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, lEbri 	UlliW3N 6 -ANOig t:.:** -:s tt.zM 1 0N1 -a12tKL, ±)sMNIN/J\ 6 

-AN oig t::** 	-1 /435 tt,zm 2 oUlli -a14KL 	-1 /435 -ft-ctii*IVg----eti,?,z 

a.' L I,: ct t') 	t 	Pi-Jga,117M,  - z VI L , 44,1Et.2VgIgat::_)14 Kt* 

A 	z VI L 	-.A-tiN , 1z1 3,. 	a t::_riA 	zo 

a.-  a.-  T, *RHAa))14 K -z41-11,11t -AJW,a0tliM110--41ff. 

fee6:.-_80-ct, 	)4 Kt*A -zifi',1, 	-1 /43566:REI, 44,1Et -AJW,a 

±3,,EI -zif'1' -A-ti-zi•L!tilliL -zo 

*R13)10)14 K -Z47 $111,11tVgIgauxTIlM10--ArmIket:.-.8 

0 --ct, MEM 1 oUl1i -a12tK L MEM 2 ouN -a12tKor) -3 t, %`t;:< Lt 

oTtt.13\—e, 	t -,1*10"-A'FIEA --eZ a.' L 	1`11L -Zc. 

*R13)10)14 K -Z47 $111,11tVgIgauxTIlM10--Artfeet:.-.8 

ki\ --ct, MEM 1 oUlli -a12tqictriengam 2 0N1 -a12tKe, 	L tt:.-_t 

-,1-*a"-ATIEA --eZ a.' c 	1`11L -Zc. 

*R13)10)14 K -Z47 $111,11tVgIgauxTIlM10--Artfeet:.-.8 

kiv-ct, 114,1EtVgIgae, ±)sM11-1VVAJWA--eZa'LliiIIL - Z 

0 

*R13)10)14 KZ47 $111,11tVgIgauxTIlM10--Artfet:.-.8 

kiv-ct, mgatit-Jgae, 	tarw,a, 	t±iimma, 	tbMilIMEN 

a, 	t[icr-Yorga, 	tKii,vga, 	tiwilii -,1=irw,a, 	taii,vga 

, 8,trf, 	ti•5/VIMIgai3N6tszgc0)iiitR-1/4354-LzoTtt.b\--Da

rga--eza.-LlifaiL-zo 

WO 2012/108069 6 PCT/JP2011/067045 

KIIUt* 
jj-f K£-fr LT!• 31±"±J[£fIiiP^}$i^M$C/£ (inter-epitheLiaL tiss 

ue-connect ing pLastic method) L/c0 cfc 

y, if£StJlS©®1f©;&|p]£5££U fro, MIIJ£ 

©&#1f©l*3±£^£C:£tf-Cs li£Lfc^Mt;mcL^>L0x> 

Ltc0 

[0016] IP*>, ^ 

xtz>T.m£*^h\ mfeumzMtZo 

^htlAn« ZblZ&Bs 

£ i£S~t £ II ^t"-g)0 

*fP£©tf>r 

tulEH 1 ©Iffl^^-nfr^tulEH 2 9 '>&< £ t 

*fg0S©2H 

tulEH 1 

*fP£©tf>r 

o 

*fg0S©2H 
^Tfciu iu§Eif£3fftJ!S^ if£&raui 

J^S-efe ̂ ) £ £ «>: t £0 



WO 2012/108069 
	

7 
	

PCT/JP2011/067045 

*ftqlot-f K -Z*177 $111,11tP,-Igaa),IklIi510--41-mtket:.-.8 

ki\ ---ct, mgatit-Jgaetarga-ev,), 44,1E±KIIN7514J 

qti_t)sMNttearg3m_h)sueN--ez a- L!tifftL -  Z. 

*ftqlot-f K -Z*177 $111,11tP,-Igaa),IklIi510--41-mtket:.-.8 

o-zu, mgatit-Jgaimtarga--et,J, 44,ErbriNIN/31,5A 

UN 	tc t,A)st*I4UN--e 	z z: L!tifftL -  Z. 

*ftqlot-f K -Z*177 $111,11tP,-Igaa),IklIi510--41-mtket:.-.8 

kiv-ct, 114,1EtVgIgaiMt[CrallMga--et,J, 442±)sMNIN/PICTY 

liklEA0±)sMNIN--et,J, glErbriNIN/PICIIIIMMa)rbrUlN--e 

Z z: L 	,111L 	Z. 

*ftqlot-f K -Z*177 $111,11tP,-Igaa),IklIi510--41-mtket:.-.8 

kiv-ct, 114,1Et"-MgaiMtalIMIga--et,), 442±)sMNINealIMM 

0`)±)sMNIN--e 	t,J , 44,Erbri 	NIN/3,5RIIMMa)rArNIN--e 	z z: L 

!till1L -Z. 

*ftqlot-f K -Z*177 $111,11tP,-Igaa),IklIi510--41-mtket:.-.8 

kiv-ct, glEt-f Fe, 1E*,N1freZz:L!tilliL -Z. 

*ftqlot-f K -Z*177 $111,11tP,-Igaa),IklIi510--41-mtket:.-.8 

kiv-ct, glEt-f Ke, t14KPRII5A--eZa.'LliiIIL -Z. 

*ftqlot-f K -Z*177 $111,11tP,-Igaa),IklIi510--41-mtket:.-.8 

kiv-ct, 44,Et-f Ke, 	t-fi=i --eZz_'LliffIlL -Z. 

[0017] e tc, *RIE910MaAke6:.-_,ttL6S, f-( K -Z41111,11t't-Igaa) 

tkai5lt:.-_,t-p -cilF11-.3stt.Z, 	t-f K -Z41111,11t"-AJW,a -A-tlld 

wtt::_riA -zo 

t1,  *ftlE9101101806:.-_,ttL6S, 	f-( K -Z41111,11t't-Igaa) 

tkai 	t:.-. ct t,J 4,F1'z's tt.tc t 4 K -z*-01-11Ellt"-gIga, 	-,I*103g 

11*-01 -Zifi'A-tiN, *-01-011t.2VgIgaa)*-0-151t:=134 -zo 

a- a- Z, *RIE1)10)t-( KZ*-011111tVgiga0)*-01-1510)--A-11-ft 

Ige6:.-.80-Ct, mat-( KV01-1531Act t,J'A'ffiLtcltIO--clgtizz:Lt:.-. 

WO 2012/108069 7 PCT/JP2011/067045 

fu§EM£S1lJliSfrM£€SJliS"e&y s 
d £ ZftWitTZo 

fu§EM£S1lJliSfrM£€SJliS"e&y s fulEP^^IfflJW^fLsI 
« s tc an&^&mMm-e&z>ztz*mttz>0 
*wmm 

iu§E^£S^JIStf^£i®&l!£JIS"C£>ys tulE±J^^lffl^frPi^ 

ZZtZftWitTZo 

fu§EM£S1lJliSfrM£^lJliST-&y s fulE±J^^lffl^fr)I^fi 
$k(D±&mm'Z'fc y N c t 
ttW$k£~$ §o 

tuiE^y Kfr\ 

tulE^y Kfr\ 4MJRtttfe§l^^ig[^T§o 

tulE^y Kfr\ i-4n>&-e$>ZZ.£%:ftWL£T2>o 
[0017] s/c, *%mm\v>w,mz&ti^ 

m&j5}£iz£^Twmznz>, *H 

*fg0£©£y 



ErIEIE**WOM 16  

° S -Mfilf 	10;_f TaLLI ELM' 

-21*TalW I' R'2' 	171 '1 czcsff'QC0•gNI-FiVZq 

HE 
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tEPSXP TIWEVAttTSU 	4 ri I' -21 EIOS* 'Ilczi 
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02 c.%21.1 )-A>c/5EIIIIMZC(T 'T1.10R-21ttEM•FC-14SAW '=-1 6- 

“DtEPSXP ':-.: 	°S 	,)-->c./ R 2 S-1-r1I1W:(5EILTCDEFIWEVAt'Z'T 	' 

