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ft HA 0 	ft : 	PDGF 	-g'• 	1-  6 D S 18181E11 wow it,Eith 

affiBilif 

[0001] *RHAtt, 413.R*i4 ( D S) Oli8igA-4-ztc.6a),:,:mlfrAtigt--e-D-c 

, ilfrONFIEIRC.r<t± (PDGF) 	- g - A,-  e JCz „:,:utfrAtigt, RttPDG 

F f - g - A,-  MZ AutfrAtigtCEllotc., D S Oa 	to 4-4-' z tc.6oIrc_r4-4-  

zo 

MAME 

[0002] .MttnM-t.A_E4F,16-c*R*,-,'sti.z. It -D -c, Axnxtt,IxnRt vc_ 

ctzlixttrti,tt,•<a)Ai7t: L -D -cMcAlitsilga).-ez . -ircAtitibt- 

, 	I- it-. •-Lk,\4Dtt.ziR,,f-tt- ---ett, 5,A3,Mge0/74,1Xntsff,t t: 

ct 9, 	IlorffAtL--,'s6 -,'sti,z -4--4-t,'<i-s-D -c -ck,\z0 	•J_ti.t.: 

mt,\L ---c, 	EJ-1-\brttLiigti-A/7t.ct_i-c, 	rgT-./J\-D5-tht.c.At-4- 

zi-c.6o 54-0/gRttEl*ni-sIUZIA-4-/<<, 017 tSM(7).etSt ti:r 0 Z 

0 

[0003] l,tWII'l_ii-c.t,f*-elE,ttga—ta3B_U--ca93g.-4-1M1-nts.K.,' 

-g-ezo 	- ,0DIE,t0D,fihd(7.).1174131J -4-z•J__Ltt, ENAbOli8fOlt:ctz 

E.12A.1*, 	-\'D)Ztli -A--4-zilMtL3E.Ofttgrligt:_titt.itZ,.-2— I- 

oMV-sE, = — X0A01§NKZEIlvc_MeZt 0 Li4JJ ,fitgLZMmmI 

li8ff[5,1_,DorAii_o)-1,4 	9 LArcA_EVinEi8 (LBMIi8) ,0))+52,De*At: 

AEL, Vz.-...AntsrblIAMIi81-czitianili8(z-pk,\ -ctayltNe 

i-l_if-DIJ -D -ci-c.c, .'ilianlli8tt.S0DIE,toi-c.6t:A_LBM11i8 

6L5t,Itib"J-)1.1z Oba q i-L±,40"R,T,IJtLio, 	ft-ZiTiff4Arc_8 

ortt_LBMIlli8LAt:<'J_LoTV-soUili8-ez'J_Le-D-co 

Z 	(Kishimoto et 	al. , 	Proc. 	Nat l. 	AcaDSci . 	USA 	(1999), 	Vo 1.96, 	pp. 	73 

36-7341 ; 4.-ig,cg.. 1) 	0  

[0004] LiFiLA (DP: dermal pap i l la), 	EzTJeSOR]l2 	.iiR 9 a < 4)3$.R*14 (DS 
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: dermal sheath) tt, 	Atz.-., 	.Sg) 311933 .4 -4-- Z_LBMIIIIIEJ8L ttAts 9 

, IVIAFIEIRM1118ET--ea -,sti,z0 	D sO NL--Dk,\ --c, .):Fm,73-, ztj--4-z 

RR,It,-Tuk-4-  Z%-dR,e, 3E.*, t73,k*M-'s tt.-c ,\ zo .‘.-it5A 	V I- L it 0 

*311113t)ikh. 	*11-*10 t:.../-3 0-C tt. 	D s *E8e6DPOjEnet --,s 41,z . j_. 

L, 	7 	-e, 	-F#37Jkfil_ii-colD sUlli8*11-4-Z •J_. LT, 

t e EA 4 ,411, z Cam.. L t a ,, ,'s tvc l/\ z 0 	t-., 	Jahoda 6 	(Development. 1992 

Apr :114(4) :887-97 ; 4.--ig,cmx..  2) 	tt, 	D S Oa 	L 	rj.:4*FATZ (1:. LT, 

0) .,73 4--e ,zzriLt*R,, Liz-  ,\z 	(Horne KA and Jahoda CA. De 

velopment. 1992 Nov:116(3) :563-71 ; 4 14!,(g.  3) 	0 	-,'S 6 r.-., 	Tobin, 	Paus 

6 10')1/ — itt, 7'J Z 	WM] vc_ 	1.\Z,s-3 	D s Oa L D PUlarbloAlli804 

/Belt J_. 9, R.C4J] vc_ 8 kx-c gni 	Mel-  Z DPUla Vc_ MR (1-c D s *Mot 

wierAe-4-- zZ:LMli--c- k,\z 	(Tobin DJ et al., 	J. Invest. Dermato 1. , 

120:895-904, 	2003 ; 4i=i,gaiX.4) 0  

[00051 J_. OD ct -3 tL, 	D sUatt.j±MC(„731-  u-cMRts,/a,T,IJAtc. u-ck,\ z ui kg 

Ite-Aoe, 	-0D41F1,11MT;t:-Dk,\ -c tt-HIJIEI)J Li-ck,\1-sk,\. 	.):FMC/No) 

