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tooi6] m(DmimLximmmmiix mi^&mnM 
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«9, M^ffllr^fpftfiJLT 
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[0019] \Hmm&/7$itm^(Edg)77V)-y±7oy-\^-r&)^ 
y^'MKftifttLX^tl&o ̂ X\ Edg7rVJ-u-t7°?-lX 

tyz?%:¥(Dvgi%MX*Edg-lfrbEdg-8tX*&mj££foX\<^(#<WffX1ak4 

, 5)0 Zfrlb(D?h, Edg-2, Edg-4RXfEdg-7l$LPAl"fr7'?—£LXMffiU 

Edg-1, Edg-3, Edg-5, Edg-6RXttdg-8l-£SlPU±-7?~kLXffifli-t 

6^ma6tiX^60 ^±7y-KMi~&V3fybiklxm^7°?-kWM 
XhV, T=i=-xh 

[0020] Edg7r^y-^7°^-^^-r5y^>K(^T, {M:i:^-rEdgy#>Kj<w^r^ 

W^7r^^yWt(EPA)mi^:(D^ ^yry^y^vjymis 

ip)mm^Edg77Vj-^7°y-<Dr^=-^h^^mxmtR^ti^ixn^ 

fl (Dik'&tyaffiM'&LW 
[0021] Edg77VJ—^7°?—<DT=?=-Xhbn, Edg77VJ—^7°^—t^^LXEPA 

RXPsiPt^mz-ftm-tzyoMxhy, ifa./h 

rat^ST-(PAF), X7^y=i^y/UfrXfriJ/U=iiJys T/^/kLPAT^n^\ FT 

Y720 

[0022] LPAifi> TfH(Z)^fx5C(l) : 

R-O-CH CH(OH)CH PO H (I) 
2 2 4 2 

RIX )%0%kio^3O(DT/^/uM, iM^Wiosoor/^^mxniM 

§^C10~300T^St*fc5) 

xmztizfc&ynxhzo 
[0023] ±fE(7)5C (I) (DRSfcol ̂ <DT-y/^<DiM0Wn, ̂ 7V^;V^(D^MW^ 

W& \ 
[0024] LPA(Dm.tLxns ^y^A 

[0025] LPAXttLPA(D^^LTtt, -^rV^r4/^/^77^^^}^^ 



Jp^v/^^r '/cj^r/^-iv OVNQ/cj^vr/M/^x-N v£i^q 

^u\y\^mmmmn "vmmmm^ [oeoo] 
rioz~s^o v>n£i^<m riooi~ro 

v« (^f^4-I^a)M^^ff^^^^a)^a)|iS«) Wma>A<M< -4n^a) 
tWBfv--/£ Mn^i^W^'O—WnO'O v«^a)^®f§fO)^r v£i^#f2<$a 
(dis)^fix^p^^^ v^4<#fisP3v^ Mq^i^w^oi—s^o 
ma*tbm%ta>ir 

¥(vdv^4<#fIsP3 OOI~IO"O vSffi v£i 
wmi)mm [62001 

X^^M^Q)%Q)-Trmz ^9^x%^9ymxm.lk v£W<#fI^-4a^ [8200] 

^.R^XH-Q-^^/-Z v(xH)^^0/:rl4^ci^^-s-^/^- » v(xos-d 
'N v(aavd)^y0^H/-

^CA(^nJ^y\(C^ — g) -P-[^^(^/—^^/^X-P) -z]-l v^a0^K^ v 

Kyn0^ocyp^m 
4a30_q ^4,^—4a^ v^R4^—pz^-4ci^ °£v 

^4-m\x^mmm^mM v£K-4*^ M 

^0^^-4a^ (1^404, 
vira:).4<^fi94-^i—v«w§fa)^w [zsoo] 

ra;®z v£L4<#fi§pa Mo] 
°2^i^s^^Y4r[#vdi vm 
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t^oT, 

ix m^xm^tbx^ u 2m&,±(Db(D^m^^xm^tbx^0 
[0031] 

„ 0.01mM~10mM$^JJ;L<U $b(3#JJ;LOi0.1mM~lmM"C<fc>So 

[0032] ^^(DfnMlX U\ 7;v~7%~y\X 

tv^o Wi^skmr/^Vy^fo^blM, Jg i^m^ti&o 
fj«?iT/^^(D£JI;LW^LT, tWfT/^^(HSA) 

^X-tfifllitT/^^^CrHSA), r>v/iflI?tT/^5;>/(BSA)^<?f^^tfb^L5o 

h(D7/^^iX ^T*ffll^r££>T*£5U 2i^J:0f)©l:|I^WTffl^ 

z>z.hbx*%z>0 

[0033] m^<D7^y*vy<Dm& & 

, 0.0001~10Mm%^WtL<, 0.0001~lMm%^$b(^ftU\ 

[0034] %LWR<D$&mx 

T (EGF), (IGF), YTy^y^—^ys/^m^tTGF), # 

(NGF), P S 0 T (BDNF), (VE 

GF) , (G-CSF) , mmt^^yr-iy^=--mMm 
T(GM-CSF), ^y^nzK^^(EPO), fn^/^^(TPO), 

STCHGF)m%mfZ>Z.t&X%, £b\Z.&t.L^MtLX, jfiL/hM^ffcRS^ ( 

PDGF), (bFGF) (EGF) %mf% 

fife 
nm^-ix mkxm^tbx^L, 2m&,±(Db(D^m^^xm^tb 
XzS&o fife^HT-iLTifnyhlSS^fife 

(PDGF) <HtKt££ilt^»fifeMT (bFGF) <D2@®<D#.3r^tpk<DT* 
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[0035] $SL/(PDGFR) 