T1 D-oR -21,Ti l 	' (i 121R 2 S -'AE>/ R (5EIIIIMZqT) E 

ZTC01114 -I K Tc 	1 R5EIIIIMZC(TC0WEVEgT2. c-%21.1 )-,c( 	':-.- 

°Sa-WL:1>c/R2S- 

a[0:-21NrotE9icovoic:\--womitti 	,) 	>c/R 2 S_ -21IIVOJIPfC0 

Elitt-i '(49:-:/S0.2.11 hc( 	'TIWER.EgTEIEfiltfiSl-i-V411 T21 

EIOS*S 	c/R 	S-MfilfWEVAttEIEIVittiS 	S 

5,T[id 	a4f 	=y' 	, TI1E9i'sfaq-w2/1 c_1ompzc(TORIP-1 K 

Tc 	/1 CO*;Eitti '1 6441 	C9/ 	CaoTig_dtC0WER.EgT 	'1'4 T -21E1E4* [81001 

*CAKDErIEIU 

°S_Rg,JM 	R 2 S-MRAWC0-V)144-142241  'INV,/ c-%21.1 hc( 

>q•M'401-1145E111MZC(TC0WEVttTaLlti ' (1 T 21R <Z4 i,-N 	R AW 

2MR•FMC011145EIIIIMZC(TC0WEVAttaLlti '1 YC----1maws_ -_--1 

Noaw-r42:41 1 i-,C(2241  '=-'1EliittiCoWEVAttTaLlti ' (1 %D-WEVAtt 

1 REAIEITWO.V_AttS-AW WWEVAttTaLlti 'T1.2.0W-le 

gigfit —CoWlitfiCoWEVAttTEIEflitt-iS-.1 )-AC0E(E4* ':-.'- 

5gIMZC(TC04-142241 R•FMCD11145EIIIMZC(TC0WEV:EgT:-V1litti ' ri I' 
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ttf134 KtC;vpv^T#JIU „ 

lJ s fuEEM^SltJ^S^f^itB#^ tuHE^f-1' K^fuEE^s^nlMu 

tC#£-t£®Wl^CjiAU tulEM^,t^S©±J^^«iliJa)^«>:tulE 

134 KtC;vpv^T#JIU 

[0018] *fgB£l;:J:*U£, if£StJlS©®1f©;£lR]£5££U *£*!&© l^>fcfx 

> Ki|iJ®±J^ttlIlitc>^LTM/d:^fp]ft^^ft L/cSS, Jg#£[q]±3-& 

§:^§WS^tJgi^lit§:^Ztcs *WR 

mm 
©}#fF £ ffi IIiZtZZtifTi'^s CD)£Jt ̂#*6 <OTfq]#£ffi IItciiM 
-r^c^frprt^-efe^o 

Ztcs 134 KK;^TIi£^Jlig0±j£^«£l^>Lox> MIJJ©±J£ 

n (±j^^«) ^tfg^-raci^ccfci'j, •%iz%;mtj&(Dm.mz-&^zte 
s M^S'iJ^Sa^a)R^JFM;&PI±"r^C(>:fr-e$^o ttcs 

9tc, Ktc;vpv^T# 

ILTl^Ztctos l^>L°x> 

m>izs >rn PiM^ 

If, LZ&Mt 

RT tg ft&ffi £ mm t z> o 

mmvm^mm 
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D-V1i6g91 :21*:-:/r1 	4'1Vitti:--%1'444i1— .T4WYC04i 	'T11( 

— 1=1-IKL 	'R'sf:f °_,E'aitcoffit-glaU2TREKMYOU.a-'4-1- 'OD- 

40HIIIE czi \c/4CoraV '11%',IL 	4-LEfitkiCoZT 	'T1876[876] 

ZW0 (-ILD--YN 	'i1AT:-.Y'11ig0F2) 	TC,011g111J,  °-ILW-ifYV 

OH El 9 -17 -21 DR 	'H El L 17 	'H El L E 	'H El L 3M-IttiCoZT4i 	:-:/ 

1 	4 ril—_-_nitt-fR, THErwttis%',)24-04cogfit —co VOS* 'T1L76[L76] 

°-V-k.:-.:0%,11,#ril--21.10,gg'sg4cozT 	'T1 a 976 	°_ 

IzW-ft.:-.:/1%,11,#rilD -21.inggtovgYgozTr-v-i T 	'M-Itti'R,  

TEIEflitt-iH]Z44 lY  4iS%',)--'4101(Cogfit —COVE4* 'Tlu 976[976] 

c'-lz 	(61J_) W'Ar-V1AN 	VW. d d 

9CoM ffq-all*VR, r-Y1TW2 I' R ' (61T) W'Ar-V1`443H-Wr(q-all*C0 

'D-V1T(1121VittiCoWE'R, TWOH]Z*M4i 	'Ti 9 76 [976] 

° -V)14V-tt-i(OH g L 3 

Mitti 'T10 -17 76 0-1 	WA 	Nlatti(0*,-Ilitt-MWR, T 	'T1E1 

-V 76 	°-414Yr-:/rlYCI 1-g-21WE'R, TWOL1=1'4T 'T1V 1776[17761 

°S276,V-IL-1=1Li-Zdi6C0 

w•HR.THEIvittip./oElEf5EIRIM1M'4TC0H]Z*M4iriTR5EIIIIM 

TTgg(4.1(vcomz44, 6i 	'S%'D--'4101Mt —CoVE4* 'T1E76[E76] 

°IL 	W'Ar-:/ 1 AND--41MVCTe "1`44E H 	M 

	

r(407AVattiT161J_ "11V-k.00ZC(TTI6IT °-4:44C0H 1E10 L 	'Ci 

TR 'H El c 	'*;,_1 :-V1Elttr2'MT-IKT</l 	'W‘E'R, TEIEflitt-i:-1/ 

'11-Zd4 ri 	 TCD 	'T1376[376] 

[6100] 

°S%'D..76*_rz_i=iL 

r, 	diKow•HR.THEIWttip./oElEf5E1111MWLE11C0H]ZqT`iliiqE14irilDR 

''ZC(TCD 	'S%'D--'4101Mt —CoVE4* 'T1 L 76[L76] 

St0L90/II0Zdt/I3d 
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690801/ZIOZ OM 

°±^m±CD%M^CDUZ 

-ynfsiriifpyn^i£Mn©#n^iiL^6A.H v?nr 
-•H<I= VSP# mii 

^Gosme^^^Goifts v?i8H[8iii] 

OSB9 frja^sp V@SLI7 'is L £ vss L z%mm(Dm~$MY6 

1 i=§£ (i V£1 L H[Z.HI] 
v?iq9H °4-

^asiti0¥?iw^^??,iiii0p-0^i* ^9m[9m] 

(3N_) I^liii^idd 

VQ>¥tbmWQ>'§!£-W$M&T& v (StT) 
v^/n^Mrii5a®¥?ioA v£isn[9iii] 

°^5WlS^0iB L 3 
KWDPM (d3¥) v?ia 

l?m °4^^f#¥pyn Yi^.H v?1V 17H[^HI] 

TPFM^ir>/0¥?MW^6A ^smcelil] 

Gk©WI!*£l#1®i vn^^M^O)^T?1^T °4^^f#¥lca)g0O L Y2 

TSP vg0s v^H^n©#n^TH 

1MriTWfIL^T3Wf^T0¥?^TnaWi^^A v£1SHI[ZlII] 

W^$fT0¥?^TnB^^OA vmH[lHI] [6L00] 

St0/.90/n0Z<IfAL3d 6 69080I/£I0£ OAV 
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±& Klin 8 c, rf 7 r, 	MYNA T WW1 Mt FLA OM - 1-.M]iliN PI 0 tc*01 

PI 	t[Cralinqt(0)1'F' 7 D — 	T 	4 -C 	6. 	4 9 iti, A ffl :5 tt.tz---M 

-Flingab\ 6 3AtE L tc_th*.gla_tgkaY40,1,:.-.77-c 1,, m-FII,Vgact t') 3-YME 

Ltc$1-1- 10 -FRO%--At:---71 -. 	>4  9 11:104M 1, tz-_- tIRIAIIMIga71 

-'-,A4:.-.81,\ --c, 	E t_t1SMUlliN0DMIiNa12tK71--c L, 	vuriFMNIIJNIDU 

N%-8121K 	7T -0 	ts 8, 	>4 9 (,:.:77 -4: 	t:.--, 	118M 1 3. 	5 E10)711t4:32, 

/3\ 614., fttRISt::_te 	ViRTIIMEAV41  6 tat (ME, 11:411J, WV) . 

