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[0007] ±§Bgfa£5ij$t" ££:&, I 

[R]izm^(DMMfi^^t < JU* Z. 

£lZ£Vs «Jfil£7 <;U^(Z)-^(Z)®±(CfulB^t5S(C#ttl^^il^^ 

<DBi&%MfeTzmi&Mfe7>Ty -ft, ^tcaiNTtuiB 

&mx^'y70£s tulBlffl^^SilL/cfulBSy^^tt/x-r KP^KC^LT 

Kpyju^-fb^n-s^u^bT. 
"rv-fts tulB^U^bX^^^tCfc^NT^bL/ctulBSy^^tt/x-r KP 

W£fu§B»Jfil£7 -f JU^A^iUSIt"7°<hs 
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[0008] ±IB©«^H^)i-e^ 

J®Jfil£7 2 0—;£©®±lC$iJ$Ufcg1£/W KP^J^iAL, 

v-f K P y JUC <fc y «£S±I L /ctt, \•-f K P *f)\/ (C 

ft UT$!l$[£-5*.£££-?, KP^U££IHb£l±. Wit 
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FnfMz&M-ZtitcWiM-zMi&%8iftT2>tcisbs ^MkN^om 



WO 2016/068249 3 PCT/JP2015/080588 

t & < T & H £ if RTfg tteZo 

[0009] fulEW^bT^y 7°(C£^T, fu§E»£^il L/cfy§EMJ^ 

[0010] £(£><*: 9 (C, yjHHb^v 7°(C£^T. i£itftil©fu§BilfflJ®(£>J10©<^ 

K • yju£ o «h tf-c$ &fc to, ixy b iz^±f &0 

[0011] t/c, ±IB©ilffl^^il^)i(C 

< Jl/^-efooT, ItllB—:fr<DMKC£^TP$}g-f £ftl 

[0012] ±§E0^J&i£SI:£&lCffllN£ft5^J&M&7^U* 2tt% -^CDMKCiS 

t z>®a?L(clfilJE£ ft fcflfflJS /\-f K P fMz <£ o T -Jtizmik 
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[0017] ilfflfef/^ -f IZ J: o 

*M^7 ̂  tCct y 
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(CPJIAE^ tl£ t>(D"Cte;&l/x0 IM£ll*li£ilffl0§ (C i r c u I a t in 

g endothel ial eel I s : CEC) , J&TJ\ I&1ilJi8tF*ill£ 

(Circulating endothelial proge 

nitor eel Is: CEP) UTlXy®.9 

Z.ttfX^Z> o 

[0018] m 1 ^t^HI 2 <£ 9 ICs X 1 lis 

7 < JU* 2 3 ^ tlT l/N^) «h^(C 

•ra iz ^titc^(Dxh^0 
[0019] 4)v^>2(DuntLx[tt^^<w.w^(Dtf^<, ^IC&M 

o ctuc^y, 
ztc. &m&-f7X3Lvtte£(Di&(Dttntbk'<xnmxfc 
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fos ^yp^ut 

(DttM. • Sl&Stf RTtg£&£0 

[0020] UTtt. ~v>T)W ^ i%=>V^lx, m. )V 

T — OAS <7UA(D^ttlti\ t L <&Z.nb(Dl^<ktfU t IA\ Z.(Dot> 

, LT$i]X&-y IA\ 

[0021] mmM$£7 4 Jlst 2tLTs B$2 5 ftm<D=y'T)\,& 

WL&m^tcmt;^^xmntz>t)\ iw^it^mwt^zt^x&s m*. 
WM 0yu,m~1 0 0 ^ m <h t~ £ Z1 <h $ £ 0 IfflSSMiJE 7 4 2 (£% m 3 

(C^-Ti;9(C, ^^(C|SI^(Z)M®7L2 1 if^^Utc7 4 )V^^M 2 2 Wfo 

J5&T^ tl£>o 

[0022] 4JI/& 2(D7 4 JU^vMM2 2 l&% g|4 (A) (C^1"i:9(C, ± 

JjfrbMfc£$lzm&8 u.m<DP11&<DMMJL2 1 btlX^Z>a m 

®7L2 1 ffi&tZ>nnft2 1 £©^RStf 1 2 5 nm£t£Z£? 

