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[ >42]tr*Mal*T 2 5 t t:.-_ --C 1 HilVOIM•10) h AT—MSC 	P8 MUM 

riet#$71 -c. 

[ >43]-*Mal=1:1 T 2 5 tt:.=-CHISIM440)t#$71 -c. 	6*0`)/-6, 	/3` 6 

Sa I 	i ne, 	Med i um, 	ET— K, 	Say i oso I, 	HES 70 

WO 2012/063870 6 PCT/JP2011/075843 

h [2 8]©Pf?L 

[3 [2 8]0Pt?LS]^«a)^#»T 

(DWUJjfeo 

[3i]tt#ttMw\ [3 0]©Pt 

[3 3]#Whl//\P-Xl!S)U, fio hl/AP-70;Ittf'1 5. 1~ 

3 6 2. 4mg/m \ (DmmftX&Zs [ 2 8 ]©Pt?LE>]4»»©£#^Mg; 

Tvmm&o 
[3 4]#Wf+Xh7>l!S)U, l-3f^Xh7>0lttf'3O~1 0 

Omg/m I ©1501*1[ 2 8 ]©Pf?LS]^«©^#tt"F©M 

[0015] nrnmo^mmz, m.m^(Dmmm±(Dmm^m 

UK, mffi%L*<DnMM<D£.&m<D&T$:$lMt2>Z. 
o J: J: £ d <>:;6<"'e 

$£©T\ )^^^©fq]±^flM"e$^o 

[0016] [|H1]#llJ55c^^"e2 5°CtCT 1 0l^lfM^©h BM-MSC P6 ©fJS 

[IH2]#|lJ55c)S^-e2 5°CKT 1 HFI»i«0hAT-MSC P8©ff« 

[HI3]#|lJ55c^^"e2 5°CtCTt!M^©£#^£^-to 6*©/<-&N 

N Sal ineN Medium, ET-K, S a v i o s o I N HES70 
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K a rf HES200K 	't. tt.T.11,7c. 

[><Z11.4[WraltIT 2 5 tt:.-_ -cniV40)t4$71 -0 	5 *a)/ — t, 	5\6 

Sa I 	i ne, 	Med i urn, 	ET—K, 	Say i oso I, 	E T —K+ 

S a v i osol 	-t.tt.T.11.7j c, 

[>45]52* 	174 0 	g tat iMi'AI (6. 	5-1 0 (w/v) %) R6±±1 

MIE7ErreL 1-filAHEArm-l- maiEnq#1,7L-L ,a), 	a —10 ±, 

, T1Wit:.:80- ZIINN71 -0 	7•71:1=1*ON4111,061N12tKa)t#$71 

-c. 

[>46]52*17i4 0 	at`t iMi'AI (6. 	5-1 0 (w/v) %) ,R6±±1 

7.01:1T L 1-11 	mutElivm-l- maiEnv# Lk-  L 	0 , 	1-1O)± 

, *, TMJ:.-.1-30•ZIliNN71 -0 	‘7-71=o*oRiatomiiNi7tKotys 

[0017] 

RIEUJAJA-4-6tc.-.1950)3:fge, 

I . VLEYttMENSINA 

*RBA (,, IVLEYttMENRve I- I, / \i=i— 	, 	L KI=1*:>i)1,52 7° 

1 rf52* 	I-7 	13\ 6tsZEVJN 631.4R-1 /4354-LZ/Pts< Lt 1 -D a)* gtiffigti• 

, VLSIAMENENat'litt Z t OYC Zo 

[0018] VLEit L LT.  1, , RAJ'S, 7, 	7'Y H /\11.'91—. 	11/‘Y I- 

otf-D - , 	r,it*a),,It*IA, 	15', 	'7 i , Ai*, 	r,7, 	L %y 	0) 

AIA, 	-I 	, 0) , ffl, 	I 	H 	It)1., 	77t1tlf/1/, 	t=41J2)1., 	7 

—--tV H 7i- 7 — '91 . 	—7̀ cl:ElgYERffills Za'Le 

ffiZ.0 	VLEJIttt. 	PT1,< tV,f-D- 	(7r, 	) , 	ViflA 	(151 ) 

RIVER ffi (I 	I-) --eZ.:. 

