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— '9' .-C-f 	..]_,— I. Ltc. 

[0039] 1. 	2%0)77 t --ffga0),t -31,.-..0111 1.,tc_-. 	7 it t — -ff 	0 . 

3 gjit,), 	5 OmLa — lt:.:111A.tc_-. 	L'413:.-..41., ---CDMEM/F 1 22 

5 m I_ 	)iii L, 	-A- 6:.-..gb` Lk-. 

[0040] iiiitIttEta)ct -',(ZgFil-ti  Ltc. iiiititat:.-.. 5 0 m L E''. v 1 -eDM E M/ 

F 1 2 	4 5 0 m LMA.tc_-. ;Z,:.-.., 	5 mL L'i•Y H-C1 0 0a=v 1/mL 

i'=:>')—(). 	1 mg/m1_0)=:>')—H/ .7° 17-f:>5mL 

)J1:1A.tc=c, 	%t:.-.., 	1 000,u,LY .7°T1 00µ,g/m 10)FGF500µ, 
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LMAJto 	%t:.-.., 	1 0 0 0µ,Lv .7°-"Cit') JR-( Ji) 	L 1_, ---C 7 1 

0 µ, L ))11 A_A-_-  . 	a.' 413:.:41_, ---C 2 5 m L E°, ,y 1, ---eitam 	2 5 m L)JFIA:r ct < 

m a L, AL-  . 

[0041] <P 0 MIJEJN*AZ"A> 

±E ( 1 ) WEN t:.= ---D kivr 0*, it .7).#P, l, ;Zg) At') t:.-.."ff -D tc: . ±E ( 1 ) 0) 

MIliNgtiqiiIi=1:10)-ff7 	— It.,  — 1,75\ 6, 	7 	E l. —51 — t:.= ct (,)*, 

it 	It 	L tc. ;Z,:.-_, Pa-Mt 	1 0 m I- MAJto 	a.' tt.%(,:.-_, 	3 7 °C, 

CO24 J*]_, -'91"-C-f J*]_, — 	Lk-. iiiititZt1t, 	3-4 Elt: 1 11147 

-D tc . 

[0042] ( 2 ) alt ( P 0 	P 1 ) 

)0),,k -3 t:.:44t"ff -D AL-. Vlf-MIrria)MIN 	''A-ti•-ff 7 	— I- :> A,  — 

l. 75\ 6 En 	') 1 	JVC,: ck t') Rd e L , 	1 *a) 	a — 1 t:.= ri- 6/) tc: . IIIIIR 

tql,tc_lajEn 	±,t6M*, tth (5 µ, g/m1_04 J') 	+ O. 	1 µ,g/mLOF 

GF+5°AnM+=:-1,7° 174:>gt;DMEM/F12 

) t:SNE Lk-. 14'6 tt. tc_A liN RNA 	1 . 	5x1 0 5 c e I 	I s/77 	a) 

a'1.-C-ff7— H77 	1 EMZVELtc_-. a.'41.3 7°C, CO 2 4 

*a—'91-C-f J*ai - 1 Lk-. 

[0043] <*itt7k.#1> 

atMIrrhOittit.7k.AU;ZOck 3 6:.= T7 -D AL-. -ff 7 	— H7775\6 

, 	77 E1,-91 —CE110-Ciiittltl,tc_-. ;Z,:.-_, 	±P,M*itt-t.10-ff7 

— H77(,:.-..20mL)NA.tc_-. 	a.'41.3 7°C, 	CO 2 4 J*j_, —,q ---e-r 

J*J_ , -1- L tz-_-  . 

[0044] ( 3 ) MIN IIIIIR L *TLK12tK ̂ O# :4 

-ff7— 1771 EMb\l'AElliNgLIeL, 	1*0)a—v't:.-A16-e5 

ZAN 	IIIIIR L tc. IIIIIR -,3_ tt.tc_leINSINAitib3AtE 1, AL-1, ,'=:> 1) 	— 

I- l.7° I-74 iJ 	-.A-ti•M E M t: L -C, 	-t.  0 —3INCE111,\ VzIfIliNN 	Alit 1, 

tc. AIJ if :35 tat MiN t: a -J 0 --C , 	2. 	2 5x1 0 8 c el 	Is t:.-41 	Z El 0) 

MIIINSINA 	2 5 m L 0 	a-76:**7  LER t'), itib3AM, -t- O)± 	It 
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1, tc. 14'6 tat MiN 	1, v I, 60a-Y a e 3 . 	omLiztszct --)t:.-.= 

1)-1-i..70 1-7-r -A-tiNI\AE1\/11,:SUEL,tc_-. 	L.'41.3%75-1=17 

—i72 0) 1. 	5mLLMal., tc: . a.' a.' T, KEIIINSINA : 75-  I=I 	7 —it 	= 

2 : 1 TV'), M-a•l0775- 1=1 	7 —it Ja)WEAEVA, 	1 %--ez,, 	1 m L07 

:> 1) 	:')-"C 7 0 0 /I L 	i'M L. t'JKOMOK#PPlita)*TLK12tK ( 6 

ATI, 	W) 	x 5 0 	(R -,3L 	L) 	x 3 	(0,-,3L 	H) 	) 	6:.-..#R4Ltz-_-. 	*TLK6:.-.))1:1 

-CAt Lk-. INAJS*TLK07 3_ 7`, 	6 (W) x 5 (L) x3 (H) a) ta 

[0045] 

-at, #R4A RI 	7 0 m. L L L, 	1 0 (W) x5 	(L) x3 	(H) 07tgal, 

1 20-1 5 0m,L#R41.,tc_-,, 

(4) MI 	47 

Z:.-_,En&b4Ltc:4-TLE44c=-1174 -gt 

q#JEMitAtt.tc_- :>-t7-1,1,:.:REL-C, 	3 7 t0)-1 J*J_'—'9'1"-C2Iii 

MOMza- Liz„0)75-1=17—i2V22A/tLTAIlliNITIZ*RNI4KM 

tc . 

[0046] 2. WEJNNI-H4Ma 

W=8 0-  ZUJINNO)ItALU, chemomet e c #11  0) N u c I eoC 

o u n t e r 	(RtlifAM) 	1JEll Lt, KEIIINVIIiiML 1./"C Reagent 

A1008,tVeReagent 	B100 (chemometec#V 

At Vet:.-..WJEllit 	.7°)1.)J -t v 1"--CZ N u c I eoCas set t e 	(R OA 

fr,) CE110-Cff -D AL-. 

[0047] KElliVigri]sli if 1, 	0 A t•) t:.-.."ff -D it. 

[0048] • It J 7°J1.0 ,1j 	 

Alt L ck -3 L 	WON a) SIN'AI a) 5 0 µ, L 	gitput::_ts- gyl.„ WEJN VIM 

MReagent 	A1008,tVeReagent 	B1 00-t-tt.T-115 

0 il• I- ))11 A_ "Tit 	.7°)1/ 	OM L tc: . 

[0049] • z11111N21.10;141Jif 

zIlINS1 1.0);141JtU, ±Ea) Ft- 	.7°)1/0)117ttli ONAZIAMItql.tc_- It J.7° 



WO 2013/081122 
	

11 
	

PCT/JP2012/081134 

)l. 	Nuc I e oCa s set to 	(RtgifAC t::-PRI L, 	Nuc I eoC 

ount e r 	(ROAM t:..-tv 	Lk-. Z:.-.N u c I e oCo unt e r 

eRtilfox) 	o FIR u n i a) t,9' 	flEIEI I., -c, 	zIliNtT0);141J-ZVAte l„ 	It 

Al Ai M 	141  tc. 

[0050] • -EVIIVIA1.0;141J7f 

EKEIIIVA'1.10;141J7f (,) 	a) ck -3 t:.-.."ff -D tc. *, Ma jEn 1 o ogL 	3 a — 1 (,:: 

L t')Nuc I eoCasset te 	(Rtiif=g4) I,: a I l„ 	Nuc I eoC 

ount er 	(ROAM t:.=.-tv 	Lk-. Z:.-.N u c I e oCo unt e r 

(ROAM 0) FIR u n j a) t,9' 	flEIEI l„ 	-EVIiNNa);141_17fV3M8 l„ itgiLl 

emmtc. 

[0051] MINt4$01-MACE110--MffiLit: 

tEn2ft=111n2g.—MIIIIN2g. 

Nt4$=tUJIN21./UN21.. 

