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JEOIREIE LTHYLETH D Z MRS,

WERREOBE (30

We have demonstrated that low grade inflammation, microinflammation, is involved in
the pathogenesis of diabetic nephropathy as well as of atherosclerosis. We have
recently reported that anti—inflammatory agents such as statin and thiazolidinedione
show renoprotective effects through anti—inflammatory actions in diabetic animals.
In this study, 1) We induced diabetes into osteopontin knockout (KO) mice. Osteopontin
KO mice showed the improvement of tissue injuries and inflammatory reactions in the
kidney. 2) We found that GLP-1 receptor is expressed on monocte/macrophage and
glomerular endothelial cells. GLP-1 receptor agonist showed renoprotective effects
on diabetic rats through anti—inflammatory actions. These results suggest that
osteopontin play a role in the pathogenesis of diabetic nephropathy and GLP-1 receptor
agonist might be beneficial for the treatment of diabetic nephropathy.
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T, ICAM-1RE L7 F o7 B DRSO3
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IZICAM-1DREBNBZ Y, ~7/a 77 —T0
ZHEZFHE LTS (Sugimoto H et
al.Diabetes 46,1997) ., 5/6FfiHET LIC
BOTH, SRERANIZICAM-1OR T TLHE L
T~/ 77 —=YORMEHET D
(Miyatake M et al.Nephron 79, 1998)

(2) ICAM-1 KO~ 7 A Tid, BERIFIEIEG
ABOT VT IR, BIER. AREIEEK,
AY Xy AEEOBEMB IR S, 61
SARERIKNOTGR- « L IVl 5 — 2 L D FEHLA
il &% (Okada S. Diabetes 52, 2003) ,

(3) DNA~ A 7 a7 LA & T BERIFSE
JE% DICAM-1 KO~ 7 A Lwild type ¥ AD
BRI B T2 BIEFRE T e 7 7 A VT
W52 LIk, v/u7y —YOMiak
H 238 Bl AMacrophage scavenger
receptor— A(SR-A)X°. osteopontin,

cholecystokinin, RANTES, IP-107p X DA
NARTERA D, BIRED KNI B 5
LTS Z LR &4u7c (Usui H Diabetes,
2007.),

(4) BEIRIF 7 > NTHMG-CoAIR Tl PH & 3K
(A% F ) (Usui H. Nephrol. Dial.
Transplant. 2004) . Methotrexate (Yozai
K. J. Am. Soc. Nephrol. 2005) .
Erythromycin(Tone A. diabetologia, 2005) .
FT7 Y VUK (Am ] Physiol. in
revision) 72 EOHAN L5452 LK,
BB 51 DNF-  BOJEMEAL, TCAM-1D 5851
E~vrn7 7 —=UORBEPIH S D,

(B5)SR-A KO~ 7 AIZHEIR T & 5T % &\
ik ~D~rn 77 —VORMET VT I
VIR, EEGE IR S 72, In vitrod
EBFER LD SRAT~ 7 r T 7 — U Ll
NIEA~DEAE ZFHET DAL LT
BELTWD Z ENHHnE o7z (Usui H

Diabetes. 2007) .
S5, RERIRFEIGICHE> THAITT D% 7

oD OETLE LT, 5/6BMEET LA
FAWTRIBROFEER 21T - o fE K. ICAM-1 KO
~ U A TIE/6E T T /TN T b AREK
RREAEAIHI S D Z EBRH L TR D B
JEASHEST U 72 R 00 SRERIRTE AL & )R Dt
{EIZ S RIE A 1 = X LB G5 2 & D3R
STz,
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BH 5752 L7z (Nakamura A.Diabetes Care
2005)
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6~ A (wild type) ZHWS
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— . TaTuaRrrFr. TI=y A~
VBT v T A7) ) ORB ARG
Do
@DNA~ A 7 a7 LA : BHRRD HRNAZ fill
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Northern blot, Real time RT-PCR. Ryt
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citrate bufferOHZ 54 %,
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(GFR),
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7= BERIFVEBME @ AR K~ Osteopontin D 3§
& o,

FER IR 2 38 E L7~ osteopontin KO <~ 7 &
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