[0019] *HMS*, 	FMENj Lt, iiE,4-Ik4.44V3ztielE • teint - Z -A 

1-sUljEn#,,gZ o  MaiNt::_t, 3•IER)36:.:St‘ 1.; -C, *igttMEN (PLuriP0 

tent stem cell) , 	ft 	EN (multipotent stem cell) , *gftMEN 

(unipotent stem cell) 	0)ffM,J- 7V-A-V-LZ,:, *gttMaliNLt, 	-Z11.11 

12tKT 1, 11:112tK I,: tcl: Z a' LeffiV-soe, t12tKV*-Z--Cor)NanAbUiliN^3 

WO 2012/063870 7 PCT/JP2011/075843 

KM'H E S 2 0 0 

m^mm^x2 5°cizxmmm(D^m^t0 5 
, Sal i n e, Medium, E T — K, Saviosol, E T — K + 

S a v i o s o I ft^tl^tlTFTo 

®]T^h7V4 0^ttfif]S (6. 5-10 (w/v) %) 

^ZL-7"0±, ^ 

"To 

[|6]T^h7V4 0^ttfif]S (6. 5-10 (w/v) %) 

[0017] I . Pt?LS^MM;l>S 

PffLft^MMt/h b/\p-x, bKP^>i^l/7>y> 

JkzfT^z h^>fr^&£f$AN£31JR3ft-g>/>&< £t» 1 

[0018] PffLS]^^ LTti, MPLU, 7^7, /\AX^- fil/fyhi 

©lfo®Hs 7"3\ "V^r, ^7, 

E$@, -f*, *=i#©*=igN Lk +J-Jk T-h*f*f)W — V 

-^E-tzv k 

ai3fei>o PffLS]^^ (7^Xf) , (7*#) 

X&MSII (bhf) T?£>£0 

[0019] mmmi £&s &^mmmRx?ftib-immtk^tz>%m 
&«£ItP*-t£o ftitffitHZfcUT, ZffiimMM (pLuripo 

tent stem ceLL) , (muLtipotent stem ceLL) , ^tb'l4$$$[|#U 

(unipotent stem ceLL) Stl£0 #tb'l4$$$01#U£: ̂  ^tlS 

WX&mWIZftZ> Z. £ di3fe&^tf, £.foZMl&t2>±X(D 
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IL L,141 zR)J -WeiNUOTA -zo 411HtMENL6, 	-copfEffi--et 

tsoe, 4RfEoglIOAbUliN3-1EL,141 zR)J -zUJiNUOTA -zo * 

RttMENL (,, litoNDUAbUliN3-1E L,141 zR)] 	-zUlliNUOT.g - 

zo 

[0020] 

	

*11,IttrOEIN L 1_, -C 6, 	'ht 	ern ( E S gjEiN) , 	E GUN, 	i P S gjEn 

	

tIsz z.: LeffiZ,:, 	E S UN (,, IVEJMIEJNA 	7 -f -Y-VIEJN_Ext 

L I F 	-A-tiNiiiititi ---eiiiI -Z z: Lt:.-_,t (,),Ik13zz:LeffiZo 	E SUN 

otk(..uIat, RA.ts, W096/22362, W002/1 01 057, 

U S 5, 	843, 	780, 	U S 6, 	200, 	806, 	U S 6, 	280, 	7 1 

8 U.-_,Eili,-,3_q1.-c oz. 	E G KNEJN(,, mig±maiN 	m sc F, 	L I F ) rf 

b FGF 	-A-tiNiiiititi--eiiiI -zz.:Lt:.-_,:t (,),IkTI -zz.:LeffiZ 	(Ce I 

I , 	7 0: 	8 4 1 - 8 4 7, 	1 9 9 2) c, 	i PSVIEJN 6, 	12MiN (IN 

AiS*A4E5f-MIN, bMVIEJN) 6:a c t 3/4, S o x 2 arfK I f 4 (;0 

5t:-ZU-C%t::..c -M y cRtn -M y c) 	0)i) .7°D7.-.z J't4. 

