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, , 10, 20, 25, 37.5, 50, 75, 100, 125, 150, 175, 200, 2
50, 300, 350 400 mg , .
25, 50, 100, 150 mg . 1

( , , (endothelins)
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, C- (‘'CNP" .ANP  BNP
A- ('NPR-A" , 3'.5'- (cGMP)
) , , , (lusitropic)
, BNP ,
, (Uusimaa : Int. J. Cardiol 1999; 6
9:5-14).
, , cGMP . cGMP
. cGMP
, ; , BNP
, , (GFR) ,
24 0.3¢g
HMG Co-A
HMG Co-A 1 0.001 m
g 1,000 mg , 1 0.01 mg 500 mg . 1 0.05 100 mg
HMG Co-A 1 , , HMG Co-A
( , LIPITOR( )) 10 80 mg;
( , ZOCOR( ) 5 80 mg; ( , PRAVACHOL( )
) 10 40 mg; ( , MEVACOR( ) 20 80 mg;
( , BAYCOL( ) 0.2 0.4 mg; ( , LESCOL
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10:1

1:100

HMG Co-A

HMG Co-A

100:1,

HMG Co-A

, HMG Co-A

-21 -

1:3

, LDL

HMG Co-A

HMG Co-A

HMG Co-A
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H 1 2 .
HMG Co-A . H
MG Co-A
« )
0.05 % 95 %
HMG Co-A ( , , HMG Co-A
)
, , , 01 2000 mg, 0.5
mg 500 mg, 0.75 250 mg, 1 100 mg v (
) 0.01 500 mg, 0.75 mg 100 mg, 0.1 50 mg HMG Co-A
HMG Co-A
pH pH *
: : (b
ioadhesion), '
(
, (cachets), (lozenges), ) ; ;
( ’
)- y 1
1 1 1 ( ) / -
( ) : :
¢ ) :
, HM
G Co-A
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. , [Hoover, John E.,Re
mington's Pharmaceutical Sciences, Mack Publishing Co., Easton, Pennsylvania, 1975; Liberman, et al., Eds.,
Pharmaceutical Dasage Forms, Marcel Decker, New York, N. Y., 1980; and Kibbe, et al., Eds., Handbook of
Pharmaceutical Excipient (3rd Ed. ), American Pharmaceutical Association, Washington, 1999]

HMG CO-A ( - 3
B-1
B-2
B-3
B-4
B-5
B-6
B-7
B-8
B-9
B-1
B-2
B-3

B-5
B-6
B-7
B-8
B-9

HMG Co-A

N

1 HMG Co-A 2 . )
1 2 HMG Co-A

1 3 HMG Co-A 2
, 1 HMG Co-A
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De Gasparo, et al. J Pharm Exp Ther 240,650-656 (1986)
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Vijan, et al. J Gen Intern Med 12, 567-580 (1997)
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Wang, et al. JAMA 283,3211-3216 (2000)

Meier, etal. JAMA 283,3205-3210 (2000)

Sugiyama, et al. Biochem Biophys Res Commun 271,688-692 (2000)
Mundy, et al. Science 286,1946-1949 (1999)

Xiao, et al. J Endocrinol 165,533-536 (2000)

us 5,730, 992, US 5,932, 587, US 6,180, 597

WO 00/69446, WO 00/69445, WO 00/45818, WO 00/45817, WO 99/66930,
WO 99/11260, WO 01/34132, WO 00/51642

2:

HMG CO_A ( ’
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ba

3

120 mg

[ 5a]
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(mg)

25

20

54

15

120

5b

120 mg

[ 5b]

(mg)

25

69.5

15

0.5

25

0.5

120

5c

120 mg

[ 5c]
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(mg)

25

20

54

15

120

5d 120 mg

[ 5d]

(mg)

25

69.5

15

0.5

2.5

0.5

120

5e 120 mg

[ 5e]

(mg)

25

10

64

15
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120

5f 105 mg

(mg)