41F1,11M);131J 675\ t:.. -4-z tc.6t:..tt, 	D SUJEJ81(.:_A -4-Zi,6Reze 

, ti41Hte.64gx--eZ*E803,WWsk,\A-..6, J_41.60Oli8ti*M--e 

ti,, A Li -c5th$ct < gni --L's t-  z J_. Lih6R-ez. —WATL, 	D sUlli8±g4-4- 

z Az 6 vc_ tt, *E80±,14-4-\b±g4'-g.K.,' L 04Z 	,fIT TIM* et)in -L's tottigte 

)1106 ti.z e, 	•J_. a) ct -3 1-sA4t -e tt, t-tfAtta)VbAbaffi*E Ao)iihkgitlY 

4? L, 'A-.., itfittia),IMIEIAtairi' iC3l,LIdt -  4 - Z'AIMA0Da 6 -  D 

et uwatt.eztz.-A, 	tEl*,Nor,,,Fo-Ka-AER -\b, glit • 4,1t,M-V-sE/N 

op)vllt:..ttiz_A -ez. 

[0006] 3E.*, 	tEl#/oDIEAli_,\0-1,4 	9 vc_1*10, 017 tSIVIAME8OtgAI 

AbtigtorAR/Pffbti.-cl.\ z e (IN A. a„ X2006-311814 	M ; -i,!,cMX 

1 , WA2006-325445-14/iM ; I=iig.  2, -ilEA2005-151237- 6 ; -ii 

U. 3 	Of1,7,40 •J_. L) , 	D sUlli8tgA-4-ztc6o, it OREL' ,  tat+ ( P 

D G F ) 	- '-, -4-Z,:,:mlfrAtigtl,L -pl,\ --C- tt, 	.J_t1.V-e6:%:1641.--0014:00 
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RBA 0 'iv R 

RBA ffiliT A I, ct 	L -4-  Z STE 

[0009] *RBA ONT EAtt, 	D S* :iLA l, P.-..)mlfrAtigt UZIA-4-  Z .J_. L t: 

Z. 

itTElliTAT Z it 61) 0 T VA 

[0010] 

	

*R HA -Z tt, 	PDGF, *(ZPDGF—BBC,)31:1 i_, tc. AutuAtigt ---eti,, 	

TZJ_LtLct 9, 	D SUlli874,t:_±,141--,'St- Z .J__LiY --eZ, 	Lo-)pa< 

%-_1R, 	"i '4 Az . 

[0011] It .D --C, MA ttl-).-F ORHA 	''Asl" Z : 

[ 1 ] 	413.R*14 ( D S) *IfIli8 	tgA 1-  Z tc.6 0 AutfrAtigt-e 	-D -C, it 

i.MNFIEI 	iC.r< t ± (PDGF) 	- A - A, -  • - e iCZ „:,:utfrAtigto 

[ 2 ] 	AIME P DGF 7V PDGF —BBTZ, 	[1] VC., ,gE ilt, 0) ,W,1131*tigt 
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[ 3 ] 	ni,E41k$R*14 (DS) *IfIli8eAik$R*14t V i (DSC) **tit: 

EH ' -4-Z, 	[1] Rtt [2] VC_ giENCO ,W,ItIlAtigto 

[4] 	itIlOTXE 	hiG.r<t ± (PDGF) 	-gs/1,--CAZZ,W,ItIlAtigtCE110tc. 

,A)k$RP4 ( D S) *IfIli8±g4-4-Zit.6051. 

[ 5 ] 	MEP DG FeP DGF—B B -CZ, 	[4] tLEEN,051. 

[ 6 ] 	ni,E41k$R*14 (DS) *IfIli8eAik$R*14t V1 (DSC) iiAtit: 

EEL 	-4-- Z, 	[4] Rtt [5] 	Vc..,Eili,o)51. 

RBA 00JA 

[0012] *RIE9j0,:,:mifrAtigtl,Lct 9, 	tEl#10)1§NTA-critlER -\'', glA • -EittMin5- ts 

E^oZnItLiglitc.DsMiji85-thsct <tgA-4-z >_ Le.__ezo  

A EVOttSFAIEIA 

[0013] [>41],:,:UtfrAtg±tL l, --C, 	1) 	HFDM-1 	(-) 	ti,,t-b, 	2) 	HFDM-1 	(+) 	ti,,t-b, 	3) 	PDG 

F-AA (10 ng/m 0 	C81174 -,'S -ft A-. HFDM-1 	(-) tigt, 	EzVe4) PDGF-BB (10 ng/m 

L) C81174 -,'S -Lt-. HFDM -1 	( - ) tigt CE11 0 --C *IA l, A-. L 	D S *Ilia 02 19 H R 

Ve10 H H tz.-.80- ZBANA4,4--eZ. 

E>421,w10.31*tigtL LL  Z, 	1) HFDM-1 	(-) tigt, 2) HFDM-1 	(+) tigt, 3) PDG 

F-AA (10 ng/m 0 	C81174 -,'S -ft A-. HFDM-1 	(-) tigt, 	EzVe4) PDGF-BB (10 ng/m 

L) 	C81174 -,'S -ft A-. HFDM -1 	( - ) tg±t CE11 l, \ -C *IA Litz_-_, L 	D S WIEnoVIE18f.M. 

ib 	(2, 	5, 	1019H)/-7 -4- 7 --eZ. 