(ClBS^tlT^Ts 7 4 JU^I±i2 2 p<g(CM®7L2 1 #63X63 = 396 

9{®IBS£tlT^£0 t/c, IffUS4 (B) X^t£?lZs 

±M ($*&$tf$A£ft£<ll) T?ttSii?L2 1 ©JlH^^2jLtm©[H]gP 

23#ffM^tiT^^0 t/c, ±®{u^e>"F®<u 
S®7L2 1 ©?L^tf&*lcA£<&£<fc9lc4i^UTlN£o 

[0023] sa?L21 ^mm&miz 
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[0024] ^IM^2(CMI'J. mmnfe? 4 )\s* 2<o±i5<Difrtt3^ mmmu7 
4 )\s$ 2 07 ̂ U^I±i2 2 <fc y »Jfil£7 2 £H 
&&?izmibtiZo $4*3&, mmm(D£nzmmm&7 4 
2izttLx&w,&%^t&ttnizj:vmj$^ti&z.£m:]-3. IA\ t/c, & 

3 <fc y x 1 ictt 
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[0025] Mmffife? 4 )\s* 2(DT151Z^ 

l£7 4)1$ 2©M®7L2 1 

6 2£tfWLttbtlT^Z>0 
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T?££0 Zfcs mTilts 8EtME&6 1 £*>'j =i>^-7Hc 

c^yff^J^LTv ^ODJlffl^PDMS (po Ly (d i methy Is i loxane)) iZjiVW? 

ztvi&MTzmj&tTzzt&'ezzo is-)\stm7, 
JSIJE7 4 )\z$ 2% M5WaW6 left U<fc y 

lA^ t/cs #4*3, i/-)^U7, 8<hUTti, 0!l 

X.{^\ in situ PCR seal (Bio-Rad Laboratories titfXt* %> 

O 
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MU? 4 jut 2(DWMJI2 1 

7 2©±MKcfttt££ft£o 

[0029] fcfc\ flUtfPBS (0. 5% B S A (N, 0-
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r>0Si) ) x 1 S^ifcLtfcs< ££icj;y 
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[0030] 1 ^e>cD#iflSa)#Si^tcotNT, H5£#BSL 
^5li, 7> 1 

n%t£M~Z$>Z>o SI H5 (A) IC^t" <£•?£, 

^2©Sifi?L2 1 iiliC T 0li^l 

a?L2 1 O ftt&ttirc&sc 
TC9 1 ©ffem, Jf&t£j$#"C&2>fftJfil3$9 2^.tJi:Sifil^9 3#©ffe©|fflJ®£ 

[0031] ;^(c, vu?)\s%m^m&74)i$zcommm^nx 
^^±®iy(c«ALT$ij«^tt/\-r KP^U3 1 iz^vnfe-ztitcMm* 
nmtz (y^iX7^) 0 KP^MU3 1 &, jag* e 
*1. ft#©MBSJ«©ferfr&^bicj&gUT. II • I®7j<tt^^©^il^ 

Mtcj^LT, mktzffotftRmzmvbtiZo 
[0032] Z.(D<k 9 &$0^J/Si§:tt'\'f KP^U«h UT(is 0Ox.ti\ Polyethyleneglyco 

