VelP
VBL
11 2 1 4 104
IFM
IFM 3
1 Cancer Chemother Pharmacol: 26, S7-S11, 1990
16 43
IFM
TXF404  Partial Remission TXF593 Minor Regression

2 Br J Cancer: 69, 863-867, 1994

H 12.1 2102EP
IFM IFM
IFM 50mg/kg dayl day4 dayl5 dayl8
IFM IFM
IFM

3 Eur J Cancer: 26, 898-901, 1990
H 12.1 H 23.1
IFM 15

IFM 600mg/kg



dayl dayl5 H 12.1
H 23.1 IFM H12.1
VelP VIP CDDP 3
mg/kg dayl 5 \elP VBL 2.5 mg/kg dayl 8
15 Hi12.1
H23.1 H12.1
VBL
VBL
5
1 IntJ Cancer: 53, 340-346, 1993
In vitro SuSa GH 833K 1618K GCT27

VBL VBL
ICso 0.11 0.21 ng/mL
CDDP 1Cs0 21.1 38.0 ng/mL
10.4 54.9 ng/mL
2 Eur J Cancer: 26, 898-901, 1990
13
3 110, 1299-1307, 1983
JTG-1 VBL
CDDP
CDDP VBL CDDP
4 1108, 461-71, 1993
In vitro JOHYC-2 VBL
VBL CDDP JOHYC-2 I1Cso
4 ng/mL 500 ng/mL MTT assay
5 IRYO: 44, 371-378, 1990
YST-1 YST-2 YST-3
VBL VBL 2mg/kg
CDDP 6mg/kg VBL
IFM 80 mg/kg 20 mg/kg
YST-1 YST-2 CDDP 2 mg/kg VBL 0.67
mg/kg 30 mg/kg 3

CDDP 6 mg/kg

10



VBL

in vitro in vivo
IFM
IFM
JSTPLUS JMEDPLUS JAPICDOC MEDLINE
DRUGU EMBASE 88 IFM
60 4 16
3 IFM
1 Invest New Drugs: 8, S19-24, 1990

H12.1

H23.1

Invest New Drugs: 8, S19-24, 1990
H12.1 H 23.1 IFM 8
IFM CDDP VBL
Eur J Cancer: 26, 898-901, 1990

IFM 3
IFM
VBL
IFM VBL
IFM
1 21
1 CDDP VIP
1 JClin Oncol 9: 1549-1555, 1991
Hannover 1981 10 1989 1

11



CDDP
7
VIP

dayl 5, iv

4

8

2

1

100mg/m2/  dayl 5,
CDDP 20mg/m?2/ dayl 5, iv

Complete Response CR

Evidence of Disease NED

30

21%

2 CDDP

1984 7

IFM 1.2g/m?/

1989 12

135

49.6

31.2%

1 VelP

Indiana

2

iv. IFM 1.2 g/m?/

grade 3

2

30
12
iv
3 4

CR NED 10
331 110 996
grade 3

84 51%

5
7 23%

dayl 5,iv

67/135
135

17%

15%

grade 1 3 10%

IFM 1.2g/m2/

CR
No

93

VelP

2 J Clin Oncol 16: 2500-2504, 1998

CDDP

VelP
CDDP 20mg/m2/

VBL 0.11mg/kg/
dayl 5, iv 21

CR NED

4.7
2 322

32

135 76
66 49%
mg%

VIP

3 Can Chemo Pharmacol 18 Suppl 2 : S45-S50,1986

1983

14

dayl 5,

2 1984 10
13
VIP

12

PVB
16

dayl 2,iv
4

43

6 574

416

71%

3

75 mg/mz2/ dayl 5,
iv 20 mg/m2/ dayl 5,iv

21



CR 13
3 NED
10
nadir 1,000/mm3 75% nadir
500/mms3 33% nadir
50,000/mm3 66% nadir 20,000/mm3 26%
14 3
7 2mg% 3 6mg%
mg% 7
2 1 1
grade
4 CDDP VelP
4 JClin Oncol 1997 15(4) 1427-1431
Indiana 1984 7 1994 12
24
VelP VBL 0.11mg/kg/ dayl 2,iv IFM 1.2g/mz2/ dayl 5,iv
20mg/mz2/ dayl 5,iv 21 4
VelP CR 24 83%
NED 1 VelP 13
7 2
6 4
17 71%
16 89% 10 59%
35% 21/24 87%
1
VelP 3
IFM
VelP
1
5 CDDP VIP VelP
5 Cancer 77:1193-1197, 1996
Gustave Roussy 1989 1 1993 12