^K(PDGF)^Ay-ev^TfeJ:<, 

PDGFR«, 

PDGFR(7)y^>K^LT«, PDGF-AA, PDGF 

-AB, PDGF-BB, PDGF-CC, PDGF-DDft^^fcffvf ft 

PDGFR(Dy^VKtt, 2m&±<Db<D% 

v ^kbxzz o 
[0036] #%w<Digtt&fi, (FGFR) ^-r^y^v 

K(FGF)^Ay-ev^j:<, mx 
FGFRJ^ rtu^ 

-Tsy^VK^ipr^U;^ PDGFR<D)3fy 
btLxn, (bFGF) tmmmMm&j&Mmj- (aFG 
F)ft£\ ff20fI^±#ft-r5r^^pb^LTV^o Mx.k£, FGF—1, FGF-4ft^ 

WK, bFGF«|l|t(Z)^{-^<li^-bTV^r^^pbtLTV^o -

ftbf^TftfeJ^P"Cfc5o 

[0037] o.i—io 

Ong/^ 1 ~ 10ng/mL$^b JsLV \ 

[0038] ^xb^\ *m 

m$&^<Dm&w%uzz^m&hZ)k%x-bM0 — 

*vo^50 BBP 

^Tween 20, Tween 40, Tween 60, Tween 80#F) , ~T)V^)V~7a^J^yi$)^-::f~\/l<//j' 

y=i-/^(®Bnp^Triton X-100#), T/^/^^/^°y^W^y=i-/^(®Bnp^ 

Triton X-114, NP-40#) £U \ MM^rlJtt, ̂  

xm^kbx^U 2U&,±(Db(D^m^^xm^kbx^0 

[0039] «, as, 
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0. l~100ng/mL"Cfc19> £pJSLOil~10ng/mL"C<fc>So 

£?£LC J:,9^L<fiO~lM*%T*feSo 

[0041] -hfHL7cEdgy^>K&t>^nb^.^y^>K, £p^L<fi% 

y^(DuMLW}WM&^nMk^MX£\;\ t^oT, yM\\(D 

$f^L<{iMifii?tX{i{£ifii?tS#±#Ji1^, ±fEL7c2fIII(D^Kfi5c57\ 

£?£L< &£ b K±mLtm •%. u i fi^ ±^»-r sr t\z. J: r>, m <D m 

[0042] ^^^(DMsk^mW^MtLXn, lc^'&m±nM(MEM 

), ̂ /U^y=iEjc^4—Wi(DMEM), M'bi&MigM a (MEM- a ), 

£MSK#i§i&(MSCBM), Ham's F-12^.OT-10i^ifi, DMEM/F12i^rM 

, Williams^JffiE, RPMI- 1640l§jfi, MCDB^jffi, 199±#ife, Fisheryiffi, Isc 

ovet&i^(IMDM)„ McCoy^^J§Jfi/fe^" 

[0043] <£> 

[0044] 7^/mMtLXlX L-T7^yx L-T/^^, L-T^y^V, L-T^ 

/V^fVi, 

, L-n^f^y, L-yvV, L-7°ny 

L-i?y^, L-hy^h^r^, 

T*£50 
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[0045] mm&MtLxn, mmm (m), mt^^y 

vym^-Am-rhv^^, &m^Rmyym^mf^t^x^ 
o 

[0046] =iTJy, ^^yBls fc:^yB2, fc:^^B3, fc^^B 

4, t^^B5, t^^B6, t^^B12, t^^B13, t^^^B15, 

>^B17N tf^^^yBh^ tf^^^yBx^ t^^yDx tr^^^F 

[0047] ^tbb<DmttM&^%W)Mmm^mm^mni-^bg#%^p~efc^ 

ZkhX^Zo Mx.k£, r^7^S(7)»l:tt, MS, ^T^/i?^35mg/L~500mg 

/IM&, 0^L<filOmg/L~4OOmg/Lg^T*fe«9, aS, # 
mg/L~10 g/Lurn, £?tl<a, O.Ol mg/L~7 g/LU^Xh^O, 

i§-If ^>^(30.01 mg/L~500 mg/LM$ls £FJ;L<f3:0.05 mg/L 

-300 mg/LU)£Xh&0 

[0048] {^mwMt\^X\~i, (l)3/Vf3Xrny, 7W^xny#(7)i^|iBT\ (2)-<^y 
vy, ̂ hyy°h^yy, (3)^7^— 

7)V?7\— X&.TJWn— ^fpv 

, ^yr>A, -£fyr>A, #|s|, =i/</uy, ^yr/rV^ ^y^r/lsR 

Xpsr4^(DWA&m, ̂ KTrV^yy 5'—V/vm, 3/vf^rny, ̂ 7-

j^TVy, T^yy, Mi^^y, y>Kgt, y^j—ivyyY, 

yp/r^fny, t7HfVg|, 4-^yy, fya—Vyy^y^jy 
Rxi7?Y7^yym^\^mm\^m^^b&x^0 

$£Mk\$W.X£.<^ tfc^ &WMM<D g ftjfcJSC, j^iuy?£ttm^VM'SMfei~ 
Z>ZkbX%Z>o as, 0.001 mg/L~5 g/L, #(30.1-3 g/lM&Xh&0 