A 	Z a.' L 	t:.= ,:t t') tkli. 	- . a.' LeffiZ 	(Cell, 	126: 	p. 	663-676, 	2006; 	Na 

ture, 	448: 	p. 	313-317, 	2007; 	Nat 	Biotechnol, 	26: 	p. 	101-106, 	2008; 	Ce 

ll 	131: 	p. 	861-872, 	2007; 	Science, 	318: 	p.1917-1920, 	2007; 	Cell 	Stem 

Cells 	1: 	p. 	55-70, 	2007; 	Nat 	Biotechnol, 	25: 	p.1177-1181, 	2007; 	Natur 

e, 	448: 	p. 	318-324, 	2007; 	Cell Stem Cells 2: 	p. 	10-12, 	2008; 	Nature 4 

51: 	p. 	141-146, 	2008; 	Science, 	318: 	p.1917-1920, 	2007) 	. 	12MEJNO)F,A 

TOPA 	Z a.' L V: ck -D -C11F-ti -,3_ tt. it VAAH 	iiiitI -  Z a.' L t:.= ck -D -Cti-L L tz-_- 

$.0EIN t , *11,IttrOEIN L 1,Z 	tc: PT 	LA 	(Nature, 385, 810 (1997); Sc 

ience, 	280, 	1256 	(1998); 	Nature Biotechnology, 	17, 	456 	(1999); 	Nature 

, 	394, 	369 	(1998); 	Nature Genetics, 	22, 	127 	(1999); 	Proc. 	Nat 1. 	Acad. 

Sci. 	USA, 	96, 	14984 	(1999)), 	Rideout 	III6 	(Nature Genetics, 	24, 	109 

(2000)) 	. 

[0021] 48HtMEN L L -ct, riAMHIliN, at  AMEN, *41MMIiN, 

OMEN, tWAMMliNa)12PhtMeiNtlz z: L effl 	z . 411HtMHI 

WO 2012/063870 8 PCT/JP2011/075843 

§ o 

[0020] %m>\mmmt LT&S i»$$« (ESW , EGIE \ PS« 
ai3fei>o Es«it -y-mm±y~^ 

L i ES« 
WO 96/22362, W0 02/101057, 

U S 5, 8 4 3, 7 8 0, U S 6, 2 0 0, 8 0 6, U S 6, 2 8 0, 71 

8^C§Ei63tlTl^o EGM&, ^£ftt«£mSCF, L I FM' 

b FG (Ce I 

I, 70: 841-847, 1 9 9 2 ) 0 i P S «&, 1*« (0J 

j£jf«^) CO c t 3/4, S o x 2 RXf K I f 4 (& 

c - M y cXti n - M y c ) 'J 7°P £># 

(CeLL, 126: p. 663-676, 2006; Na 

ture, 448: p. 313-317, 2007; Nat BiotechnoL, 26: p. 101-106, 2008; Ce 

LL 131: p. 861-872, 2007; Science, 318: p. 1917-1920, 2007; CeLL Stem 

CeLLs 1: p. 55-70, 2007; Nat BiotechnoL, 25: p.1177-1181, 2007; Natur 

e, 448: p. 318-324, 2007; CeLL Stem CeLLs 2: p. 10-12, 2008; Nature 4 

51: p. 141-146, 2008; Science, 318: p. 1917-1920, 2007) 0 

mzmt & z t iz ^ xwmz c tiz£? xmtiLtc 
(Nature, 385, 810 (1997); Sc 

ience, 280, 1256 (1998); Nature BiotechnoLogy, 17, 456 (1999); Nature 

, 394, 369 (1998); Nature Genetics, 22, 127 (1999); Proc. NatL. Acad. 

