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MR OEE (F130) AN CTHEEMIZEIK 747 8 RT & R/ —BIEE0RWimE N
FeAiiBEAmAE (ALDH-Low EPC) 1%, KEARISEMEEZ A LTS Z & D, [KRFISEIEEIN 7 (HIF)
DEENZ DN THRMT 24T > 7=. HIF-2alpha % ALDH-Low EPC OAMETERIZI/ER LT\ D Z & 23,
HERI~T AT VOB T E 572, £72, HIF OIEH)EEF TdH 5 VEGF 3 L U CXCR4
DAMSTE I BB e B 2 R LD 2 ERFE STz,

WFZER R OMEEE (330) : We have reported previously that ALDH-Low EPC possess hypoxic
response. In this study, we examined how hypoxia—inducible factor (HIF) is involved in
the repair of ischemic tissue in a mouse flap model. HIF-2alpha but not HIF-lalpha was
highly associated with the reduced tissue damage in ischemia. Finally, we found that
HIF-target genes, VEGF and CXCR4, have an important role for the neovascularization in
ischemic tissue.
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1. FFFEBHAE Y WO &

1A% PN R RITBIGHIG (BPC) 1, AEARPN Tl
i« RAEDEIS, FITEBED S ARAMm IS
BEhL, FrAELEOMECHESTLEER
LTS, BRELS O TIE, B
MW MAZ EPC 3MFAEL TV D Z &3
HINTWD. fiL Yoder 5D 7 )L—TFIZ
Lo T, b MRS N kI 3

Wb EPC BROEIHAE 2 FF DMl D FAAED
Bl & 212 & #uL 72 (Blood 2005; 106:
1524-1531). Z O Z L%, BEOME Z#
B LT 5 M N RIRIZ 38V C, EPC R
OHEEHFTHMIBTFEL, B - RE
DERICEC 5HAEME O—HMEERT5H
EEHRE & U TR 5 lheth & 50 < R
H5HLDTHB.



BHEN D EPC ORMIMF~DEE I,
G-SCF (granulocyte colony-stimulating
actor) & % U |X AMD3100  (CXCR4
antagonist) IZX > THEIND Z LW
HEINTWD. KFIF O EPC O B,
F2UT CD45 B2 /CD34 B 2 SR AR AT
ATV D3, EPC & W2 iaiR 247 2 BRI,
R LTI RBUR DG S L7V 2 & il
EINTWD. 2Oz LiX, MigEREICHAN
% EPC OHBETEDBFNLETH D & 2
EERBETHHEDOTHSD. S HIZ Yoder B
DT N—T71%, R EPC & HiffE LT
PN s an = —iEE AW TIRITT S 2
EAZ R, RO EOHIIE D D HEE T D
RIS & TRk % 72 B & © o 7 EPC 23MF
fETHZEHMEL TS (Blood 20045
104: 2752-2760). J72bhH, HEFHRBICE B
THZLIiZLY, EPC OB Raob7
EPC ; #EFHREASEV —43{k L 7= EPC ; $4%ERE
BEVY) BHBZEARBLTWND. 22
THONTHMAIZ LD &, HEIHEED & WOIK
HEIML A 3k EPC T D34 DOFEHIL, 10-30%
THY, I LD D34 DRBNHET D.
LbEDZ &b, D34 OFEIUTBNTOH
EPC % Bt U CHIAIBHRIC AW D HIE T
FRADR S, BT ACR & R 512138
BUHIRIERE O RN LA TH 5.

2. WMHEOBE
ARHFETIE, & MR L Sk EPC % BLEE L,

HEIHAE DT I L O R F~ — 1 — - Bi5
TR BURAT S % s & U 72 3L RE D iR AT %
WU, EPC OMEEH SN, #ifz7p EPC
O HBERE & & OARNEERERENT 217 5 .

3. WD HikE
(CERR 20 4R JE)
(1) ALDE-low EPC 7%, ALDE-high EPC & bhiig

LT, BILEBALIZIR T DGR EmN T &

DD, W I T DRI RIS EMEIZONT
AT 247 5 .

(2) &2 T, AW CIHEEER IS EERE A
<+ (Hypoxia inducible factor: HIF) &
¢, #(Z HIF-lalpha & HIF-2alpha (255
AL, &6 5 OEGKFA EPC DML
IZBITDIEEICE S LT D020
T, siRNA ZHWTHLMZTS.