13

CDDP

CDDP

CDDP



10 43 1 VIP
75mg/mz2/ dayl 5,iv  IFM 1.2 g/m2/ dayl 5,iv  CDDP 20mg/m2/
dayl 5, iv 21 VelP VBL 0.11mg/kg/ dayl
2,iv  IFM 1.2g/m2?/ dayl 5,iv CDDP 20mg/m2/ dayl 5, iv 21
25 VIP 29 VelP
VIP 13 VelP 11 CR 24
CR 17 3 NED 30
23 16 6
1 67
149 grade 3 grade 4
15.4 67.8%
22 15% grade 3 4
23 31%
1 1 grade
VIP VelP VIP VelP
VIP/NelP CDDP
2
6 BEP VIP
6 BrJCancer 78: 828-832, 1998
BEP 30mg dayi,
iv 12 120mg/m2/  dayl 3 5,iv. CDDP 20 mg/mz2/
dayl 5, iv 21 4 VIP 120mg/m2/
dayl 3 5, iv IFM 1.2 g/m2/ dayl 5,iv CDDP 20 mg/m2/ dayl 5,iv
21 4 VIP
CR BEP VIP 30/38
79% 34/46 74% NED
BEP VIP CR NED 31/38 82% 37/46
80% BEP VIP 5
83% 95% 71 96% 85% 95% 74 96%
BEP 38 VIP 46 4
grade 3 14 41 grade 3 6
13 BEP VIP 3 5
VIP 1 BEP 32
VIP 33 BEP
14% VIP BEP 38

4 grade 1 2

grade 2 3 1

14



7 VIP / 7 Eur J Cancer
29A: 2225-2231, 1993

VIP 120 1 150
2 200 3 mg/m2/ dayl 5,iv IFM 1,200 1 1,600
2 1,600 3 mg/m?/ dayl 5, iv CDDP 25 1 30 2
20 3 mg/m2/ dayl 5,iv 21 4
GM-CSF: 10 ug/kg/ ,day6 15, sc
2 3
75 1 16 2 15 3 44 CR NED
49 65% 27 80% 50
67
grade3 41% graded4 8% grade 3 25%
grade 4 4% grade3 1% grade4d4 1% grade 3 23% grade
3 4% grade 3 3% grade 4 1%
3
500/pL 3 8 1
5 4 12
20,000/pL 1 3 3 6
3 1 42% 3 70%
6 3 11 3 2
1 2 2 3 GM-CSF 62
5
8 IFM CDDP
/ 8 J Clin Oncol 18: 2413-2418, 2000
Memorial Sloan-Kettering 1994 5 1998 10
IFM CDDP /
30 27 3
IFM 1.2g/m2 day2 6,iv CDDP 20mg/m2 day2 6, iv 175
1 215 2 250 3 1.2g/m2 dayl, iv 21
1 2 3 24
3 IFM 1.2g/m2 day2 6,iv CDDP 20mg/m2 day2 6, iv
16 /
grade 3 1 grade 4 2
Grade 4 2 grade 4
grade 3 2 grade 3 1 grade 3 2

15



9 CDDP

IFM / 9 Cancer 75: 874-885,
1995
1987 3 1994 2 IFM
/ 21
8 3 5 200
250mg/ma2/ dayl 5,iv  IFM 1,200 1,500mg/mz2/ dayl 5,iv 175

225mg/mz2/ dayl 5,iv

IFM
69 grade 3 59
grade 3 18 grade 3 30 grade 4
1 3
2 6 4 2
grade 1 2 8 10
10
15 28 G-CSF GM-CSF 39
25
8 2
2
toxic shock syndrome
grade 2 1
10 PIB 10 Ann Oncol 3;
123-126, 1992
1985 9 1989 4 CDDP IFM
PIB
33 PIB CDDP 40mg/mz2/ day2 4, iv IFM 5,000mg/m?2/ dayl
day5, iv 30mg dayl day8 dayl5s, iv 21 4
30/34 grade4 22 1
gradel 2 11 grade3 3 grade 4
1 5 grade 1 2 2 grade 3 4
9% 12% 9% 9% grade
4 1 2 1
1
—11 14 IFM
4

