15

11



100mg*

14 3 28
(429)
1-(3).(4)

Cl= NH,

T~

t2-+

F
Cl—/ \\\\NH

CloHgN2 Pt 300.05

2

cis-diamminedichloroplatinum

100mg**



15 11 6

100mg* 100mg**
* **
14 3 28
1. 100mg 70mL

65mg/m? 1
20 40 4 6 1

1,000 2,000mL 4
1,500 3,000 6
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1983

28
100mg

100mg 70mL

65mg/m?

1 1 20 40

1,000 2,000mL

1,500 3,000

Benett Rosenberg

15

26



100mg

HPLC

1.5mg/mL 50
1.43mg/mL
25

20
70 L

20

2002 3 69

0.5mg/mL
65mg/m?
25
1.5mg/mL 100mg
70mL
pH UVIVIS
25
1.5mg/mL 50
20 40
15 0.9mg/mL 25
4.8mg/mL
25
50
20 6
24
3 20
6



20 25

50

100mg
70mL 50
50
pH
pH
91000 pH
pH
pH 91000
pH pH pH
45 8.0
pH
UV/IVIS IR
IH-NMR



25 /60%RH/ 124

40 [75%RH/ /6 60 / /
13 D65 125 | /
129
24
60
50
60 / 124 24
pH
50 70mL
25 1,000Ix 24
25 1,000Ix 2
2.4, 4.8mg/kg 1.5mg/mL
2.4 4.8mg/kg 1/10 6/10

GOT vy -GTP T-Chol



0.625, 1.25, 2.5mg/kg 1.7mg/mL

GOT GPT BUN
1.25mg/kg 1/4 2.5mg/kg 2/4
2.5mg/kg
1
TK Cmax
AUC
1 20 x 4
0.625, 1.25, 2.5mg/kg/ 1.5mg/mL
GOT GPT BUN Cr
2.5mg/kg/ 2/3
ALP y -GTP T-Bil T-Chol
GOT GPT
TK Cmax AUC
11 26
F

Sheweita SA et al., Toxicology, 165 : 217-224, 2001



1.7mg/mL

1.5



HuH6 clone5 HLF HLE PLC/PRF/5 HuH-

7 VX2
DXR EPlI 5-FU ACNU
NCS
HuH6 clone5 HLF HLE PLC/PRF/5 HuH-7 VX2
ICso 0.21 0.80 0.82 36 0.72 1.4pg/mL
DXR  ICso 0.023 0.021 0.012 0.33 0.23
0.053pug/mL  EPI ICso 0.022 0.021 0.012 040 0.21
0.045pg/mL 5-FU  ICs 0.18 0.20 0.12 0.11 3.6 2.6pg/mL
ACNU  ICso 44 62 97 100 200 51pg/mL NCS ICso
0.33 0.38 0.38 10pg/mL
PLC/PRF/5 HuH-7
DXR
14
PLC/PRF/5 7 10mg/kg 50.7 88.6%
DXR10 12mg/kg 46.6 57.3% HuH-7
7 10mg/kg 95.5 99.0% DXR 10 12mg/kg
50.8 39.6% 10mg/kg
PLC/PRF/5 HuH-7
10 1 10 2 7
DXR
VX2
7
1.75 3.5 mg/kg 50.5 63.9
3.5 mg/kg 33.2 7

10



3.5mg/kg

pH
VX2
2.5mL/
pH 6.4
6
GS-X
53
DNA
194Pt

Investigation, 20, 613-625, 2002

6.3

400mL/
2.0mL/

pH
pH
pH 6.1
VX2
pH

1.43mg/mL 20

DNA

GS-X

Court
50 mg/mz2

11

20.2

50

Cancer



34 50 5

0.5 mg/mL
1.43 mg/mL
1.43 mg/mL
1.43 mg/mL
1.43 mg/mL
0.5 mg/mL
400 mL/ 2.5 mL/
in vitro 1Cs0
AUC
56
/
, 11-140, ,
1991 100 mg/m2
Pt 7 mg/kg
7 mg/kg free AUC 6.02 ug hr/imL
7 mg/kg
free AUC 2.9 pug hr/mL
100 mg/m2 free AUC