Sci. USA, 96, 14984 (1999)), Rideout III£> (Nature Genetics, 24, 109 

(2000)) 0 

[0021] mmmmtisTte, # 
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Nt. PTA L < tvbrtrOmN--ezc. iEbrtrMiNLt, ra5flaN, B'xra 

4UNavegM4UNo -c-RwiN< --D75NoteUiRtstrOEINSA 

zo 411HtMHINt, 	ii12tY0ria)51t:.-..ct (,), t12tKiJ\ 6 *MN-  z a-  Leffl 

Z0 INAiS, iEbrti•OmNt, on,Eyttoran, JIMKA, 	*ikill, 110-bAt 

/3\ 1, 01:10)-4201gts51--ei-TER -z z: L effizo IN AiS, raff4-4VAa) 

afaMHINa)±3,I, 41tt:ct (,) L I- rFMMHIN 	WAIN-  z z: L e--e 	z 

(Journal of Autoimmunity, 	30 (2008) 	163-171) . 4110tMENt, 	_EBB 

*igtMHINILA-b)Jts,1734A-it-F--eittIz z:L t:.-..ct -D -ctl'41 z a-  Leffl 

Z. 

[0022] *RP] oSIVI-Yrri 1,:=A- 4-LZMHINt. PTA L < 617J-Zit--ez. 11-Ztt 

oMeNtVtIVI-Yrri TIM L -\- 0 e. *RIEIJIMBNAt:_t 	I- 1,/ \ 1=1 — jY 

-A-v-Lztco-e5, a- oxy.me5- Jmoigt::_tfAlitg-Lzb\6 --ez. *Hum*, 	I- 

11-Ztti NINL 1, , Zvi' t:.-AZ 	z a-  L-et#, teRA, ItNotrl"ffts-) 

z: L e--e 	Z Zta 1P4ttaAINSA -  Z . ITIZtttrMINL LT' 1, , *igtt 

MM, iEbri 	trOHiN, *41MHIN, 'HAMM, tWAMHIN 	tIsz 

Le---e 	zo 11-ZttMHIN6, PTA L < (,, iEbritrOmNxtvb1HttrOm 

N--ez. 

[0023] [OLEitMHIN 6 t1* 	/3\ 63/AtE -1 /435 tat t 0-- 	°D .--C.  t, 4 	E I- i=i -e4 

4-M1:s tat t aye 	-D -c t ct 0. 

[0024] *RIEIJI 0SINAt:A-  VI. Z [OLEAMHINt, WAIERWittML-c 0 Z a 

L 131 T 	LAN. *HMS*, 	I-  WitEtt Wit lz I i Lt, 	HO'g L - Z 	3•J-;0•1- 

Ig)3•It - Ztaffert:s tv-Co Z a L 	A - Z . *ME 	tcWit,t,-.3s tt. 

tc[OLEAMM0A1. (NINNt:.-.1,11-Z, on,EiltMeNNaAJ-a) (4  

icg 3 0 %J-;LE, PT 	L < 1, 	5 0 %J-;LE, 	ct t'J PT 	L < 1, 	7 0 %J-;t_E, % 

t::-PT 	L < 1, 	9 o 0/0J-;t_t (IN AJS 1 o o %) -ezo  

[0025] *RHAosmat:.-_ -g-v-Lzon,mmtmeNt, *—NIN ( 	)1/.-t)i.) 

Mt% aNOLEJtMHIN A-  tiN z: L 131T 	L 00 *HMS t::- 8 0-C, 	1-*— 

UNoittki L 1, , it WilIN L it- (,J  	-D --c tyg u[ -v., -c kiN ts 0 a- L cm] t 

WO 2012/063870 9 PCT/JP2011/075843 

ma* o 

•So 

So pf?LS]^a)#ii, 

^^^©-jsew^^-e^ix-rsci^A^ai^So #si^$!i^© 
»iS^ioSi lifter y t 

(Journal of Autoimmunity, 30 (2008) 163-171) 0 -hIE 

tiz^^ztrnzzt # ai* 
§ o 

[0022] L < l£tt'#t£"C£>£>o 

K lw\p-x^ 

c:t#z$sfamtmm£sn*ta0 t LT&. #m& 
MR #itMR ii^ii 
z.ttfz$2>o 
J&"C£>£o 

[0023] -otfhn "eil 

tl/c tCDT'feoTtctl^o 

[0024] ^0^0S)SK#StiSPS?LS]^«^ i£itX&*ii^tiTi^;: 