16



11
25:1739-1745, 1998
IFM
4 IFM
250mg/m2/  dayl 5, iv 100mg/mz2/
300mg/m2/ dayl 5,iv IFM 1.5g/m2/ dayl 5,iv
grade 2
2 grade 1 grade 2
2 grade 1 grade 2
12 VIP
2000
1994 3 1997 10 VIP
16 4
100mg/m2/ dayl 5,iv IFM 1.2g/m2/
dayl 5,iv 3 3 4
4 9 CR
55 13 3
grade3 11 grade4d 5
graded 6 grade 3 10
Grade 2 G-CSF
6
13
91: 666-672, 2000
1981 1999 1
16
CDDP
VAB-6 1 BEP 6 IFM
14 VIP
11: 975-977, 1998
VIP
3 VIP
1.2g/m2/ dayl 5,iv CDDP 20mg/m2/ dayl 5, iv

17

11

day2 4, iv
grade 2 grade
grade2 ASL/ALT grade
grade 3
12 91: 55-61,
12 VIP

dayl 5,iv CDDP 20mg/m?/

21.1
grade3 2
grade 2
3
13
PVB BEP
1 PVB 2
6
14
Stage B

75mg/mz2/ dayl 5,iv IFM

3 2 4



G-CSF
15 21 IFM
20
2
15
15 11: 975-977, 1998
16 16 25:
1873-1890, 1998
17
17 1996 : 332-334, 1996
18 18 27: 542-547,
2000
19 19 23:1129-1135,
1996
20 20 29:1055-1064, 2002
21 IFM 21 41: 449-457, 1986
2
VelP VIP

Cancer-Principles & Practice of Oncology 6t ed,
Holland-Frei Cancer Medicine
National Cancer Institute) PDQ Treatment Health Professionals VIP VelP

20
VIP VelP

1 2 1 4 104

18



IFM VBL
IFM VBL
CDDP PVB BEP
CDDP EP
70 PVB BEP
BEP PVB
BEP
Complete Response: CR CR
VIP VelP
VIP 75mg/m2 IFM 1.2g/mz CDDP 20mg/m2 dayl day5
3 CDDP 48
VIP CR 33 CR
J Clin Oncol 4: 528-36,1986 VelP
VBL 0.12mg/m2  dayl day2 IFM 1.2g/m2 dayl day5 CDDP 20mg/m?2
dayl day5 3 4 VIP BEP
CDDP BEP
VIP VelP VIP VelP
2
VelP VIP
VIP VelP
IFM
20
+ CR
PVB BEP BLM
CDDP IFM VIP/\VelP
PVB VIP BEP VelP
VBL IFM CDDP VelP

BEP

19



IFM VBL

IFM CDDP IFM
66 Semin Oncol 16: 82-93, 1989
23 J Clin Oncol 4: 28-34, 1986
VBL 52.4 11/21
CR PR Cancer 25; 1009-17, 1970
VBL VelP
IFM VBL VelP
BEP CDDP
BEP
IFM VBL
VelP
3
IFM
90%
BEP VelP
VIP
BEP VelP

Cancer -Principles &
) NCI-PDQ ) .
Practice of Oncology

20



BEP BEP
PVB BEP
BEP
BEP
BEP
BEP
BEP
BEP
VelP VAC, VelP
VIP BEP
VAC, VelP
BEP
VAC, VelP
BEP: +CDDP, PVB: +VBL+CDDP, VelP:
VBL+IFM+CDDP, VIP: ETP+IFM+CDDP, VAC: VCR+
Cancer-
) NCI-PDQ ) Principle & Practice of
Oncology
good risk EP BEP ETP CDDP
4 EP 4
VelP
intermediate risk BEP 4
BEP 4
BEP
VIP VelP
4
5cm
5cm
1 3 ; 2003
2 (PDQ®)

3 Cancer-Principles&Practice of Oncology 6t ed. Philadelphia: Lippincott Williams &

Wilkins; 2001

21



IFM

IFM

15

IFM

VBL 1967

1970
B
IFM VBL
VBL
VBL
3g 30 60mg/kg 3 5
3 4
5
1.2g/m2
1.2 1.6g/m2?/
50kg 1.73m2
1 2.1g 2.8
IFM IFM 1.2g/m2/ 5

PDQ Cancer-Principles&Practice of Oncology 6" ed
IFM

22

1.2 2.4g/m?