[ >t 10] >4 1 o t, 7 , Pgi.,1  ct 9 Affl E./kW-HAL, 711±ÌWM-FILL& 

KAM 	10_..t)SMUlliN8 ct rie7 r, 	111±%3E,M-FINEATKAFIEA0rA%-i 	iiiN 

fH 0 c 1M L,tcf-PMEH±PCI-Miga L, .2VA' ifiE I L tc le, OA- Hi $1 (it'll 

PI P8Hi, it'll 1 2 Hi ral, Pal 2 4 Hi ral, it,EI 3 6 Hi laa/ , it'll 4 8 11134 

,l, pal 6 o Hira/, it,EI 7 2 Heal) t: 8 0.  6 utaliMEA8 ct r1et[C,4-Y 

alga Mtn 	, YC#Rinii-  I,: ck t') till L tz-_- -V-A71\--,:, 	tc, it'll 7 2 H 

rAigkotnialitiga 	H E 	.t, L, tteM t 7i -c. 

[ >4 11] >4 1 1 1,, 	7 riiii3ELAR-FlILORPREIE0±)sMUMV-3,trie7 r 

11±3EM-FINNManW 	0 rAMNiliN 	)11 0 ZTFT-1 1, tcfVFAJfit[CrallE5 

a tz.-_, t 1* Tk1150tA 	t 4 r L L --C 4A. L, 	6 0 Hi 124.2Vg itIA L tc lig 0), 

HillIgigai (i3,,EI 1 2 Hiral, it'll 2 4 Hiral, itlI 3 6 HirHEA, tia14 4 

Him, itE4 6 o Hiral) 4z.:80- 6tVAIRRaOltle, Y4IMAn4z.: 

t'J till :L tc %--VA71 -,, 	etc, ATRO-1-g-At, 4gitta 6 0 Hirala) 

4tICTOVJga,-7 -c. 	tistAltklga0)±5MNAU, f-( r 	tz. se -D --C 

42;li • 111EIR L Mob, 4V00**Ii 	1  LT.  0 tc (Ef]a)33•) . 

[ >4 12] >4 1 2 (, 7 r1189r4R-FlILOJIMEIEA0)±1SMNIII8 ct rf 7 r, 

18.',EaRTIVAM-ALMEIEA0)1WIAMiN 	PI 0 Z fft.' 1, tc t 4 r 	6411 

1,11t[C,4-YINiga, *14K7 r, 	a)EF-Fli,%4V134 --611-3-Y:aA-Tfil ( 

t, EFFIIM4Vgoilffl, E[ TINA ffl, it)l. op 	7f, 8 ct rf, a-a) 	7i-‘ 

%--,AT 	6. 	tc, 	>4 1 2r, 	e I l, 5R11771 L, 	m a l, n5-ZiiI71 1_,, 	p4 

EFFIEDM71 1,, o d 441MJIM7i L, 	p d $FIEDT Li, R 0 irt 

WO 2012/108069 10 PCT/JP2011/067045 

± & ^ m&<DTi 

m9cK m&zntcm. 
TmwLgfrbttM[stc±&&M.mz±®<Dwniz*ku 
LtzmmmmzT®(D^niz^t0 i9^©#iu/cmiMM^^ 

&fc\ M9lZ7jkt£^lZ, 1^13. 50®V^Xl£j£ 

f%<k®mizmtf$>&mTmwLgt><mt>titc (tuiE, ° 
[ni0]iiio^ 

nm m^(D±^m^ o x M^WL 

±£812mm&, ±«2 4mm&s ±M3 6B#^^ mm 4 8 mm 
tts ±ss6O0ir^^s mm 7 2mm'<k) iz & ̂  § PIM^S ̂  <£ 

ttc, i£«7 20t 

H Elfefe 
[mniili Hi, ^Ox^m.TB±fe$B.U&&(D±femm]s£xf^rJx 

StC, Mti^^^K^LTHAU 6 O0t^St±ML/cP^0, & 
0irB^ii0i (±MI 20i^^N ±M2 40ir^^ ±«3 60tpBm ±§#4 4 
0tnm ±s#6O0#^fi) K ^ ̂  ssi£s ̂mmmz 
&v&&[stz^n*n<to ztcs m.T®<D^n&, st±M6O0irP^t© 

M£Pl>MJ^S;§::^1~o fi£&£}®f]£JiFsS(Z>±J&$Hf&lsJ]te, tf-f K&tC;vpv^T 

il'ftl« »W*§©*i^£MLTlN/c (£EP©SB#) o 

[^12]^ 1 2[t, v^;^£^IITiLtj££li$S3fc©±j£^»&J;0:^X 

^ 5"Ffli#wsp©sais fc<m n^) 
S/cs |1 2^, el m a Us p t£ 

5~Ffl££^U O pdimif^^U RO&H£ 
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T11771c. 

[ >4 13] >4 1 3 a)±.Rt, 7 	111±%3E,IRTIIM±VMEIEA0±)sMNN8ct tie 

7r, 	il€,9E,1 R-Form 1- we EH 	a)rm1- 4im 	)11 0 --c lim I., tc t 4 K 

ZTVIVIlt[CAIIIMIgaa)M1114401tItk, 8 ct rf, EFFII,'Mt 	Ltc_- *14K 

7r 	a)EF-Fj],,MV,g34$1-1i.,tc 	3 4 El IA 01t18, Ye#PAIntAt:.-_,t (,) til 

,tc %--PA 7i -c. ts 8, 	=1, A tvvit Lt.ctucl-ommaco,),f*R Ltz:- 

4.U71 l„ 	131, 41111_,7-ctu-i'AIIIMIga711.„ 	pd 6EFFIE1771 -c, 

tc, 	4 1 3 a) TRU, *-011,1 3 4 El •1 a) 	t ,i'VF117 	H E 	.t, Ltc_liiiM71 

-,:, ts 8, 	>4 iti a) 	En 1,, rattlIAMMONIN7i -c. 

[ 414] 4 1 4 (,. *14K7`(,:-47 $11,13 0 El IA 0)t[ICIIIIMIga6:.3-4 L -c, 

4viglict (,)±pc,f-yjimiga/.i/1)1.—AA LtcligaY4PA71 -c, 

tc, 	>4 1 4*, 	A (,, ii 	IA/— 	aA Ltc3g117i L. 	13 1, . 	t 

TII04$11531i171c. 

[ 4  15]  4  1 5 6, [Crali,' --Clt 	L tc[CraliMA7 r, L Wrali, ---Clt 

L tc,11,:.-_*ftlE91 a) t 4 K 	Z 	t[rIII 1, ate -̀iR-Fln131iit:.-.4$1-11_, tc 

7r, 	LO), 14KM8ctriet#$0440EL$371 - 77-CZ. 

[>416] >4 1 6 1,, *ftlE910--AVOITZ, 7 	111±1W5RIIM±VflaW 

o_tbMNIN8ct rie7 	iiil9EL.,1 5RlirA IKLMEIEA0DrFireNJE11 kiN  tt#7 $11 

1,11talIMEA04,F11 71=1-71V-AA>4 --eZ. ts8, 	a)%--P,t, 118tt 

1 6. 	5 — 1 7. 	5 a) 7 r, Z liii9EL.,1  ct (,J A ffl L tcalIMIga*-14KORMATTE 
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^jycfc^T, mim (DP) mtLiz^[i^>GF p(D^%^mmx^tczt 
tsbs 1/S il t. ti/co il ©<£ *5 
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t:.-_, 	t'8,1,0f10*-41gtz:Ig'ts8,4'1T1-  L, etc, *12MEFIEAO 

tt8,1f14t c, 9 BA 613\ tzici2--e) --D tc. 

[0062] (3) ttM3-}* 

Ilii4i 1JEMSEL0Dtf(t 1 0 0 %M.t,'-e) 9, W*fgEIEG)t 

9 5. 	5 %en tt •-C 	-D tc_-. 	4 6 1,, 	"$ 4i 	ck tie±M-To',PARei 

I,: c, 1) EV L A: '4-,A 	/-1 to , 	I3r tz 1, NOR 	cztvAntAmitote 

(M) 75<,2675641, (4 6 a) , 75\ --D, Ig'tsMfgL IRMts*a -5-  -I 	/** 

3,_,,, 	g,E673t.c (4 6 b) . 	Z:0)0 	1,:, 	tilgUT?AtLPM0)VitL)M 

II  1,, 	EIA 6 b`tagA 	II  L, -C 0 Ai-. 