[>43],:R,J1113i*tigtL li -C, 	1) 	StemProSFM CTS 	(sup+, 	Li fetechno log les) 	, 	2 

) 	PDGF-BB 	(10 ng/m 0 	C41174 -,'St- tz_-. StemProSFM CTS (sup+, 	Li fetechno lo 

gies) 	, 	3) 	Mosaic hMSC SF Culture Medium 	(sup+, 	BD), 	4) 	PDGF-BB 	(10 n 

9/11110 	C81174 -,'St- tz_-.Mosaic hMSC SF Culture Medium (sup+, 	BD) CER livrtg 

li tz_-_, L 	D S *EH a 02 HHEzve7 HHt:-.80- Z.BANA44--eZ. 

[>44],W,ItfrAtigtL l_, ---C, 	1) 	StemProSFM CTS 	(sup+, 	Li fetechno log les) 	, 	2 

) 	PDGF-BB 	(10 ng/m 0 	C41174 -,'St- tz_-. StemProSFM CTS (sup+, 	Li fetechno lo 

gies) 	, 	3) 	Mosaic hMSC SF Culture Medium 	(sup+, 	BD), 	4) 	PDGF-BB 	(10 n 
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9/11110 	C'741174 -,'S t-A-.Mosa i c hMSC SF Culture Medium (sup+, 	BD)CEIllivrig 

Lit L 	D S*1111180)*Enkg,'''fb (2, 	7E1 H) 	. /-7 -4-' 	''' 	7Z 	Z. 

[>45],:RIE3i*igttL L/Z, 	1) HFDM-1 	(-) tigt, 2) HFDM-1 	(+) igtt, 3) PDG 

F-AA (10 ng/ml) 	C'741174 --,'S t-.  A-. HFDM-1 	(-) tigt, 	EzVe4) PDGF-BB (10 ng/m 

L) C'741174 -,'S t-.  A-. HFDM-1 	(-) tigtCE110-Cig4 Lt-. L 	D SNIIJEJ80)2 19 HR 

Ve7 H 5.0  6Z:13 0-  

[>46],:RIE3i*igttL LZ, 	1) HFDM-1 	(-) tigt, 2) HFDM-1 	(+) tigt, 3) PDG 

F-AA (10 ng/ml) 	C'741174 --,'S t-.  A-. HFDM-1 	(-) tigt, 	EzVe4) PDGF-BB (10 ng/m 

L) 	C'741174 -,'S t-.  A-. HFDM-1 	(-) ig±tCER livtig4 Litz_-_, L 	D S*1111J80)*Iflat,kg 

'fb 	(2, 	4, 	719H) .77 -4- 7 -eZ. 

[ >4 7],:mtuAtigt L 1_, --C , 	1) StemProSFM CTS (sup-, 	Lifetechnologies) , 	2 

) 	PDGF-BB 	(10 ng/ml) 	'741174 --,'S tlz_-. StemProSFM CTS 	(sup-, 	Lifetechnolo 

gies) 	, 	3) 	StemProSFM CTS 	(sup+, 	Lifetechnologies) 	, 	4) 	PDGF-BB 	(10 n 

9/11110 	C'741174 -,'S -ft tz:StemProSFM CTS (sup+, 	Lifetechnologies)ERlivrigA 

li it L 	D S*1111E180)2 19 H RIP 19 H r.: 8 t./ ZBANIN4,4T 	Z. 

C >4 81,:,:MifrAigtt L li "r, 	1) 	StemProSFM CTS 	(sup-, 	Lifetechnologies) 	, 	2 

) 	PDGF-BB 	(10 ng/ml) 	C41174 -,'S .ttz_-: StemProSFM CTS 	(sup-, 	Lifetechnolo 

gies) 	, 	3) 	StemProSFM CTS 	(sup+, 	Lifetechnologies) 	, 	4) 	PDGF-BB 	(10 n 

9/11110 	C'741174 -,'S -ft tz:StemProSFM CTS (sup+, 	Lifetechnologies)ERlivrigA 

litcL HD S*1111180*Ili8t,kg,'''fb 	(2, 	4, 	7HH) 	. /-7 -4-'s'7.--eZ,, 

[>49],:,:MillAtigtL li-C, 	1) StemProSFM CTS (sup+, 	Lifetechnologies) , 	2 

) 	PDGF-BB 	(10 ng/ml) 	C'41174 -,'S .ttz_-_,StemProSFM CTS 	(sup+, 	Lifetechnologi 

es) 	.1E11l,\ ""C" igA li it h 13MOINMAJEJ8 0)2 H H Rtn H H Vc.,80. ZBRIna 

'40,--eZ0 

[ >4 1 0],:,:mtfrAigtt L 1_, Z, 	1) 	StemProSFM CTS 	(sup+, 	Lifetechnologies) 	, 

2) 	PDGF-BB 	(10 ng/ml) 	C'41174 -,'S .ttz_-_,StemProSFM CTS 	(sup+, 	Lifetechnolog 

i es) CER 0-Cig4 l_i it L H1;fritC**1111180*111118t,kg,'''fb (2, 	7H H) 	./-7-4-' 



WO 2014/200060 
	

6 
	

PCT/JP2014/065599 

[0014] *RHAtt, ,4)3$.04 (D S) *HiatgA-4-ZA-..60),:,:MIEAtigt-e-D -C 

, it/ARM' 	G.r<t± (PDGF) , -it: PDGF—BB 	-A's/-1, --e 	Z„:,:& 

ilfrAtigt, X tt, /J\ /J\ Z AULLAtigt 	PI Olt D S Oa OtgA 	I UZIA -4-  Z 

0 

[0015] ,A)3.R*14 ( D S) Watt, ,4)3$.04VC-4? -4-  ZUlli8T 	9, iam-Imm 

0—frez„ 4)3$R*14 (DS ; Dermal seath) tt, MaErd'ItVAbeia 

ENV L t [I a 41. Z .j_. L t 	9 , _E Jklt 0 M-$.R*14 	gR 9 12 ti•Mkt 0 EN 

--eZ. 	D S Watt, .'"i'L'aA (D P ; hair papilla) Oli8LROVC-MIAM 

118(Z3M --,'Sti., D P*Matt D S„ N: 	TzL--,'styck,\zo  itret, R. 

