16

2085
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5mg 50mg

15 4 24

(422)

1-4).(6)

C20H22NgOs 454.44

N-{4-[N(2,4-Diaminopteridin-6-ylmetyl)-N-methylamino]benzoyl}-L-
glutamicacid
N-{4-[N(2,4- -6- )-N- ]

}L-



10mg

15 5 2
(424)
1-(4),(6)
HO
- —!\ e
£
,-"'N\‘_ F
\ & —
- ) | 9 CH
T \\,__-.i'_ N b ._.-’ 8]
- L _}' 2 HJ
= H F=o gz J"“v\ H \,\0 - HzS0
8] Mk >\ l
cHs 0O N H
éHa CHa
CasHssN4sOg H2S04 909.05

Methyl(3aR,4R,5S,5aR,10bR,13aR)-4-acetoxy-3a-ethyl-9-[(5S,7S,9S)-5-
ethyl-5-hydroxy-9-methoxycarbonyl-1,4,5,6,7,8,9,10-octahydro-3,7-
methano-3-
azacycloundecino[5,4-blindol-9-yl]-5-hydroxy-8-methoxy-6-methyl-
3a,4,5,5a,6,11,12,13a-octahydro-1H-indolizino[8,1-cd]carbazole-5-
carboxylate monosulfate

(3aR,4R,5S,5aR,10bR,13aR)-4- -3a- -9-[(5S,7S,9S)-5-
-5- -9- -1,4,5,6,7,8,9,10- -
3,7- -3- [5,4-b] -9-  ]5- -
8- -6- -3a,4,5,5a,6,11,12,13a- -1H-
[8,1-cd] -5-



15 12 4

(423)

1-(6)

C27H2oNO11  HCI 579.98

(2S,4S)-4-(3-Amino-2,3,6-trideoxy-a -L-lyxo-hexopyranosyloxy) -2-
hydroxyacetyl-1,2,3,4-tetrahydro-2,5,12-trihydroxy-7-
methoxynaphthacene-6,11-dione monohydrochloride

(2S,4S)-4-(3- -2,3,6- -a -L-lyxo-
)-2- -1,2,3,4- -2,5,12-
-7- -6,11-



* ** 10*** 25***

5 0*** *kkk

O i 05%*****

. .
. . .
15 11 27
15 11 28
(429)
1-(6)
Cl NH;

N zn
P
N

Cl2 HeN2Pt 300.05

cis-diamminedichloroplatinum



5mg

15 4 24
(424)

1-(6)

. H H

“!;I 1k

N N =

o A N CO, Cat*
0 'H ; '
O H CO,”

C20H21CaN707 511.50

Monocalcium N-{4-[(2-amino-5-formyl-1,4,5,6,7,8-hexahydro
oxopteridin-6-yl) methylamino]benzoyl}-L-glutamate

N-{4-[(2- -5- -1,4,5,6,7,8- -4-
6 ) ] L

1 2 1 4 104



5mg

15 4 24
10mg
15 5 2
15 12 4
* **
50***
0.05%*****
*
* k% *kk*k
15 11 27
15 11 28
15 4 24
M-VAC

*kkk

5mg

10***

**

50mg

25***

*kkkk



5mg

5mg

CMF

M-VAC

50mg

CMF

M-VAC

M-VAC

1  30mg/m?

30mg/m2 2 15 22 3mg/m2
30mg /m2 70mg/m?2

50mg



10mg

M-VAC
M-VAC
2
70mg/m?
30mg/m?
1 4
1mg

1 3mg/m?
30mg/m?
3mg/m?
15
3mg/m2
1mL

30mg
22

/m2



M-VAC

M-VAC
30mg( )/m2
2 3mg/m2
70mg/m? 15
30 mg/m? 3mg/m?
4

10

30mg/mz 1
30mg(
22
500mg(

)/m2

1
)/m2



50***
0 . 05%*****

M-VAC
M-VAC
2
/m2
30mg/m?

fala 10%** 25%**
u—
1 70mg/m?
30mg/m2 1
3mg/m?2 30mg
70mg/m? 15 22
3mg/m? 1

11



M-VAC

5mg

M-VAC

M-VAC

5mg

M-VAC

CMF

CMF

CMF

CMF

12

10

5mg



5mg

15 4 24
1
5mg
CMF
M-VAC
50mg
CMF
M-VAC
M-VAC
1 30mg/m?