[0052] <11.] 1 > 

1S#1,11ittita)*M 

MIliNITIZ*TLK12tKoq#1,Mita)*M5A-Z Lk-. hCRt 	---eZ 4 

'), 	FGF 	(Fibroblast 	Growth 	Factors :n 

gr*MliNtilWAt 	) , 52*1t)( '9"1 	(BIXMENOD IE 	17341-  Z) 8,t 

VeN/71)< 	J (EixraUliN0•IEV,7341-z) Atrf6:.-.1aM0)174-03\ 	Nda.)- 

-ab-t-c -g-tiN*,tt:.-_ -Do-c, MIliNITIZ*TLK12tKoRAJJq#40)MiNt:.-..4A.z 

VS $V,J-  Lk. 

[0053] *ittt:.=-A-V-LZ31,V-;CF0)21-41,:.:ck t') 7i 1,, 11,1121.LAt:.-..KM-W4 

Pi.3J-;t-Fa) 	 1 	6:.-..71-c, 
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[1] 

[0054] 

[0055] *AA 

5 

L, 

0. 

[0056] 

V 

[0057] 

. 

2) 

A 

L) 

01 

DM 

8ck Ve 

FGF 

)< 	' 

— ( 

011-.35 

x 5 

ME gill rd Et 
I 4:,A, 9 :./ 5# g/m1 

F 

, 

FGF : fibroblast growth 
factor 

($111/MAE15/Rfa) 
0. 1 p g/mI 

D -3=*-1-)- 9"> 1 g M 
C V-71-.:, C 'I 00ng/m1 
S lain 5% 

EMLI, 

TOiRtJTZ. 

*i ttA 

*ittA20)*M:52*It)(5'`i1 

tiLF$V,J 

tt.tc 

—i2237t1g)-(*a-5'11,:=211iMOITZ'LLIZ,OP22/1/tLtc: 

• -OR 1 

*i tt A 0, 	A 1 8 ck Ve A 2 	EL$51 L, tc: c, a.' tt, 6 0)*A0)a i tt 

i'= 	1) 	— 	1, 7° 	74iJ 

0 0)*M : -( 	1) 	5 µ g /m L, F G F 

%MI* ; 

1 CAM: `/71)(:C1 00 n g/m L, 

FG F O. 	1 µg/mL8,:t .05%.011M; 

µM, 4 J') 

1 µg/mL8ct .05%.[Wit, 

a' tt. 6 a)±3itEL$A -Z z: L t:.-..ct (,J, 	./xMaiNtient 

8 ct tie v 7 1)( 	0`)MliNI7J-Z*TLK12tKa)RAJJq#40)MiNt:.-..4A_ZI 

Lk. 

MINITIZ*TLK12tK, ±E ( 1 ) — (4) 6:.-_,Eili,10516_it 

Mt, ±E 1-  1 . ivxMENITIZ*TLK14KaAlF14111C 

t:ItkiNgFillz' Ltca1-MMEN/E110--C75-1=17—it 

V,A111  Lk-. #R4NiliNNe 1. 	5x1 06c e I 	I 

1. 	°xi 07c e I I s/mL aM liN SI N A 

x 3 	( H ) a)* PPIlta)7J1 	LO'Llz' a)*TLK14“:.-_#R4 

(,:.= l, 

''A-tc. 	-iiiitt-b0*MtV-;t 

O. 	1 µ g /m L 

4 J') 	5,(1,g/m 

5 µg/mL, 

t 	--eZ52*1J-  

U -c,ina,tc_- 

t:.-..8 0-  Z 	( 1 ) 

''A-tilaliNSUE 

sLtSZ ct ', t:.-_, 

-,_ 1 0 	( w ) 

Lk-. 75-1=17 
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[0058] 

[0059] 

[0060] 

[0061] 

[0062] 

[0063] 

[0064] 

o 

2 

r 

0 

t 

ct 

rfUlliNNELSXffl 

[2] 

-t.0),1, 	2%Titi=i—O_E:.:*,ttA 0, 	A 1 	t.c_- (, A 2 	3 OmLT-D 

MI., ---C -- OD ± t: 0 IL, *i tt A 0 , A 1 	tc: l,  A 2 *re MI NIA 3 7 t T 

Arum Lk. 

--0`),1, 	NiliNITIZ*TLK12tKiJN 6NiliN 	I-') 7° 	( T r y p L E 	E x p 

e s s, 	G I BCO#11) VI I., tcAt:.-..111117 1.„ 	KHIEJNN, tUliNN8 ct 

I./TEM I., tc. 52-9' l, 	2 IN t:: -D kiN --c oW,J41-1--e7T L tc 

*IiM 	2 6:.=.7j -c, 

R2 

IFS 	i CIFS 	i 	DIFS 

1R4 NEM 
(cells) 

1. 5x 106  1. 5x 106  1. 5x 106  

tr.f..*(0/4:) 71.8 , 64.5 	i 	47.8 

.' "NI 
 

(cells) 
4. 0 x 105  3. 7x 105  4.3x105  

ri:iraMit* 
(%) 

 
26.7 24.7 28.7 

EVIEJN(,::_t, 

JiNope-A-v-t.z. 

#R4NiliNNL  

tUlliNtW, 

miEnNELstmev--)6,-s75\-Dtc_-. 

11:1 orA-TA IA (,)a) z.: L 	7j -  ; 

#$(,, 2 am q#40)NiliNNiti otufliNNom-a--e 	Z. 

5-E 	t:.-.11*-7540g -,3_ tt, tc: -EKNEn L, 	jj*- ±gt:.-_- D - -C 0 tskiNEKII 

-EmiNe*</v± -z L*-01146::AliNbN 6',Effl 	t:= 

-D -CAfletE-1/43541.ZTAtt.eZ. It -D -C, 	-EmuiNiPb•  < #11 - Z ta)t 

it:: (, 13 	1., < fcini\ c, 

EL$1, , 	2 Armq4,1t-,:fegre 5- tc: tUliNNL, 	2E11%1q6:4'4 L tc_- 

211M11 #40,:f412- 	tctUlliNONT 	Z. 

2 t:.-..71 - ck -3 t:.-_, 	*,ttA 0, 	A l 8ck rf A 2 oirAtt.ottiat:_to-c t, 

It-D -c, 	52*it)( ,9'`I8,:tr1eV7 I)( 

IVA)J1:16:.-_,t ZB'XfilaliN0q4ftEZ*. L ts 0 L.' Le7irlk -,3_ tt.tc: . 'ft -D --C 
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J-;CFCA'N-et, 	A 0 ittt, Mt, 	5 IL g /m L 0)-( J')J, 	0. 	1 i..i. 

g/mL0FGF8ctrf5°A0nMgVDMEM1C11ZJiLLLtto 

e tc, 4rAtt.0)itlita)Vi' -at VIINNELSe 2 5 °Oil. L 1i01AT 	-D tc. a.' tt. 

1,4FiTt:.-..ck Zq#75q5 t --C'Z LA_AL- c, J-;t-FOARt:.-.1-30-Ct, AF:t 1# 

''ff -3 a'. L L Ltc. 

[0065] • *N2 

*,tt A 0 t:.-.8 OZ., 	F G F 8 ct tie-( 	') 	e, MIliNITIZ*TLK12tKa)RAJJ 

1 4,10MIN I,: EVZ 	a a I., ---C 0 Z 75\  17 75\ 	Wig,j-  Z 0  *i tt A 0 75\ 6 F G 

F 	Itli\tz-_- *Iit, Mt, 	( 	1) 	5 µ, g/mL8ctrf5%0ATIMA-VD 

MEM*,tt (Nlit, 	A 3 iiiitit) L, *ittA075\6FGF8ckVe-( J')J 

ItkiNtcitlit, Mt, 	5%0A:Gi* -gti`DMEM*itt (Nlit, A 4*,tt) LT 

En t:3-,11-  ZVI 	EL C`z 1, tco 

[0066] MIliNITIZ*R1* 	, *V 1 L He t:.-. gle,  Lk°  ±E ( 1 ) — (2) t:.-_,ItO 

M-TJA,k4ftitlIMINC110-T7T-m7—itgtAIINEWAYERTI'JA, 

tc: 0 #x4  KE1 JEJNN 7`, 	#,A'4±VjEjNN 1. 	2x1 0 6 c e I 	I sL tsZ ck -3 t... M' 

t.tc: 1 . 	0X10 7 ce I 	I s/m L aMliNSINA, -,3_ 1 0 	(W) 	X5 

( L ) x 3 	(H) 0)"P3 lita)t 1)''LOni a)*TLNI2tKI,:t9:4 Lito 	3 7 to 

-I 	* ai—,9' 	t:.-.. 2 Hints im 	z z._-. L t:.-. co,) 75-1=1 	7—it 	Vt/l/lE 1., 

tc ,/, 	*,tt A 0, 	A 3 	tc: t 	A 4 	3 0 m L T --D11774 L, tc: 	1E,-17.14Z' 	6:.-..1170] 