[0063] (4) ±tor) 	Rgjj 

tilgoDttrMA L ififi 	306 L tc L z: 6, 	RPM VAN t:.-.1* 01'4J-  LII, 

L Az- 	11K131,'Ell3liAck 9 *tc: tct:tt.WhIR L -C 0 tc_- 	( >4 7 ) . 	etc, 	--Z-o) 	RAJ 

0141M114:T?AfgoDtPPIALPMTV'J, 	ttV,R,675 64-0-sbN -D tz: (4 8) 

o  a.' MiiiMct L), 	tl,t171141JgTtl.E'i 	I- 	ZW,LOAlliq 

4 L, 	PMLig•IJ-V#93E1-(7.L7Y13A675•Lt4: -Ditc. 

[0064] ( I 	I . 	±IllgjEj,%04/04) 

( 1 ) 	t[ICIIINIF,a04lF14-3 (t tnit-to# 

IIRI)N0t 	IA 019 L L T, IEVIgallEH 0 tc_- 111AINRA0)11F11 ..fJ- t:J: 

-D tc . 

MN 1 3. 	5-1 4. 	5 HOC 5 7 B L/6 7 r, 	iiiiiiT75` l'ARTINIg a 

Af31-019tz.-A, 	Lk. Affl Ltz-_-RTNIgatVAV.50U/mIODisPa 

se 	I 	I (Becton 	Di ck so n)gAt:.=-C, 	2 5°C-e 1 . 	53•rma 

t‘ 1/435 - ft , 'c 1 9D "f , 	2 5 G A41-t+ 	Jt 0 TARTlig_h0114 L MTIIMEFIEN tz.: 

3Aft Lk- 0  -,3_t it-,-.., rAmcuckEv..5 0 U/m I 0C 0 I 	I a g e n a s 

e 	(Worth i ngt on, 	Lakewood, 	NJ) ';74-ALOA.E'M., 

0. 	25%0Trypsin 	(Invitrogen, 	Carlsbad 

, 	U S) ;WAIT 3 7 °C2061,z.-. --c 1 0 3}rias-- A0_11-14J-0, 	2 2 ii P o re 

-t/I. 	I- I, -I t— 	LT, 5-E 	tz.: * — i E :5 41, tc_lbrA 	NI N 	ER14 L tc . ± 

WO 2012/108069 30 PCT/JP2011/067045 

& y m *> ft iz±m.-z fo-otzo 
[0062] (3) 

oo%iM-e&y, 
95. 5%^fife€-efeo/c0 MQ&S 
izj.vwtmLtcwnz^to £M%mizimmm%izmm^kmw(D^m 
(M) mmbti (@6 a) N fr-Ds 

(@6 b) 0 Z.(D&O^ 

[0063] (4) m 

<Dm$ittt&m<D%mM£m^-e$>Vs mumtrntobnt^-otz ®8) 
o S£€l±€JiJ(0£&T:& S^jgjf 

[0064] (II. 
(D i%£.m%iBWLg<owm&&xf^mm 

O fco 

^1 3. 5-14. 5 0©C 5 7 B 

$aiL/c^~FJ3iUlS£*t}Jgj£5 0 U/m I CDD i spa 

se I l(Becton Dickson 2 5 °C"e 1 . 5 ^fl!]Jx 

fS^tts 2 5G>E|#t^S^T^Ti7l±^«<h^IT^mm^tC 

^•iL/co 3? blZs 5 OU/m I ©Co I lagenas 

e (W orthington, Lakewood, NJ) 

0. 2 5%OT r y p s i n (Invitrogen, Carlsbad 

, US) }&re3 7ICS5S;:T 1 2 2^ P o r e 

-tzjux h U-f ^tci£-lb3ftfcP^^M£lxt#L/co ± 
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)SMIlatVegft, 1 0 0 0/ m I IOC o I I a g e n a s e (W orthin 

gt on, 	Lakewood, 	N J ) g'ff-Y-e 3 7 tgo1.41,:.-_ -C 1 5 3rim a) 

NAZIT 	21]T7  .D tc_1, VSE' ft, 0. 	2 5 %0)T ryps i n 	(I n v i t 

rogen, 	Carlsbad, 	US) g a --e 37 °C5Eit:.-_ -05 	rim Ell 

„zil.'ffk,\, 	2 2 µ. p o re -t/I. 	1,4 t— _l_, -C, 	-A- 6:.-_*-1E -,'_ 

tlit -h/SIINE[V114 Lk-. 

14641.7-c_- _h)01NLIEMIAMIEJNLCE110-C, 	,ail, ,a511,:.-_,:t t'), 	a 7 — 

it 	i72 /1/ 11:1 6:.-AWICTYINIga1lf2'' Lk 	( >4 9)0  1-;CF I,: 	JIIR a) We 	Ea 

Z. ERM L tc*-1E-EhMMIN L*-fErmlmiEnL, :> I) 	I) - 

Z   h 

 

1_,7-z:-  1. 	5m I 7-1fj 1=ia -1 	(1' Y 	K11.7) 	1Z-t.tt.T.11. 

MJ76:.--47  Litibitilt:.:75\01c: . St_ibittE•10itlIAO_EM 	GEL o ad e 

r 	T i p 	0. 	5-20m I 	(i'y 	KA/7) CE110-cA6:.-.1t1.„ 

An L L -C*-1E-EhMUJIN8,:t rf*—ILIWIKNIN -t. tt.T.11.11111R L tc. 

Z:.-.., 	>'J 	• 'J —Z 	(Al,  • 'Y's r, 	—=J') 	1.,7"c_-, ' I- ') 52 4 v 

:>a_ht:Cellmatrix 	type 	I—A 	(Nitta 	gel 

at 	i n, 	Osaka, 	Japan) 	30µ1;r -Fl., ---C7—itit 

JI. K 1=1 v 7° 	91F2'' L, ±Et:.=-CIRTz' L tc*—ILIV I NIN 	0 . 	1 — 1 0 m 

I 0)Ev I- 	v7° 	(Quality 	Sc i e n t 	i f 	i c 	plas 

t i e s) CE110-C. 	0. 	3 M. I f'1' I. A A L NiliNAVA 	ilfl' L tc. „,0Z 

, PI h2 /1/ K 1=1 v .7cA /, ±0:.= -CU' L tc* —ILE /SMUlliN 	0. 	1 —1 0 

m I 0)Ev l'y .7°  (Quality 	Scientific 	plas 

t 	i c s) 	CE111)\ -C, 	124-1- liN0ONMA6:.-.A'Ztt•Zck -36:.-..0. 	2,(.1. I fl 

IAA L. MTIIMEAFIEAo±bmeNL rm-I- KNEnL amiEnavtlimzi 

L tc . 

[0065] it ) l. iti -NM,' L AAR -HAIFA FLA 0)± hMAIIN L rmlmiEnL 0miEn3m 

gm, 	DMEM101mINA_AL- 6we I 	I 	Plate 	(ilJ• 

-1'Y*J‘/J) 	t:.= -tV I- L tc 0 . 	4m1 	pore 	s i zeO)Cel 	I 

Culture 	Insert 	(1IJ•52-fv*`/)_ht:.-.7 

WO 2012/108069 31 PCT/JP2011/067045 

1 OOU/m I 0Co I lagenase (Worth in 

gton, Lakewood, NJ) 3 7 °C;.mi/§tCT 1 5 ^PEHCD 

2 [g]tTO tc&s 2 5%CDT rypsin (Invit 

rogen, Carlsbad, US) 3 7 °C;.mi/§tCT 5 

2 2jxp o r e -tzJUX K b -Y i~ — LT, -fb^ 

tl/c±j£3l«£IXf§ L/co 

(m9)0 

"TSo is'jziytfij-

XZBJuLfc 1. 5 m I 7^^Pfa-7* (xy'O KJU7) 

iZM L3S'C.^H^75)N^/CO 3S'C.^H^CD±PS)S®±;#;I: G E L o a d e 

r Tip 0. 5 —20ml (x >> ^ > KJU7) L, 

;^tC, ^'JPX/'J-X (^b • Wz\ — ~ >?') K 'jy-f v 

:> ZL _h tc C e I Imatrix type I—A (Nitta gel 

at i n, Osaka, Japan) £ 3 0 £i I ;jjiji~F L T P 7 — *fy*f 

;UKP>>7P£fFiiU ±IEtCTI^L/c^-'fb^^«^0. 1 -1 Om 

I CD y h 51 y 7° (Quality Scientific plas 

t i cs) 0. 3MlgtaAL»l*i»lL/c„ ^IMT 

, KPy7°l*l^ ±§EtCTiJ^Lfcl£-<fb±j£3l«£0. 1-10 

m I CD L0/>< 7° (Quality Scientific plas 

t i cs) mmmmo)sM%kmz&mzj£z>£?izo. 2»\m 
naxu 
Ltc0 

[0065] 

mts DM EM 1 0£ 1 m I ii/c6we II Plate (^ h> • 

T1- -l" y > V >) tC il y h L /c 0 . 4 m I pore s i z e CD C e I I 

Culture Insert (^ ̂ h > • T1- -f y > V >) _h tC P ̂  
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—172172 /1/a'sL4L -C3 7°C, 	5%C0 2, Eft 9 5%A-4-Ft::- -C.2gitEI 

,•ffkiN, 	t[crf-yilmalimi t.,tc. 