13

50mg

5mg 50mg



30mg/m? 2 15 22 3mg/m? 2
30mg/m? 70mg/m?
4
10mg
15 5 2
10mg
M-VAC
M-VAC
1 3mg/m?
30mg/m2 1
2 3mg/m2 30mg/m2
70mg/m? 15 22
30mg/m? 3mg/m?
4
1mg imL
15 12 4
10mg

14



**kx

1 30mg 60mg 20 40mL
1 2mg /mL 1 1 2 3
30mg 60mg 20 40mL 1 2mg
M-VAC
1 30mg(
Y/m?
30mg/m® 1
3mg/m’ 30mg(  )/m®
1 70mg/m? 15 29 30ma/
’ 3mg/m’ 1 4
500mg( )/m?( )
* 0.05%**
*kk 10**** 25**** 50****
*kkkk
* *k
**k* **k*k*k **k*kk*k
15 11 27
15 1 28
20mL 50mL 100mL 10mg
25mg 50mg * Kk kkkk AkAkk
20mL 100mL 10mg 50mg

15



M-VAC

M-VAC
1  70mg/m?
30mg/m2 1
2 3mg/m2 30mg/m2
70mg/m? 15 22 30mg/m?
3mg/m? 1 4
5mg
15 4 24
3.24mg
3mg
5mg 1 5.41mg
5mg
5mg
CMF
M-VAC
CMF
M-VAC
1 6 12 6 4
5mg
CMF

16



M-VAC

CMF
M-VAC
1 10 6 4
1 2 1 4 104
MTX
dihydrofolate reductase(DHFR)
1968 2
VBL
1967 7
ADR Streptomyces peucetius var. caesius
DNA
DNA RNA DNA
RNA 1974 9
CDDP DNA
DNA
1983 9
LV
MTX 1963 1 1991 10
1985 Memorial Sloan-Kettering Cancer Center
M-VAC MTX VBL ADR CDDP
Urol133:403-407,1985 -1 CISCA
ADR CDDP J
Clin Oncol8:1050-1055, 1990 -3
2003 12 MTX

17



MTX VBL

ADR CDDP
MTX VBL ADR CDDP M-VAC
MTX VBL
2001 10 2002 10 2003 9
M-VAC
MTX VBL 11 2 1 4
104
MTX LV M-VAC MTX
M-VAC ADR CDDP CDDP
ADR
5
Stem cell assay 2
( -1 76, 645-648, 1985)
Stem Cell Assay 40 7 (5
) 19
4 5 ADM 001 0.1 1.0p g/mL CDDP(1.0 10 100p
g/mL) VBL(0.1 1.0 10p g/mL) 3
ADM 50 4/8 CDDP 50 4/8 VBL 75 6/8
KoTCC-1 -2 56, 529-532,

18



1994

KoTCC-1
ADM CDDP MTX VBL 4 3 oD
ratio( oD 1 oD ) OD ratio 0.5
ADM:>1.0p g/mL CDDP:0.28p g/mL MTX:>20u g/mL VBL:0.86p
g/mL Oncol Chemother4:456-465,1990