1,, Ed \ M-1115EitElittI* (51  -f 5-  •Y 	#tk4.'', 	V • B R — 3 6) 	PI kJ\ --C 3 

7 tTAM.311. 1 5 r p m TAM LtSe 6 2 mamq# I., /to  

[0067] -±iiilita)*MJ-;CF1,:.=.416/3Z ; 

*ittA00)*M: -( J')J5,(1,g/mL, 	FG F O. 	1 µg/mL8ckVe 

5 %1[1:IM ; 

i3,,IttA30N:4 5µg/mL8ck.05 °AnM; 

fill'itA4ON:5°AnMo 

[0068] -t.0 A, t #$, tMIIINN8ckrAllINNEL$V4i tco -t- OtliiM 	3 t:.:71 

o 52  — 51  6 	2 IN 0)W.;j411---e7i ij  tco 
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[31 

[0069] 

t:.= 

, 

*, 

2?..  

a' 

[0070] 

El 

a) 

WA 

-C, 

[0071] 

it 

0. 

aa 
, , 	S IFS 	 IS 	
, 

*4 	gat (cells) 1. 2 x 105 	1. 2 x 105 	i 	1. 2 x 105  

M** (%) 94. 9 	 84. 8 	 85. 9 

VtEii ra*(c (cells) 1. 13 x 106 	3. 08 x 105 	i 	3. 36 x 105  

ttlirgett-S(%) 88.9 	; 	24.2 	i 	26.3 

L, 

ZitireZ 

ITIZ*TLK1* 

UNNELse 

RBA 

--ett.tSct 

L -C10E11 

*i tt A 3 8 ct Ve A 4 L ELV L --C. , *itt A 0 OAINNEL$ 8 ct Vet 4$ l, I:k 

A0 a'  L eliJI 6 /3\ Lts-D tt 0  e tc, Off1 #6:.:EL$51 L -C, taitiq4a)e 

NINNEL$8,t rft#V,I:k t:.-.. A 0 a' L elEIJI 6 /3\ L ts -D tto 	a.' t1.61 #1'11 

it eUNITIZ*TL1* t:31 L -CINIJNI-Se 6 -e 1, 	Z eZ5A,A_ 	t -D -C4111 

*TLNI4K I,: ITIZ L tAiNt:q#111ittit eitM :35 ttAb 	< tcl: t') , 	Z kiN  i,  

R N 1M 0) 	net 1 Z 	R!tte141'11 ifitta)Mtt3:: c, 9 —17 Pfit:.:10 	Z 

Lts< 5 	Ittc6e5LAIZ:3541.20 	-7,̀,Opt, 1 #JEMita)5A3At 	0 	kAte. 

a." LePT 	LAN0  

IN 1 or)L673 

*ft IE91 a) IA O'g 1,, 	*TE, N14“:3HIN 	1712 :35 -ft Z a.' Lt:.-. ct t') ilfl' -1/435 tt. tc_AN 

El*METZ6-e5 6 41.k-  ,T,ffiit:RWJJ V,  Mt, 	1 4 El !CZ 

t'J, iiiitit3`01-)Tt:.-AraNINAPP`Sitia"--eq#Z a' L --eZc. -- 

tca73 (,:.:(,±4$ 1 0 0 %, UNNEL$ 1 0 0 %eck (,JPT 	L 00 — -e, 

1 00%tom 	< ed A_ Z L kiN  -') a." L 1,, 1 #141J rm iti I,: UN etit 

L.-C. 0Z a.' LUO.,̀,g -Zo etc, NIN±1141=alETZTAtt.tZ0 It'D 

2 Arm a) qvg] lam,/ t:.=8 0.  Z NINNELV,  1 0 0 %444031T 	LA 0 4z 

a)5/ t::-It -') qvg] lam,/ t:.-.. 8 0.  Z NINNELV, eg 8 0%-4g 1 2 0% 

< , PTA L < tOg 9 0%—e9 1 1 	 cJZ 

IN 1 (,:.:8 0-C, t#V3zrfUNNEL$ect t') PTA LOA-Itt, *N2 a) A- 

T A o ti,?, it 	icEll L, tc: ts -a --e 	.D tz-_- 0 a t . 	5 IL 9 /rn L 04 	I) J, 

1 µ, g / m L 0) F G F8ck"05%0)1[1:1M -gti'DMEMV#111*IttL 

L, 3 7 ta)AMT-eq# Ltctgat:.=, ct (,) pT 	Loty$8,trf 
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[0072] 

[0073] 

[0074] 

4 

0 

tt. 

[0075] 

MIliNNELVA46tato 

q# ,'ff, 

ve±,3?,±taiRiffitc_- 673(,:.-AN0-A-N - -Dtc. 

ZA-_- eb6::_, 

SINAVilt111 1_,tc. 

4EjEjN2g. 

tc,l, 

*,I#4 

! 

[4] 

It'D -C. 1-;CF1D-A,lt-et, *AA 0 	1/Ell L. AII. 

a.' L L Lk. 

<R2> 

1EH*,tta)128,trietR'41111iNN 

*TLK14“:311111N-7-VELtclt18--e 1 4 El rim1 4 -  z tc_-673t:.-_ffitusujima 

• -A-R3 

KEIIINITIZ*TLNI2tKAPTt:q4 -Z7-c_- &51,:.:051-sq#1,Mita)i'VCJ1-

UliNITIZ*TLK12tKCE110-C-0"ff.Dtz-_-. 

±E ( 1 ) — (2) LP1010511,::_ctt,)147L- 75-1=17—)72-gtileiN 

&64tMlliNtTe1. 	5 x 1 06c elIs LtSZ ct ', 

1 X1 07ce I I s/mLOVIEJNEWAIkt1 0 (W) 

(L) X 3 ( H ) o#PPI=Ita)7JILOM'a)*TLK14“:.:4'41_,tc. 3 7to 

..]-1—'9'il,:.-..211i1VIIFE -Zz._'Ll,:.-_,tt,)775-1=17—)72 V72)1/ILL, 

MIliNfl-Z*RN14lF' Lk-. 	z:tt., *i ttA030mLtcl,3 

0 m l_ 	-t.tt.T.11.11T-gl,tc_- A-M- UM12t“:1174q, --C, 	*A,  v 7°V,1-1673A-_-. 

I,: ct t,) 	'1E,1-1-7e'-' t:.:MliNITIZ*TLK14K115(0] Lk- o 	z:tt., 	ktadokhl5EAM 

	

 	(,9, 45-v#11, v • BR —3 6) CE110-CTA121.3 7t ---e2A 

	

taM.311. 1 5 r p m TAM 1, tSe 6 2 Arm t:.-..Eit,)q#L,7-co 	

0,1, t#$, tUliNN8ctrAIIIIiNNEL$V4itc_-. Aim4-(,:.-..7 -... 

o4 

t:.:4' 

X5 

124-ffiligrAM 
(cells/nil) 

1. Ox107  

ttg. ----------------.. 30m1 	i 	300m1 

Al 	la 0 El R 14191fi 

4,*(Vo) 83. 3 84. 8 	92. 5 

Valliaa(cells) 4. 2 x 105  6. 1 x 105 	i 	1. 9 x 105  

a-ntratth* 
(OH El LE M) 

100 145 450 
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[0076] #9:4MIliVAMY 1 X 1 0 7 c e I I s/mL TtrA'4UliNNe 1 . 	5 x 1 0 6  

ce I Is CAeliNSINACE110-CIENITIZ*TLK12tKfflz' L tctga, ±3,,Eiti 

e 3 c) m L t ,:t ve 3 c) c) m L a) q 41. a) taa t 1 4 Ea t:.= WON N et,Miu L tc 

. z.: otliim 75\ 6, #9:4MIliNa'fteixi c) 7 c e I 	I s/mL TN:4VIINNe 

1. 	5X1 0 6 c e I 	I s OM liN EN A 	1JEll L it ta -a t:.= (,, qmEll*,tta) iii 

(,vpi-s. <Lt 30mL 	4-1,6S2Z a.' L 7V7TA6  -,'_ 41,k- . 

[0077] • *N4 

-A-N 3 milim75\ 6, qmEllti,?,±thomi i, 	3 0 m L TZ(') Z a.' L eliJI 6 75NL fci: 

-D tc. Z:.-, 	#9:4MliNSE'l. t:.= 'DO --C$C4 1_, tc: . 