[0066] -Z3Y,4-YJEJAW,a.K.' -g*,I1_, tc  La- 6, *,11934*,75\ 6 2 4 Hiral6:.:±1SM 

NINerbriNINIRIJt:.:13(6A LMob-c kiNzeetE,I-1 /43s tt.tc ( 	1 0)o ts8, 

1 o a) ± fR 0'4 A (,, 111±3E,' 7 r, 	„t (,) A ffl L tc,iRT117, A ffl L tc 	a) 

lt18--eZgitEI L tc_- 1E0A-41318HilEC:.-.8 0.  z =I 	T l„ 	1 0 a)-FfRo%-- 

At, 	it-Jgaat:.-_,,t (,)** 	Ltctucf-yorga"-giiiI L tcligaA-41318 

HilV (,:.= 8 0' Zitia7i -c. ,N7 I-*i ') J - i7J-.t. (HE 	t)6: 	t') Ilq 

*J Lk-  La' 6, iiiitI193M78/3\ 67 2 Hira/t:.-. tV(6 A Lt-c±VEN0A*-73 

LT' 0 z 	et,R,6-e5 6 tt.tc ( 	1 0)0  

±,ga) ilimct tj, 	.--gmaajEll kiN Z a' L --eWICIIIIME,a0)41FTWUI g 

--eZ a.' Le714-t.tc. 

ts8, 	>4 96:.- ct-36:.-_, 	jililt 1 3. 	5 El a)7 , 111±1.,,E,' 75\ 6 1, , 	fttRIN 

t::_teva-Fii,Vgael'464-Ltce (4 9 *0)44E, *It, 4011JaY440fM 

) , oTtLofttRIN t:.-.80. ViRTIIMIgabN 6 t, ±,E1051t:.-_„t (,), _h) 

N8ctrfiam- UN/J\ 6 	a 	Ltctucf-yilmmaliFt -z a-  L eT 

tc. 

[0067] (2) t-f 	It[C,IIIIE,a04'F,11  

±,ga ( 1 ) 	51--e1F,11  Lt-cmcf-ommat:3-4 L -c, ±)sMUNIRIJct (,J, 

R eg 3 m m0)t12tKairdt 	( -ff#11 ) 	t[lCaliAlga0)*CS (!ti 

(,:.:±1SMNINLIEbrUNL 0#01) 	-1 /435 T_E)sMNIMI33•L iEbre 

Mi33• La)#01&111,:.-_-EA < ct -)t:.-_, *14KORMAT -ef4,120 -) A_ --e4A L 

tc. 	)14 Kt*A•lt, 	6 0Hilamt-±3,I ,/ffi-s-Dtc_-. 

[0068] - - IgAiiim, 	"A-13,IrTN78/3\ 6 2 4 Hirbii 	gig Lk- 	t'L-  (') b` 6, 	t[ICIIIIM 

ma 0 ±VEVAIJ e t 4 K fl,:.-. 5e -D --c4mt • 1FIEIR L Wir95, ii,,EIrTmw, /3\ 6 6 0 

Hirago,:.-i, aVaa)**Iiii.,-cozoetE,I-1 /4354-Ltc (4 1 1. 6-FR 

aY4Arria)EPt, aVe**I71 -). 

[0069] (3) WICIIIIMFAIDEFFIIM4V13^0)47$11 

WO 2012/108069 32 PCT/JP2011/067045 

T3 7°C, 5 %C 0 2 N 9 5 

[0066] if$n&j]ang£st*£§ufctz.?>s tmmmfr^24 
(i1 0)o &fc\ 

ii O0±i£0^ji^ ^L/C^S© 

HM 0 ©T!£©¥ 
^Jlig;£tCc£^tgLfcif£PlMJlCS£^iMLfc^©&ll}§ 

BtP^cfctt£^SI£^-to 'W h^>'J > - xtf^ylfefe (HEIfefeHcJ^Jfl? 
ffiLtctz.?>s 111^^7 2mrn^z[M\Ltc±mm(D%mtf%^ 
LT lN^ tl/c (HI 1 0)o 

±§B©*£JHJ:y, c:t-eMj5cPiM^s©^^prt^ 

-21bZ>Z.£1f7rii$*itc0 

&fc\ m9lZmt£?lZ, fl£S$1 3. 5S©^Xj£]Efr£fciU fg£f£feb 

(HI 9 ^©tuiEs mm^M^m 
) , ±iB©^tCj;y, ±j& 

t*tz0 

[0067] (2) f^ K^^$I4iMlil©fFl 
±§E (1) ^;i-e^L/cMj5cPiM^S^^LT, ±MIS1J:1J, 

^3mm©4w« %s (ft 

tc±j£3i«tt(Dmm) *&-$ t±&&mt 
M&ftt<D&imzmmzn< & 9 K, ^II«TT«I©9 x^rnx L 
tco UJ K^A^tis 6 

[0068] ^©^n, ^immmfrb2 4mmzmm[.tc&tcvfrbs ifMM 
JIg©±&8fflMJtfff>r K^tC;vp^T#S] • ilLtesO, 0 

(HI 1 1 „ ItTfS 

©:§:E*©£EPfciU 
[0069] (3) ifj»MJlig©5TMW^©#*it 



V-Itt-i) Y 6 	=-1/1 V1-04:217,-40414J_ItWatiEPiKEE[ITS-.1 1-sc4 :1'M.  

=-/'1 TM)-- 	tilV/41[1 	' 	Y 6 	.ft1E1)4XIE0 =/'1 TM )-- 	trEPSX1E1 	"---1/ 

°:.:r45,19Iurz>c4R 2 s 0 2:4 5,•_,i4igtm.co 

W-KP '1 	01RAWtEllt[RtEWPT 	' ri I' R 2 Ca 7. 	c'( -17 L >6 ) -.0* 5,1 

ANAL 	e S 0 21 YVR N/W'EtrEPS,KEEnT:)-r4 icliitti ' ri -c4WtiElJ_Ig 

'T1 S,_4-1(,4.</T----1/1,-,1Y 	' 6 AD Ancotioug44,* •wiAco a- 
ozy 

[LOO] 

WEWPT 	czi \c4 avolitgg LI % (I I" VII4V-Ift-i0WMWMfriT 	'.4 5',.- MO 

AWViEllial2 I' R --Nil'atti ' 6 ID "L'IVE/$14* '2\1R :1E1 El 0 c M.10.40 

WEVEPSXIEnT 	'1 R 64 El 	-2 q_ -_-1 c-.1 4E1 	-2 So 2'4 i.c.'-4c4:8-.W7g 

•FPS,KIEI '1 :3- 'AirAVAII.J_IgC0 	6 -*MR WatiPiKEEITWO*H]trile, 

ggl'il'aggIWPS,KEEKOWEPS,KEEdT 	( V) [ iL001 

°-_:/ c 	,,iwELIR 2 sw*.trij_ga-, 	•20R-21_7x). 