CDDP(+) VBL(++)

in vitro ATP
-3 43, 651-658, 1995
ATP ATP
ATP
ATP
ADM CDDP MTX
VBL 4 55
ATP 50
ADM 51.1% CDDP 63.0% MTX 1.9% VBL 38.9% 20
MTX ADM CDDP ATP ADM
CDDP 50 65
ADM 80% ADM
CDDP 54% CDDP
14% MTX
ATP
Anticancer Drug Activity in Human Bladder Tumor Cell Lines -4
Cancer 56, 1039-1044, 1985
12 Tumor Colony assay(TCA) ADR CDDP
MTX VBL 6 10
ADR 10 CDDP 0O MTX 0 VBL 0
TCA

The role of in vitro chemosensitivity tests to predict the clinical efficacy of
antineoplastic agents in genito-urinary tumors -5 Arch Esp de Urol 51,
398-404, 1998

30 19 ADM CDDP MTX VBL

M VAC 4 TBE LDH
LDH TBE
ADM 12.1+ 10 CDDP 46+ 18 MTX57.7+ 42 VBL 24.9+ 9.7 M-VAC 14+ 6.5
LDH ADM 7.5+ 2.6 CDDP 29+ 15 MTX 27+ 13

19



VBL 16+ 20 M-VAC 8+ 3.8

M-VAC
14
MTX
5-FU
-5
ADM
M-VAC
1980

Memorial Sloan-Kettering Cancer Center

0 10%

M-VAC

M-VAC
in vitro
-2 4 MTX
-3
MTX
-4 MTX
1985
M-VAC
CMV CDDP+MTX+VBL
M-VAC ADM
M-VAC

ADM CDDP MTX VBL
phase study

CR
CR
ADM+CDDP  MTX+VBL
M-VAC M-VAC

20



MTX
-1 37:857-861, 1991)
9 MTX50mg 1 ASI) 5
1 3 ASI MTX
(8 MTX50mg 1 1V)
5 v Cmax 6.68uM
ASI 30 Cmax 4.42uM
1 6
ASI
MTX -2 36:991-
996, 1990
20 6
MTX300mg/body 50 MTX
(2.3 0.8)x 10-5M/L 6 (2.9 1.9)x 10-6M/L
24 (1.9+ 1.8)x 10-"M/L 6 24
MTX Ccer
-3 28(3):
491-496,1990
Ccr 11.4 18.3ml/min 3 PVB
CDDP+Vindesine+Peplomycin) M-VAC HD
DHP MTX  CDDP CDDP
100mg(70mg/m2 T1/2a HD 2 1.26hr
0.89hr HD DHP 1 0.74hr T1/2f3 HD 2
1l4hr 57hr HD DHP 1 48hr MTX
24mg(15mg/m2) HD 2 3
HD DHP 1 HD DHP T1/2a0 HD
52h HD DHP 2.44hr 2.69hr T1/23 HD
24 25.3hr HD HDP 26.3hr 26.5hr
MTX VBL ADM CDDP
-4 20(15):2405-2407,1993
1 M-VAC CDDP 1

21



M-VAC 1 MTX20mg 2
ADM30mg VBL3mg CDDP30mg 2 1
CDDP 30mg 15 1
CDDP  M-VAC 10% free-Pt
M-VAC T1/2a 1.25hr
CDDP T1/2  1hr
MTX 72 0.27uM
M-VAC MTX
LV
M-VAC
-5 27(13):2079-2085, 2000
1 M-VAC
MTX CDDP 40% VBL
ADR 60% 2 CDDP 70% CDDP
1 MTX 1 2 cholestyramine
MTX 3 4 LV CDDP
3 4 CDDP
75 85% free-Pt  AUC CLtot
CDDP 8 free-Pt
free platinum  AUC CLtot
MTX T1/2 CLtot
24 48 72
M-VAC
LV
M-VAC
MTX CDDP
M-VAC
M-VAC
MTX
VBL ADR CDDP
M-VAC