rfis£&* 
(Dj&fi%: P&£ t & }#fE tfM 3 tlZ S £ £ % MR't £ o ^it S /c & Htm 3 tl 

/cPt?LB]4»«©MJt (£«$Uctt"t^ Pf?LS]^M«a)SiJ-^) 

s 3 0 %JU±, $?£ L < tt 5 0 %JU±, <£ y $?£ L < tt 7 0 %JU±, H 

£$?£ L < tt 9 0 %JU± (m tf 1 o 0 %) •?&£>„ 

[0025] ^0^0S)SK#StiSPS?LS]^«^ (^>>^u-tz;u) 

Li\ ri£-

»<WSIJ tu, -ozmzi&j&Lz^te^zt (IP*> 



WO 2012/063870 
	 10 	 PCT/JP2011/075843 

, 3ML-CotsoltS) 	A -Z. t -NiNoltigogi,miyttMeNt, 

-('JE'l-m-CILkWARIttrOHINI-T7° / EDTA ---(1,1ZOIJI 

Z a' L t:- 	l'igilttl- 	z:LeffiZo rOLMAMBIni=1:11,:.-_ -A-V-LZ*-N1 

No)=IttkaNOLEAMMaAliaa, A*7 0%t_h, PT 	L < tt 9 0 °/()Jt 

±, 	c, t,JPT 	L < a 9 5 °/01-;t_t, %t...PT 	L < a 9 9 °/01-).± (INA. a 1 00 

%) --CZ.*-ffeNolti;a0UNa),I,Ijau, [IMI,EitttrMINPBSt:.-.. 3 

UL, 	41.0Alnt-A-FTIRSL,„:,,KfFAt:.-..314tRztt.tc4R1111 (IN, 	1000 

11])0UNlz -DoTA0m,M,‹z:Llz,t(JA-ZI- Zzi'LeffiZo 

[0026] *RIE910SIVI-Y6: 8 oT, [IMEAMHINuPT 	L, < 64:*7 0_. LT 0 Z 0 4z 

BM 	Et 	t: 8 0 -C. 	1- *7 0_.j La, Une, SIWAIII5C-7a'-s'Ltc-744g0Diet:a 

f11-4-6 z: Lts< , 	**I,EN 	4*#i :35 41.-C 0 Z z: LkiN - ' )0 

[0027] *ftp]oevi-ya k i./ \ 1=1- 	, 	L 	'1=1*2-)1/52:/7°)3z.t1e52 ..Z I- 

7 	IP 6 ts.Z E-TIP 6 ilt.tR:s tt.Z /P18:< Lt 1 -D 0* xf,M -gi-V. "CLRaYAA 

iNt:.:7T -  ct )(,:_-_, z: tt, 60)*YORtVIOLEAMM03MtfAlit Z5-LOA 

6,:, It-DT, PTA L < a, *RIE910SINAtc..8o-ra, VLEAMflli 

a)3;MetflI11:3541.ToZo*BAUM:.-..8oT, 	1-',j La, 	210J-;t_togli 

[0028] it:, IlVittiVEN USN** I,: *7  a. L, ELD *-Nili'M late UNM L 

) -1,Ni)<, -LEOMZ.: c: 9 , 51M019(Z3M 	ifil$IJ L. *--VIIVAAS 	R 

HingEtiz z_.-  Le--eZ.:. 