VrtEllig 	q%'D-tiEPS,KEE0Cong '%2.c-%'D_WatiEPSX1E[ITC0EFItilJ_gi ':-1/ 

c --,-/ 	,24c.,z 	2 2 _0- 	W1'.4`0,1.411 (1 l'21WW63.5.2T 	'21 (- TO 

°(1z5fEREM51MMIITIOSX..4ff 'fl[lA 

'tkirk,C061J_CD E L 76 ° E L 76 ) D-11,r-.7 c/REALREC0t5Eng_ftrEgMg 4- 

5EgraM:1 MIRMA_EC0WY 'IoR21Wagg)14g[IT 	̀r1 I' 4J'`44 	E H 

°=.t'1 gkii21E4teMIN ri T21'4E H 	W'EtiMEEIMcolg H 0 CUM COLN] 

° (3 L 76) :-1/1:3-na (*El 	'_W,_ 	'4 

(' — L' )J',7 	*1.3-N‹ 1=1  J--k)-8,acoRi(,(1K,(1--La-V-WatEPSX 

EEIT21 (- ID o'sf:f \cgrliM'atEPS,KEEMD-V1Vitti ':-'-/ 	°D-V1 YC 	1 i-,c4 

21 aSti1J_ ig Co ritiH K.T, 	<1 	1MEill2-1,c).00 - .1 i-g -21 (- T S -00>c,/ 

R WM TCM'EtrEPS,KEEM 	R gYAffCOAW 'alCOlitti °D-V1 littiN/QAW 

triJ_Ii "_'-'1%RRiG4K:ii—LWEtrOXIEMS--.1 J-,c4=-V1 f'i;r1 

Lat'Ell 1E1 3 	"-=-V1Md1J2Wco (3) N'T "21 : °D./4 -,'- MU 	•FCV.A.Mr-:/ 

021 'AEN/tEIJ_Ig "1 VM•FCV4ffitElCotElA_t[CDY 6 	.4tJ, Y "2164t4 i4 

St0L90/II0Zdt/I3c1 
	 CC 	 690801/ZIOZ OM 

°?m £$**# 32 2 o X1LZ&1&&9&WW&Q) 

mm vi^?2®2 °(w@) 
gig&ztMz^xn sum v rim^itsifi 

v?im(-ir.^^<>/x^^^Yi< ViT^na)a«is^¥ [ZLM] 
°-i 

1 YS< (i t -1< E T ̂  <> • £ > A ir/i * < > /x i £1 [y 21 ggf 

vQ=^0p«a % Pi ?#®!!*&O0g!fK$H^M vfl- ^ 

vi?y%mmit "x^&omso £%m&a> 
ii* ££f£b?SSH$ 

&mm vn0^^A^^*5fi^ 
(17) [ LZ.00] 

°^ C <3?2.2!jd 3 2 <2:-£^g§H3fiiMI V2-\^SP215} 
^fbLfi v£<^a»ida)[i£ v^X^ag^»id^Ma)W§bLMII v-y 

°(4^«fMfii§BM^ v^d3¥ 

^I^i©e Li °SL@) 
Wm«-1ItlMl^^iMSa)^^ ViTf^3H 
°^ n ffihkl^t^im fi T -1^ 3 H ^S^^HSfMG) @SO£ [0Z.00] 

0 (s Li) yn&wx (^s v^i "o 
& >^K-/v) ^ff<n > 4-0-83$$ 1=^35^11$ 
id^Mric^o^vg£[ji^g^TOid^M^ni^ °-nYI^,H >ff 
rim«fiifiO)nii}H <x^<si vn^I^M?}0)^.H >#216? £_^{3h? 

§EhL6 

meJS2 ^j-^m^xm^co u) SIT v-i^ 

Sm90/n0£df/I3d SS 69080I/ZI0Z OAV 
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r , 	) LID, 12M8 cktiet#S0 44 OELCIL,tc L a.' 6, [1-ialEDMVA 7 r, 

6, 	[1-iallMAffl El ck t') El 	3a -3 zf L t:.-..12m75%/-.p LOo- tcot:.-.. -  L, --C, 	*-011 

7 F, =. 	tleg 3, 	4Q 	/3` 6, 	)M1,:.-..14Kffielillkl.„ 	eg 6 19 IA (,:.:(,, 

6 6 IVS14KMVC1114kLtc (4 1 5) . 	t'L- , DC4-07'MtA7r,=, [ICTY 

INAffl El ck t'i 4 El IA J-;t141:.-.8 livt t4$75' 2 0 °/o1-;CFT 	-D AL- ON:31 1./T, 

4117r, 	."-el, , MiElck l'i 4 El IAL;t14- 1,:.:80-Ceg 7 0%0Dt4$71 1, Az- 

[0073] 

( 4 1 	5) 	c, 

(1 	I 	I. 	t a I1M a) 4'F1' ) 

( 1 ) 	±5RIIMIga0)4lF11 8,t .0qVgiiiI 

allMa)tffIlYgL 1, Z, 	I P71;5a5ICEIlkivrt5RIIMIga0)4lFTE 

Oct -3 t:.-.. ,'fftS -D tc. 

MP, 16. 	5-17. 	5E10)C5 7BL/6 7', 	111±1IT75` 6 WNW. a 	A 

f1-01g6:.-JAffl Ltcc, Affl L, tcajEJMEACOVA'ft 5 0 U /m I OD i spase 

1 	(Becton 	Di c k s on) ga (,:.= --C , 	2 5 t --e 1 . 	5 3•124 a PC\ -,'_ 

it. - - OA, 	2 5 G ANI-FCE110-05RIIM±/SMOL5RIIMIVKIM:=3AtEL, tL- 

c, -,'- 6 t:.=, 124-1-4106Vegft 5 0 U /m I a) Co I 	I agenase 	(Wo 

rthington, 	Lakewood, 	NJ) gaLWA'1.0. 	25 

%0Trypsin 	(Invitrogen, 	Carlsbad, 	US 

) g'ff-YT 3 7 °C5J:Mt:.-.. --C 1 0 3•12mnIAZIT 	,/f -1,N, 	22µpo re -t/l/ 

i.4 --LC, 5-E 	6 :.:* — IL tq't. tc: rAl -1- 	I1 	ER 1 4' 1., tc: . _h)m[pw 

ovAil.1 0 0 U/mIa)CoI 	Iagenase 	(Worthington 

, 	Lakewood, 	NJ) g'ff-YT 3 7 t5E05/64:.-_ ---C 1 5 31EmonlAZI.1 

21]'f .D tc: ,l, peigl. 0. 	25%0Trypsin 	(Invitroge 

n, 	Carl s bad, 	U S) ga-e 3 7 t5111.41,:.-_ -C 5 3•12mnIAZIT 

•ff ki \ , 	2 2 µ. po re -t/l/ 	1, 4 t — _l_, -C, 	-A- 6:.:*-1E -,'_41.7-c_- _h1 

.ICI IN 	ER14 1, tc. 

14641.7-c_- ±1VJEJN2WIAMIEJNLCE110-C, 	I V,Iga511,:.-_,,k t'), 	7 — 

it 	)72 /1/ 1=1=4:.-AWRINIga1lf2''1,tc. J-;t-Ft:.-..IIIRODMHIliBa -zo gym 

WO 2012/108069 34 PCT/JP2011/067045 

0 7.) to, 
ti, 0 J: <J 0 £ii-p Z£\zfamifW.'}> LfatttcMZttL X, 

^IH3, 4 0@i)^, fcmzfontf®'iM.L, ^6 0@tcti, 
(M 1 5) „ ztcs n& 

^ ai 0 y 4 0 g Jm iz & ̂  x 2 0 % JUT •-e & o tc © IZ M L T , 
#ffl0<£ y 4 0@jupitcaiNT^7 

(HI 1 5) „ 

[0073] (III. 

(D ft£.mi&wLg<Dwmts&xf^%m 
LXs StHS££ffl^Tiffe!J]ang©ft§!l£T§B 

©cfc 9 iZftfe-otco 

SPSP 1 6 . 5-17. 5 0©C 5 7 B L/6 

Ltc o Lfc}lMCS£$t}fJt 5 OU/ml0Di spase 

1 l(Becton Dickso n);#>^tCT, 2 5°Ct 1 . 

•fc\ ^©^ 2 

o ^ ^tCN 5 OU/m I ©Co I lagenase (Wo 

rthington, Lakewood, NJ) £; $|-}l|j|£ 0 . 2 5 

%©Trypsin (Invitrogen, Carlsbad, US 

) mm.X3 1 °C)&miZX 1 2 2 fx p o re -tzJUX K 
\^(i--%mLXs ^±iz^.-\tistitcw\mmm^^:W^Ltc0 

iH-zllJ^ 1 OOU/m I 0Co I lagenase (W orth i ngton 

Lakewood, NJ) m^X 3 7 °C)&®lZX 1 5 ^©BMkS 

£ 2 [gj^ro 0 . 2 5 %© Trypsin (Invitroge 

n, Carlsbad, US) ^MX 3 7 °C^;§tCT 5 

22/xpo re-tzMhL/^t-^ILT, 5^tCJ£—ft3tl/c±j£ 

^»£IXf§L/c0 
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L tz-_-*-1E_E1MiN L*-fErm-lefiNL, :> I) 	I) -%* 	L 

tc 1. 	5 m 1 74 fj 1=1a — 'Y' 	(IV i'J KA/7) 6:.-.. -ti-LTA-LMI“::**7  L 

itibittEt:.=.75\01c. it iL\311I•la)±3iIa0)±',1* 	GEL o a d e r 	Tip 

0. 	5 — 2 0 m 1 	(Ivi 	KA/7) CE110-C-A6::_lt 	L, An L LT.  

