G19

—_—mm
©
2007 2008
19590854

Vascular calcification by restoring Gas6-Axl| survival pathway

(IJIMA  KATSUYA)

00334384
2
1) TNF-a
TNF-a
Gas6-Axl| survival pathway (2)
I 1
@)
X (AAC)
AAC (4)
19 2,200,000 660,000 2,860,000
20 1,300,000 390,000 1,690,000
3,500,000 1,050,000 4,550,000
Gas6-Axl|
19.4%

QOL




(Na-dependent
Phosphate Cotransporter: NPC)

(NEJM. 1998;1972-8,
Circulation. 2004;1291-5)

NEJIM.
2005;352:2389-97
(P (Ce)
(Cax P)
NPC
K
Gas(growth arrest-specific geneb)
Axl
Gas6-Axl cdl survival pathway
(Circ Res.

2006; 98:1024-31)

Gas6-Axl cdl survival pathway

Gas6-Ax| cdl
survival pathway

D)

recombinant
Gasb
Axl
Gas6-Axl cel
survival pathway

LDL
Tumor Necrosis Factor-
o (TNF-a )
advanced glycation end-products
I

Gas6-Axl cdl
survival pathway

I (ARB)

(2) DNA

DNA
24
38 1
MRNA
Doschak A
Anat. 2003; 203 223-233)
6 10

SRNA

Gas6-Axl cel survival
signaling
Gasb DNA
Gasb

3

(0.75%)



TUNEL

2

Gas6-AxI cdl survival pathway
Gast Axl

In vitro
in vivo
ARB
in vivo
Gasb

Gas6

DNA

(4)

in vitro

Gas6-Axl cdl survival signaling
cel
survival/apoptosis signaling
Gas6-Axl

Gas6

(5)

TNF-a

Gas6-Ax| cdl survival pathway

TNF-a

Gas6-Axl cell survival pathway
Gasb

Gas6

D)

NPC

(HASMC)
von Kossa
HASMC
HASMC
Gasb
AXxI Gas6-Ax| cdl

survival pathway

recombinant human Gas6 (rhGast)

AxI
AxI
PI3K-Akt
Bcl2 Bad
rhGast
2
1
HMG-CoA reductase ( )
(
)
Gass Axl
Akt Bcl2 Bad
Gast mRNA
Gas/AxI
NPC
NPC
€)
4
TNF-a
TNF-a Gas6-AxI
survival pathway
TNF-a

Gasb
(4)

12



0.75 )

1, 10, 50 mg/kg/day)
1, 10 mg/kg/day)

ARB (

( 3.0
+ 0.9 mg/dL vs. 0.3+ 0.05mg/dL)
(von Kossa ) (
Ca P (ugmg)
®)
13
Atheroscler Thromb. 2009 (in press)
X
(Aortic arch calcification: AAC)
X
CT
239 ( 61.9 115
124 )
(estimated Glomerular Filtration Rate: eGFR)
0 4 Ca
P AAC
0 3
35
AAC
CKD)
AAC
(eGFR
)
eGFR
P
(p<0.05)
AAC
Cox
AAC
1.8 (95%Cl;1.15
2.81))
(6)
D

HASMC
( )
Gas6/Axl/ Akt
Gas Axl
Akt
Gast/Ax|/ Akt
12

1) Hashimoto H, lijima K, Hashimoto M, Son
BK, Ota H, Ogawa S, Eto M, Akishita M,
Ouchi Y. Vadlidity and usefulness of aortic
arch calcification in chest X-ray. J Atheroscler
Thromb. 2009 (in press). ( )

2) Ota H, Eto M, Ako J, Ogawa S, lijima K,
Akishita M, Ouchi Y. Srolimus and
Everolimus induce endothdia cdlular
senescence  via  Sirtl  downregulation:
Therapeutic implication of Cilostazol after
drug-dluting stent implantation. J Am Coll
Cardial (in press) ( )

3) Son BK, Akishita M, lijima K, Eto M, Ouchi
Y. Mechanism of pi-induced vascular
calcification. J Atheroscler Thromb. 2008;
15(2):63-8. ( )

4) Son BK, Akishita M, lijima K, Kozaki K,
Maemura K, Eto M, Ouchi Y. Adiponectin
antagonizes stimulatory effect of tumor
necrosis factor-alpha on vascular smooth
muscle cell calcification: regulation of growth
arrest-specific gene 6-mediated  survival
pathway by adenosine
5'-monophosphate-activated protein  kinase.
Endocrinology. 2008 ;149(4):1646-53. (

5) Kgjima T, Akishita M, lijimaK, Eto M, Ouchi
Y. Nocturia in €ederly people with
hypertension--no  influence of low-dose
thiazide added to losartan. J Am Geriatr Soc.
2008;56(11):2155-6. ( )




6) Akishita M, Hashimoto M, Ohike Y, Ogawa S,
lijima K, Eto M, Ouchi Y. Association of
plasma dehydroepiandrosterone-sulfate levels
with endothelial function in postmenopausal
women with coronary risk factors. Hypertens
Res. 2008;31(1):69-74. ( )

7) Ota H, Eto M, Kano MR, Ogawa S, lijima K,
Akishita M, OQuchi Y. Cilostazol inhibits
oxidative stress-induced premature senescence
via upregulation of Sirtl in human endothelial
cells. Arterioscler  Thromb Vasc Bidl.
2008;28(9):1634-9. ( )