22



ADME

MTX VBL ADR CDDP
M-VAC
1 32
1 M-VAC 1 J Urol 133:403-407,
1985
1985 Memorial Sloan-Kettering Cancer Center (MSKCC)
M-VAC
MTX30mg/m2 1 15 22 VBL3mg/m2 2 15 22 ADR30mg/mz 2
CDDP70mg/m2 2 6000rad
2 3 ADR
15mg/m? 24 complete response
CR 50 CR partial response PR 71
2,000/mms 44 1,000/mms3 24 100,000/mms 44
25,000/mms3 16 96 36 16
1
2 M-VAC 2 J Urol
139:461-469, 1988
MSKCC 1 67
83 CR 37 CR PR 69 1 2
3 55 29 22 41 31
20 4
3 M-VAC CISCA 3 J Clin Oncol
8:1050-1055, 1990
M-VAC CDDP ADR
CISCA M-VAC
1 CISCA
CDDP100mg/m2 2 650mg/m2 1
ADR50mg/m2 2 148 110
M-VAC CISCA M-

23



VAC CISCA
102 M-VAC CR 35 CR PR 65 CISCA
CR 25 CR PR 46 110
M-VAC 48.35 CISCA 36.1 M-VAC
M-VAC CISCA 5
14 7 10 17 41 10
10 1 1 CISCA
1
4 M-VAC 4 J Urol 148:302-
307, 1992
M-VAC MTX VBL
CDDP M-VEC
M-VAC M-VEC 26
18 3 7 1
CDDP 23 24
17 3/18 78 18/23
5 M-VAC 5 J Urol
147:606-608, 1992
147
4
90 M-VAC MTX  CDDP
M 3
83 30.5 41.5
5 75 20%
6 M-VAC 6 32
2 11 1
L (8% 9 CR 1
6 ¢ 9 ) 60% 1 PR 5 (11/12)
8 150r22 550
12
7 35 EE'OS S
42%

24




2.8

4 10% 11
8 9 15 3
14 22 4
64 70%
- 0
9 37 LV ) CR:2 PR 3 56%) LV rh
. 36 51 s rh- GCSE
M-VAC
43 75 50-
80%
2 6 (29%)
5 70 CR: PR:12(71.4%) 21 (100%)
10 21 7 15 22 2 17 (81%)
1 WBC2000 :12/15(80%) 4
2 G-CSF : 3/6(50%) (19%)
16 CR 1 PR 6(44%)
1 27 .5%
115 14 . 0
9 BC 1 85% 12 G
3 (9%)
1 15 22 2 47% 2 (6%)
[ ] 21 (68%) 3 47% |
8 2
142
VPMCis 19
CisCA 4
M-VAC 8
MEC 11
123
12 CisCA 2 1
M-VAC 5
MEC 16
down staging
[ 1 PR
(retrospective study)
11(78.6%)
(21.4%)
(21.4%
- 0
13 114 CR 2 PR 4(40.5%) (42.9%)
(57.1%)
12(85.7%)
14 CR:1 PR:5  (43%
16 CR:6 PR:6  (75%)
6.6
14
L 1
.37 CR:5 PR:10(40.5%)
15 1 ’ 1 128.125%
2 :5.859%

25



16 -7 CR:6  PR:5  (69%)
16 ( )
17 -17 CR:2  PR:7 (52.9%)
4 :6.4
18 -38 CR 1 PR:7 (21%) (28/38:74%)
4.7
CR 1 PR 7G7.19) |
12.6
(93%)
15 5 (67%) (40%)
19 " : ; 80% 9 " (13%)
60% 1 - (93%) (87%)
R (G (13%)
: (13%)
20 :1?10 CR:2  PR:4  (60%)
: 17 3
(18.2%)
» |1 (27.2%)
21 ” 15 22 CR:3 PR:6 64.3% (100%)
(90%)
(13.6%)
11 20
80% 8 1 19(95%)
80% 11 1 1 16(75%)
2 DIC / 8(40%)
1 50% CR:1 PR:3 40.0% 3(15%)
’ 1 19 3(15%)
2(10%
22 10 10 (10%)
21
<3000/mm* 13(62%)
<1000/mm® 8(38%)
<10%x 10%/mm*
11(52%)
GOT GPT 1(5%)
32 73% 55% |CR:2 PR:11 62.0%
o :15.9
23 ’1 (>1.5mg/dl)  GOT GPT
(>401U/L)
442,
24 2 M-VAC:2/3 3/4Dose 600mg/d1
7 M-VAC PR:3 .
25 18 15 » MTX, VBL NC+PD:4 WBC  nadir - r-G-CSF