-1E± /SMUJEJN 8 ck rf*-ILIWIVIEn 	-t.tt.T.11.111115( L tc. Z:.-.., 	:> ') 

'I)- Z 	(Al, • '9'sr,-=‘)  	1,t•c_-,' 1-')524 va_ht:.-..0 

el 	lmatrix 	type 	I—A 	(Nitta 	gelatin, 

Osaka, 	Japan) 	30,(1,1A-FL,---c7—itiy2)1/Ki=i ,y7°  

'f'F1' L, ±Elz -CU' Ltc*-fErmaiiN 	0. 	1- 1 0 m 1 0) E',' v 

1-v7° 	(Quality 	Scientific 	plastics) 

E110-C, 0. 	3 m• I f'1; A LAINAVA4'F' Lk-. 00-C, PW)I. K 

1=1 v •7A, ±,Et:.=-CERII Ltc*-4E±1UliNO. 	1-10m la) E',' 

v 1-v•7° (Quality 	Scientific 	plastics) 

Eilki\ --c, 	rim-lefiNoNmggt:.-.A 	-,_ -ft z ct -3 t:.= O. 	2 g I fi'l.AA L, 

anigama)±)miEnL rim-l- miEnL weiNavt 	,f/FtiI Lk- ( >4 1 6 

) 	. 

[0074] it)141---e4M L tcaliMga Hi 	0)±1SMUlliN L ming a Hi 	a) rm 	NiiiN 

L OMIINAVM, DMEM101m IN Ait 6we I I 	Plate 

(1 	• 52 4 ‘Y*J`/J) 	t:.= .-tvILtc 	0. 	4m I 	pore 	s i z 

eO)Ce 1 	1 	Cul ture 	Insert 	(1 	• 52 4 ‘Y*`/ 

) ±6:.-..7—itit)l.z.i'L**7 1_, --C3 7°C, 	5%CO2, 3B1.9 5%A-I11 

t:.-_ -C.2VgiiiI ,'ff 0 , 	taii,vgaliFTzi Lk-. 

[0075] wKilmw, a 	Pi-  iiiiII L tc La' 6, SA W ct t')# ft L tc MIME, a LPlat: 

, iiiiII193M78/3\ 6 2 4 Him,/ t:.:±1SMUlliNerbreiNigli t:.= FAA L MYYZ 0 

el.E7I-1 /4's tt,tc ( >4 1 7)0 	z: MiiiMct t') , 	it-JgaacEllozzL. L"--e 	hC 

ana) 4/Ftkle -CZ a' Le71-,3_ tt.tc: . 

[0076] (2) )14 IIV_t5RIIME,a0D4'F-11L*-011 

_hga ( 1 ) 	0) 	a T 1if 1.1zi  1., tc: 	WR IN E. a6:.31 L -C , 	_ElVIEJNIRIJck (,), 

WO 2012/108069 35 PCT/JP2011/067045 

^>J=Iyvv-zzmuL 
fcl. 5m I — 7" (x >;/^ > KJU7) iZ^ttC# L 

3S'C.^lltC75)N^/co 3S'C.^II^C0±pS/SC0-h/# ik G ELoader Tip 

0. 5 — 2 0 m I (xy'O KJU7) iNT^tCP&i U Lt 

%L-{t±&mmm]s£xfMfL-{kmnmmm%:'tM'nm%Ltc0 :xizs *>'j 
=i yyj-x • yo=i--y^) K ufV y:>zL±tcc 
ellmatrix type I—A (Nitta gelatin, 

Osaka, Japan) 3 0 AJ, I /HT L T • ̂  ^ K • y 7° 

±§EtCTiJ^LfcJ£-^ll3l«£0. 1 - 1 Om I (Dtf^-y 

h 51 y 7° (Quality Scientific plastics) 

0. 3MlgtaAL»lli»lL/c0 ll>f JU K 

• >>7°^l^ ±§EtCTiJ^Lfcl£-lt±j£3l«£0. 1-1 Oml©t:X 

y h 51 y 7° (Qual i ty Scient i f ic plast ics) 

%m^Ts 2MlSHiiAU 

) o 

[0074] 

t. COM^M^i^hts DMEM 1 1 m I l)Difc6we I I Plate 

(^^7 h > • T1--T y > 7 >) tCiz y h L/c 0 . 4 m I pore siz 

e®Ce I I Culture Insert (^ 0 K > • T1 V y > V 

» ±tC=l^->f>>f;ur«>:#LT3 7°C, 5 %C 0 2N SJ£9 5%£#"F 

[0075] Lfc^JliS£ll*mc 

*§^iiH3ti/c m 1 7 )Q 

Rrti-eS) •& c 17^3 ti/to 

[0076] (2) 

±§E (1) ®^;i-e^L/cMJ55c}I^Stc^LT, ±MIS1J:1J, 
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R eg 3 m m a) t12tK PReht 	( 	--ff#11 ) 	t[ICIIINIga 04'1 (li 

t:.-. ± bm um L rm - mi N L a) to 1 m 	A -1 /435 T ± bm um 13 	L rm 	 mi 

IM133•La)4fIl&ilt:.:W < ct -)t:.-_, *-14KORMAT --eftlEa) 	A.-0*A L 

tc. )14 Kt*A•11, , 	2 Elan 	Pi-  ±3, 1 	4v-  -D tc . 

4,t-±, I,ff -D 7-L1, *12tK 
7r, 
	1g)5R117%0117W533•It 	L ---c- 4V133• 

affl:35 -ft, 	t[ICIIIIMIWAVV -Zt'i'-aL H ea)51e, 	talIMIga 

a17M4V1341-11_,tc. 

[0077] -- oem, 41-1 2 0 ElO)WRINEAVeg, -Z L, 4115311Zt 	L 

, 	<h R L -c o ZeefiV,2:35 tt.tc: ( 	1 8) . etc, 	ffINg=c0JT?A 

ali,MULWRINIgablge-D -c V\ Z a'  L efIVU,-.3s tato 

[0078] it±,41_,<N,13)1Ltc_-1V,), 	a.' offinoftElAt:_ct . )14 K 	-Zt"-g, 

rgat i, i Ei J 1-10.10±)sMNINLfrMt::_ite L, *-011,16:.-AR -Z 

t'P,-Lts-Dtcc. 	lit:.-_, 	t'8,1F,at:.-.8ki\ --ct, 	AkiNgAl.--e14Kct (,) 

ft -Z a.' LeliA613\LI-s-Dtc. 	t'8,1, 171141Jg--ct, .E'i 	I- 

ZW, L 	'7'K11331i L -c it,qti l„ PI —iliPff --e a) ft 	*°;0,) 3EA-  a.' Le 

R, IA tql.tc. etc, )14 Killiii Ltz-_- t8,Igaa)*-01V-AtV,PIa73 -c111E 

-eV ,), 	<VEllichltst-Alird---e -Dtc_-. 	etc, 4.V, -Zt4P,-1:.-.80 

--ct, 	1, 	I°i 	I- t:47 $11,1, kt L-ct"-AJW,aa)±)sMNINFIEA053 

3•L1, 	Ei 	1-10.104UL 	'Iii-a-1 /43s -ftZ z: L e -- , 4V, 	_ l; tc 	"-g, a) 

1415t7-ZU, 	--ez a-  LelEIA613\LI-s-Dtc. 

grgat, E*F11.3t:.-.8ki\ -cM<3t1E -Zz:Leffiz, .fitctsVga 

0,01g 	tE*Pk'itt -  Z z: Le -- 	Z. 
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(?>-tz*t§!D if £llMUIg©lti£ (ft 
tt(Dmm) t±&&mt 

tco 134 mxmzs 
^tciks ^ 

iKIIS^IIL/c„ 

[0077] tm$ms mmzoufev^&wknws^w.mtzt, 

iKif t mMmn&m&tf&tf # suss n tc0 

[0078] J^±l¥L<§^L/c®y, Z.<D&m<Df%mz£Z134 K£W"t 
ustti^s/trxy \*m<D±Bt&MMtmmz&faL* ftmrnzmmztitz 