[0078] &64MIliN211-3,t rf&64MIliNNoa.)-_R% L. ita)A-ft t -AN 3 L PI a 10 

A-1t--011iN1l-Z*RN1* 	2 LNIVq# L. to o 

[0079] _LE ( 1 ) — ( 2 ) 	LP140)511,::_ct t'P'47-,:77 T-1:17-172-g-tiAliN 

SIWAIgIt111 L tc: . N:4tUliNN7Y3x10 6 c e I 	I sLtSZct -3 6-,=&64EI 

jE;gift 2 x 1 c) 7c e I 	I s/mL oUliNSWA-Y 	-,3_ 1 0 	(W) 	x 5 	( L 

) x 3 	( H ) 0)*P9 lita)7J1 ')LOnzIa)*TLK14“::_&64 Lk-. 3 7 ta)-f 

*a—'91 1 J (,:.-.211i1WrIFEZZ:Ll,::_ck (,)75-1=1 	7—/72 V72)1/1ELtz-_-,1 

, 	MIIINITIZ*TLK1* 	'flF1.1  L tc: . 	tt, 	, 	Pi?, it A 0 	3 0 m L 117-b' -' L tc ) V 

i.; M14“:1100 L, -c, 	*-h v 7° 	r-1 ob tc. 	a.' tt.t: ct (•) VA-U-4Z t:3111 	171Z *TL 

N14K 	115(41] L tc_-. 	a.' tt. 	, Ed \ M-1115EIAM iiiitIl* (51 4 5-  v 	#,Ik4.u. 	v • B 

R-3 6) 	PI 0 --0-V121. 3 7 °CT 2 NM AM.311. 1 5 r p m TAM L 

[0080] -t.aA, t #$, tUliNN8ct rAlliNNEL$ V41  tc_-. *iiM 	5 6:.:71 -. 

52—  51  (,, 	21NOW=J4FiT71 Lk-. 
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[5] 

[0081] 

I 

[0082] 

PI 

[0083] 

) 

IL 

115C 

P 

[ 0 0 8 4 ] 

A5 

e3x 1 0 6 c e 

°/ce.D tc. 	a.' Mili 

a' Le7irlk:Stt.tc. 

e I 	I s/m L --C' 

3 0 m L T1 

tc. 	;Z,:.-_, 

L-C 

7 —it 	-.A-ti1111N 

I 	stz-_- (,7x10 

I s/m L V-z-_-t 	1 

X5 	(L) X3 	(H 

1=1 a 7 — it 	a) it)i, 

t3,?,tA050mL 

413:.= c0) VA-1 -74 41,:.= 

(51 -f 5-  'Y 

. #E1.311. 1 5 r 

LEL$A -  ZL. 

11.A4. 	rasa, 
(cells/m1) 

2. Ox107  

ig it I ---------_ 30m1 

RIZ 1E1  01E1H 141E1121 

(%) 94. 0 91. 2 
,t .4 ER (cells) 1. 55 x 106  1. 60 x 106 

th* 
(OH H kthEZ) 

100 103 

Mi3`6, 

t•), 

q#A-it 

RNA 	 

6 ce 

X1 

UNITIZ 

#11, 

4'4UlliVAfte 2x 1 07 c e I I s/m I ---er4NINN 

I s Otga, ti,?i tt 'ffii e 3 0 m L TUNNELV, 	1 0 3 

*N4 0)A-Itt:.:1-30-CAPTIZUNV#- Z 

• *N5 

±20)*N4 6:.--71 -1UJ . #9:4VIVAI. 7`2x 1 07c 

trA'4UNNe 3x1 06c e I 	I s ---Cztiii-at:.-_, *Ail 

Z a L t:.-..ct -D --CANNELV, 	1 0 3 °/0.-CZ a L eftlET 

liga)tE*TRYi'TJEll 0 6 tt.ZU,  RtteiViNic:350)*TLK14K4CEII 

VC4 L too 

±E ( 1 ) — ( 2) LP100)51t::_ct t'P47c775-1=1 

Vilt111 I., AL-. #9:4tUNNe 3. 	5x10 6 ce I 

I 	I s LtSZct -3 t:#9:4MliVA'1.5 x1 0 7 c e I 

0 8 c e I I s/m L OMNERia 	-,3_ 6 (W) 

a)* PPtit a) t 1)''LOgrZli  0*R N12t“:=49:4 1_, tc: . 75-  

"ff ID T t:.=, 	NINITIZ*TLK12tK 	4lF' L tc. 	a' tt, 	, 

-g- L tc A-  V 1.; *14“:.:115( 41] L --C., 	* A,  v 7° 	ri-i 6-e5 tc. 

\1115n1AMitlIA *TLK14K 	115(tA L tc. 	a.' tt., EadM-1 

 	V • B R — 3 6) CE11 1x-Citl121. 3 7 °CT 2 Arim 

m TAM L tSe 6 2 A rm t:.= Ei t'J q# L tc. 

a' a T , a a) ct -) ts-A-  N 5 MiiiM 	-h3LR0AN 4 otliiM 
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5 t:.-..80- Z#9:4VIINS'I.TZ 5. 	Ox1 07c e I I s/m L8ctrf1. 

OX108ce I 	I s/m L a, 'OR 4 0)4'4VIEJNS'1.0)-t. t.T1, 2Ig8 ct tie 

51g---ez. 	Ljpijtse6, *R 5 TLtz-AliNITIZ*TLK12tKa, -A)R4 I PI 

TJEllkiNkleiNITIZ*TLNI*0)12M--10) 6 ,T,1.10)12M-re7. It-D -C, -41*4 L EL 

V Lk-  L 	0)* TLNI*0)12Mt:3-,11 - Z4'4tUlliNNa, 'OR 5 t::- 8 (d-  Z#9:4 

MINS'1.7Y 5 . 	OX1 07c e 	I 	I s/mL8ct .01. OX1 08c eI 	Is 

/m L 0)tgaT, -ti-LTA-t. 1 . 	1 71g8ctrie 2. 	31gfi'lj:.:1-sZo 	L.' O) ,t t -) 

tsA-4L, -A)R 2 oatfftseAt l; z Aft L 	21_, -c, -OR 5 Ta5 0 

mL a) iji o1 #1Mit IJEll I., tc. 

[0085] ±20)A-ItTAIEJNITIZ*TLK14KV# 1, tc•lt:.-_, t#$, tUlliNN8ctrf 

MiNNEL$ 	ItALI 8 ck rf X ffl 1., tc. AiM 	6 t:.:71 -c. 5' — 51  a, 	OBIAt:--- 

-D 0 .--C.  a 21 OTtg4 , 1 4 El El t:.-. --D o --c-  a3RoTti.j41-1---e7T L, tto  

[6] 

a6 
tRUPiffaMg. 
(cells/ml) 

5. oxio7  1. 0 X108  

tiatta 50m1 50m1 

glii 219 01E1R i 141EIR OH ifi 	14H1El 

(%) 97. 8 i 90. 2 95. 7 	; 	73. 1 

;111Ne 
(cells) 

2. 74x106  2.49x106  5. 97x106  3. 55x106  

EI Hers. (W 	att) 
100 90. 9 100 59. 5 

[0086] a.' CAiiiM75` 6, #9:401N3'I. 5. Ox1 07c e I 	I s/mL --ea, 1S#1,I1 

ti,?, to 'me 5 0 m L --cleiNNEL$eg 9 o %t:.-.IfEti-e z a-  L eliJI 6 b\t::_ts 

--, tc_-. —, fR'4VJEJNSV. 1 X 1 08c e I 	I s/mL Otga, MINNEL$ 

5 9. 	5% ----e-Dtc_-. 

[0087] #9:4KNEM§V. 5 X 1 07c e 	I 	I s/mL ValiNi4Z*RNI2tK 	11Flz.l I., it ta 

at: a, 	1 	4jEllt3,?,tth 5 0 m L t:.= 	- Z a.' LI,: ck t,) , 2 am oq#,lowiNN 

ths6 	9 o. 	9% --e-Dtc. It-D -c, 	z.:ock -31-sA-ft-ett3S, APTizMIN 

11-Z*TLK14Ko1 #75R-ez L *LIM I., tc. 
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[0088] a.'41.60)*IiMb`6. 	B'XfillliNAPTt:RAJJIEC:.:Eit•Jq#Ztcobt:.:(, , 1 

#JEMitoD'ilLA-b)JtSA-Itt:.-_ -Z a LeM5--CZLA.64-t.Z. — ---e, 

q4jEll*,itt:.=-A-V-LZ;II3, ilJAJS, EIGIVSEOYA- eteZZU, R 

ftt7Trik -,354-Ltc. Mt, 	ts- JE11:354-t.tc_- #4UNNt:.-.1,1- 1, --C, 	11M3541.Z1 	#111 