[0049] 

o wmm 
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W£¥), 3n^-$M0^(fJilJG-CSFft^fh 
yfe¥), , ̂ -xy^i/yWM #;(n^y^yv^^)^ 

MS, jgffi^ft^LTl x 1CT10~1 x lo_6M*%©^Px.^ 

ft<So 

[0050] (Digitste, as, 
lf0®)PU^^Wtttfo 

[0051] ^Pj1(7)jgjfi^-e(7)BifLil]t)#:|B^(Z)jg# g 

as, 30~37°C(DSit, RXJ5%CO I^Tx &'0?5~21%0 3t§ST 
2 2 

[0052] 

oT, ±fELfcEdgy#>K,&t>M?n]^^y#>K^£p0 

, £P£L<«, -hfEL/^JtU^flj^^tfo iifEL^fl^MJmfl 

v ±-BLfc&mnm^mf 
[0053] mr, ««TfEH 

u lot, r2.5ng 

/mL(Z)^St4ii|i^lB^Jt^0T (bFGF) bFGF(D 

'MMH l 

[0054] mmm •. (hMADs) <vm^ 
(i-i )y#>K(D$^ 

irnb^^y^VK^LT, 2. lmg(7)-fen^^^^:(Sigma|±M)^10mL(7)DME 
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M (LONZAftM) y^VKl (S -1) Edgy #VKtL 

lOmLayPBSld^MLT, y#VK2(S-2)^§l}tLfc0 2. lmgCOirnh^ 

HmiLW2. 3mg£>LPA£lOmL(DPBSy^>K3(S~3)^itt 

fco 

[0055] (l-2)hMADS<£>if?® 

h,ii7.7-. til) (7*7* /%/y 5'—>9/^ n/^fny, 

D-#771—D-77^^1—-f>^y>7 i'V( ^i:v /- 7 > , V 

^p^rny, 7M/77, tf/UfVgt, 

vV, 7X10'4°MD2~^/Ui7 

7°h^/—^(2-Me), lOOU/mLtD^^yyy'Xhyy'h^yyiGIBCO&M 

h 0. 5%0^v-J#^lkM(FCS)&t/2. 5ng/mL0Jt.Sf4lili^!fll^ilimHT( 

bFGF) ̂ JPx.fcff£ife«J-giftC^#^0 

[0056] (i-1)Ti^tu/cs-m^/xtts-2&m* 

ITCS-lltjVXftS-2^Mx.ft 

o 

{£jk?#J#JftCfc0%<DS-l&t)*0. 2%©S-2^&LfdfilkMi#iffi(0. 2% S 

-2), 

ffilkit JtffiC^O.OOl %<OS- IRV^Q. 2%<DS-2%i^Pl,-/dfiiM l#ift(0. 2% 

S-2, 0. 001% S-lK 

{£jfc?fiMC{i:0.01%<DS- l&m). 2%(DS-~2^?^JPL/'dfilf[l?flt±i(0. 2% 

S-2, 0. 01% S-l), 

ffilkfftiiftcizO.l^o^S-lR-m. 2%OS~2^«LfdSlkf#!#:®(0.2% 

S-2, 0.1% S-l), 

ffilkff ititlC^l%©S- l&tK). 2%(DS~2tr^^PL'/cffilfiLMt&ifl(0. 2% S 

-2, 1% S-1'K 

l£lk?fi:§liC!cl0%(7)S-lX^0. 2%^S-2£^toL?d£ik^iM(0. 2% S 



fg^O)Nu "xa>94-T$¥/^z%mmv>^mxm¥Mm °^X^CD{^)MM 
^Rmmmw o^n^4-i^^^w--/nriig4-i^v^^»4-i 

Kmma) {^m^mm^cdmcD a iz^mmmm [6soo] 
°^U^%iXAMU OO%^X-2\O0L?, vn®Sf^savmaira/^ga|oo 

O'OlymWMttt v^Y-5W#§fO)raui00X^ll^ar^^ v^lraOXW§fO[8S00] 
° mm&) 

"x^ntf^doaqanra/sug -g vsoa%ox v^£^40^4^-^fl^-^a)i/n 
oox v3M-za)%^oxxz v(MTioooio)W^xi^#%x v^zxd/M3]/va [zsoo] 

°9i^^)wrf%fS2-§0%x vwriox^rm-sa)%x 
°(z-s % 

x 'x-s %x)w§fW5P-/nacr^z-sa)%x>a¥x-sa)%x^50W§fW5} 
v(z-s %x)w§fw5p-/nacr^z-sa)%x>a¥x-sa)%o^5ow§f^w5} 
v(x-s %x)w§fw5p-/nacr^z-sa)%o>a¥x-sa)%x^5ow§fw5} 

v(z-s %z 'x-
s %x "0)wifr*£w3p^ra^2-sa>%z^^x-sa>%x 

v(z-s %x 'x-
s %x •o)w§f^w5P-/nacr^z-sa)%x>a¥x-sa)%x 

v(z-s %g "o 'x-s 
%x "0)wifr*£w3p^ra^2-sa>%g -o>Q¥x-sa)%x 

v(z-s %z '0 'x-s 
%x "0)wifr*£w3p^ra^2-sa>%z -o>Q¥x-sa)%x 

v(z-s %zo '0 'x-s 
%x •o)w§f*£wp^w^z-so)%z() •Oja¥x-sa)%x "o^ow§fOT5} 

v(z-s %zoo'o'x-s % 
x "o)wifr*£W3P^ra^2-sa>%zoo -0ia¥x-sa>%x 

v(x-
s %x "o)wifr*£W3P^ra^2-sa>%o^¥x-sa>%x 

v(x-s %ox 'z-
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Hfflfg«(n) =L0g [{vmrnmrnk/vmummo x (vzwrnmrnt/v 
(2) 