141J TOD PO a0 I'M VC_ AIR (1-C* , A) 	$.04 (DS) 0', -6=it:A 7itimt: 

id.oarE- 3,f1-ez,v3p4t V 7° (DSC) **±-it:WEL -4-  Z WIE1875'±i'M 

TZJ_Lii\i;, D SEli8, WC_ D S Of:Ai-C.:FLIRT ZEN (D S CENL t 

f-05 -4-Z) 	eD P*111afj:keTZL4A..641,---Cl,\Z 	(Tobin DJ et al., 	J. 	Inv 

est. 	Dermatol., 	120:895-904, 	2003 ; 4 14FiaiX 4 ). 	0,13.R*14, 	=it:: D 

S CiAtitt, /•5-1=14111i8ETb`6WZ -L'St1."--CS-3 9, 	ili4JJOA*±141Jb\iZr< 

141J0)0k:t:_3&'Lf4thi*k.\ -Fa Li, 	0 —3,13/Y.'"i'L'aR D P /NL3'(b Li -C, 

.0)flE1E1M75'11448 -,S ti.Z L47L. 6 ti.--C 0 Z. 

[0016] *RBA 0 D S Watt, 	6 (ID Z WitEttt, NA_ a L I, 	>/'>:')—, -- 

ofthayEraR, AREvititt, imA_a-( z, 	, r,it*, r,7, 	L. 'Y 	, Al* 

. ̀ , 	. 	/ g , it VC- -AMER Ett, IN A_ a 	v I, 7r, Z, 	E )1.‘Y I-, ct 9 

4T1_,<1,t—K7, 	Z 	V K7r,, 	— K'Y 10)-s1 	6LEIEl 	1A4 

Z e, 	L. 1-04*11-\b, ff[5-1Z1110EG5=s)1.01'13SON,i/J\ 6, 	L 1-FIEL 

M1118751T 	I, 0. 	A:, - - o)-. 	)3n131AttiiiEl3fiLL, IN A..(V,AT t „:RA 

3,,E131iLL, IN A_ al --C 	.D -C t ct ,\ 0  

[0017] tc, 	D S WIEntt, _EgiEnVitEttto)Erd75\ 6 Vf-tti,,A t: ct 9 gx,f4 --,'s tt.tcA 

a T 	.D --C t ct 0 L, a f-ttgA t: ct 911V4 -,'S t1.A-Alli8T 	-D --C t ct <, 	A-. 

, i4vIttrMII8, 	i P SOli8, EzVe E SM875\ 6 34b,g,14 --,'s tt, ---04 6 tt,tclE8 

--C-D -C t ct O. f-01-'ff -.3tR,,,M5`.6tt, f-0-01-* 75`. 611V4 li A-41111i8 Vet 
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igA t:: ct 9 iii4VS t-  A-4E8751T 	1_, 00  

[0018] *RHAVLS-30 —CitERTZ 	LIY ---eZaWigttt, L I- -\bfiitttOOli8Oig 

A t .C.- PI kiN 6 41 Z „:,:M10-31*tigtts 6 tr=i VC- $1J FR -,'S tt.ts 00 t7lItcOMODA:Mill31* 

igt-beRR --,'s tvr 8 9 , INN. a, HFDM-1 	(+) 	(WJEJ8f4'4I)}5,',DPfi) , HFDM-1 	(— 

) 	(*ERIN*45-7_,Ph) 	, 	StemPro MSC SFM CTS 	(sup+) 	(Lifetechnologies), 

StemPro MSC SFM CTS 	(sup—) 	(Lifetechnologies), 	Mosaic hMSC SF Cultur 

e Medium (sup+) (BD)t-SEeti6tt.Z0 	Z:416 ig)PRigttigATAL L -r, H 

FDM-1 (—) tt, awg±t RITC80-7, 4 > 	') >5 	l, 	52 	It 	It V > 10- g.g/m 	 )( 

71V1 .-g- 1_, --CS3 9, 	HFDM-1 	(+) tt, 	L'it1.6r.-.)31:1A:r, 	EGF 	10 ng/ml -gs -4-Z 

