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Mechanism of action for proteinase as drug target in bone diseases

 (OKAMOTO KUNIAKI)



225

よ

よ 8F
F 5 H 3F &HFI 8H :8&

 , \ 2 F /
' 2 7

-
3 F / ' 2 7

225
; 9 -

F (

㎲ ㈻
よ

5 8F

>

> F
( 9 7

Yoshida H., Okamoto K. (corresponding
author),et al., J. Biochem. 139, 583-590, 2006

Tsukuba T., Okamoto K.
(equally contribute),et.al., J. Biochem. 134, 893-
902, 2003

5 [F

さ

┘

7&30 7 H &H [F 3+
κ' 7&301 7&30 1 F I 45,
4

7&30 7&301

2FH F H ^ F FH
2 (8+ 7&301 ┘

┘

ゝ
┘ ┘

ゝ
= =

さ

よ
⒢

┘

├
2 (8+  α 2*2 +(8

├
├ H

2 (8+ α
2*2 +(8

79 5(7



├
H 2 (8+ 7&301

 α 2*2 +(8
F 73&
7 [

9 F H F 5 ^ F ( F
7 FH 79 5(7

さ
7&30 7&301 45, 2 (8+ 3+&9H

よ 7 F
9 79 5(9

7&30
73&
㈻

+&(8
8(&3

㊪ よ

ゝ
2 (8+ '
2F \ 2FH F  '22 2
(8+ 7&301

⇅ 4(1
7&301

2 (8+ 7&301
 α 2*2
7&301

H ^ G
Υ

Υ
㌹

㈻
㌹

7&30
.00α .κ' *70

/30
㊪

よ

)6 よ

ゝ H
2 (8+

7&301
)6 ㎲ よ

よ

ゝ H
2 (8+

7&301 (
( 0

79 5(7

├
2 (8+

 α 2*2 +(8
├

├ H
2 (8+ α 2*2 +(8

7&301
97&5

さ 7&30 7&301
45, 2 (8+ 3+&9H 79 5(7 よ

H

H

Homo (48 h)Wild (48 h)

GAPDH

CE

c-fms

CK

W H W H W H W H
0 24 48 72



㈻

79 5(7
㈻

H 7&301

H

㊪ よ
7&301

㌹ 7&30
.00α

.κ' *70 /30

& .κ'

よ
7&301

H
H

H H

7&301 (
( 0

よ

H 7&30 73&

73& よ
よ

H
7&30 H 73&

7&301

)6 よ
よ )6

)6

よ 7&301
)6 よ

pAkt

Wild

Akt

RANKL (300ng/ml)

Time 0 5 15 30

pIκB
IκB

actin

Homo
0 5 15 30

β-actin

c-fms
W H W H W H W H
0 24 48 72

Ralative mRNA/β-actin

0.0

0.2

0.4

0.6

0.8

1.0

1.2

1.4

b-actin c-fos c-fms RANK

Cell count (48 h; 2h)

0.0

0.1

0.2

0.3

0.4

0.5

0.6

1X104 2X104 4X104

cell number

O
D
4
5
0

Wild

Homo

DQ-collagen degradation

0

50000

100000

150000

200000

250000

0 1 2 3 4
time (h)

Fl
u Wild

Homo



ゝ
0F\F G 9 4 F 0 .\F F /
8 2 4 F > >F H &
3F F^F F 0 . 0FI \F 9 9 GF 9
F I >F F 0 (F * 5 [
9 , \ F I 2 F F G^
(F F ^_ 5 ^ H 7 F
8 G 97&.1 9 ( 8 FH
(F H 7

- / 5 3 F 0 8F F *
> IF - 0F > 9 GF 9 F I
4 F 0 ' G G 7&301
I H I H F F F I
[ [F H F
FH k' F I & F \F^ * /
5 F FH
8 F 3 + IF 9 >F F 9
3 9 >F F H 9 - 2
3F F^F F 0 . 9 GF 9 0FI \F 9
4 F 0 - H 8 F I >F F 0
& H F HF * I H H^
\ H F I F
F [ H /
3 H

ゝ
ポ こ

⇅ ㈻
) 5)25

こ ポ

よ

ポ こ

9 ^ 0F\F G & >F H
0 F 4 F > 4 F 9
0FI \F 9F F^ 9 GF 0
>F F &884(.&9.43 4+ (&9-*58.3 *
<.9- -489 )*++*3(* &,&.389 9:247 (*118

9- , F 2 . F F
5 ^ 8 H ^ , H
9F F^ 9 GF 0 F 4 F
9 0FI \F 0 >F F (439741
4+ 9-* *3)4842* 1>84842* 8>89*2 4+
2&(745-&,*8 '> (&9-*58.3 * 9- , F
2 . F F 5 ^
8 H ^ , H

ポ こ
7&301

㌹ 8

㌹
8

*
㈻

(1)
OKAMOTO KUNIAKI

103118446

(2)
こ NISHISHITA KAZUHISA

20237697
ポ SAKAI EIKO

10176612
HU JINGPING 19

30420631