12



13

65 mg/m? free AUC 1.2 2.2
pg hr/mL In vivo in vitro 1Cso0
7 mg/kg total 5 11.28 pg/mL
4 3.45 pg/mL in vitro
PLC/PRF/5 1Cs0 3.6 pg/mL 3
1Cs0 PLC/PRF/5
in vivo
1.75 mg/kg total Pt
Cmax AUCot Tiz, Tuzg  4.27ug/mL 4.75ug h/mL
0.25 h 3.88 h free Pt
free Pt Cmax AUCo-t Tz  4.13pg/mL  1.40pg h/mL
0.18 h 4.33ug/mL  1.36ug h/mL 0.21 h Tmax
5 1.75 mg/kg
0.625 1.25 2.5 mg/kg
total Pt free Pt
total free Pt Chmax AUCo+
total Pt
Crax free Cmax
Tz Tazg AUCo. total Pt
Tmax 5 total Pt
Trmax 7.5 16.3
0.625 1.25 2.5 mg/kg
total free Pt Cmax AUCo+
Crax 0.80 1.13 116 131
AUCo.t 1.12 1.16
0.98 146 Crmax AUCo+
1.75mg/kg 30
2



93.66

96 12.01pug/g
0.30 3.07 pg/g(mL)
30 33.45 9.84
8.98 6.96 6.92
30 58.0 46.2
8 84.6 79.5 24
VX2 1.75 mg/kg
5 1 24 total Pt
7.94 3.28 1.75pg/mL 9.25 342
1.86ug/mL
7.00 8.67 3.67ug/g 2.67 5.55 3.67ug/g
8.68 4.10 4.96ug/g 0.67
1.53 1.13ug/g 13.0 2.7 44
in vitro
total Pt
total Pt
24
35.2 42.7 13.8 22.7
20

14



CYP CYP1A2 2C8/9 2C19 2D6 2E1
3A4 1000umol/L
CYP2C19 54.0%
10umol/L 85.3%
84.2 1075
CYP
CYP CYP
CYP CYP1A2 2C8/9
2C19 2D6 2E1 3A4
CYP
CYP2C8 3A4
CYP3A
CYP
24 168 35.2
47.4 12.4 47.5
168
Pt
0.0
0.625 1.25 2.5 mg/kg
1 20.1 304 7 315 432
1 1.7 29 7 4.7 4.9
- 1 total Pt 25
50 65 80mg/m2 Cosnr 2.07 3.81 4.19 5.06ug/mL
AUCo.06n 77.65 155.53 182.04 183.67ug h/mL
T1i2g 0.47 0.86 Tz 50 80mg/m?

15



79.26 95.03h 25 mg/m? 1 513.55h
86.4h
free Pt Cosnr 0.68 1.48 1.30
2.76 pg/mL AUCoon 0.76 1.72 156 3.53 ug h/mL
T2 051 0.66
1 total Pt Coshr AUCo.96n
r=0.953 0.892 free Coshr AUCo-2 hr
r=0.794 0.805
2 total Pt Coshr 1
AUCo.96 hr 1 1.1 14 free Pt  Cosnr
AUCoon 1
total Pt
Tizg 100 - Turzg
total Pt free
2
total Pt free Pt
total Crax 50 mg/m?2
Stewart 100 120
mg/m2 7 80 120 mg/m? total Pt
1.88+ 0.50 2.97+ 0.85 pg/mL
total T max
CDDP
total Pt Cmax
50mg/m? total
Pt

16



439,1972)

VX2

Ackerman

32.4nmol/g

Cancer Res48:4584-4587,1988

65mg/m? 2mL/
80mg/m? 0.5
65mg/m? 20
2
65mg/m?
1 3 20 1
20 40

17

VX2
VX2

Cancer29: 435-

Ridge
48.4nmol/g 34.3nmol/g
11.5nmol/g

3
20 40
1.43mg/mL
35 40
free 2.76p g/mL
free 1.30p g/mL
A B
20 40
40 20 40
GOT GPT



CYP

2mL/

80mg/m?

65mg/m?