2W£MMfc) x---] 

(-hfEfDsC^K P1N P2* • Hi lift, Il2f|lft* • ) 

[0060] £Mt>li^2{§#V^<^7r:L, 2[U#V^r.<H^ » 

|£^4fg#V ©t% fttf£MSi£j3:2xfg#V 

^i"0 

[0061] ®i~3^-r0 

0. 2%s-2(x),0. 2% S-2, 

0.001% S-l(-),0. 2% S-2, 0. 01% S —l(*h 0. 2% S-2, 0. 1% 

S-l( + ),0. 2% S-2, 1% S-1(A),TO. 2% S-2, 10% S —1 (• 

[0062] M2\X s-l 

®2-ett, 0. 1%S-1(X), 0. 1% s-l, 

0.002% s —2( —ho. 1% s-l, 0. 02% S-2 (*), 0. 1% S-l, 0.2% 

S —2( + hO. 1% S-l, 0. 5% S-2(A),0. 1% S-l, 1% S-2(4h 

RXF0. 1% S-l, 2% S-2(O) 

[0063] 

1% s —1 (•). 1% S-2(B)& 

m% s-3(«)(D^H{§«^-r0 

[0064] (l-3)hMADS(D^MlB^^(Z)5>ft 
d-2) <Di)tmnMRm&ikm±nMcKs - ̂wxjzmm^m v ^xwcmitmw 

L 2iooomm/crn2mm&^}Mx\mmm&ftikmMBMEM, 10% 
FCS, 500II M (IBMX), 1 n 1 n 

M^fy^yy, l/iMn^!)^/y)0. lmL^£?96/^#:7V— 

, 37°c, 5%co -eio 0 ffl&mi-zzkizj:*), m 
2 

®4(A)^-r0 
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[0065] (l-4)hMADS(D#!M^(Z)5M^ 

d-2) - 3^D xjzmmtm v 

10000|ffl^/cm2(D^^S"C\ #£fflflr35Mfc*M(DMEM, 10%F 

CS, 200 n M 0. 1 n MfW^yV, lOmM 0 

HO. 5mL^t?24^j§#7V—h(D^^/Kc^L, 37°C, 5%CO "C15 0 
2 

^WKS^&fcJ:9flgi§Lfc0 ®4(B){^^0 

[0066] m4(D^m^, fi^.ffi§ffiC^S-3^P^/ci§±fi"ei§#t^hMADS«, 10% 

lot, 

J»^#»^Mbb/cr<^:b;0^o iot, 

o 

2 

[0067] MMim: (hMSC) (D^ 
(2-i)vjfy\<-(Dmm 

2. lmgtDirnf^-^Jii^J^KSigmali:®;) ̂ 10mL69DME 

M (LONZAfljSD KMMLT, y^VKl (S -1) %MM,tc0 

IS/d Edgy^VK^LT, 2. 3mg(Dl-^"WWivfe^(L 

PA:CAYMAN|±M)^10mL(DPBS^^fbT, y^>K2(S-2)^, 1. 9mg(DX 

1 - y^(SlP:CAYMANliM)^10mL(DDMEM^^fLT, )J3 

^F2(S-2')^M3tL^0 

2. lmE<D^ub^MW&IkXF2. 3mg(DLPA^10mL(7)PBSf-|g^?LT, 

y^VK3(S-3)^MitL/c0 

[0068] (2-2)hMSC<7)Jf?g 

^stt^on), y^st/Kiit^FJ^.^ w& 
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lOOU/mLc^^y^-^hl^W'f^CGIBCO 

5%(DFCS^P^/d£^*®JfiCl^#^0 1 

OOU/mL(D^^^y^-XbW°WTv^(GIBCOi±$!D&m. 0%<DFCS3r3JPx. 

tci&tfaMtgMC2%Wc0 

[0069] {gjfcfiHgifeCl^ (2-1) X*m&UZS-imP/X&2%m* 
i&sk'mnM&Wco JMWTO, &sT(DmJMXS-lRUt/xns-2&mz-fc0 