^£%c3lJlSlCi>^TteU y 

m-Wpft-e<Dm%zmvmtz.£tf 

-e&Vs jA<mm'Rim^m^h^tc0 %tcs 

T&s ££LTif£StJlS©±&&8fflJ&G3fe©£B 

^l^>L°x> MIiJ0®W££^i§r3t*££^--e3\ 

qrt^-efe £ c: t EE bfrtta^ tc0 

&L±<D%}mzm&tzz.£iz& y, 



IIIMWVEIMtEIV.4.4q5EIIIIMWVEIN'Llti 	' ri %',15EIIIIMZC(TH]tEl 

V4[1>c/5EIIMZC(TaLlti ' ri 	D-W‘EtEPSXPTWMER.EgTaLlti [6t*421 
0 

W*9ZCort22"---1 L T1D- 	9 Mr*ES 	,15EINNVT1:-:5EIN 

ghlti.,/514111MWLE112241  ' ri 	D-WE'R, TW.M‘63,5.2E•TaLlti [8MI*42] 

°W 

C-ZOrt22-21 9 MI*42 S %25EIIIIMTV4VIWT1:-: 	5E1111MTM$ 

'1(v>c./5E1111MZC(TaLlti ' (1 	,/w•HR,Twm•blatigT2iiLlti [Lt*E] 

°wic-zortai-21 -17- L mms%',/waatigoc- —4 

'410S'45',-Wfgri TtaSI:fczi \cM'EtEN7g•FCMT 	ViTR 'W‘EtEl 

ET 	'WOK I=1 L*ZINT 	'W‘EErltT 	'W‘EtEPSXPT 	'W 

‘63tHMT 	'W‘EtEll':T iMER.EgTaLlti [9t*42] 

°W 7C-ZCort22-21t —4'41 

00 D — L MI*42S%'D--WEWEEM-14TMT WW‘E.R.EgTaLlti [9MI*421 

°W 7*-9ZCort22-21 3 TF-Y 	L MI* 4: S %',)-- 	M .5.2.04-4 

T"---'1 % R WV.3-X5EINC0 3 WaLltV2 I' R V.3-X5EIN CD L WM [141*421 

°W 7C-Z(ort 

all 3T1:-: 	L MI*42 	sa_EF1.5.,t'gco4f4T 	y./-4'410 

%R >1'-fi ' 9- (- CD V.3- X WED 3 W 22 Llti R V.3- X WED L W2241  [Et*E1 

°WC-Zort2 -21 L t*4 	\I-V.- 	iTiii 

S'4TW‘E.R.,t'Z'T25'Llti Elg=-1 czi i'c- 	'*;TiiIS-1(*fl )-A [3MI*421 

OW 7*-9Z \I-V.- 

'R WiTS_1(*fl i-g-21WER.EgTaLlti 

'RRIS-1-ZWIWEVAt'ZT 	ri I' -1R 2 S4TD--V4 

M*2.45,N-a.W 	R*P.3-X5EMED 3 WSU 	=11>1M-tG45EI 

IIIMZC(T 'RV.3-X5EMED L W S 	i,-tIligIN-tczi 45EIIIIMWVEI U  

'.2.c-%D--WW.1-ZO W‘6.5.2gTEEiltt-iS-.1 i-A 

kl'aVo*V2 

CLMI*421 

St0L90/II0Zdt/I3d 
	

LE 
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!t#©S6SS 
mm 134 

& b ̂ff fa izm&l $ tl £ B 2 (Dt % ?&# 3 X £&<* l*l 

p|3"e±SSt" 2>Z.tlrZ£V &TMZ.* 

£#&\ 

^ii2] 

1*^11 HClEi6©ii^;io 

5RII3] tulEH 1 ©Iffl^^-nfrttulEH 2 CD$ffl#U^"n$;CD 9 '>&< £1 

^"ftlfr—I*5f<I11 S/cti 2 ICIE 

5RII4] tulEH 1 ©lffl^^-^frfcNJ:t/fulEll2®|ffl^^-^fr^\ 

;£lI5] tulEM^t5,iJ^S^\ ±J^tt{\l"St5,iJ^S"efe-Sli^ll 1 ~4®l\ 

1"*lfr—lI^IEi6©ii^}io 

^116] tuiE^^StUSA^ if£&raui 

fliUSs fc<m 

j^S-efe^ii^il 1 ~4 ̂§Ei6©ii^;io 

;£iI7] fulE±J^^lffl^^A'>/uy 

$Iii±j£« S /c & €®gj£SB±J&«fflj&-e& £ 1*^116 tClEi^i^i: 

MW1 U. fulEP^^IfflJW^fLsI 

mm t tc &£ tmm Q t tc & i 
o 

MW1 fulEM^§5,tJ^S^M^Pi^S7^S"efel'Js tulE±J^^lffl^^Pi^ 
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p8 ---ezt,o3RIR 6 tz_B-BilZotaZgo 

EgIVRIAiol ghlEt.2g-Ariga75<tallME,a --e.b W. ga_USMUli8e5RIIMEli 

p_h)ffili8-- " 	9 , fillara- NIII8ealltHio)rbrium--e.b 

z g13RIA 6 tc..,1Bao)aZ51. 

EIVRIA1 1] ngat'-f Ke, lE*Onft-e. Z PA** 1 — 1 0 00 Ttlii•—*(::_g-E 

4C0&IZI. 

[,11**12] ME )14 Ke, ti*PRIIRt---eZ IA** 1 — 1 1 0 0 TI-Lb\ —Tt:. 

EgoaVaZ5A. 

[IVR*13] liviga )14 K 7,y\  j- 4 p .-/ A -e 	z it*** 1 — 1 0 0)0 T41.75\ —*(:. 

EalaliaZ51. 

[g***14] govm 1 — 1 3 ®L\ T11.75\ —MtzgEg,®ZU.-. 	'D --C.  ilMI  -%3_ tt,, 

il-f K 	T 	111JEHifi-Alga -gi-TAMIto 

EIVRIA15] ph*TA 1 — 1 3 tz.-_gaiMIlaZ5At:.-_,t 9 4/Ft4 -.3_ tit )14 K 	- 

411111.2S.-Alga, 	-4*,0)±,,EMAP37111tZVrir -A-t, )1-1 K 

--•$-011)EllV,a0f4,111M. 

HIVRIA161 ,111th 1 5 (Zta$404111ZVC) -D --c, ME il -I K 	MINI& ck 9 

5cr,ffl Lk- VISTIfiti-0- 	ar L tz.-. 	9, MI Lk- tg-Alga0)_hi 

ni1181141.10303 -  L ME \-12m ± & .0118 L e )14 Kt` 5e -D --CIFIEIR l„ A 

el-0- Z z_.L 	,TAL -0-Z, 	)14 1` 	Z*  

Zlo 

[1,***17] ,1113RIA 1 5 izEiCcorMIZI-e-D -c, 

f-nigatg,;."-ArIgae, 4.V1- Z2g-A'or)tlArligL Lk- fir-AV, 

F-Tnat.ggt-vavoitHitz-_, 	ilflEil-f K 	1E-M-211311`Lt::_/-4/±--  

Z 4VA tz.-.4A L , F-MgEt.2g-Arfgao)_t)3M*IMIRIJIDg133 - L 44E4 

V, L 	Vtg.-.3s t-Z L L cz. ct: 9 , ingEt.2g-g Mao _LbMNIVITJ053 

5•75,  '-f k'6z5e-D -coR L, mga1:13,iiiO4.1LiteA- z ,-_ L 	!ti 

111L -Z, ) 1 4 K 	A-  - WP[11,11t" A-  tga0DMIZ51. 
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fu§E±j£3l»tf}IM 
^k(D±^muxh y ^ 

cii^Jin] tuia^y K^\ 1 oo^ttifr-mzm 

[if^iH2] stiiB^y K^\ it^in ~i 1 

[i*5f<iii3] MB1J4 K^\ 1 ~ 1 

154 
[i«miH5] if^in ~i 3izmm<Dm^y5)^z^vwmtstitci54 

nM<DmtL^mt^n^^h\ 154 K& 

[1*^116] li^in 5 iiuistf-r K£#ffiSiMi<fcy 
LfctitiifmaL/zm^^ms<D±BZ& 

mmm<D^tm^^.(D±^mmtifi54 Kcis^xiiu s 
mtzz£%$mtTz>s 154 

[!*^ili7] ifMi 5izBm<D&m3%-e&?r, 
miE3W£mgM£tfs gW££t&$sgam£&gM£ Lfz&EM 

S'efey^ 

tuEEM^^ItJ^SCQf^itB#^ w\B154 K^rHulE^^pP-fjitC^St" 
zmwmzmMs. tuiBM^§i^^a0±^^«iiij0^^ttuiE» 
W£tkmm$-£Z>Z£IZ£I<JS SuIBM^tMSCD±j^^«{iiJ(D^ 
fii?i54 Ktc;vp^T#jiu tutm$t & z tttft 
®LttZs 154 l4itiS©^H^o 