L'i L e%:1641.--C 0 Z0 

[0019] *RHAO),:,:mlfrAtigttt, 	D SUJEJ80)±16,Mt ±L L -c, Apj\$NEH , 	iz.mt+ 

(PDGF) 	- 's,t,N0  PDGF 6t, It:- mil -1mm ( 	E8, WAIZE 

li8, 	''') 711Ii8-) 00-\b±ienitsEODUArDtLr441-Zgalt+TV,), 	P 

DGF/VEGF77Z I) — (ZATZ0 	(,Z.-.ffr,ALtt:-:ct 'D -Cat-L'StLZtgli` 

, ItIPANO a OftLI=FI VC_ t As 	tt., _LBMIi8Abl)391111i814:E00/7 talli8tLct 

-Cat-L'S tt.Z Zr_ L e%il 641.-C 0 Z 0  PDGF tt, AM, 	BM, CORTfiD 

tAtLct 9, PDGF— A, B, CEztn01-14'.< Lt4afie4?1,--COZ 

0  L'it1.6ttOf tt.t, *Y-(7—V-z_-_6tiNT-1=1Y-(7-1±1_,, 	P DG 

F —A A, —AB, —BB, —CC, —D D 0) 5 	*i0)7 	—LoY4 

? -4-"Z j_. Le%:1641.--CO Z 0  J_t1.60', -5, 	PDGF—B Be*LtZTV_A\ 

0 

[0020] aWg±tt:_,)31:1--,'S ti.z PDGF ot)irilt*L$IJIN--,'sti.Z to-etti-sk,\e 

, 	IN A. 6 	0.01 	ng/m l —10 	g.g/m l, 	L. < tt 0.1 	ng/m L-100 ng/m l, 	ct 9 

li < 6t1^-10 ng/m Lg.-e 	Sao 

[0021] *RP] 0,:,:mlfrAigtt 6:6t, 	W n t :> 	J-J1/5tit'(LAIJ 	. t)ilil L ."-C* t ct k, \ 0  W 

n t :>"t/l/Ltt, (3 — t5-=>0)1(4"ff4Zli, fi4t ±L L --C-  igAikg 

RiTT Z —4041F111 	0 ', 0 * 	"J-)1401111i812A$H41FJElltLat L, INA_ a 

, 	Z Oa 75\ 6 35;')4 ,S 41. A-. W n t 3AL 1,\ -3 q >/7y--L's 6 (..LijoujEnrcyfif 
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PIL, Ulli81013 — t5-=>e7-04"ff 1,, fi4t+LL---c4,F1,11 -4-z-4051 

ti.e-A- 4-t.z. —AoAtt.tt_Evm-ImiiNERL-4-z.2,VgaogVa) 

iR,A1,e,:.-4-„ W n t :>"t/l/(4.(3 —)]5-=Alit., 	P C Pm& C a2+ 

R11.0E-DoRTg5titibl-z •J__Lt:_ct 9, Oli80±,14-4-\bib, 2,M±MCAb 

gl]RtlioAlli81.EtsE-f011iVIttg$1A11-4- z •J_. L -e%i 6 ti.z. Wn t 

"J-JI/et -D-OD'fb!IXEMEtiMgt:_ct 9, 3 ,fbtfil$1]-4-ZHn---eE S 

WIEnotgA0M:-.*IJJE11 -,stvcoz 	(INA..a, Noburo Sato et al., 	Nature Me 

dicine Vol. 10, 	No.1, 	Jan. 	2004 ; 4 ,i,gaix.  5 ) 0  

[0022] W n t i%7t/1/5t'It'(bAliL Li-CU, -i6LIN7VSt1,Z4D61-etttS.Oe, 	''') 

—17'>:>>-1ff --1ff-3 	(GS K-3) opFE,V,5tit,-T -4- to)---e 

t.6 k,Nb\i-szt o-et ct < , IN A_ a Es 	— 4 > K1=1 (4 > 	1l. E%) tat 

(B I 0) 	( (2' 	Z, 	3' 	E) 	—6 —/1=1-1 '.')/1/Es>-3' 	—7J- > 

L,) , - . 0)77 -t 1>L,filW*B I 0-7-t I 	:>L, (2' 	Z, 	3' 	E) 	— 

6 —11=14 >/l/Es> —3' 	—7 --tl-L.) , 	77 77 Nis ,)> (TD 

Z D) 0,0=Ji* (4 —>:'))1.— 2 —) 	)1.— 1 , 	2, 	4 —77:')77`ji):')> 

—3, 	5 —:')7J- >) , 7J- -N/77:')77 `J'):')>-3 — 7J- >M4J=Ji* (2, 	4 

—:')>:'))1.— 5 — 7J- V77 :')77 ‘11):')>-3 - 7J- >) , 	I=11/06 - 

1=11=1)<)1,17- 1>ibattt 	(2 — 	1=11=1— 1 — 	(4, 	4 —:')11=1-7J- 7 

i>— 2 —4 )1.) —i .  )>) , 7 i=)1. a 11=1)( 	11/ 17-  I- >Malt (a 

—4 —:')11=177-t 17i)>) , 	77 V—JI/A-V7NIA'fbattt (N— (4 - 

->)1.) —N' 	— (5—=H=1-1, 	3 —77 V—)1.— 2 —4/1. 

) 3-177) -\'DGSK-3(37° 	KF.IIV,Ad, INA..aH—KEAPPAPPQ 

SpP—NH 2, 	--,'S 6 lz. Utak ') 	r,/,,t'sE751164-t.Z. 

[0023] W n t :>"J-)1/5titiLAIJOt)ilil'ilt-it:$1A-,'sti.Z t o-ettts < , W n t 

:>7J-)1/5tit'fb, 14g, Tti,a, 	GS K — 3 OF.EL,V,75 -,'s 41,, ja --AdatiMe 

{-JAIL Litsk,\ 'A' --ett.act <, 'VIII' ZtAIJOMMEzzAtEM-4- 	*Hijj80DfMN 

lziA41,, 	M-Zt•c_ct 9 iLAVAZ-,'S ti.Z --e 	,c) INA_a, w n t 	"J-)i. 