:84%

26



L 1 (11 M-VAC CR:3
2000 PR:5
2 NC+PD:3
100-250p g/ rG-CSF 194%
3 2y g/kg 1000 1
rhG-CSF neo-adjuvant 10000
15, 22 MTX adjuvant 2
VBL 8, 15 ,1 7 20000
26 |neo-adjuvant 2 !
adjuvant 7 U7X 15-60mg LV 15 2 M- !
CbDP VAC ’ 2
3000ml 2
1
1
M-VAC 5 44 .4
20
11
(M-VAC 11 ) 11 (100%)
9 5 (45.5%)
27 5 (45.5%)
L 1 1
(retrospective study) 9.1%
M-VAC CR:0 PR:4 50.0% 8  (100%)
5 (62.5%)
8 1 (12.5%)
28 8 1 (12.5%)
4 (50%)
2
25%
7% CR:1 PR:4 33.3% 41
25 61%
75% 8 4 10%
7 1%
41 40 98%
29 15 8 20
17 41%
20 49%
2 5%
2 5%

27




14

13
27 2200 3000
(nadir)
[ ] 15.0 13.6
30 |(retrospective study) (nadir)
100%>>44%
7% 56%
8% 11%
6206>>0%
StandardMEC 29 ) CR:4 PR:11 52% (G4)7
MTX(30mg/m2) Day 1, 15 (10%) (G4)7
EpiADM(50mg/m2) Day 1 (10%) 25
CDDP(100mg/m2) Day 2 35% 9 13%
5 6.9%
2 2.8%
IntensifiedVEC CR:2 PR:20 76% (G4)5
89 30-29 (8%) (G417
88 MTX(36mg/m2) Day 1, 15 (27%) 20
31 EpiADM(60mg/m2) Day 1 31% 12
L 1 CDDP(120mg/m2) Day 2 19% 4
G-CSF(2u g/kg) Day 3-12 6.3%
M-VAC 30 CR:0 PR:14 47% G482 (3%
G47  (10%)
(G4)8
(12%) 19
30% 14
22% 5
7.8% 1
1.6%
M-VAC 69
128 2 5 (CR+PR)28/39(71.8%)
1000 rG-CSF2u g/kg 14 26.5M
18 10000 ( CR:38.1M
G-CSF 20000 ) PR:20.7M
10 Other:9.9M
9 6 rG-CSF
70 (83.3%)
32 85 rG-CSF CDDP carboplatine 4 (4.8%)
21 3 (3.6%)
2 7 (8.3%)
4 %0 61 ro-cSF2u g/kg 14
CSF 10000 (CR+PR)10/14(71.4%)
[ 1 ( 20000 )