*,ttoj'e/PfSotti-at:.-_t, MIliNa);IIittei iiiPP1-s 0 tt 61) t:.:UNNEL$ 

e1E0eALtsZ a Lt7Trik -1 /43stt.Z. q#JEMitolitit - 	- a Lts<, q 

MEH*,itt:.-_-A-V-LZ;113•10 12±11 -  Z a.' Lt:.-_,t -D -C, Mt, iffiVi 

til--a.' Lt:.-_,t( ,J, 	41:41.04'4UNNt:.-_ -Do -ctAPTt:AlliNRICrAlt:.:Ei -D 

[0089] 1:4:8, 	-4101iiMt71-,31-skiN7Y, #9:4VjEna 	1 X 1 0 8 c e I 	I s/m L 

T1lF11-,Lq-1.tc_AIINITIZ*TLK12tKL, #9:4MINS'1.5 x 1 07 cell s/mL 

Tfrtil:S ttIcAdilliNITI*TLE1* L t:.-_ -D kiN -C , Vxraai-fLoitAiti VC,I L tt 

L L'6, 	47tt.a)#r'4N1liNS'I.a)t'i'-E'it::_8o--Ct3-1Ea)1tAF;it:.-_Z6V'sb\ -Dtz-_- 

0 

[0090] <R3> 

#E1.311.0$C4 

_EON 2 -C71:354-t.tc_-1UJ, APP`caliMV4Za'Le- Z,,It-DiJNOA-it, 

N0t, 4-4MINSV., 1  4jEll*,t  a)28,trfq#EVAA-IttSEelEIJI6bNlztS 

.Dtc. L,75\LtS,e6, %t:.-.01NREL$A673Ztc_- 6730)%tSZA-It3R673Z7L- 

6-e50)$C4''ff-Dtc. 

[0091] • *N6 

*ER5 ---e#9:401N21. 5X1 07c e I 	I s/mL 	.1E11 kiv-CfM. 1, tc_leiNI4 

Z*TLK14K, 	5 0 m L oq#1,11±tEtt-eq# Lk-  L 	t:.-.. t01111iNNEL$e 9 0 

. 9%--e-Dtc. - oct -3ts-A-ER50)A-ItVifitiLtse6, %6::_t4$8,t 

rAIIIIiNNEL$07±Ztco-e50)%tSZA-Itt:.-_ -Do-CMIL,tc. 

[0092] %tSZq#A-it L L -ClEt.311.t:.=-D 0 VC41,7-co AF2.311.75MiNITIZ* 

TLK14KORAJJq#'10)MiNt:.=4A_ZIALT.:-Do-C$C4 Lk-. &64tMlliNNe 

3X108ce I 	I sLtSZct -3 le:#9:4MliNS'I. 5x1 07c e I 	I s /m L 
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[00931 

[0094] 

[0095] 

[0096] 

6, 

t 

r 

, 

Z 

AMA-  

NINN 

[7] 

1111 L ---C MINITIZ*TLK1* 	4lF2 -  Z a' L, 8 ck 

Z a.' Li-;01-(, , *V 5 L FA00511,:.= ck (,J -A-' 

±,E0A-I1TNINITIZ*TLK14K 	2 A rim 6:.= iat,)q# 

8 ct tie NINNEL$ 	It ;14143 ct tie X ffl L tc 0 *iiM 	 

3 IN a)W=J411-e71 L tco  

g7 

tie q# iti, 	6 0 r p mT 

"ff .D tc: 0 

Ltc•lt:.-_, t#$, t 

7 1,:.:71 -0 	52-51  

r pm --eZ L ,0)7Y 

-') 1-seMbN 6, #E1.311. 

AM.311.7Y 6 0 

6 /3 \ t:.-__E-F L 

#1Mita)5Aatei4 < ts 

ck t)  FgAlzittel -,3_ 

0 r p m 0)4rAtt,a)tga (,:.= 

WO L tc 0 

WIN, 5-7101, 1tAP-1- 

Lb\ Ltse6, AII. 

- - a)tc 61), 

REAM 6Orpm 	15rpm 

IR 4 -41 Min a 
(cells/m1) 

5. Ox 107  

4-43.(%)  86. 7 	i 	72. 8 

"` a  
(cells) 

3. 66 x 106  3. 41 x 106  

tiliaakt* 
(019 ifl LE) 

104.7 97.5 

PM:: 

65141._Ite-C,71-sofi'l. 

tt.Zto)L4EZT 

81X 

t1.Z5A31, 

f411 

311.Vilat:1-46e5tct'i'at:.-i, 

faA1 311.7Y 1 5 r p m -CZL ‘1,:.-..EL/< -"C, 	60 

4$8,t rfUNNELSA I,: APT---e 	'D tt 0  a' a) ct 

4_6-hZ a.' Lt:.-..ct-D -C, 	*TLK14KIONINt:.-J3,?,t-M:.-_-A-V-LZ;113•104J:keie 

"ff 1-A-LZ a' Le71Atql.tc_- 0 

etc, tEl.311.e 1 5 r P m 0 ta a. q#1,V3itta)5)1311, 5)131;141J7f1-* --e 

(7-ct' l„ 	-ff 1=1 ---etV-so) 	---e-Dtz 	c, 

Pma) ta -a 6.l, AAA a) a 	6:.-..1* -D --C q#1,Mta)7.1<elEIJ] 

- - 005A311, 	O. 	5— 1 . 	0 c m/s --e 	°D tco 1 

a E*TLK12tKIOUN6:.-.I4 I, --cti,?,itt:.-_-A-V-Lz ;113•7Y 

,Z,:, ts8, 	1 5 r p m 8 ck Ve 6 

-C t , *TLK14“:.:VA14ets 0 a.' L 	RN, I,: ct (,) 

z: z: t:.-.. 8 kivr, #E1.311.t, 	*TLK146:.= 	8 -:5 tt.tAiNa)±tEtta)itte, 

-t-: 	t, AMIVAE1.0A (J IG, 111fiN, 

-3,t rf-t. 0171141Jt:134* L-C o Z z: L e7irlk -1/435 tt.tco 

*TLK14KetA1AZTAtt.eZo 
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111fiNVEM:=0,6e5Z a.' Ll, --('V-soLo')—t,Z. It-D-C, *TLK1* 

etA14 1.,tsoa#01-40311.--etEt.Z35 -ftZ 'Z':. L effi5--eZ z':. L e7TA6-,3s 

t.tc. 

[0097] <R4> 

q#5n11.0$C1 

1 #5nTal.Ea)f'1'1.1_R -Zz: Le-"C' 	ZIJ\6:.-.. -DO -C$C1 Ltc. 

[0098] • -AIR 7 

q#5n1 I. e 3 7 t 	tc l, 3 2 t a) ta -a t:.-. -D 0 -c, muiNiTi-z*RNI4KoRIC 

qvguAaiN6:.-.4A_ZW-NVC4 Lk. 

[0099] ±E (1) — (2) LP]ea)1(,::_ct t'YNAL- 75-1=17—)72-gtilzEiN 

SI3 AVilt111 Lk-. N.'4tgElliNNe 3. 	5x106ce I 	I s 	7-z-_-  l, 	7 . 	0 X 

10 6 ce I 	I sL tc1N,Z ct -3 t:.11.4".4VIEVAM. 5. 	0 x 1 07c e I 	I s/m I 

1. 	Ox 1 O8ce I 	I s/m IC) MN SIN A 	, 	-,3_ 6 (W) X5 	( L 

) x 3 ( H ) 0)*PPlita)711LOMI 0)*RN14“:.-.4 Lk-. 3 7 °C0)-( 

*a -51 1V-C..211iMOITZ'LLIZ,,0)75-1=17 —)22 V,2)1/tLtc: 

, 	KEIIINITIZ*TLK1* 	'flF1.1  1., tc. 	a.' tt, 	, 	tq it A 0 	5 0 m l_117-b' -s' 1., tc: A-  V 

1;n14“:115(] 1., Z., 	* A,  •Y 7° 	r-i 6-e5 tc. 	a.-  to,: ct t') VA-1'-gZ t:Al liN 171Z * R 

N1* 	1170] 1., tc. a." tt. 	, kta /_IN MIR AIWA PIM* ( 51 4 5-  v 	#tkl, 	V • B 

R — 3 6) 	E11 0Z, Et°±A,5n11. 3 7 t 	tc 1,  3 2°C-e 2 mac 	1.60#E1.31 

r p m TAM 1., tc1:7Y 6 2 A rim t:.:Ei t'Jq# I., tc. 