I d i aery late (PEGDA) %m^Z> Z ttfX^&0 P E G D A (£% M 6 (C 

avr<£•?£, ffe©$y 
\-< KP^fJUh LTtis Poly(N-isopropylacrylamide) (PN I PA 

Am) , £>ft£0 

[0033] P EGD A^lUiiila, 0Ox.ti\ 2-hydroxy-2-methy Ipropiophenone^;^ 

JDL/ci§M*ffi7-f^2±C#ALTM3±^f,i/\-^77^ 

[0034] P EGDA^Sl^i§n\ $iJ$U&g1£/W KP^©iAi(^ l£it>tfi> 

4 )l$ KP$MU©im3tf 1 OOyLt 

m~6 0 0 M m fMlS: <h &•!><£ 9 (C% fAtS CI £ ifif £ lANo £©i:9&§E 
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im£tf6 0 0/Am<fci'Jfcim<&££. fiUbf 

£ £ £ tflt L < o j&MJ&g 

ft/N< Kn^roiAiCO^Ts ctlJ&Sb<l^ H^i)?2 0 0 ^m~3 

0 0 yu, <h ^ tl&o 

[0035] friz. HI 5 (C) (D) IZ^T£?IZS KPW 

3 1 £EI4b£1±£ (?)Vmt7s^ v-J) o KP^f-iU3 1 tf% 

mt'&om-giz&s ftMfrb<Dyt*MUttMi(DMti&<Dmffliztt[sT<Dfryb% 

KP<fJU3 1 tltPEGDA%ffl^l>i|^ 

»©J10©P EGD A^:^b^1±^)o«h#-e$^o B 

Kpyju^jiiRW^^b^ii-sii^tCcfcy, mo 

« t ra ic m mt ̂  i 
[0036] m 5 (E) (C^1-i;9(C, KP^U3 2 

<( J\/# 2±frb$MTz mmx^y7°) o 

(CTC9D MMbtcmts 
/W KP W^fre4fflJ®£W.HClX!±! UTt <U^U 
tt £i\, 
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§¥$ffl u /c ism £ ̂  r o 

[0038] 4 )V$2£{JX, S& 8 M m ©®®7L 2 1 JMRS 1 2 5jxmt 

ts^icsam^n^N iss«i/c0 s/c. UT. N 
C I - H 1 9 7 5MJ&£tcteH cc 8 2 7 IfflJ® 1 0 OXtt 1 0 0 0 c e I I 

s^ilMficttfPBS (0. 5% BS A, 2 m M EDTA) 1m 

I IC^iJD U tc £ (Dteffitigfa£ U fco 

[0039] £ts llffifA'OI [C^LTPBSIml ^IAU 
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-f X 1 ft© P B S -effitc L/Co X 1 

U 50-1 7 5 0 /A I / m i n 

VMfcLfco ^(Dlgs W&)&rp<DlIlL&J$ft&%t$Zfcdt)lZ PBS 1 m I 

ALT&;#£m\ v ttfyy^z^vw^m^WTzz 
£lZ&-oZ, 1 ft©P BSZm^tZtmz, 
4 2©sa?L21 ±izmm%m&i;tc0 2 o o u,™/™ \ 
n(C^MLs LT 4 %paraformaldehyde (PFA) in PBS^r 

