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(Hepatoma, 1 )

10-0382219

1

(Lencioni R and Bartolozzi C. The Cancer Journal, Vol 10, pp1-6). ,

40% 5
(systemic chemotherapy)

(resection)

1

(thechnique of transarterial chemoembolisation) (TAE)

(vascularize)
(ischemia) .
, (doxorubicin),
(Choi, J. Cancer Control, Vol 3, pp407—-413, 1996).
(Lipiodol)

(radioopaque)

Dy (cholecalciferol)
7— (7—dehydrocholesterol)
ompartment) D 25—
, 1,25—
[24R,25(0H), D5 ]

1,25(0H) , D3

(prohormone)
(inorganic matrix of bones)

. TAE (hepatic artery)

(chemotherapy agent)

(epirubicin), (cisplatin)
(contrast agent)
(poppy seed oil)
, (medium)
(isoprenoid compound)
D 3
D ; (blood ¢
[25(0OH)D ;] , 25(OH)D 5
[1,25(CH) ,D3] 24,25-

D3
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1,25(0CH) , D4 D, (analogue) D ( )
(couteract) , (hypophosphatemic) D-—
(renal osteodysrophy)( ) D
, (calcination) (osteoporosis) D

(parathyroid)
(Goodman & Gllman The Pharmacological basis of Therapeutics. Pub. 1992,

The McGraw Hill Companies Inc). D 3 (cuttaneous disease psoriasis)
Ds (receptor) D
(Pols, HA
P et al, J Steroid Biochemistry, Vol 37, pp873—876, 1990). D 3
(cell line)
Ds (melanoma), (osteosarcoma), (breast ca
rcinma) (Deluca HF and Ostrem V, Advance in Experimental Medicine and Biology, Vol 206, pp413—4
29, 1986); (colon adenocarcinoma) (Cross HS et al, Journal of Nutrition, Vol 127 Suppl, pp2
004-2008, 1995); (Tanaka Y et al, Biochem Pharmacol Vol 38, pp449—-453, 1989)
D3 . ' unconv
entional cancer therapies' (British Columbia Cancer Agency publication; 600 West 10th Ave, Vancouver, B
C, Canada) D, , )
1,25(0H) , D4 Ds )
D3
(Pols et al—ibid)
Dj (hypercalcaemia)
(cell differentiation) D ;
. , 22
23 , 24(S)— , 25 27
(Calcipotriol) . 1,25(CH) ,Ds4 ,
1,25(0H) , Dg 1%

(Goodman & Gilman, The Pharmacological Basis of Therapeutics Pub McGraw Hill, 1992).
; (sysyemic hypercalcaem
ia) . 4,891,364 (Jan 2 1990)

D . )
Bower M (Lancet vol 337; No 8743 pp701—-702).
19 , 3 1 . ,
( )
, 19 2
, , D
D, D;
( )
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D (dose) D ' )
D - 1
1,25(0H) , D4 0.5 3 mcg/day
( )1
10 mcg/day ( 2).
D
D ( ) :
: , D
D , D
, (liver portal)
b 1 D 1
D , D
D 7 4
(tumour marker)
1 D 1
Il 1 D| D 1
D — D —
(subject)
D (portal vein)
D , D
1 2 : @ )
, (colorectal cancer), , , , )
2 .2 (sarcoma)
1 2
D D5 , D D,
D 1,25(0H) , D3 (1-25— ), OCT (22— ), MC903(
), EB 1089(1a 25(0H) ,22.24 24.26.27 D 3)
D D
D D
) D
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1,25(0H) , D, D
D ) ,2mg 1,25(0H) ,D; 1
D . D
D
D
, 2 1 , D
, . , €H) D
; () : : , Cremophor(
)
4,578,391 ,
(oil—soluble) . (formul
ations) (Abbot Laboratories Calcijex™ calcitriol injection, Physicians Desk Reference, ibid,
4,308,264 ) , . ,
(liposome) (microemulsion)
(oestrogen) (antagonist) (tamoxifen)
, . (cell lines) D
D
D 1
D
D
3 1 2 ,
D
D
D D
4 L
D, D 1



0%

HepG2 1,25 Ds
10 LoVo 1,25
CEA
3H Ds (100 + 100
D3).
, HepG2 1,25(0H) , D3
( 1.
(10 m ), 95%
( 2). 1,25(CH) , D4
(EB1089)
LoVo HepG2 1,25(0H) ,Ds
(%)+ SEM
= LoVa HepG2
D, EB1089 D, EB1089
10°M 34.743.8 40.5+10.7 | 7.146.3 11.242.7
10°M 53.115.0 51.0+10.3 |8.616.3 13.142.8
10°M 74.216.8 73.3+11.7 | 13.846.4 13.242.7
10" M 96.5+12.9 55,3+13.7 |56.646.7 49,1+2.9
10"M 127.4£7.1  64.7+12.7 | 105.646.6 41.7+3.6
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, 4 mM