[0100] ±E0A4TUNITIZ*RNI*V4Lk4W.,t4*,tUNR8ctrie 

UliNNEL$It;14143,t rfXffl Ltc. AiM 	8 t:.--71 -... 52-51 t, 	5. 	0 x 

1 0 7 c e 	I 	I 	s/m 10)3 7t6:.-_ -Dliv-C61 OR, 	3 2t6:.=-Dli\ --C61 2{ 

1. 	0 X 1 O 8 ce I 	I s/m 10)3 7tt:.-_ -DO-Ct3R, 	3 2tt:.=-DIXT 

651N0)111.--e711.,tcc. 
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[8] 

[0101] 

[0102] 

[0103] 

[0104] 

U,  

[0105] 

g8 
P.4 Erla 
(cells/m1) 

5. 0 x 107  1. Ox108  

Ea 37°C 	i 	32°C 37°C 	i 	32°C 

,41, (%)  88. 4 	95. 4 73. 2 	85. 8 

411Haa 
(cells) 

3. 0x108  3. 9x108  3. 6x108  5. 2x108  

,,;;maths 
(01E1HLMSE) 

85.8 110.4 50.7 74.8 

N14 

5. 

Z*TLK14Ka)ta-aT6, 

1g)e, 

#9:4VIEJNa'fte 5. 

3 2 t --eq# 

4%-et'), 

-._4-1.tc.„ 

—. trA'4UlliNS'I.e1. 

UliNNEL$8,trft#$Itt:.-..APP`seAV41 64-Ltco 

	 8 6:.-..711,ALAIINNEL$6:.-_ --Do-roAll 

0x1 0 7 c e I 	I s/mLT11F11-3 41.7L-MINII-Z*TL 

I., tc L, UlliNNEL$e 1 1 0. 	4 %8 ct 

80)1t,a)A-I1 IOL _“:.-.EL/‹-C41:4-t.t, ct t'JAPP`Sq4eit 

OX 1 08c e I 	I s/ml_T1lF11 :54-1.tcUliN171 

3 7°C-e1 #1.,tcLctt,Jt3 2°C-e1 

7 7 --C'1,7-ceim4 

1 #5Ea'1. 	3 7 °C75\ 6 3 2 t t:.=-F tiZ a 

z: L /PIA 6 /3\ t:.= ts -D tc. 

X1 08c el Is /m LO)tgaTt, 

t 4$8,t VeMINNEL$7Y1E<, 

Z. It -D -C, 	UlliNfl-Z*RN14K011Ftizi I,: (,, 

q#51111.1, 	3 7 t ct (,) t 3 2 °C -CZ7YAPTI'i:q 

%t:.-_, *N8 ---et, q#5n11.E0f'1'1. 

LITA00)516::_ct t,)147L- 75-1=17—)72-A-tileiN 

&64tUlliNNe3. 	5X10 6 ce I I s 

I s /m LOtgaLEML-C, 

e I 	I s/mi_a)21.11,11 -zz.:LeWl,k,\LAJ-L- c, 

vetyse 9 

#1.,tc L_ 

5 t:.: 7J 

LI,: ck I') , 	'-- 

Lb\ 1., fse 

5. 	0 X 1 0 ' 

1# 

5. 	0 X 1 

LtsZ ct 	t::_tr 

-c, 	4 5 oe,M75\ 6, 

6, 

cel 

tte1E0 

0 7 c 

#eit ."- Za.'LVegirtc.:. 

SINAVilt111 1.,tc. 

Vig LZIEN11-Z*TLK14KV#- Z 

MiN#9:4S'1.7Y1 

a' L e3•/3\ 

• *N8 

±2.-Au 7 t:.-..8 0-C, 

_'•"- Z/3\1,:.-.. -Dki\ --C$CII.,tcc. 

±E (1) — (2) 
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[0106] 

[0107] 

[0108] 

[0109] 

[0110] 

5 

L 

tt 

V 

, 

3 

tc. 

. 

4UN21.5. 

0)-(*a -51 1,:=211iMOITZ'LLIZ,t (J75-1=17 —itVtll/t 

Z*TLK14K 

UlliNNEL$Itg],143,t 

-c. 

[t0] 

0x10 7 cells/mL07UNSI3 A6(w)x 

(L) x3 (H) a)* PPIlt 107J1 ')'L OM a) * TL MU: tR 4 L tc. 3 

7-L1, MINITIZ*RN1* 	'f'Flz.' L tc. 	tt., *AA 0 	5 0 m I- 117-b' 

A-1J-  1.; M14“:1170] L -c, 	* A,  v .7° 	P- i& tc . 	a.- to,: ct (,) 	̀P-1 .-g- 	t :ANN- 

LIZA L tc. a' tt. 	, EadokhlAitElittIl* (g-f •5 '' 7 #1, 

• B R —3 6) 	JEII1,\ --C, FAINIA3 0°C, 	3 2 °CVL- a3 4°C-e2LNIV 

AM.311. 60 r pmTAM. L 1:4', e 6 2 am t :.-.. Ei t•Jq# Lk-. 

±20)A-1t-cleiNITIZ*TLK12tKV# Ltc46:.-_, t#$, tUlliNN8 

	

rfXffl Lk-. *iiMt 9 t:.--71... 52-51 6 , 	3 0 °C, 

4°C:\3{.. 	3 2 °C t:.= -DI, \ --C-  a 61N0)V71FiT71 L tc. 

t9 a, 	3 0°C, 	3 2°Ctcf3 4°C--e.t. tt/41.14Ltc_- t'i'-aaAtiiM7J  

Ag 

7 °C 

-s' I., 

ct tie 

tttc_-

66:.--T 

191.4-Mgalit 
(cells/n-11) 

5. Ox107  

2 We. 30°C 2°C 34°C 

t.4*-  (%) 97. 3 97. 3 95. 8 

..ffiElffit (cells) 3. 26 x 106 	3. 33 x 106  3. 65 x 106  

tenatt* 
(0E1 Ei kthe) 

93.2 95.1 104.2 

t 9 t:.-..71L7-L- MINNEL$t:.-_ --Do-c oAfri 	5'7 7 --et Ltcem 

1 #21., 	3 0°C, 3 2°C8ctrf 3 

a' 

rie 3 4 t oqtt.0A-ft-e t APTtst4t7591itit 

3 2°C4 	a' LePT 	I., o 

Ltcts-amm 

'--Ilig L-MliNITIZ*TLK12tKV4-- Z 

4 t0747tt.07Aft 

LelE1)16/3\t::_ts-D 

L 71[0-.3s taco 

-c, 4  6 MiliM75\ 6, 

6:.-.1-3o-ct, 

3 0°C, 	3 2°C8ck 

'- ±=7Abit,A-Z L, 

<IN 5 > 

*TLNa) 	-:5 	R% 



WO 2013/081122 
	

25 
	

PCT/JP2012/081134 

• *N 9 

-A-N1 , 	2, 	38,trf4 ---el, 	1 0 	(W) 	x 5 	(L) 	x3 	(H) 0) -,3_19) 

*TL*14KCEllotto *N5, 	6, 	7 8,trf8 --el,6 (W) x5 (L) x3 

H) a) 	-1/435 a) * T L *14K CE11 0 tc. 	a' tt. 6 a) * TL *14K 	-t.  tt. T.11.1111 L --CA 

liNITIZ*TLK1* V'F1' L tc. 4lF11:3541.tc_AliNITIZ*TLK1* V4 -  Z liga)q 

4A-ItE4Ltc_-. %t:.-.., *N9 ----et, 	6 	(W) 	x 5 0 	(L) 	x3 	(H) 0) 

ic 	-:5 a)* TLK14“:: -D oz. , A'ILAI-Sq#A-ItVC4 Lk-. 

[0111] ±E ( 1 ) — (2) LP100)16:.-_,t (')147L- 75-1=17—)72-gtileiN 

RNA Vila' L tc . 4-4 t miNNe3. 5x1 07c e I I s LtSZ ct ', t: ?A' 

4 gli IE1N 2 I. 5 . 	OX 1 0 7 ce I 	I s/mL OM liN RNA 	-,3_ 6 ( vv ) X 

5 0 (L) x3 (H) o#PPIlta)7J1LR11 0)*TLK14“:.:4'41_,tc. 3 7 

°C0)-(*ai—i9t.:2Hiral-IFE -zz.:L6:.-_,t(,)77 -1:17-172 V72)1. 

IL L tc•l, UlliNITIZ*TLK1* A V'Flz' 1,--C—A-N A t:1111 L tc. Rea) 	5 t: 

c (') , % t : 3 -D aAlliNITIZ*TLK1* B , 	C 8 ct rie D 	1'F2'' 1,z -t.  tt. TA-t. 'A' N 

B—Dt:.=.1111 Lk-. 

