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[FLAE

OHABEOEFEMESERERLFLUT HLIICKEELL. GHTLROMDERLGED
BRBICEEBHIETCEDO LEFSHBIE T, BREEERB I TEAFBDIENY T4,
PAEMBIIREILEICRBENDIEBOLSICTEFTOHE (quality of life) IICERBES KIFT L4
BRTND . BIARIEILEREA O G EEL TEFITIE B A0/ /SR FHFEBEH AL TES, @
EHNEREOLANRA A TND, TO6, RMFKO O EHEOHEERAT D LERIRE
EERBOAREEMRTISATEEHEML TS, KEMREXET LEAL ThE#BESY
1M1 THAHVEGF ©LI/0T77—C DEEZ(RET ST ENA2 MCP-1 LEDRRENLTFUY
AToov Il INEHEZRETILNBESh T S (Sasaki K, et al. J Clin Invest. 2002,
Fujiyama S, Circ Res 2001).

2/077—2ERIEETF (MIF) Z39027—C 0t 8~ DB EM L, T4bb R E
BADORREEERAZELOREMEY DI THS. HREBE-ONBABRECEDOIERES
FTHIEABESh, oI, BIERAFL R (bbb .J Biol Chem 2002) ¥ NADPH A% 4 —tH %4
LI-BIEAFLAREBZRTHEI7 oA T2 1 IZKY MIF ORBAR SN 584 (Busche S.
Endocrinology. 2001) 2% 3.

CHoDBREHHLETERTILTZUOATUIY N I2&PB M EHFEOBFELT
MIF DB ELTWASCENBAONEAHMRZRRL-ER. FVICLAREHERREST PR RRHEE
SRMR (C) QDIRBIZRTH LN TE, COMBREEMIFER16, 17FED 2 £MIcHT-
BI7ooAToov M= ono7—UlERLE RFOREEMICL DR MAAMA M EHE] (HESR
EES 16590654) DRFD—EORERE., MERNERD T, TLH-LDTHA,

EEH-PFLLTHEE - BAE - FAEOIKILTOLBERRICXTTHLIETEMBIZHL
YRETHo1H, HEOABTEOHEBHEELHRL . BRTECEEHRELLTROAS
M ELGST=,

BRICHIRBHEICHEZR T LELIC AR AOMBANXIBREL TTFE>-MREMICELERLE
IF1=Ly,

TR 1845 A |
MEREE BIEHKE-EXH-BF
=R



[(EMROWR]
DRECEEBNENLTNG: DAROKRREIEREELELTILIICKECELL. 7

A TLRMBEDEBLEODIREEERBENECROLEFEHDIE 1=, BIRELIEEBI
REEABULIENY TGS AEEMIRBELEICRBEINSIEBOLSITIEFEDH (quality of
life) ICEERES KFT LIS TIND,

Liy it ; HRASNTING: EF. EHFIGH O, A/ S F i JE# 5155
LThEGHFEMEOERALNBEHON TN, EOH . RNERODEHREDRFEERIAT L
FBARE L EBOAREEMRBTIIATEEREZRML TS,

Rk mEHFELRETIVHVE: ABEHRERET VLAV TOE GBS Y (PO TH
3 VEGF ®2o077—S Ot 2R ET 7 EDA MCP1 BREDRBRENLTT U OF TV
NiZmEFELFRETIENBESh TLVA (Sasaki K, et al. J Clin Invest. 2002, Fujiyama S,
Circ Res. 2001) ,

TH077y—ilEELERFORE: v/o077—UHERERTF(MIF) ET2077—COM Bt
~AQEERL ., THEOHOLMOBLEAORMEAEREL OREFIEY 1 Fh/2 THS, MAAHETE
MEARRELCSBOEREZERETAISENEESh, 512, BIEA ML R (Fukuzawa J.J Biol
Chem2002) ¥ NADPH ¥ 4 —t N L-B{EAN ZAREBRTHITOF T2 I IZKY

MIF O REH RS 534 (Busche S. Endocrinology. 2001) 5% 4.

[ABRRDEN: ARRICLYRAZHTITEEN]
FooATFUOUINZEYRBMNAVFO—LENEMFO R MELO D FHECHTINRESLY
FOWMBERBL ., BEMLCROEABROOEHF E(FE)RZOLAZRETS.

MIF BB SR REMAV= in vivo( TRER M., DERM) | 5 XUERMIaZE ML In vitro(F
SHFULY IZ&D MIF REORITEF) ORNES FEDFHN. MREMEN. BIUEBREN

FHEAVTIT.



(AW RDOER]

BAR—=TLIRICHEERBRICOVTIRET 5,

Summary

Blood vessel formation in the hindlimb exposed to ischemia was increased in MIF-TG rather than  in WT.

Both VEGF mRNA and protein levels after the hindlimb ischemia in MIF-TG were increased rather than those in WT.

In MIF-TG, MMP-9 m-RNA expression was increased at the ischemic region, and was reinforced rather than thatin  WT.

Neutralizing Antibody against MIF inhibited ischemia-induced Angiogenesis.

MIF-TG mice exhibited mononuclear cell accumulation in the ischemic lesion. This effect was inhibited by MIF Neutralizing Antibody.

Conclusion

Macrophage Migration Inhibitory Factor Stimulates Ischemia-Induced Angiogenesis by Increased VEGF and MMP-8

Expression

Mediated through Macrophage Accumulation

Neutralizing antibody against MIF inhibits angiogenesis accelerated in MIF TG mice
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