8) Son BK, Akishita M, lijima K, Eto M, Ouchi
Y. Mechanism of pi-induced vascular
calcification. J  Atheroscler  Thromb.
2008;15(2):63-8. ( )

9) Son BK, Kozaki K, lijimaK, Eto M, Nakano T,
Akishita M, Quchi Y. Gast/AxI-PI,3K/Akt
pathway plays a central role in the effect of
gtatins  on  inorganic  phosphate-induced
calcification of vascular smooth muscle cdls.
Eur JPharmacol. 556:1-8, 2007 ( )

10) Akishita M, Hashimoto M, Ohike Y, Ogawa
S, lijimaK, Eto M, Ouchi Y. Low testosterone
level is an independent determinant of
endothdia dysfunction in men. Hypertens
Res. 2007;30(11):1029-34. ( )

11) Ota H, Akishita M, Eto M, lijima K, Kaneki
M, Ouchi Y. Sirtl modulates premature
senescence-like  phenotype in human
endothelial cels. J Mol Cdl Cardial.
2007;43(5):571-9. ( )

12) Kojima T, Ako J, Eto M, lijima K, Akishita
M, Quchi Y. Tako-tsubo-like left ventricular
dysfunction in a patient with chronic total
occlusion of the left anterior descending artery.
Int JCardiol. 2007;119(1):e19-21. ( )

25
1) —_— ’ ) )

50
2008.6.19-21
2) [R— 1 ) )

Physical activity(
)
50

2008.6.19-21
3) ’ 1 ) )

NO
50
2008.6.19-21
4) r 1 L

eNOS
40
2008.7.10-11,

5) 1 1 L H

2008.7.10-11,
6) JE— | ) R |

? 31
2008.10.9-11
7) J— | ) N |

31 2008.10.9-11

8) L — L H

51
2008.5.22-24
9) Vascular
calcification as therapeutic in CKD patients.
72
2008.3.28-30

10)

o Nitric oxide blocks
oxidative stress induced premature endothelial
senescence by the longevity gene, Sirt 1.
72
2008.3.28-30

11) lijima K.  Symposium Atherosclerosis
in the elderly - from the view of vascular cell
dysfunction  Effects of satins on
cardiovascular disease in the elderly: Possible
role of vascular calcification. The 8th
Asia/lOceania  Regional  Congress  of
Gerontology and Geriatrics, Beijing, 2007.10.
22-25

12) KojimaT, AkishitaM, Yamaguchi K, Ohike
Y, lijimaK, Eto M, Ouchi Y. The association
of polypharmacy and hypertension with fall
risks among the elderly patients. The 8th
Asia/lOceania  Regional  Congress  of
Gerontology and Geriatrics, Beijing, 2007.10.
22-25

13) Ota H, Eto M, Ogawa S, lijima K, Akishita
M Quchi Y Cilostazol, A sdective inhibitor of
PDES3, Increases Resistance Against Oxidative
Sress-induced  premature  senescence  in
human endothelial cells. The 8th Asia/Oceania
Regiona Congress of Gerontology and
Geriarics, Beijing, 2007.10.22-25

14) Akishita M, Ohike Y, Hashimoto M, lijimaK,
Eto M, Teramoto S, Quchi Y. Obstructive
deep apnea  exacerbates  endothelia
dysfunction in patients with metabolic
syndrome. Scientific Sessions of American
Heart Association, Orlando, USA,
2007.11.8-12

15) lijima K, Ito Y, Son BK, Eto M, Ogawa S




Ota H, Nomura K, Yamada Y, Akishita M,
Ouchi Y. Blockade of Angiotensin Il receptor
enhances the inhibitory effect of statin on
vascular calcification in rena failure rats.
Scientific Sessions of American Heart
Association, Orlando, USA, 2007.11.8-12

16)

Angiotensin-11 receptor
blocker enhances the inhibitory effect of
gtatins on vascular calcification in uremic rats
induced by adenine diet. 71

2007.3.15-17
17)

: Adiponectin
antagonizes the stimulatory effect of TNF alfa
on vascular smooth muscle cell calcification.
71
2007.3.15-17

18)

. Cilostazol, a sdlective
inhibitor of PDE3, blocked oxidative
sress-induced  premature  senescence  of
human endothelid cdls. 71

2007.3.15-17
19) , ) ,
104
2007.4.3-5
20) :
CKD CKD
39
2007.7.13-14
21) , ) ,
PDE3
premature senescence
39
2007.7.13-14
22) , , , ,
TNFa adiponectin
39
2007.7.13-14
23) , ) ,
39
2007.7.13-14
24)
SIRT1
39
2007.7.13-14
25) .
. PDE3

premature senescence 49

2007.6-20-22

2
1)

103-108

2008
2)

209-216 2008

«y
(IIIMA KATSUYA)

£ 00334384
)
(OHIKE YUMIKO)

: 20359615

(OUCHI  YASUY OSHI)

: 80168864
(OGAWA SUMITO)

: 20323579

©)
(AKISHITA MASAHIRO)

- 00261975
(ETO MASATO)

: 802826330
(OTA HIDETAKA)

: 20431869