24

CYP MRNA
CYP mMRNA
ADME
1
2 B
1 94801101, 151-101
7
3~4
25mg/m2  50mg/m2
80mg/m? 65mg/m?
3
24
80mg/m? 1

18

2
65mg/m?

12

23

CR, PR,



NC, PD, NE 13:3081-3092,1986

CR,

PR, MR, NC, PD, NE 35:193-205,1994

PR

25mg/m2  0%(0/3 ) 50mg/m2 66.7%(2/3 ) 65mg/m2 66.7%(2/3 )

80mg/m2 50.0%(1/2 ) 0%(0/3 )

66.79%(2/3 ) 1009%(3/3 ) 50.0%(1/2 )

65mg/m?
3 12 15 PR
26.7%(4/15 ) 95% 7.8%~55.1%
46.7%(7/15 ) 95% 21.3%~73.4%
24 5%

70.8% (17/24 ) 70.8% (17/24 ) 54.2% (13/24 ) 8.3%

(2124 ) 8.3% (2124 )

83.3% (20/24 ) 79.2% (19/24 ) 79.2% (19/24 )
79.2% (19/24 ) 75.0% (18/24 ) 12.5% (3/24 )
8.3% (2/24 ) GOT 58.3% (14/24 ) GPT 54.2% (13/24 ) BUN
33.3% (8/24 ) 29.2% (7/24 ) LDH 29.2% (7/24 )

y -GTP 21.7%(5/23 ) 20.8% (5/24 ) ALP 20.8% (5/24

) 12.5% (3/24 ) 12.5% (3/24 ) ICG
6.7% (1/15 ) 13.6% (3/22 ) 13.6% (3/22 )

J Jpn Soc Cancer Ther 32:61-

65,1997 Grade3 50mg/m? 33.3%

3 ) 33.3% (/3 ) 65mg/m? 6.7% (1/15 )

6.7% (1/15 ) 53.3% (8/15 ) 26.7% (4/15 )
6.7% (1/15 ) 6.7% (1/15 ) GOT 6.7% (/15 ) BUN
6.7% (1/15 ) 80mg/m2 33.3% (1/13 )
66.7% (2/3 ) 25mg/m? Grade3
Grade4 1 *
60 20
92/mms3 G-CSF DIC
80
2 151-201-(5) 94801211 3

94801201 151-202-(5)

27



B
65mg/m2  20~40 4
2
3
42 84 2
80
2 73.8%(59/80 )
330 ( 26-42 ) 3 5.0%(4/80
) 2
8.8%(7/80 ) 6.3%(5/80 )
3.8%(3/80 ) 3.8%(3/80 ) 3.8%(3/80 )
CR,PR,NC,PD,NE 13:3081-3092,1986
CR, PR, MR, NC, PD, NE 35: 193-
205, 1994
PR 33.8%(27/80  )(95%
23.6%~45.2%) PR27 NC37 PD11 NES
PR 37.5%(30/80 )(95%
26.9%~49.0%) CR 7
PR
280 (25~71 ) 36.0 (28~142 )
Stage
4 2000 11
80 5%
87.5% (70/80 ) 85.0% (68/80 ) 82.5% (66/80 ) 37.5%
(30/80 ) 32.5% (26/80 ) 28.8% (23/80 ) 22.5% (18/80 )
20.0% (16/80 ) 12.5% (10/80 ) 11.3% (9/80 )
11.3% (9/80 ) 10.0% (8/80 ) 8.8% (7/80 ) 8.8% (7/80 )
7.5% (6/80 ) 7.5% (6/80 ) 7.5% (6/80 ) 7.5% (6/80
) 7.5% (6/80 ) 6.3% (5/80 ) 5.0% (4/80 )
5.0% (4/80 ) 5.0% (4/80 ) 5.0% (4/80 ) 5.0% (4/80 )
5.0% (4/80 ) 78.8%
(63/80 ) 76.6% (59/77 ) 76.3% (61/80 ) GOT
68.8% (55/80 ) GPT 55.0% (44/80 ) 47.5% (38/80 )
45.0% (36/80 ) 45.0% (36/80 ) 39.2%