{ttifi§iftClfO)%(DS-l&W). 2%(DS-2£^JPLfc^lfiLf#i#;fcfi(0. 2% S 

-2), 

ttitJ§JfiCl(-0.001 %(DS-1^0. 2%(DS-2«JPL/dtt?*^ffi(0. 2 

% S-2, 0. 001% S-l), 

{SifiLtfigifiC 1 (-0.01 % (DS -1RXP0. 2% (DS - 2%WijJQL/dtt?t (0.2% 

S-2, 0. 01% S-l), 

{&ltmni&ClK0.1%<7)S-l&Zf0. 2%(DS-2%WifiQLfci&ik]nigM(0. 2% 

S-2, 0. 1% S-l), 

{tt?#J§JfiCl^l%(DS-l&^0. 2%(DS-2^»L/dtt?t^Jfi(0. 2% S 

-2, 1% S-l), 

{tt?#J§JfiC1^10%(DS-1^0. 2%(DS-2^»L/dtt?*^Jfi(0. 2% 

S-2, 10% S-l), 

i&jkMtgj&ClfO. l%(DS-lRVt0%(DS-2$:ffiljnLfci£ihMigM(0. 1% s 

-1), 

{tt?#J§JfiC1^0. l%(DS-l^.tJ?0. 002%(DS-2^»L/dtt?*J§Jfi(0. 1 

% s-l, 0. 002% s-2), 

1%(DS-1^0. 02%(Z)S-2^»L/dtt?*Jtffl(0. 1 

% S-l, 0.02% S-2), 

i&ihMm&citeo. I%(DS~IRZ^O. 2%(DS-2&&Lfd&ihMJnM(o. i% 

s-l, 0. 2% s-2), 

l%(DS-l^l%(7)S-2^»L/dtt?t®Jfi(0. 1% S 

-1, 1% s-2), 



WO 2009/084662 17 PCT/JP2008/073806 

-1,2% s-2), 

\Z1 %(DS~ 1RX^0%(DS-(1 % S -1), 

\Z0%(DS ~ 1RXP1 %(DS ~ (1 % S - 2), 

\Z1 %(DS ~ l&m %(DS ~ (1 % S -1, 

1% S-2), 

5%(DFCS, l%(DS-l&^l%(7)S-2^»L/dtt?*J§ 

:tfi(l% S-3, 1% FCS)0 

[0070] i&lkimnMC2K, (2-l)-eM^L/cS-l^/Xtt2'^l^^lit"e»L 

&T<D^]&x*s-iRxp/xns-2'%ijQxjz 

o 

{&lkmnMC2Kl%(DS-lRnO. l%(DS-2'^»L/dtt?*®Jfi(0. 1% 

s-2', 1% s-l), 

fnMC2 \Z 1 % (DS -1RXPO. 02% (DS - 2'L/dtt?* igiffi (0.02% 

S-2', 1% S-l), 

{&lkmnMC2Kl%(DS- 1RX/0. 01 %(DS-2'^mJ]DLfel&lkMfgM(0. 01 % 

S-2', 1% S-l), 

{tt?fj§jfiC2^1%(7)S-l&^0. 002%(DS-2'^»L/dtt?*J§Jfi(0. 00 

2% S-2', 1% S-l), 

{tt?fj§JfiC2^1%(7)S-l&^0. 0002%(DS-2'^»L/dtt?*J§Jfi(0. 0 

002% S-2', 1% S-l)0 

[0071] IO%FCS, 

MSC Bullet Kit, LONZAf±®D£r, l)tMnMtLfc0 

[0072] rftb(Z)j§Jfil0mL^, ^rft^ffti:^100mm(7)j§#M^Aft, MfB«10,0 
00»/mL-ehMSC^fflL, 37°C^T5%CO WMTXm^&ftofcD 

2 

[0073] El5~7lc:oV^Tfi^^^^l9 0(D^(D^ffl^>f^(n)(D^>f^, ®8^o 

0 <DF3<DMMn^(n) 
®5~8^-ro 
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0. 2%s-2(x),0. 2% S-2 

,0.001% S-l(-h0. 2% S-2, 0. 01% S-l(*h 0. 2% S-2, 0. 1 

% s-l( + h0. 2% s-2, 1% S — 1 (A) „ 0. 2% s-2, 10% S —1 (•) ̂ 

1% S-KD),I% s-2(B)s.m% s-i, 1% s 

[0074] mm, 

^^Jfi(0)dtt?*j§i[{lCl(A), 0. 1%S-1(X), 0. 1% s-l 

,0.002% S-2(-),0. 1% S-l, 0. 02% S-2(*h 0. 1% S-l, 0.2 

% S-2( + ),0. 1% S-l, 1% S —2 (•) N 0. 1% S-l, 2% S-2«»,l 

% S-1(D),1% S-2(B)&m% S-l, 1%S-2(«)(D^H{§«^ 

i"o 
[0075] 

®7-ett, ^^Jfi(0)dtt?*J§i[{lCl(A), 1% s — 1 (•). 1% s —2(B) 

1% s-3(«)&m% s-3,1% FCS(O) 

[0076] msn, s-i 

m8XlXT£MnM(O),0. 1% s-2', 1% S-l(Ah0. 02% s-2', 1 

% s-l (•ho. 01% s-2', 1% s-l (B), 0. 002% S-2',1% S-l( 

Oh 0.0002% s-2',1% S-l(D)(7)^a{§«^-ro 

[0077] (2-3)hMSC<DflgJlfi»^<D5Mfc 

(2-2)<D'&MmMRm% s-3,1% Fcs^^ttimtiLtate^, 

2oooomm/crn2(Dmm^)Mx\mMm&ft{mM(BMEM, IO%FCS, 500 

II M (IBMX), 1II 1 n M 

, l/iMn^y^/y)0. lmL^t?96/^J§#7V—37°C, 5% 

co -ei4 0 
2 

*4WyYoyk&\z.£0WmJ'z.o 09(A) \z.7F-ro 

[0078] (2-4)hMSC(D#»^(7)5>ft 

(2-2)(D^mnMRlfl% S-3, 1% FCS^^ttimiiLfdlte^, 
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3000fMS/cm2(7)fBMJt"e\ 10%FCS, 200 n M 