(3) EfRAYIZIZ, ALDE-1low EPC |Z HIF-lalpha
& D\ L HIF-2alpha [2%F3 % siRNA % i&fs
FEA L, mRNA LB W TR VK T34
54 % siRNA IZOUVT, Real-time PCR{E%
MW TEi S HIF B55 K DEREAS T3 8L
R %,

(ERk 21 4R )

(4) FNFNOHIF 25 % siRNA Z2
T, HIF-lalpha & % & HIF-2alpha OZ&
FUE S BUE T 23 7 54172 ALDE-low EPC (T
DWT, LATFOERETTS.

O KERF LM FICB T DIEEE T D%
BUNT 217 5 (H20 4EEE X v #ikise)

Q@ ~ U AHELFBIEET V& VT
M ERALIZ 31T 2 BIME TR I 20 R O it 247

.

(ERE 22 )

(5) MEIMFEIEZ§HE L 72X — K~ A%t
LT, AEMIMZIBWT HIF 1295 s iRNA
% {518 A L7= ALDE-low EPC ZBHE L,
FofE L7- EPC RMEFAEICED X 5 I2Bb
S TND DN % EREAINCFHET 5.

O ~ U AFEXRFBHET VITBWT,
FERFIS D A 2 I E L EL RT3 5.

@ BHiL7z FPC RED X S IclBEHEC
HHAHONICONWTERIBRH 21T .
@ Bl L7 EPC % & #iE Mg oM
IZOWTHRETT 5 (Gapsfiikiem) .



@ FrAEMF B L7 EPC AEY ZEh
L 7NIOWT, GFP %5k L7z EPC 2 HVT
179, £ TOMmEIE lectin-TRIC Z AWV T
FES 5.

6) EPCIZHBWT, EBRIISELTTEN
A v LB X —CXCR4 OFRBLNEINT D 2
EWG o TWDE. EEFIEIC
ALDE-low EPC & ALDE-high EPC o[ T4
HAECERA LN DOV THRHTS.

4. BFIERR

(1) ALDE-1low EPC {Z5%} L "C, HIF-1alpha siRNA
& HIF-2alpha siRNA % Z3LE1VE A L7
Rz VERL L, FEAEAR T OFBU DV CTHRT
I e o7-. VEGF (AW HGEK 1) @
HELUX, MEICBWTUERTLTWD Z &0
Motz FEAA L THDSDF-1 DLETH
—CXCR4 D¥EBLE, HIF-2alpha siRNA %3 A
L7ZEPCIZRBWTDH, ZDFRBURT 2780
7o. LEOREFIZE Y, EPC 1281} 5 CXCR4
DOFBLX, VEGF &(X#72 0, HIF-2alpha §F
BIOICHBE SN TN D 2 EMPRIBE Tz,
(2) ZNZEHD siRNAE A EPC W T, <
UARXERBEET VLY, AR
RATOWTHENT %247 > 7=. HIF-2alpha siRNA
EPC ~CIEMAE 2 BAE L 7e\ VBE & R EE (2 A
1AM R A 7RO 720, —J7, HIF-1alpha siRNA
EPC Z#5 L7-HETIE, MlaZ A L 722V EE
LB L T 2 B RRE OAIEIRE R ERD
oo EDZ s, v U AFER BT
7V G, HIF-2alpha (2 £ 0 8L S D
RSB T2, RELSBEbo TS Z &3
HnERoT.

(3) HIF-2alpha siRNA EPC T3, VEGF & CXCR4
OFBIN, av ha— e L CTHRIC
KFLCWEe., ELLOEMNKRTR~T Af
EERBEET VIZEBWT, Key &72B KT
DMNZDOWTCHENT 24T > 72, ALDE-low EPC |Z 5%}

L, VEGF siRNA & CXCR4 siRNA #ZHZFH
BALTMBEZERL, v U AFXEAB
WET M0, AHGTIRR RIZ D W THg
Fimt L7z, VEGF siRNA & %\ Z CXCR4 siRNA
ZEALIZHRENE, & bICAEREN TR
EPC B HBEE R L C, ARIZIKTFL TV A
T e yinoT.

(4) VEGF siRNA & %\ CXCR4 siRNA %3 A
L= MIfa#ElZx LT, ~ 7 A ERABME
TN XY, BEERIZOW TR Z1T- 72
CXCR4 siRNA EPC Tix, VEGF siRNA EPC & kb
i LC, AMGERALIZE T DM MBI K
EL PV LTWDZEBHGNE T2,

(6) LA EOFER LY, BHEGEALIZ# < EPC I
F72 % 2 SOVER (VEGF & CXCR4 23R4 2)
2 LT, AGIRIIIER LT\ D 2 L vy
HnERoT.
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