28



dose-intensified MEC MEC M-VAC
31 Jpn J Clin Oncol 28:497-501, 1998
MTX CDDP MEC M-
VAC 1991 1995
dose-intensified MEC MTX30mg/m2 1 15
50mg/m? 1 CDDP100mg/m? 2 dose-
intensified MEC MTX36mg/m2 1 15 60mg/m2 1
CDDP100mg/mz 2 G-CSF granulocyte colony stimulating factor 2p
o/kg 3 12 M-VAC
89 MEC 29 dose-intensified MEC 30 M-
VAC 30
G-CSF 5-HTs
88 CR PR MEC 52
15/29 dose-intensified MEC 76 22/29 M-VAC 47
14/30 relative dose ntensity MEC 0.95
dose-intensified MEC 0.90 M-VAC 0.82
MEC dose-intensified MEC M-VAC Grade4 0
0 3 Grade4 10 8 10 Grade4
10 27 12 35 31 30 13 19
22 7 6 8 3 0 0 0 0
2
G-CSF
32 Int J Urol 6:61-67, 1999
94 M-VAC CDDP
G-CSF
1991 1993 G-CSF 1
G-CSF 2u g/kg 2
M-VAC
85 M-VAC 64 Nadir
3015/mm3 343/mm3 1000 mm3
0.4 6.2 1500 mms
5.5 23.5 12
1 0.12 0.39
M-VAC 44.8 81.0
90 G-CSF 4
M-VAC

29



11
13

15
16
17
18
19
20
21
22
24
25
28
29
30
31
32

11
12
24
26
27

10
12
26

M-VAC
80:321-328,1989
4:65-69,1991
40:677-682,1994
59:169-172,1997
79:1510-1515,1988
51:411-414,1989
80,1644-1650,1989
35:1323-1327,1989
16:2577-2582,1989
51:419-421,1989
17:1909-1915,1990
81:433-438,1990
82:786-791,1991
26:955-961,1991
54:936-938,1992
40:939-944,1994
Akita J Med21:15-20,1994
Acta Urol Jpn43:89-96,1997
43:637-640,1997
Jpn J Clin Oncol28:497-501,1998
Int J Urol6:61-67,1999

M-VAC
38:519-524,1992
40:677-682,1994
59:169-172,1997
90:809-817,1999
54:936-938, 1992
Int J Urol1:140-142,1994
Akita J Med21:7-13,1994

M-VAC
40:677-682,1994
86:1172-1176,1995
90:809-817,1999
Int J Urol1:140-142,1994

30
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M-VAC
21 75% 80
62

MTX VBL ADR CDDP

23 19:2207-2211,1992
30 43:637-640,1997
2
23 30 1 MTX30mg/m?
2 VBL3mg/m2 ADR30mg/m? CDDP70mg/m2 15 22
MTX30mg/m2 VBL3mg/m2 23
CR PR 62 30
Nadir
Nadir
M-VAC LV
9 40:677-682,1994
26 IntJ Urol 1:140-142,1994
LV
9 MTX 3 6
4 15mg 26 6
15mg 15 22 60mg
2
1 M-VAC
M-VAC 1985 Memorial Sloan-Kettering Cancer Center (MSKCC)
1 J Urol 133:403-407, 1985 M-VAC CISCA
400
46 71
400 21 75

31



M-VAC

Harrison’s Principles of Internal Medicine ( 15 2001)

Cancer Principles & Practice of Oncology (De Vita, et al ; 6th Edition, 2001)

Cancer Medicine (Holland & Frei, et al ; 5th Edition, 2000 )

3 2003

National Cancer Institute PDQ
http://www.cancer.gov/cancerinfo/pdg/treatment/bladder/healthprofessional/
http://www.cancer.gov/cancerinfo/pdg/treatment/transitionalcell/healthprofessional/

M-VAC

M-VAC
M-VAC
2(2)

down stage
meta-analysis
Semin Oncol 23:621, 1996 Lancet 354:533-
540, 1999 J Clin Oncol 19(18 suppl):s21-s26, 2001 meta-analysis

Lancet 361:1927-1934, 2003

2
M-VAC MTX VBL
MTX VBL ADR
CDDP
M-VAC
400 21
75

32



400 46 71

90%

MTX VBL
CDDP
90%
CDDP
ADR
MTX VBL M-VAC
3
M-VAC
1 32 M-VAC M-VAC
15 6 19 11
24
M-VAC 15 14 100
4
10 70
CDDP 20 50
15 12 5 64
MTX VBL 15 22
2
ADR
8 4
10 62
MTX VBL 15 22
M-VAC