T^/UfVgt, 0. 1 n Mf^rf^^yVx lOmM 0 -;/yi?P7lW:n—h)0. 5 

mL^t?24^j§#7V-f(7)r>^/K-#L, 37°C, 5%CO 
2 

09(B)^-TO 

[0079] ®9(7)M^b, 1% s-3, 1% FCST'ig^LfchMSCfi, 10%^f^M 

(2-2)-Cffl^fcFCS©{^'9tthi.i^^t!)> g|5~9T^-f*g?®& 

xffrik (DM ft \$M t> b ft v t titcQ 

ZbK, Edgy#>K^LT, LPA(Dftb^-SlP^ffl^T^ 

3 

[0080] r^/mm (±BLfc±r^/mm), utEL^Mi^gi), ( 
5'—"Ohm, zuv^-zi^xiys 

^ J—)VTVy, D-3fy?h—D-Jf/U=i—4y^jy, y 

>Kgt, yaz/—/uu^\ /n^foy, y°hyyy. tvufvgt, ̂  

7X10~4%(D2 —ME, 

100U/L<D^=-y)y-^hyy°h^4yy, O. 5%FCS, 2. 5ng/mLbFGF^m 

%(7)(l-l)-eM^L^S-3^P^/dtt?*J§Jfi3(l% s-3 LS)£#fc0 

[0081] tfc, FCS^tftV ̂ ^tt±fE(D{£^tj§jfi3^^+l(7)|lfi]cT\ MtfaM)gM3 ( 

1% S-3 SF)£#fc0 

[0082] DMEM/F12f^ lmg/L(D#^ir^7^(GIBCO|±M), 7 X 10~4%(D2-M 

Ex lOOU/LfD^^y^-^bK/WT^, 10%FCS, 2. 5ng/mL(DbFGF^ 

[0083] rftb(Z)j§jfilOmL^, ^rft^rft(i:^100mm(7)j§#M^Aft, MfB«10,0 

00|B^/mL-ehFB^fflL, 37°C^T5%CO MMTXm^^r^fc0 
2 
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[0084] 0 

®10^-fo 

010-ett, 1% s-3 LS(#)&m% s-3 SF(A)(Z)|fcH 

o 

4 

[0085] WJ4: (hMSCtDig^) 

(4-i)y^>K(Z)M^ 

2. lmg<D±uh=-y^M&Riy2. 3mg(DLPA^10ml(7)PBS^^fLT, 

K3(S-3)£®li£Lfc0 

[0086] (4-2)hMSC(Dit?g 

^gtt^aiix vymymy-rhv^^, WLM 
100U/ml(D^^y)y-Xhy7oh^4yy (GIBCO 

Mh ̂ ^(DM^FCS^^l. 0%JP^/dtt?*J§JfiC2(FCSl~4)^ 

ntc0 

[0087] {tt?fj§JfiC2(FCSl~4)^, (4-l)TM^Lfcl%(7)S-3^»LTdtt 

mmUl% S-3, 1% FCS(l~4))£#fc0 

[0088] DMEMt, L-^fjV^^y, RX^±B4mM(D^yhKM^i'^FCS (1 

~4)&&* 10%»T, 1£%<Dihffi<$#mM:£ftfe(1£%t&M(FCSl~4))0 

[0089] rftb(Z)I§jfilOmL^, ^rft^rft(i:^100mm(7)j§#M^Aft, MfB«10,0 

00»/mL-ehMSC^fflU 37°C^T5%CO 
2 

[0090] mWM^b 18 0 <Df?0<D3ifflfg>ffc$c(n) 

FC^(DxiyY^xJzMf(DMMB 

®n~i4^-r0 imi~i4-m, t^^Jfi(Fcsi~4)^(o)-e 

dtt?*i§Jfi(l% s-3, 1% FCS(l~4))£(#)T^Ut, 

[0091] t^d^^Jfi(FCSl~4)&mtt?*®it{l(l% S-3, 1% FCS(1~4))^ 

14 0PH1j$#Lfc<^(D|fcH{g«(n)^ -£h$>Xmi5\^1~0 

[0092] ®ll~15(7)M^^dtt?*I§lfi(l% S-3, 1% FCSKii, 10%Mn^ 
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Z>ZLk&t>fr:5o 

'MMH 5 
[0093] HJfeM 5: tb^f"e(Z)j§# (hMSC(Dj§#) 

(5-l)y^>K(Z)M^ 

2. lmg<D±uh=-y^M&Riy2. 3mg(DLPA^10ml(7)PBS^^fLT, Vtfy 

K3(S-3)£®li£Lfc0 

[0094] (5-2)hMSC(Dit?g 

*nm%, vymymx-rbv^^, M 
ioou/mi(D^^y)y-xhy70h^4yy (GIBCO 

ttl), 1. 0%JP^/dtt?*®JfiC3(HSl, 2 

)mrc0 

[0095] {tt?fj§JfiC3(HSl, 2)lZ, (5~l)XMMLfzl%(DS-3&mJ]ULXj&lhm 

igM(l% S-3, 1% HS (1, 2))£#fc0 

[0096] DMEMt, &TJ*i:fB2@®<DPyM^JS1-5fcHfiL?i 

HS(1, 2)$:&*l0%l)az.T,1£%<Dihffi<$#mM:£ftfe(1£%t&M(HSl, 2))0 

[0097] rftb(Z)I§jfilOmL^, MfB«10,0 

00»/mL-ehMSC^fflU 37°C^T5%CO 
2 

[0098] 18 0 <Df?0<D3ifflfg>ffc$c(n) 