5titiLAIJL 1,-c B I ol-_) sO118t:-..itER -4-- ztaa, 	- - o'ilt, NA_ a0. 01 	m. 
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M-100 µM, 	li < 6t0.1 	1.kM-10 µM, 	ct IM'li < ttio gmfilig.--ez 

0 

[0024] 	--,'s 6 (z, *RBA op,w10.31**,±t („7..tt, /,6Rt::g-,‘ U-c tg 75\ M1118±M-4 t ±, * 

•J_.41.60DA,f4q1V-sto )1.>-\b - ol-taftM;14A)NA_z•J__Le- Zo 

Li,-c, INA..a, _E)VNIt+ (EGF) , lEr4± -Et±a (TN F a) , 

IITUI18±Mt+ (HGF) , ONE55WIEVNIt+ 7 (FGF 7) , itati 

tat+ (VEGF) , itattmoyeatimt+ (bFGF) , I> 

77J--z>limmt+8 1 , 	2, 	3 (TGF 8 1 , 	2, 	3) , raffMZt+ ( 

B M P) Rtt-r > 	')>WM t+-1, 	2 (I GF-1, 	2) 	.,ftE11-4-z 

ma, - 01ilt, INA_6 0.1 	gg/mL-100 gg/mLf11.---eZ0 	') >fi 	(IN 

A..a, 	7 71- Z77  	:')>K6, 	7 71- 	7 7 	:')/1/-1 i :> 1-)1., i .  i - )1/ 77  

•Z>) 	.1C,11 -1- Ztga, 	-.0'itt, 	INA..6 	0.1 	',kg/mi.-100 	gg/ml.fi'g."-e 

Z. ItMOk (IN A_ a, 	') ) -)1.0k, A-  V 4 Ak, 7 7 	K>K6 IVII-4-zta 

Q, 	-.046t, INA..6 0.001 	",kg/ml -100 ",kg/mLfIg.--eZ„ 	im 	g 

>NICE11-4-- ztaa, 	-0)141,t0.1 	ng/ml - 100 ng/ml filig.---ez„ 

GAI.J 	(INA.a, 	77 )1/Es >nk, 	3. 3:1")1.7J- >) 	,ftE11-4-ztaa, 	-- 

(Dalt, INA-..6i 	',kg/mi.-100 µ,g/ WI' 1. - e 	Z 0 	)()1/t 1 li . ./ -)1/ - 

ICE114 z via, 	-,g)Alt, INA..ao. 1 	g9/ml-100 ",kg/mLfIg.--eZ„ 	I,  

>7 =') >x6t4 > 	I) > ,ft,11 -4-- ztaa, 	- .0) 141,t0.01 	',kg/mi.-100 1.k 

9/111011.--eZ. 5=s1)- 	v>itER4ztma, -osi6t0.000001 	04-0 

.1 	iLkifi'VCZ. 	I-') 	- KI=1=>ICE111-ztiiia, 	--01414.0.1 pM-1 

00 plulf11.--eZ. 	'7)1.)J>itE11-4-Zt'i'a, 	-0Dilt0.0001 	µM- 	0. 	m, 

kilfi'VCZ. 	a 15-1=1-)1/itE114Ztia, 	-• IVA tt, INA..6 0. 1 µ,g/ml 

-100g9/11011 1.--eZ. /\-r Ki=i-v>itER4ztia, -0) 'Ct. IN 

Ain. 01 	µg/ml-10  ggAliafill.T 	Z. 5- 	1-5-1=1>itER-4-ztiiia, 

- o'ilt, INA_ao.i 	gm-loo gmfill.---ez„ ii.7j--)1,Rttii=i 

172 5-1=1>ft,114ztia, 	-,g)Alt, INA..ao. 	01 ng/m 1-100 ng/m lflg. 

--eZ. Itirl'A (INA.a, tA, At$R, 	/)1/1-, 7 >ts  >. 	1s>, 
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-t li >) 	-ftEll T Z Via, -.0) Alt, NA_ tn. 000001 mg/m1-0.1 mg/m L f iii 1. 

--eZ. 77 /1/7Z >, 774 11=1 , >RttE H=1>ICE11-4-Ztli 

Q, -c 0 EU, IN A_ tn. 1 µg/ml-1000 µ,g/mlag.--eZ„ 

[0025] .J_. 0 ct 	fc outaAtigt-e 0 D SUJJ80±gAtt, AL tgAilljEll k,N, 5 %C 

024112%,-F, 	3 7 t 04 > 	''3-1-.-1(,:illZ1_, --C''ffk.\, 	7 r, I- 	1=1 — 

NetiE -,'S tt, it 6 , tigt 	3`1', li -C -,'S 6 Vc_ tg A 	0, t.1 Z .J_. LtL(aittgl) ct 9 

'Art -4--  Z. 	Z: -3 1_, --04 6 4'1,  Z tgAtei8 (4- --,'S 6 tz: /2,R tacettk VC.. 4-) A-. -D .t 	a 
ittgA 	'ff -O aft tt D S Oli8OPfil3  1-  Z IleitjZ-L'S tt.Z Ve"ffi-S.', .J_. Le 

--e 	, it L A_ alogiv,_Loatt, PfiZA et,' oviatttff 	L < 6t151iv,_E, 

6 tLtzT 	L< 14,201i11.),_E Veatt 	,'fft.s -3 .j_. L e---e 	z 0  

[0026] tcT 	L. < tt, 	j- OD ct -3 t:- 1_, -CtgA 1, Az D S Mla 	7 i 7ffMZ-L'St- Z (-i 