33



100 5 64 10
62

-18
29
27 28 M-VAC M-VAC
M-VAC
M-VAC
8 M-VAC CR
11 M-
VAC
M-VAC
G-
CSF LV
M-VAC
M-VAC
G-CSF
4
M-VAC
19 1985 1988 1
12 1
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80%
1987 1989 5

14 5 65 56 70 1
11 24 1988 1995 2
M-VAC 1
1
20 1987 3
DIC 3 risk factor 1
3000rad 2
22 1987 1989 1
DIC
1 1 2 4 3
M-VAC

Dose limiting factor

VBL MTX ADR CDDP
M-VAC
M-VAC G-CSF
M-VAC
5-HT3
M-VAC

M-VAC

G-CSF 5-HTs
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M-VAC

M-VAC
24
M-VAC
CDDP CDDP
Toxicology 24:273-278, 1982  Toxicol Appl
Pharmacol 68:250-259, 1983 Toxicol Appl Pharmacol 69:432-441, 1983

CDDP
24
2
b2-MG NAG CDDP
2
CDDP 219
11 5%
Acta Oncol 42:75-78, 2003 CDDP
M-VAC
M-VAC
VBL MTX ADR CDDP
M-VAC
M-VAC
M-VAC
5 MTX LV
MTX LV 2 9 26
MTX

LV

36



1
MTX VBL ADR
1

2 GCP
M-VAC

M-VAC
M-VAC
M-VAC
CDDP
104
11 2 1

CDDP

37

M-VAC

M-VAC

ADR

MTX

M-VAC

104

11



(1)
CDDP ADR
90%
M-VAC
CDDP ADR
MTX  VBL ADR
M-VAC CDDP
ADR MTX  VBL ADR
M-VAC
CDDP
MTX 50mg
MTX

38



MTX
6 24
pH 7.0
1 100mg/ MTX
MTX
24
90%
24
MTX300mg/body
-2 24
30mg/
CDDP
CDDP
M-VAC
M-VAC
M-VAC
M-VAC
VAC

39

12

MTX

MTX

MTX 25mg 50mg
5.5x 10-8mol/L

MTX 0.7 8.4g/

MTX

MTX

MTX 100mg/

8.6x 10-"mol/L

M-VAC
24

M-VAC

MTX

MTX

MTX



5mg

15 4 24

5mg

CMF

M-VAC

50mg

CMF

M-VAC

M-VAC

40

M-VAC

50mg

5mg 50mg



1 30mg/m?
1 15 22
30mg/m? 2 15 22 3mg/m?
30mg /m2 70mg/m?
1 4
10mg
15 5 2
10mg
M-VAC
M-VAC
1 3mg/m?
30mg/mz 1
2 3mg/m? 30mg
70mg/m?2 15 22
30mg/m? 3mg/m?
1 4
1mg imL

41

/m2



15 12 4

M-VAC
M-VAC
30mg( )/m2
2 3mg/m2
70mg/m2 15
30 mg/m?2 3mg/m2
4
* *%
50***
0.0504****x
*
ke Hkkk
15 11 27
15 11 28
20mL 50mL 100mL
25mg 50mg * Kk kkkk dkhkk
20mL 100mL

**k*%k

42

10mg
1
30mg/mz 1
30mg( )/m2
22
1
500mg(  )/me
10*** 25***
*kkk
**
*kkkk
10mg
10mg 50mg



M-VAC

M-VAC
1 70mg/m?2
30mg/m2 1
2 3mg/m? 30mg
/m2 70mg/m? 15 22
30mg/m2 3mg/m? 1
4
5mg
15 4 24
3.24mg
3mg
5mg 1 5.41mg
5mg
5mg
CMF
M-VAC
CMF
M-VAC
1 6 12 6 4
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M-VAC

5mg

M-VAC

CMF

CMF

44
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