$bWm^m^x$bW\Ltcm^m^x$bWLtc0 us(Duyb*^x3m(DMmfaik 

®i6,17^1% t^^jfi(Hsi, 2)^{o)x\i&5kmmmi% s 

-3, 1% HSd, 2))&(*)X^Lfc0 

[0099] 016, 17(D^m^, s-3, 1% HS)X(D 

6 

[0100] MMim : (hMSC) (Dl§#2 

tmmm, M 
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m, vymymy-rhv^^, 

^Ljv^-^Tsf-uy^ /is7Vys D-jfy?}— D-?yy=i—xs -iV^y>\ JSTC 

Mgt, y^j—jvyyY, 7°o^fny, y°vyyy, tvufvgt, h 

ya—K^-n ̂ -yRUYyy^y^y) 

ST (PDGF), 2. 5ng/ml(7)^St4ii|i^lBM?g0T(bFGF), 0. 02tft% 

(DthifiLtf ^^500 /x M©N-Ttf/^f^y(NAC), lOOU/ml 

(7)-<^>y^-^bW7>^T^(GIBCOM), RJ31%(D (1 -1) TMitLfcS-3 

frjju W&y&P&Wt* 

[0101] DMEMlcll00U/mL(D^^y^-^M/70W^^j:tJ?10%FBS^Px.T, 

(t^igifeA) 0 

[0102] rftb(Z)j§jfilOmL^, ^tl^tim^lOOrnrn(Dm^M.KAtl, MfB«15,0 

00»/mL-ehMSC^fflU 37°C^T5%CO 
2 

[0103] 0 l?g<D3lfflfg>ffc$c(n) (D^ffcSr, 

V ^Tff iULfc^Ufcffl V vCfh ̂ Lfc0 

[0104] ®i8^-ro ®i8^£ft5J:5^ 

1£fcs fifeB;ST^2fI||L/)^'a Ay~CWc£V^ 

tc o 

[0105] hMSC(7)J^MfM^(Z)5M^ 

30000»/cm2 

Haj3MMc35M^ioifi(DMEM, 10%FCS, 500 n M(DIBMX, 1 ,J 

UMO^yy, UM©n^y^/y)0. 3mL^£M8 

^®i7V-h©t>x;K^fbx 37°C, 5%CO T*14 0 P^irrsr^U;^ flgj® 
2 

fc0 

[0106] Mm^019(A) \Z.7rrf0 019(A) i©iit^lJtlA 
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[0107] hMSC(D#£M^(7)5M^ 

3000»/cm2(7)fB 

flMa5)ftii(DMEMx 10%FCS, 200 n M©T^^;^>ix 0. 1 

fiM^f^rWyV. lOmM© [i -^tn^7x^H0. 7mL^t?12^j§# 

7V-h©r)x;K:f t, 37°C, 5%CO T*21 0 
2 

7WTsi/yYsVk&\z.zy)wmvrz.0 
[0108] Mm^019(B)^-f0 

'MMH 7 
[0109] IiM7: (hMSC) (Dig^3 

r^/^ii(±fEL^r^7^ii), Mi^gi(M#^ tmmm, M 
m, yym /my-rhvy^, ̂ mm^^Lfc±BLfc±mm 

=i/u4-=i^7xiys ^/—/V7^i/s D--ffyPY^-T-s -iV^y>\ JSTC 
y>Kgt, y^j—ivyyV, ̂ n^fnyx Xyyyy, v 

ya-K^-n =-yRUhyyy-y^jy) 02 

^XfeiTJ^OO H M©N-rtf;^f^y (NAC), 100U/ml(D^^>y^-

;^K7° (GIBCOM), &t>T%(D (1 -1) "CM^L/cS-3%JX\TLfcMsk 

mwmmB&mc0 
[0110] 

mnMA(D&mMlOmL&^ ^tl^tim^lOOrnrn(Dm^M.KAtl, MfB«2 
0,000|B^/mL-ehMSC^ffIb, 37°C^T5%CO ofcD 

2 

[0111] mWM^b21 0 P^lfcHf^i^n) 
V ^Tff iULfc^Ufcffl V v-cth ̂ Lfc0 

[0112] M20\Z.7Fi-o ®20^£ft5J:5^ Vfc^l^tDftllfiL 
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MBtpXfn^LtzM^Xb, m(DMifiLtfMB^"C±##L 

»smx*hitc0 

[0113] hMSC(7)J^M»^(Z)5M^ 

30000»/cm2(D»^T\J^M»5M^:t[{}(DMEM, 10%FC 

S, 500 n M(DIBMX, 1 n M(D^r^^/V, 1 n M(D^y^Jy, 1 n M(DU->ff}) 