[0112] 14' 64-Ltc_AliNITIZ*TL*1* A, 	B, 	C 8,t rf D 	- - tt.T.1-t. 5 m• g/m L0) 

4 J ,JJ, 	O. 	1 µ, g / m L OD FGF8ct rf 1 0%.011M -gtiNDMEM*, 

it (RP t, *, it A 5 ) 	2 5 0 m 1_115C-g- L tc A-  V 12 M14“:1170] L -C, * A,  ‘y 

.7°r,ii-io-e5tc. 	a.-  413::_co)vA-Mzit:NiiiNil-z*RNI4Kiiyaoa Ltc. 	z_- 4-t., 

EadoklEsaitaititEI* (,9' 4 5- •Y 	#11, 	V • B R — 3 6) 	JEll OZ., -t- 4-1,  

T -1,1-VA 21. 3 2 t T 2 mam, AF.1311. 90 r pm-CAM.LtS e 6 2 am t:.= 

Ei (•J q# L tc. 

[0113] ±20)A-ItValiNITIZ*R*11 A, B, C 8 ct rf D 	-t.tt.T.1-t.q# Lk-1 

t:.-.., 	t#$, 	tUlliNN8 ct rfUlliNNEL$ 	-t.  tt.T.1-titgiLl 8 ct rfXffl L tc_-. el 

m -i 	ot:.-.7-. 
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[10] 

[0114] 

[0115] 

ti

T 

Z 

[0116] 

jEll 

[0117] 

tc1'. 

6, 

[0118] 

-110 

25.0111%41A 
ram 

a.51 
(3. 5X 1

i

07 

 

cells) (3..O 

1:10-4-.6'EWch-*-  
x 107c ells)

E, 

*,7 .71.M.Pth4M4-eZE: 

rzAtz, getm* 
-AV A  

Mk B  

MO C  

mg D 

3. 4 x 107cells  

3. 0 x 107cells  

2. 7 x 107cells 

3. 3 x 107cells 

 97. 1%  

 85. 7%  

 77. 1%  

94. 3% 

113. 3%  

100. 0%  

90. 0%  

110. 0% 

.ti . 3. 1 x 107cells 88. 6% 103. 3% 

(,gilt-DZI-MLtc 

UlliNNEL$ 

12W 

--eZa.'LelE1)]6/3\LI-S-Dtc. 

1_,ZIENSINAL4L,tclit--01=1=MEtsoc. 

6:.-..&64 -  

Ne*ligt:Miti-e 

LXO. 

TLK14K0 -.356 

1 0 itioARA- Da)WalliNNELV,  8 8. 6% ---e-Dtco  

--e, 	6 	(W) 	x 5 0 	(L) 	x3 	(H) 0)ic_ -.35 0)*RN14Ke-Aligt:.:q 

-e, zUliNtW 3. 	OX10 7 ce I 	I s ---eZ. ID Z, *.EN12tKO1 ti 

ZWiNNS 1, -C, Alit tg-t.tc: 8 8 . 6 %0W.,JUNNEL$4 	I 

L, MI•10W=AliNNELV 1 0 3. 3%(,:_tSZ. L'OATtV,;CF0)A 

; 

(%) = (UlliNITIZ*TLK14KIJN 61111171, tctUlliNN) / (*RN 

-A lig t:.-.Ififi-e 	zUjEnN (3. 	Ox 1 07ce I 	I s)) 	x1 00o  

J-;1_h0)*IiMbN6, 	6 	(W) x 5 0 	(L) x3 	(H) 0)ic -.35 0)*.EN14 

kiN tc tga t: t 0-c t, UlliNITIZ*TLK12tKAM:.-..R141Jq#Z z: L eUi R 

a.' 'LT, _EAGAN 1 --AN 8 6:.:80-C6, -AN 9 ct (,) t d \ -1 /435 0 * TL N14K 

IJEll Lk-. -AN 1 --AN 8 Oct -3 ts/J\ -1 /435 o*TLK14Ka)ta-a, *TLK14“:3-4 

- - 413:.-.1,1-  1_, --C-AN8 Oct 

ki\*. TLK17tKa)ta-at:.:t#R'41,:.:ct (,) 1=1 	et l; Z. 	- - otto- 6:.: 

ZUlliNNVb' ob t:.:IR't L, tc. - --(4.EN14Ke-AledzIfEtiT 	Z ii 

*TLK14K01**--A6ztvh$ 8 7%giso-aty-t. tca--ez. It-D-c, *TL 

Z UliNNt, )0`)I-MA ; 5. 	Oxl 0 7 ce I 	I s/m 

5 9mL=3. 	Ox 1 O7ce I 	I s ;t::_ckt,)Xffitg-t.Z. 

etc, *N9 0)A-ItERZO)ck 3 (,:.="ff-D AL-. *N9 6:80-C10E11 -Z* 

6 	(W) x 5 0 	(L) x3 	(H) ----eZ. L'O*TLK14Kt 
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, -AN5-8t:.-.1-3o-CIJElll,tc_- *TLNI*6 	(W) 	x5 	(L) 	x3 	(H) a) 1 

o1go1**--1--eZ. It-D-c, -A-N9 --ellEll -z*TLK14Kt, -AN 5 —8 Tq 

PI Ltc_- *RNI*0) 1 O1gt:=7̀ SZ. a -D -C. , q#JEMita)lit, -AN 5 —8 .-C 

ts- JEll Lk 5 Om L a) 1 OlgO) 5 0 Om L 	iii#R -Za'LtAA.64-t.tc. 	1.,13\ 

Ltse 6 , 	-A, . 50) 	19)M,:.=a-i1,\ ---C, 1 #JEll*,tta) 12 l, 	2 5 0 m L L L, 

a.' t:.= -A-V-LZILGI*021. 	1 0%L 1./-C—AER--Dtz-_-. etc, -AN 5 —8 t:--- 

80.-C. VA-1-7e- I rriTt 12 zq#1,MitaArdrALLordrAV4ztcobt:.-_, A 

MAI. 	90 r p m t:.:Nt 1, tc. 

[0119] *-13;--U:.-..ttaM.311. 	90 rpm (,:.-Abtl-Z L, 1 #JEMita)5A316 	1 . 	6 

—2. 	8 c m/ s --et'), a' a) ct 	ts5A31-F--eivxMaiNeITIZ L tc*TLK12tK 

V4 -Z L, EixraUliNa);IIittele+31,:.-_,11-)41., 	tcUlliNbN 6 a)Za 

It eiftg. 6:.-.4TLE1 r 75\ 6 3Affi L tc_ItiiM, 	APT t:.-.. q# 	T7-3 a.' Le—  e k tZ"--  t 

0) LAE-Z:541.k. ±3LR Ltc-1Nikt,A-Z L, 1 #1Mito5A31 u tV:)< u 

[0120] 

2. 	8 cm/s, PTI.,<61. 	6-2. 	8 cm/s -eZ,, 

<11.16> 

IN 1 —IN 5 0Y-AN I,: ct (')PTAI., k i \ a'  L elE111 6 /3\ t::_ts -D tcA-ft-cleiNITIZ* 

TLK14KV# Lk-. 

[0121] ±3LROD I-  1 . VXMaliNi4Z*RN12tKOD11F14111RJ 0) ( 1 ) — (4) t:=Ea 

a) 	It:: ct t,J , MiNITIZ*TLK1* 	,f'F1' L tc. e tc, *TLK14KIVeiN0)tR' 

46, 	3. 	5 x 1 0 7 ce I 	I sLfSZ,:t -3 I,: #9:4 MIN2 I. 5. 	Ox 10 7  c 

ells /m L aMliNENACEIllivt -,3_ 6 (W) x50 (L) x 3 (H 

) a)* PPIlta) t ,) KR11 0*.EN126:#9:4 -z a.' L t:.-_,:t (,) "ff -D tc. 

[0122] • Rgjjq# 

±2--e1F2',-.3s tt.tc_AliNITIZ*TLK1* 	J-;t-F a) ct -3 t:.-..q# Lk-. 

[0123] )72)1/1E07,1, MiNITIZ*TLK1* 	A,  — i./J\ 6 	tSAb «R (,) ffl L, 	6-e5 

5 µg/mL0)-f J')J, 	O. 	1 ,u, g/m LID F G F, 	1 0 %0)1[1:iVick 

r_Je=i I) 	— Z I- i. 7° I- 74 	J 	-A-t,`1 #JEMitA 5 	1154-7e-'1_,tc_- A-M- L; 

PM: AIR 	L-c, 	*A,  v 7° 	L 'D IJN t,J ri-i t; tco 	a- to,: ct t,J MiNITIZ*TLK1* 
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V,'-174.2,;11,:.:115(41“, tc_-. 	17# 	t:.= L --C PI 1.; t a) 	5 J1/F2'', tc o 	. z.z. ---e icEll 

-1/43541.21 #1Mit6, 	it)1/1E1393 7 -Za)(,:.--AIRO.-C, 	VA-1-7e- 1 0)A-M-  I2 

17M TPIa, tcc, 	T, 5 OmLIDEv I-TDMEM22 5 mLNAJL- 

c, ;Z,:.-_, 	5 ml_0)Ev I-T 1 00a=v I-/mL=:>')-0. 	1 mg 

/mL1-1,7° 1-7-f:>2. 	5 mLNA_AL- c, %t:.-.., 	L'413:.= 1 000µ,L 

0)v .7°-"C 1 0 0 µ, g/m LOF G F 	2 5 0,u,LNA.tc_-. Z:.-..1 000 

µI_ 0`) 	v .7°--e-f 	') 	L L/Z i 7J') 	R 	3 5 0 µ L )ilil Ai-L- 0 	%t:.= 2 5 

m LID Ei'v I-TILLM 	2 5 m L MA:z ct < Tba L,--clea,tc. 