VelP



1.2g/m2/ 5

2 1 1.2g/mz?
5 1 3 4
1g 1 25mL
1 1
1 3000mL 2
1 2000 3000mL
3 2
2 4 1000mL
40mL 7%
D
IFM
2
1 1.2g/m2 5 1
3 4
VBL VBL
8 VBL VelP
6mg/m2 1 2 2 7
VBL 0.11mg/kg 1 2 2
VBL 2 1 2 0.11 mg/kg

PDQ Cancer-Principles & Practice of Oncology 6t ed
Holland-Frei Cancer Medicine

VelP IFM
IFM VelP

23



VBL

0.11mg/kg

VBL

26

g/mz 5

VBL

19 26

IFM

VelP

IFM

IFM

VBL

IFM

1

0.11mg/kg

1

VelP

24

1

1 1

VelP

0.11mg/kg

IFM VBL

1.2 g/m2
3 4

VelP

2

1

1 2

CDDP

IFM

5

IFM 5
2

VBL

19

1 12



3 5 VBL

IFM IFM
VBL
20 30
IFM
Wilms
IFM
Nelson Textbook of pediatrics, 7th edition IFM
1.2 18g/m2 5 21 24 5g/m?2
1 IFM
661 20 49 37
1.8¢g/mz2 5
38
2 3
6
IFM IFM
2
IFM
3 Cancer 80: 1792-1797, 1997 J Clin Oncol 20: 857-865, 2002 J Clin
Oncol 21: 781-6, 2003 IFM 0.99/mz2, 1.5g/m2, 1.8g/m2

25



IFM

IFM
IFM
IFM 16 1
16 6 30
16 6
30 0630001
16 9 1
IFM
IFM
1 15 3g/m2 3 5 1
3 4
10g/m2 1
80g/m?2 http://www.mhlw.go.jp/shingi/2004/
05/s0521-5g.html
VBL
VBL VelP
20 30 National Cancer Institute) PDQ Treatment Health
Professionals
1
2
IFM
IFM VBL

26



VBL

27% 35%

IFM VBL
IFM VBL
D-
661
9 6 652 528
IFM
3 1 IFM CDDP
CDDP
IFM  CDDP
IFM
VelP
7
2
49% 59% G-CSF
15

6%

27

81%

CDDP

VIP

89
11%



IFM

VelP

IFM

VIP

"advanced”

CDDP
IFM

CDDP
VelP

VBL

VIP

VelP

Indiana

CDDP

11 2

VelP

IFM

1 356 7 12 14

3

VelP

Indiana

2 4 5

4 5 30 54

VIP
"advanced” |IGCCC

28

VelP

100

38

44

—5

33
100

upoorn

CDDP

104

BEP

CDDP

VBL

41
20



GCP
1 2 1 104

IFM, VBL

VBL

IFM VBL

29



1g
14 12 20
10mg
16 7 30
1
VelP
VelP

30

16

11

16

1967

BEP



IFM

IFM
16 9 1
VelP
13 10
VelP
BEP
PVB
IFM VelP
VelP
PVB

31



1g

1 15 3 g 30 60 mg/kg 3 5

1
1 1.2g/m? 5 1
3 4

1g 1 2656mL

1

1 3000mL
1 2000 3000mL

2
1000mL 40mL 7%

32



| |l

D

1
1
1 3000 mL
2 2000 3000 mL -
3 2
4 1000 mL 40 mL 7
D-
2 VelP
1
3 1g 1 25mL
1

33



1 3000mL
2000 3000mL

3
1
2_
10mg
M VAC
1 1 0.1mg/kg
0.05mg/kg 1 0.3mg/kg
2
1 0.11dmg/kg 1 1 2
19 26 1
1mg ImL
M VAC

34



1 3mg/mz2

30mg/mz 1 2
3mg/m?2 30mg /m2
70mg/m2 15 22 30mg/mz2
3mg/m?2 1 4
1mg 1mL
_1 1
2
VelP
1
p12
135 76 71%
135 96 71%
p13
VelP CR 24 83%
VelP CR 20 83%
p16
21 8 3
22 9 3

35



p19

VelP
VelP

VBL 0.12mg/m?2
VBL 0.11mg/m?2
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