?yy)0. 3mL^t?48/^j§#7V—37°C, 5%CO T?14 0[?g 
2 

yyVo%k&K£,om&Lfc0 

[0114] fe^£021 (A) \Z.7rrf0 021 (A) 3mM<Di&M<D%tl*:tlX 

^mmmmmmB^xmmwLfcm^immMtcWf^xb, 

£f 1/1: 5(5 Jfl ^ (B] ̂  i ̂  5^f ti t> ̂ ft pi§ cF ft Tc o 

[0115] hMSC(D#»^(7)5>ft 

r^Mnifc AX ffiA^U SliillflBtil^iiLt 

M&&S 3000»/cm2(Dmm^)MX\ (DMEM, 10%FCS, 2 

00 n M©T^^;^>ix 0. 1 n MOf^rWyV, lOmM© 0 -^V± 

^—h)0. 7mL^t?12^j§#7V—htD^/W-^U 37°C, 5%CO X21 0 f?0 
2 

ig^-f5r<HcU:«9, TWVyu 

yKS^^J^ftiSUt, 

[0116] fe^£02l (A) \z.7jk-t0 021 (A) iMf ®§iAib<(ii 

^fMS^^i^ftf^ft/Co *mw<Dm 

mmMwmm 
[0117] [01]^lilt1#bftfctM^|lift (hMADS) ©ifflf ftf ©Ift 
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(hMADS) 

(hMADS) 

&7jki~?yyvfo&0 

(hMADS) (A), 

[®5]MM2-e#bft^tb#flS^rfl1^^#»(hMSC)(7)^a{§«(7)^ 

&7jki~?yyVfo&0 

[®6]MM2-e#bft^tb#flS^rfl1^^#»(hMSC)(7)^a{§«(7)^ 

&7jki~?yyVfo&0 

[®7]MM2-e#bft^tb#flS^rfl1^^#»(hMSC)(7)^a{§«(7)^ 

&7jki~?yyVfo&0 

[®8]MM2-e#bft^tb#flS^rfl1^^#»(hMSC)(7)^a{§«(7)^ 

&7jki~?yyVfo&0 

(hMSC) <DBfi%IBB&^<Dfrfc (A), 

(B) 

[0 (hFB) (D%m%\VM(D^\v^^-f^yy 

"CfcSo 

ik&Tjkiyfyyvfc&o 

ik&Tjkiyfyyvfc&o 

ik&Tjkiyfyyvfc&o 

ik&Tjkiyfyyvfc&o 

[®15]HMJ4M^Snyh(D^^iMifiL?f (FCS)^£figifiT*14 0 
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(hMsc) (DMmin{m&^i~mxh&0 

(hMsc) (DMmmt^mt^-r^yyvh^o 

(hMsc) (DMmmt^mt^-r^yyvh^o 

it^-t^yyvh^ o 

it (A), RXJt,WW$fo^<Dfrik (B) Sr^-fo 

it^-t^yyvh^ o 

it (A), RU-WM&^tDftit (B) Sr^-fo 
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o.oi~ioo^ M, 
00 n M-efc5ft^r|lX«2fEic(Z)j§jfi0 

[4] fcfeM&ftikmfcJ-yrVJ—u±yy—W^yyf-
i/yWi (LP A) jkxi^ (D^LS 

4-(Edg)y7VJ-y^y°y-<DT=?=-Xhfrbf&%M£,9m$R£ti%/P?j:<bbm'<: 

^L3(7)V 

[5] fcfeM&ftikmfcJ-yrVJ—u±yy—W^yyf-

(7)^^0.25-10^ M, ±uh^yu±yy-KMi-^mBV^yV<DmM^<DmiM 

^0.25~20/x M-efc5ft^r|lX«2fEic(Z)j§jfi0 

[6] irnb^->^Hr70^—^^f-^5ilufHy^VK^\ 1rnf:=.>\ 

[8] N-T±4'jyyx'r4yRUiL-yx'r4yfrbj&&^v)m^ 
tb lfI-efc5ff^r|7fEic(Z)j§it{l0 

[9] MfH^^^IJ(Z)j§it{l^(7)ait^s0.01mM~10mM-efc5ft^r|7Xtt8fEic(Z)j§ 
Jfio 

[10] m^skmT/^yvy^bi^mH^Ki^^L9m^-rtifriiK^BB(DmM0 
[11] MfHMr/^^^(7)j§jfi^(7)^iit^0.0001~10Ml:%"efc5ft^r|i^v^LlO 

<D\ft^ir!^fEfc(Z)j$;fcfi0 

[13] BUfEj^JSrH/P"^ (PDGF) „ i^Sf4|lilll^||Hlicl3j5]c^l;l3/F ( 
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bFGF) (EGF) 

^rll2fEic(Z)j:m 

[14] ^./J^S^^ST(PDGF)&«StM 

(bFGF) (D2fIS-efc5ft^rll3fEic(Z)j§i[{l0 

[15] MfEfi5c^ST(Z)j§jfi^(7)^i^^0.1~100ng/mL-efc5ft^rll2ftV^L14(7)V^-f 

tl t)* 1 IJt t-fES (D ±# Mo 
[16] fomm&ftikmte4-(Edg)77VJ-y^7°?-Kmi-%V3?yVb, ±uh=-yy± 

[17] w^yrf-

(LPA) jfcxj-^z(D^LS xyrs^>>iV>B(siP)Mmz.fajfr.®ifaM\:m.te 

4-(Edg)y7VJ-y^7°?-<DT=?=-Xhfrbf&%M£,9m$Ji£ti%/P?j:<bbm'<: 

ft^rll6fEic(Z)»^Jo 

[18] ±uY^iy\y±y°^—^>Pf"f5ilufEy^VK^\ ^(D^KXJ-^xiy^i/v 

^IJo 

[23] ft^rllftV^L15(Z)V^-fft/)^lil(-fEic(Z)j§jfi^T\ nffLi 