20



(31/79 ) 38.8% (31/80 ) 37.5% (30/80 )
LDH 36.3% (29/80 ) 32.9% (26/79 ) BUN 28.8% (23/80 )
FDP 27.3% (21/77 ) 25.0% (20/80 ) y GTP
21.3% (17/80 ) 21.3% (17/80 )
16.3% (13/80 ) 15.0% (12/80 ) 11.3% (9/80 )
100%(1/1 ) 100%(2/12 )
50.0%(1/2 )

J Jpn Soc Cancer Ther 32: 61-65, 1997 Grade3

22.5%(18/80 ) 6.3%(5/80 ) 1.3%(1/80 )
1.3%(1/80 ) GOT 32.5% (26/80 ) 25.0% (20/80 )
13.0% (10/77 ) GPT 11.3% (9/80 ) 8.8% (7/80 ) vy
GTP 3.8%(3/80 ) BUN 2.5% (2/80 ) 2.5% (2/80
) 2.5% (2/80 ) 2.5% (2/80 )
2.5% (2/79 ) 1.3% (/80 ) 1.3% (1/80 )

1.3% (/80 ) 1.3% (1/80 )

1.3% (/80 ) 1.3% (1/80 )

* *

1 * 70 8
IABP
DIC 1
* 60 2 GOT1580 Grade4
13 * 60
42 2 6
50

PEIT

21



MCT RFA

TAE
TAI
Chemolipiodolization
TAE
TACE
TAI TAI
TAE
C B
( 59,Suppl 6:13-19,2001)
PEIT TAE
TAI
TAE TACE
15 (1998-1999 ) 29.2%
25.7% 7.3% 2.1%
42.1% Chemolipiodolization51.4% 8.8% 78.7%
12.0% 8.5% TAI 6.9%

22



TACE TAI

TACE
TAlI TAE C
TAE
TACE
NCI(National Cancer Institute) PDQ(Physycian
Data Query)(http://www.nci.nih.gov.)
5cm
TAI
TACE TAI
Chemolipiodolization
TAE TOCE PEIT
NCI-PDQ
TAlI TACE
NCCN(National Comprehensive Cancer Network) Practice Guidelines in
Oncology
BCLC(Barcelona Clinic Liver
Cancer)
PEIT RFA
TACE TAE
TACE
TAlI TAE

TAI

23



TAI

Okuda (Cancer 56: 918-
928, 1985) Stage
Stage
Stefanini (Cancer 75:2427-2434,1995)
TACE TAI
TACE TAI TACE
Abrams (Cancer J Sci Am 4:178-184,1998)
5FU
QOL(Quality of
Life) ( 17:1623-1628,1990 Eur J Surg
Oncol 18:156-161,1992 ) TAE Chemolipiodolization

(
: :288-299, 1997)

QOL
C ; ,1999
TACE
TAI ( 1 ,1134-1143,
1999) ( : 3 ,610-614,1999)
(http://www.ncc.go.jp/jp/ncc-cis/publ/cancer/010214.html)
TAE PEIT 3

TAI

24



(NCI-PDQ, http://www.nci.nih.gov.)
( 43:133-136,

2002) 8.8%

78.7% TAI 15
(1998-1999 ) TAI

( . 5 ,1774-1775,1999) C 5FU
TAI
(http://ns.ia-

nkcc.jp/surv/liver-th.html) TAI TAE PEIT PMCT RFA

TAI

PEIT
TAE
TACE TAI
TAI
TAE TACE
(Lancet
359:1734-1739,2002)
TAI
TAI
TAE

(Stage)
(Vp3) Stage -A(T4NOMO)

Stage Stage -A

21.6%(11/51 )

25



15.1%(8/53 )

Stage
29.2%(14/48 )
(28.3%~35.3%) P.S.
Child
P.S.3 Child C
TAE TAE
(
27:1516-1520,2000)
Stage
-A
P.S.
TACE TAE
TACE TAE
TAI TAI
P.S.3 Child C
C