iAU 1 5»iLfc0 1 PBSJCcfcyPFA in 

PBS£&;#U 0.2% T r i tonX-100 in PBS(C®^LT1 5 £f^HS t&ZtU 

tco )XiZs P B S (CT)7t/# L/cf^s IfefejS (FITC^I^/bcytok 

erat in^/L^% PE^i^/LCD45^/L'f^% Hoechst33342) (C®^ LT 3 0 

p B S(CT)^}f L/Co 

[0040] -^©tils Mn 250% 575% 700© P E G D A LTs 2-hydroxy-2-methy Ipro 

piophenone£ 1 . 0 %©tU^Tl» LT, 

1 (ommm&74)\s$ z±izmxL. :t(D±mizti^-is^x^mmLtc0 

^com. «ffifAy7i ^^^^u-+f^ssyiMtB(Fvi000-D ix8i;oi 
ympusttM) (ClxS Ls 1 U y 

L/co 0 0{£>i;lU>X(CtJ]i<Jifx./cti(C, U>X£;b/<-

U-+f^Sl.4mW, M405nm©j5!]£Bft£180 #^0S|tL 

. MfiCPEGDAm^fco ^©tt. ;bA-tf^x£iiJHUIHbL 

fc/W KP^\iU£ilfflJ®Jfil£7 2±fr£i!]S|-f /W KP^MU 

^ IZS±I £ tltcBJfe £3M® f Z> Z £ ifX $ tco 

[0041] »S^7^^2±^A-^7^5 1 

£/W KP^U3 2 L/ct©#gl 7 /N'T S'P^f 

;U3 1©9"^S flS^I"e^t"3l6^SL (CH^tl/c^I±i^Ijb1"^o t/c, iiJUL 

fc/\^ KP^ (PEGDA) ©^g§y«?ll«a (SEM) 

H£^L/ct©;6^8-e£>£o HI8 (A) iijiLfc/W KP^©^I* 

fltfeSo t/c, HI 8 (B) iiJH L/c/\-r KP^U##£L/c$Iii£5$ 
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^ L/C&CDT'&'IJO 

[0042] KP^MU3 2l&% id («Jfil£7 2 ttt\*\t&^Z(D 

A $ ̂ ) #1 0 0 (U,m~4 0 0 /x,m fMJg s ifE ̂  00yu,m~500 

t/c, U-Hf^^rP EGD A LTMIt L/c*!^ Wit 

KP^Ki. ^7 

MW£tezo (^7#BS) 

Z>t%7Lb7LZ>o &fc\ < KP^KZ)ff^(is u-+f 

^&Nk#Xtt/W KP^KZ)im^^(ci;^T^M^ti^o Wit&0/W K 

p^u#< t/tis tfy-try K^-e/\-r Kp^fj^ftlitSc 
SXlJi&lN,l£tf[cD±-f£o £tcs 

KPW&. «^«hJ;b$xLT+^A$<^^/cto. ^IS-et^^Rrfg 
tt±z>o [stctf^z. mmm^^jm^m^tbrn^z, 
<^cft±-t£0 

[0043] ^bti©/\-r KP^U (P E DGA) 2 00yu,m~300yu,m<h 

L/cif^r, U-+f^(Ci;^^bTl±i(CdNT. 2 

&iy©® (i£itm©«##£-t£iy©®) (C^^T^2 5 o^m^T 

tt&zttfz^tco «© 

l£it*iJt;6^±1-£o<h;6^ P E DG A©im£&2 0 OyLtm-3 

OOjum^tlic^^S Ll^o — ~35. Wk(DMM&^(D\tLWM\%&'IM^ L 

/cSS«1^7^M 2fr£i!JSrr£C:££gft£ P E D 

G Z> Z ti^Z^&o 

[0044] &fc\ ±§E©i:9(CP E DG A^ffil\T^HL/ci|ffl^(CdNT. ^VA 

pEDG 

ic, ifefiAu 5-53 z tttmrn-zntc0 t&t> 
i5s PEDGA CD/\-f KP^KC^^yy /cQ 

&fc\ IfflWP E DG A©/\-f KP^KC^TS±I^tlT^^if^(C(i, £ 
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LJ&INZ: t^mm^ntctcsb, 
ti&. Jxmimtfpsm-z&zztfrbs ^m^ntc%miz\%z>mm (» 

m%MMTz>zttfRimzfcz>o 
[0045] ^±®d;9(c, 7°tc 

-f )V$ 2 ©-^0®±JC$iJSJ[^'ttM-r 

KpyjU£SAU 

KP^UlCttl,T$y&£-5 

K P *f )V ^rfii'fb ̂  i±% KP^\iU£lfflJ®Ml£7 

^^iiJUI-^o o©i;9(c, KP^\iU£S^T«£^itt" 