[0124] 5 "D 0 MINITIZ*TLK1* gti‘VA-T-gZ 	3 2 tT, 9 0 r p mTAAL 

tcl: e 6 4 	* a 	— I- L tc . 	2 Hi ral t:.-.. 5 -D OAA-T-gZ a) ', t 1 -D /3 \ 6 V liN 

ITIZ*TLK12tK 	ER t') ffl L --C„KMIVII l.:1111 L tc. 	7 EI'lle:Rt') 4 'Da) 

t 1 "D O E 	'-g-gi iP 6 EliNfl V 	TLE14 	EfR t') ffi L Z, tiLl#$t ct Zl m 

R N ioA 	.•'ff .D tc_-,, WARN7875\ 6 1 4 Eat:, R (') 3 --D oVA-17-4Z -5 t 1 

"D 75\ 6 MINITIZ*TLK1* 	ER t') ffl L --C MINNA t 	''f - -D tc. $ViiM V41--C 

, -t.41.6a)*IiMefflii aitatc L-cortgat:, R t) 2 -D OATAT-T-4Z 6:117 

4t.tc_AtISTIENITIZ*TLK1* VPM:1111 	Z tcob t:.= ffl 	:35 tt.Z. 

[0125] a' 0) ct -') 6::..1 /V5 tat MiNITIZ*TLK12tK 6, A PT tcalliNt 4$ 8 ct rAlliN 

Nth* 	T L tc. *RH)] t:.-..ct -D -c, *RN12tK6:36iNITIZ:s -ft z z: Lie: ct (,) 

4,F1,-.354-Ltc_leiNITIZ*TLK1* 	El *ME 	-e if oh 6 tt.tc: A:KM-1410AM, NI] 

t, 	1 4H!:).. ±3,,EitZ'Wfft)Pe::_ ,./xMlliNAPP`sit18--eq#z 

z:Leui RLts -Dtc. 

[0126] ts 8, ***MT 6taIt. a) SWF 	ilae 2 0 m ma)PRIEJ0ta-alJt: 

tf-z-N,HA L, tc: 7V, 	z.:413:F.Rtl-z t aye tv-s < , piafijoilq 	1 o m m ts 

ki \ L5 Ornrn t:.-- gifr/f L -C t ct < • 	V-C--  • MART tV'S < lilkiltiA'DZ74   K 

is.i 	PI ki\ tc itAP le: ct Z A It le: ct t') MIliNITIZ*RN1* ie: 7 8 -1/435 tt.tc_leiNit 

eltkei:35 4 t.tt3SH0105-thM 	i_t -  Z a' LeT 	Z. 

[0127] -,3_ 6 le:, taMotifFPRIEJ a) ila 1 ornm tso L, 5 o rn m t:.-_,TAt L, tc VA 

Q, iiiititop5A3leF9LItiopilat:E0A-Z L f&tl-  Z L, 5A3 A6 o 	AA_k 	7 
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c m / sf'11.10e# L 	t,J , *TLK12tK7MVA Lts o FR t,J a' aAt # 05AAA 4 

A_ Z z_.' L TV 	I., kiNeV41 Z a.' Le-  - -C' 	Z LI.5 -.354-t.Z. 	tc_- #&11.0)Ei4IF 

il*Ailtit:.-.Ltct'i -alzt, 	PRIEJLEM LT' ±3,,Etter,i-1.-g-i a) ie t::_go 

A < 	tc t'J, MN O'g t:-530±tEtt--et5A3lei-403 et UT' kiN  Z ct —') t:.:R, 

...(d-  64-ate, tiiitit17tKa)5A3AL 1_,-c 1,aaP1 UR # LA. 641.Z. 

[0128] 	etc, ***Mt:ill otc_- aMilita)3•1, , itilEt ,) r, L., itilEt I. ,) r, 

ix 	0,w,R0-1, 	L — 7)1/*= 	• HC I, 	L— :>J • 2HC I, 	L—I 

:')J• HC I 	• H 2 O. 	L--(')Cl-r:>, 	L—i=i-(:>, 	L— ,):')• 

HC I, 	L—)<7J-=, 	L-7=)1/7-17=, 	L-1,7J-=, 	L-1- 

1)7c1-77, 	L-1=1:>• 2Na • 2H 2 0, 	L —iv)a)77 -Z)R, 

itilE 	,) J, -Agr, J--( 77 	7z K, 	D—il-T- R, 	E'JK*1J--)1. 

• HC I. 	')t77 E'/, 	-i-i-Z 	• HC I 	0)E',9 -Z J)3z•cMi. 

	

a)8,1A-tiNta)--eZe, 	a.' 41.6 -c- a)3•ih0Aa)t, a)--etV-s < , KIIN 

tiiitI -Ztc_- 6-60±tEtt--ett3S, P1005-LOAft--Z. 



WO 2013/081122 
	

30 
	

PCT/JP2012/081134 

115ROCIRI 

Cli**1 ] EixfileiNITIZ*TLK1* 	'N-ltItk--eiPts < L t 1 4 El IV t:.-..Ei (,) RIC 

q4 -z51--e-D-c, 

AtEtql.tc:BixfiliNIN 	2^-3%75—D 	7—i72 6:.-.. 1 . 	0 x 1 0 7  c 

e I 	I s/m1-1. 	Ox10 8 ce I 	I s/m I 0#9:4KNEVAft-e 

SUE L -cUliNSINfYgnz z: L L, 

4420)MliNSINA 	t12tKiZ t ate) * TLK12tKt: 	f2 -  Z z: L L, 

MENINSIN'Al 	ME* TLK12tKt:.-  _ 8 ki \ --c 1T)L'1I L t 	MENITIZ*TL 

N1* 	T4. z: L L, 

MEB/xMENITIZ*TLK12tK 	, 4'4tUlliNN 1. 	0 X 1 05c e I I 

s 	t•-,:(,) 1 m Li-;t_ho'io), 	4 	I) 	, MOYMIliNRt 	3,t ve 

5 %J-;t_h0).1:1IGI* -gt`itt, tit! T, igttofaMata.e, 	0 cm/s ck 9 

t, 	< 2. 8 c m/ s J,;t-FaAt# TAM Li-se6, 2 6-3 7°CZ 

gEti - Zz: LL, 

14,M-  Z 	51c. 

Cli**2] MEAMAA 7`, 1. 6 c m/s-2. 8 c m/s03#TZEdi 

3RIA 1 t:.-_,Iaaa)51. 

Cli**3] ME#Etatfte, AMA 9 Me rAna) tg at:. tvPts < Lt — ri`.] t: 

1 o mm-5 0 m m, F9 	ri`.10)tgat:.-..t-t.0)Ftile 1 0 mm-5 0 m 

m ---e9, faM311.1 5 r pm-90 r pmeAt# ---csotaMt::_ck 9 

FCC -;5 4,1, z gt3RIA 1 6:.-_,Iaaa)51. 

Cli**4] 44,EivxMaiNeEFIMMaliN--ez z: Llii`li L -  Z 1,113RIA 1 — 3 

047tt.75\ 1 lAt:Eili,a)51. 

[1,4**5] 442111:1M2fteittt rrit:512M-1%J-;LETA- t1.Z a Lli,111L -  Z 

go$3RIA 1 —4 041:A1-L75N 1 lAt:.-_,ENC0)51. 

[1,4**6] 442111:1M2fteittt *it: 1 0 12M-1°/oLET-A- 	tt. Z a' LliiIIL - 

z go$3RIA 1 — 5 047tt.75\ 1 lAt:.-. Ea 19)51. 

[1,4**7] MEi3IIItteDMEM/F12-eza- LliMLZM3RIA1 —6 
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041:A11.75N 1 lAt:Eik,0510 

cit**8] 	ma4 5.Efte 3 0 °C— 3 4 °CT Z a.' L !tiltIL -  Z ,14**1 — 7 

0)47tt.75\ 1 Mt:.-..ENC,0510 