10

2.5

72

15

0.5

25

0.5

105

9: HMG CO-A

HMG Co-A ,

us 4,559, 332, US 4,129, 564, US 4,789, 668, US 3,257, 390, US 3,013, 012, GB 15
50568

WO 97/21720, WO 98/25948

HMG Co-A

ES 474498 EP 244364 EP 22478, DE 3122499, EP 33538,

EP 409281, JP 08073-432, EP380392, WO 97/06802, EP 521471,
Bioorg. Med. Chem. 5 (2), pp. 437-444 (1997)

Drugs Future 24 (5), pp. 511-513 (1999)

J. Med. Chem 33 (11), 2982-99 (1990)

Tetahedron: Assymetry 4 (2), 201-4 (1993)

10: HMG CO-A
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HI LI

: WO 98/25948, WO00/33847, WO01/41535, WO01/41770  WO01/42272.

11:
HMG CoA -
(endpoint event trial) . LDL- 130-190
mg/dl ( /HDL >6 <130) HDL- < 45mg/dl
LDL- HDL-
HMG CoA -
HMG CoA HMG CoA
1 ( : , -
) 1 b
2 (1) - (2)  (3) -
’ (4) - ’ (5) -
, HMG CoA _ ,

4- HMG CoA , '

(Apo Al  Apo B ), ,

3- Ml
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/
HMG CoA '
18~80 .
(QCA) (focal lesion),
30% 50% . : , ,
, 1 2 (branch), (circumflex), ,
’ B_
, HMG CoA ,
HMG CoA - . 3
’ B_
3
B-
: (QCA)
, HMG CoA -
12 ( , Mean Max) -
, HMG CoA
HMG CoA
« )
() ' (aan), " (the)y, ' (said)’ 1
. ' (comprising, including)’, ' , (having)'
(57)
1.
1 2 HMG Co-A
2.
1 ’
3.
1 )
4,
1 , 2 HMG Co-A ,
1 2 HMG Co-A
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4 L
6.

4 1
7.

4 L
8.

4 1
9.

4 , HMG Co-

(conjugate acids),

10.

4 , HMG Co-
11.

4 , HMG Co-
12.

4 , HMG Co-
13.

4 , HMG Co-
14.

4 , HMG Co-
15.

4 , HMG Co-
16.

4 , HMG Co-
17.

4 , HMG Co-
18.

4 , HMG Co-
19.

4 , HMG Co-
20.

HMG Co-A

A

A

A

A

A

A

A

A

A

A

A

9a -,11a -

HMG Co-A
10:1

- 130 -

1:2
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21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

HMG Co-A

5:1

2:1

1:1

1:1
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0.05 mg 100 mg

0.75 mg

, HMG Co-A

, HMG Co-A

, HMG Co-A

, HMG Co-A

, HMG Co-A

, HMG Co-A

, HMG Co-A

, HMG Co-A

. HMG Co-A

HMG Co-A

. HMG Co-A

200 mg
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G Co-A
A

37.
36

38.
36

39.
38

40.
36

41.
40

42.
36

43.
42

44,
36

45,
44

46.
36

47.
46

48.
36

49,
36

50.
36

51.
50
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2 HMG Co-

, (anaphylaxis) -

(cachexia)
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36
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36
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36
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53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A
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76.

77.

78.

79.
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H1MG Co-A 10:1
, 5:1 1:1
, 2:1 11
, HMG Co-A 2
, 1
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91.

92.

93.
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95.

96.

97.

98.

99.

100.

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

HMG Co-A

2

HMG Co-A

90 -, 11 a -
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101.

85 , HMG Co-A

HMG Co-A 10:1 1:2

102.

101 ) 5:1 1:1
103.

101 , 2:1 1:1
104.

85 , HMG Co-A 2 0.05 mg 100 mg
105.

85 , 1 0.75 mg 200 mg
106.

85 , , HMG Co-A
107.

85 , . HMG Co-A
108.

85 , , HMG Co-A
109.

85 , . HMG Co-A
110.

85 , , HMG Co-A
111.

85 , . HMG Co-A
112.

85 , , HMG Co-A
113.

85 , . HMG Co-A
114.

85 , , HMG Co-A
115.

85 , , HMG Co-A
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