7-274950 '-' //AR ; 141,W1 4 ) . Z 7 i 77):Mt, 	ITIM VC_ 14: Z 	T 

Oa 	tient --,'S -ft, Oa 	KO li itA, tigt T SEC'S -ft, j_. 0 Oa B A 1-tt 	4 

4Z 91_1.11 li it tg A 111:1=1  0 tigt_E VC_ ft 	, t,k 19 NZTZ .J_. Lt: ct 9 A 0 Oa tla ( 

7= 1=1 -I K)0Alli8a):MZ-4- Z .J_. L --e"ff',. t7T 	L< tt, 	Z 7 i 77 ):[ 

Wt bFGF 04-4? -FT''ff ', e, 	F4+:77i 7):FMZ 

tti*AZ-,'S tt.Z„ ts8, 	7 i 77): ''ff 7 IMJ] tt*t.,:$1j1N-,'S ti.Z t CY-C6 4 

< , R•1 O)„" it 	A_ A-. tg Atei8 tz34 li "ff -D -C ct 00  Z 7 i 1=1 -I K 	ffMZ 

-ft ZtgAI L L-C, I=1— fitHl/tgA, 	E'J--7tgA, /\> *> s' 

K 1=1 ‘y itgAtsEe%i 6 tc-C 8 9, Vt., 1E13(653 	4 Zt,,Av4Z)\)D, Oa 

4Z,ItoekiN 	-5-  4 > "iYtt --,'S tt.ittgAv4gglYW -S ti,-"C 0 Z0  -s (z, 

Oli84ZIVA±51 L Ulli84-4Z1V,A±5-1e4=k41-  Z ct 	t: a —5- 4 > h e --,' s 41,, 

miii84-4zittiAtiL I,-  - C , **1 ) )1. 	1 ) > (P C) as-5- 4 > "CE11 0 

tz_-.±gAg-NrCE11 0 ""C tgA .T7-3 zr_. L t: ct 9, 1)-4 Xe illi-D A-. 	7 i 1=1 4 K 

[0027] zri Oct -3 t: li ---C P' li A-. 	7 i 7 i b li A-. D S Watt, .Slf-5411g0fiti li 

-889, 	litz_-.7`-D -C, 	.00)0))4  t=X-A0117413)JOA-ArCiff5u-L,Oin vi 

tro05, 	.tEI*14:E0Dtz.-..6t:_*IJJEll -e 	Z. 
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[0028] 1,)1-F VC:ArtiN 	tft *R HA 	--,'S 6 vc.igurc..,v,p1-4-zo 

-Alt 1u 
[0029] IN 1 . 	AMlfrAtigt (HFDM-1) CER 0 tc. D SOjEj8 (t sy 71Ai-,A) 0 Pm (.: --D k,\ 

-C 

12r, i/1/ 7°1— F 	(BD) 	CELLStartTM 	(L i fetechno log i es) 	--e 	l -T 4 > 

L, AAT 4 l_i it D s Muj8 (21* ft1R13ELI ' , D S C, atttko) 	, g 

7°V— 1,6c. 1 r, = )1, 	it. 9 4x 1 olla 	1 m La) ,:,:utfrAtigt vc_BA 1,, 4fM 1, it 

o ,:,:mi[Atigt L 1,--c tt, 	1) HFDM-1 	(—) tigt (Muj8w4I)--[52uppfi) , 2) HFDM-1 

(+) tigt (*Elli8f1-*Iff5-11,'Ph) , 	3) 	PDGF-AA (10 ng/ml) 	C81174 -,'S -fftz_-. HFDM- 

1 	(—) igtt, 	EzVe4) 	PDGF-BB 	(10 ng/ml) 	C'41174 -,'S -fftz_-. HFDM-1 	(—) igt-b 

PlOtz_-.0 	5%Mkts 4? —F6:.. --C37°C-CigAlitz_-.0 2, 	5, 	10 	H H tz.-41111,18 	..BA 

novo i, 	(4 1 	:404) , 	1 V,TT 	Az 9 o*Ifl a Lk 	.7,-F3141J1, tc. 	( 	2) 0  

[0030] IN 2. 	A:MI[Aigtt (StemProSFM CTS/Mosaic hMSC SF Culture) CER 0 tc. D s 

*1111E18 ( )3 V ifiR ti ) 0)±16,ML-D 0 ---c 

12r, i/1/ 7°1— F 	(BD) 	CELLStartTM 	(L i fetechno log i es) 	--e 	l -T 4 > 

L, AAT 4 l_i it D s Muj8 (5o* ,It1A1 	IELI , , 	D S C, atttko) 	, A 

7° li — I- vc_ 1 r, i )I. 	Az 9 4 x 1 olIfIli8 	1 m La) ,:,:utfrAtigt vc_ BA L, 	fMl, it 

o A:m10.31*±igt L Li ---c tt, 	1) 	StemProSFM CTS 	(sup+, 	Li fetechno log les) 	, 	2) 

PDGF-BB 	(10 ng/m 0 	C41174 -,'S .ttz_-. StemProSFM CTS (sup+, 	L i fetechno log 

i es) 	, 	3) 	Mosaic hMSC SF Culture Medium 	(sup+, 	BD), 	4) 	PDGF-BB 	(10 ng 

/m 0 	C81174 -,'S .ttz_-_,Mosa i c hMSC SF Culture Medium (sup+, 	BD) CER 0 tc.,0 	5 

%:c37°Ct 	Lito 2, 7 H H 6L*1111i8BANNEr, L (4 

3 : 409g) , 	1 *3,1-c 9 Mila 	I-H141J L t-. ( 	4) 0  

[0031] IN 3. 	A:MIE31**,±t (HFDM-1) CER l, \ tc D s guEnotiem.,=-D k,\ ---C 

12r, i/1/ 7°1— F 	(BD) 	CELLStartTM 	(L i fetechno log i es) 	--e 	l -T 4 > 

L, AAT 4 l_i it D s Muj8 (43* ,It1A1 	IELI , , 	D S, atttko) 	, Al 

L' — 1-6: 1 r, i)i.tc. 9 4 X 10111111i8 	1 m lO,W,ItIlAtigttLOA L, 4fM 1, A-... 