26



Child
TACE
TAE
TAE
SMANCS 2
SMANCS
SMANCS/LPD Chemolipiodolization
PR 33.8%(27/80 )(95% 23.6-
45.2%) 15.1%(8/53 ) (95% 6.7-27.6%) SMANCS/LPD
35.9%(60/167 ) (95% 28.3-43.8%)
Child C
Stage -A 63.8%
SMANCS Chemolipiodolization

27



SFU

5FU

52.7%

SMANCS SMANCS

Chemolipiodolizaition

133:183-188,1998)
20:1481-1484,1993)

Ueno (Cancer 86:248-254,1999) Lai (Arch Surg
( 24:1661-1664,1997) (

( 22:1483-1485,1995)
((

22:1037-1040,1995)

mg/m2 3

(MTD)
25 50 65 80 90 100mg/m2 3

25
Grade3

28



50mg/m? 3
Grade3 1
3
65mg/m? 3 Grade3
1 2
2
80mg/m2 3 Gradel 1
Grade3 2 G-CSF
6 2 3
3 2 Grade3
DLT MTD
65mg/m? 65mg/m?
4 70~100mg/m2
3~4
1~-3 50~100mg/m2
3 15~20mg/m2 5 2 25~35mg/m2
10~30mg/m2
(
79.8%/ 71.1% ) (76.0%/80.7%) (26.9%/39.6%)

(63.5%1/4.0%)
(78.8%1/30.2%)
GOT  (56.7%/7.6%) GPT
(21.2%/10.6%)

(76.9%/19.2%)
(45.29%15.3%)

29

(51.0%/32.7%)
(25.0%/22.4%)



4 1990

GOT GPT
grade
1
4
GCP
( / ) (78.8%/72.2%)
(82.5%/72.2%) (33.8%/34.0%) Grade3
(6.3%/23.7%) (22.5%/25.8%) (0%/11.3%)
(1.0 /1.0 ) (2.0
/1.0 ) 1.0 /710 ) (3.0 /6.0
) (5.0 /5.0 ) (6.0 /05 )
1
68.8% 8.2%
Grade3(40 )
1.0 0.0

3.0 1.0

30



( / ) (78.8%1/28.9%)
(76.3%/20.8%) (46.3%/25.8%)
Grade3 (1.3%/4.1%) (25.0%/6.3%)
(1.3%/8.2%)

4
(21.0 /15.0 ) (23.0 /15.0 ) (29.0
/15.0 ) (13.0 /125 ) (11.0
/18.0 ) (75 /125 ) Okada
(Oncology 50:22-26,1993)
2 2
( 9:38-
45,1982)
( / ) GOT (62.5%/4.1%) GPT
(48.8%/5.2%) Grade3 GOT (32.5%/0%) GPT (11.3%/0%)
GOT GPT 4
GOT (3.0 /15.0 ) GPT (3.0
/15.0 ) GOT (5.0 /108.0 ) GPT (7.0 /24.0
)
4
50~100mg/m? (Neth J
Med 25:270-274,1982) GOT GPT 5
4
( / ) BUN (26.3%/29.9%)
(23.8%/15.5%) Grade3 BUN (2.5%/5.2%)

(2.5%/1.0%)

BUN (9.0 /140 )
(9.0 /9.0 ) BUN (7.0 /7.0 )
(11.0 /110 )

31



TECE  Chemolipiodolization TAI
5FU

2 33.8%(27/80

5FU
(ADM) (EPI) (MMC)

65mg/m2 4~6

32



5FU EPI MMC
5FU

/ 5FU

GCP
GCP

33



36

14

28

100mg

34

25

100mg

160%RH/

15

100mg

/

11



60

1)
PEIT
TAE TAI
Liver damage C
C
2
3.0mg/dL 3.0g/dL ICG Ris 40%
50%
2)
500~2000ml

35



100mL 1 2~3L
Ann Int Med 95;628-632,1981
;265-278,1992 Cancer Principles&Practice of Oncology 6th Edition;2964-2976,2001

3

36



Seldinger

1
27.5%(5/22 )
37.0%(17/46 ) 44.4%(4/9 33.3%(1/3 )
20%
4 1
3
NC

37



4

100mg

Liver damage C

2
3.0mg/dL
50%

12

3.0g/dL

38

19 935

100mg

MR

ICG Ris  40%