50 6

EB1089



HepG2

1,25(0H) , D5

5%

Ds EB1089 5

, LoVo 10
Ds EB1089
Mz SE
10’ M 10" M 10° M 107 M 107" M
SK-Hep 348 +5.2 63.1+16.2 521+88 52.1 + 8.6 82 +9.2
466 +13.0 713 118 616+ 122 611+ 166 788+ 115
79.2 & 4.4 83.1+ 4.2 88.4 + 4.1 91.0 4+ 4.5 118.3 + 26.4
60.1 + 11.7 95.6 + 12.2 103.1 _i'12.4 103.8+ 11.7 66.9 4+ 36.9
Hep 1-6 561+ 72 639470 7811114 1108+13.8 103.4+9.2
118.9+11.1 113.4+5.6 106.7+ 5.4  103.5+4.5 98.1 + 4.3
HTC 57.047.2 63.9+125 97.4+13.8 107.8+12.7 95.9+13.0
953 + 17.7 86.9+ 15.0 1004 +15.4 113.0+ 221 08.8+155
NovaKoff 915 + 14.5 106.04+18.1 103.7 +13.8 116.3122.1 131.Di15.9
84.6 il?.O 79.0 + 18.4 95.4+ 18.2 940+ 21.4 92.6 i17.6
Morris 136.04+12,5 134.0+13.3 1178+11.7 118.0+ 11.9  118.0 +14.3
80.145.2 833447 791149 883 +3.9 90.8 +5.9
PCL 98.5 + 4.5 101.6+11.5 98.3 +6.5 92,5 + 6.6 102.5 + 10.0
106.0+9.1 1052+ 49 951+ 3.3 100121 969+ 2.9
(charcoal)
1 5
24

(calcitriolic acid)

1,25(0H) , D3

(catabolism)

(conjugated compound)
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1. 1,25(0H) , D3

2. 1,25(0H) , D3

10-0382219

1

1,25(0OH)D 3

1. 1,25(0OH)D 4
2.

[ 1]

1 62 F

2 73 M

3 42 M

4 72 F (stent)
5 57 M

6 75 M

7 57 M




10-0382219

[ 2]
1 2 3 4 5
(mcg/day) (days) (mcg/day) (mcg/d (mcg/d (mcg/d
ay) ay) ay)

1 0.02 4 0.05 3
2 0.02 4 0.05 3
3 2 4 5 24 |0 35 10 15 3
4 05 8 2 8 5 10
5 2 5 5 21 |0 35 10 15 10
6 2 4 5 23 |0 25 10 15 3
7 2 3 5 26
1 4 (catheter) 1,25(0CH)D 4

. LFTs, UECs, AFP CEA

1 2 1.25(0OH)D ;0.2 mcg/day 4 ,

3 0.5 mcg/day

3, 5, 6 2 mcg/day , 4 5 mcg/week .

4 , 10 mcg/day 15 mcg/day

4 (paraneoplastic)

. 0.5 mcg/day 2 mcg/day , 5 mcg/day

7 3, 5, 6 10 mcg/day
CEA AFP —
UECs LFTs —
7

1 2 ).

3 1 0 1
3 7 28
3 4 5 mcg/day 25(CH) ,D;

3




5 6, 7

10 mcg/day

1,25(0H)D 5

15 50 kg

1,25(0H)D 5

LFTs

10 mcg/day
15 mcg/day

1,25(0H) , D3
1,25(0H) , D3
50%

(Landrace) (

(crossed ovwe)' .

(feo)

(halothane)
1,25(0OH)D ;,
UECs

1,25(0H) ,Dj

, LFTs,

10 -
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2
8 , 1
2
. 7 CEA
2 mcg/day
7
1,25(0OH)D 3
, ' (infusaid)'
, 1 2
UECs
2
(hyperpyrexia)



10

11

67

903(

1,25(0H) , D3

1 2
1,25(0H)D 5
Dy 12
1.
1,25(0H) , D3 (1—25—
), EB 1089(la 25(0H) ,22.24 24.26.27
2.
3.
4.
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1,25(0H)D 4
Ds
) D3
), OCT (22— ), MC
D 3)
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(lipiodol)

(hepatoma)

10.

11.

(sarcoma)

12.

D 1,25(0H) , D3

13.



13

13

16

14.

15.

16.

17.

18.

19.

20.

(tamoxifen),

13 -
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Z+#  (mmolL)

10

Pig 1 IV - 0.267mcg/kg/day

0- T T 7 — 1 3 T L 1
¢ {1 2 3 4 S5 6 7 8
Day
11
Pig 2 IV - 0.221mcg/kg/day

- 21 -
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