,:,:mi[Atigt L 1_, --c tt, 	1) HFDM-1 	(-) tigt (Muj8w4I)--[52uppfi) , 2) HFDM-1 	( 
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+) tigt (Oli8f1-*Iff5-11,'Ph) , 	3) PDGF-AA (10 ng/m 0 	C741174 --,'S -ft A-. HFDM-1 

(-) tigb, 	EW4) PDGF-BB (10 ng/ml) 	C741174 -,'S -fftz_-. HFDM-1 	(-) ig±tCE11 

Otc. 

 

5% :c37°Ct 	Lit° 2, 4, 719 Hrclajj86Wintt 

r, 1_, 	(4 5 : 40ig ; 4H HtL-DO-Ctt7T -LSti.--COts0) , 	1 *,T,Itc..9 O*111 

atk 	!MAI] Lt. ( >4 6) 0  

[0032] IN 4. 	AUTLAtigt (StemProSFM CTS sup+/StemProSFM CTS sup-) CEIll,Ntc.D 

S MIli80±Va C. -D kiN -C 

12r, I)1/11/ — F 	(BD) 	CELLStartTM 	(Lifetechnologies) 	--e 	l —5 4 > 

1,, A Al4 li it D S *Ma (43* 	,It'PLA)3 ELI ' , 	D S, tett,k0) 	, g 7° 

L'— 1-6: 1 r, i )I, 	it 9 4x 1 °lila 	1 m Lo,:,:mtfrAtigt t:..SN§ 1,, 4a Lit°  

A:M11131*±g±tL li -"CU, 	1) 	StemProSFM CTS 	(sup-, 	Lifetechnologies) 	, 	2) 	P 

DGF-BB 	(10 ng/ml) 	741174 -L's t-  A-. StemProSFM CTS 	(sup-, 	Lifetechnologie 

s) 	, 	3) 	StemProSFM CTS 	(sup+, 	Lifetechnologies) 	, 	4) 	PDGF-BB 	(10 ng/m 

0 	C741174 -,'s t-• tz_-_,StemP r 0SFM CTS (sup+, 	Lifetechnologies)C110A-.0 	5%A' 

031)14? -F C. ---C37°C Z 	li A:0 2, 	4, 	719 H rclajj8 	.6AffattEr, 1_, 	( >4 7 

: 40fg ; 4H HtL -Dkx-Ctt,-7 -,'Sti.--COts0) , 	1 *,T,Itz.-..9 oAtifiatk 	.,y,tglii i, 

tc, 	( 	8) 	0  

[0033] IN 5 . AulAigtt (StemProSFM CTS sup+) CER Otz_-.1;01M11111i80±Var: "D 0 

-C 

12r,i)1.11-1 	(BD) 	CELLStartTM 	(Lifetechnologies) 	--e 	l —5 4 > 

L, A MR4 i, it L i- )3J,41i044*1111i8 	, A 1 i. — i-6: 1 r, i )I, 	tc, 9 4 X 

104MIJEJ8 	1 m l 0)W,lfrAtgt (Z.SIA  Li, 4fM LA:. A:M11131*±igt L1,--C tt, 	1) St 

emProSFM CTS (sup+, 	Lifetechnologies) , 	2) 	PDGF-BB 	(10 ng/ml) 	C741174 

t- tz_-_,StemProSFM CTS (sup+, 	Lifetechnologies)CEROA-.0  5%Altiiis 4 

-F VL -C37°C T ig A li A:. 2, 7 H H talfla 	BA,fattEr, 1_, ( >4 9 : 40fg) , 

1 *,Tf 	A. 9 0) *EH atk 	!MAI] li A-. ( >4 1 0) 0 
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SA* ofe,-  m 
[115RIN1] 	Mkt$R*14 ( D S) Oa 	ig4-4-  Z tc.60,MlfrAtigt-e 	-D -C, In 

ii\$NHEMAZ.Mt (PDGF) 	-A-11, --MZ„:,1[31*Iigto 

[115RIN2] 	nEEPDGF7VPDGF -BBTZ, it5RIA1 t:-..E$40,utfrAig 

tto 

[115RIN3] 	ilthgE,A)kt$M4 (D S) Oli8e,A)ktMgt vi (DSC) 	tit: 

MR-4-  Z, 115RIA 1 Rtt 2 vc_,E$40,utfrAtigto 

[It 5RIR4] 	itu/J4KHEI ' ACA t T (PDGF) 	-A- 11, ---eiZZ,:,:skila3i*igt-bCEllotc.. 

, Mkt$RP4 (D S) Oli8igATZA-..60D510 

Cit5RIN5] 	MEP DG FeP DG F -B B"-eZ, Eifi5RIA 4 tLE,E$4051. 

Cit5RIN6] 	ni,E,A)ktMg ( D S) Oli8e,A)ktMgt vi (DSC) fiAtit: 

EEL -1- z, 	zil5RIA4R6t 5 t:..,I,Eili3Oa. 