&z.tiz£vs Kp^ucSii£ftfct^T-«£}# 
itrztctbs #siMMomm%*i£-ttm uTm y fs# IR] 
± u. m m * mm $ -t±- s ̂  ̂  & < #.nt * ̂  ̂  #RT mt & & 0 

[0046] JftlC, fJimtX^y-flZ&^Ts 

<f KP^U©9^l£itfti;©fu§ElfflJ®©J10©<^£j§F/T^CfiIlb£l±£*ij5£ 

tbtd-§^izits m^izmmizm.it^ntc/\^ 
tzztctb, ixyjRtN,tt^^e>tc(pi±t"s0 

[0047] £tcs ±m<Dm¥&^J5:&lzm^ibtl&BBMU7 4 )\s$ 2 —£0® 

{HJCJslNTI^St"SSii?L2 1 P^©EEit#8 0 jum£Lt-e£>5J*j$£f£c: 

«hT\ KP^UC^T-Jt^Hb 

£ ti& <i £ £ R6 c c: t tfv ^ztcisb, «©i£it JkUMzft ̂ z.t. tf-c $ a 
o ®®?LP^©EEit£6 

0 jLtmgjS^: LTlNfeo £©*§£•£&, ^©M&gte&afigKfrfeft* fc 

©CD. KP^l>£^b£tt£££tfBi£T&£;/cg>, 

/\-r 1 cTc^U'r^o^^iiu^^/co zmzM 

LTs «Jfil£7 <)V$ 2 (C£tt&Mjfi7L2 1 Fai©EESI£ < 1" £ £ £ T? 

N /\4 Fn?)\,%mvtcMf&&<D!£tik$:tRmzft:?ZL£tf-Z%Zo &fc\ II 

0©/\-r KP^U^tC#ttl/c^HTv\-r KPyjU?:5l^b^1t 



WO 2016/068249 12 PCT/JP2015/080588 

Tlx y l±l LT fc S®7L 2 1 8 0 n m J; y fc/J\£ < 
£©*!£•-?£> oTfc, m^kom 

[0048] 

[0049] mtf. «Jfil£7 -f JU* 
2 0SS7L2 1 IZ^L 

t/c, « 
m&7 4)1$ 2©M®7L2 1 ©JTO^lC^lNTfc^CPS^ftl*. IUPJW 
<h LT(is HR, mj5&s wnn. n%mi5M. ^nnmmm-e%z0 & 
fc\ Rs IA\ 
ft%mHM£&2'z><DmL^m-Z<Dm73.£2'z><D¥HMfrt>teZ>MWi-e$>Z> 

o 

[0050] 1 •••ttll7/<'a, 2-«JSl£7^U3\ 3, 5-$4*. 6-2&E& 
7, 8->-m 6 1 6 2-^|±l^I±H|0 
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^111] 

7 KP^TJ^iAL, 

Kn^Kci;y°t, 

fu§E»£SiI LfcfulEMJ^tt/W KP^JUCft 

Kpyju^-fb^n-s^u^b^T1 

v7°£, 

fulE^MUbXT^.v 7°(Cfc^NT^b L/ctulB$iJ)i[^tt/\-r KP^f 

JU£fu§E»Jfil£7 4 )V$frbMM.t 7°«h, 

5RII2] fulE^MUbT^ >> 7°(Cfc^NT, L/ctulBSiJ}^^ 

t£/\-f KP^U©9^i£itfti;©fu§ElfflJ®©J10©<^£j§F/T^CfiiHb 

^cII3] II^I11 X&2.lZt'd,W,(DBB^$kJ5:,t;lzm\'siotl&BBMU7 4 )\s 

$Zfc-oZ, 

ttJlB—^©MOlC£lNTI$&t"£iiu§ES^^©EESttf 8 0 yu,m£l 

±"C£>£*ifflJ]&ftti£7 < 