[0029] IVA t:.-- tf,M :35 tt.Z t a) --e UtSliNe. MHINSINAiti t...±,E*AHReg 	tt 

L, SURAitio)flelo);*7 a1AP.,ketatziYgRI3irniti:sil.. Etfi3 

$11:541., 	UMP1±04fIletflI1J - ,Z0 %t:.-_, 	--iNq:.-_, 	11-Z,Velli6 	r<Hilll 

*71bIlttkt:.-.335:3stt.Z L, 	ENt:.-.. Z 1-1.eb\b\tc-.6-e5, 	431.HirAt:=1M-4LT 

d i shtsEl,:.-A*1_,,L'ADEffl-4- LLeM61-1. -zoe, _LIVbxf,M 

(lit:: k i,,\D_) 6 	eNt.:4A.z. 	k i, 75111.4---eztca7), 	jia-Aa 

M:MetflI11:3541.Z. L'o)ct -3 1-0H,11 e$H 	-D T, ±E*8,f,ffi6 1f_t1.tz:Vi, 

EittrOM3MtflI1J5-10A 	4-4-  ZL 	A_ 6 tt, Zo 

WO 2012/063870 10 PCT/JP2011/075843 

-<>tf K• xmmLtcvmimmmm* K>J7%>>/EDT 
oi?lSM^«4Uc-a 

mvvtmwmimmmmvmste, 1170 %u±s &£ L <&9 0 %& 
J: y $?£ L < 9 5 %JU±N IC^S L<tt99 %£Lt (0IJ3J* 1 0 0 

%) T?&£0 Pi?LSM»«£PBS^:fr 

i£U £ft£iI«TT-tlllU (^ 1000 

[0026] L< * 

Mf 3 tiT ̂  S £ <h £ ̂  9 o 

[0027] *fgBE©S§;l>W K b/NP-X, t h 

1 ^5ili©^st5 

J: 9 (CN 

W"TSo II^T, £?3;L<^ PffLB^MJfe 

(DmMtf#P$y3tiT^s0 r;iHj 2j®j^±®|ffl 

i^^^y •oXMhZfe&l^M.^:^ 9 o 

[0028] H(c, U L 

±m%mmz&ys 

[0029] 

St, mmoimmtv 
ftistu mz, HKK, 

d i s hft£Hcigi*UJ:9 ±IE#HII 

(ii:hi//\p-x) h L/XAWefe^/c^ 3 

©M$tf*Wfrl3*i£o ClCDcfc-p^fflA^S oTs ±IE#miti®ti/cPS?L 
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[0030] y-z-_,Aay-AMiNr.-.5-i- t -3(z,±gag,TMW,AKtitt.MIEnot4 

$1&-FifiIIJ - 51W -M "ft-D-c, OL,<u, *ABAGAINAtz8 

0-ctt, nOLEAMiNiNoi4VE-FiYMM-,'541.-Ck,\6. Wz:., 1712ittlE 

liNtVWC-kiti izr4iV. L, tz-Littk ( L (;) ID cl, Th5C-Yr11(:.-.5r431 L, , _EL --D *—*EN 

oltn) --ec ,95—...(1-\--<, t4T+z1P1E-FL,- -off, _LE*40,N 

lo,t)Ja(z..-.(t 9, fl-ZttMEING)±#*01E-F503X0/91.:ffiIIJI-zz L /Pr 

Z. 

[0031] *RHAV§Ratz.-.)EH 	a'. LOY - "(zs, 	L I- I./ \ 1:1 — 	1,:: l, 	a, 	a — I- 	i \ i=i 

—, 	a, 	i3 — 1-1,/\1=I — Ezt) '13, 	is — 1-1/\1=1- 0)3Mb'4 - c. 

I- I,/ \1=1-0fEffit, 4fLEAME80;ktarf/Rtt4-$1E-FtrAL1 

LA4LIZUM:Iiit/f -.354-0-soff, PTA L < tta, a— H./\1:1-751106 

11.. 

[0032] *RIE1110e3Eaflz.:111z:LaY-- 	L. ri=1*i.)1.52 'J -7°G)M11-  

t'•=33 12 (mw) 1, , [101,0ittMeliNONMEz.VIRUt4$1&T#IIIJ I., 

14Z1i1PM:I3iiVstLfski\e, iCi.t`' 5 x 1 0 4 -6 7 x 1 0 4, PT 	L< 7 

x1 0 4 -60x1 0 4, 	cku)PT.1_,<I, 7 xi 0 4 ^-20x1 04031#1 	--- 

. 

[0033] 4140JAMNW3pKEAMOEW/Rut4$eTOM 

t1E -zIR,,M5\6t, ELtInek,\M-ZWE-  (Mw) 	(15IJka, 	5 x 

1 0 4 -9x 1 On, 	PT 	1_,<I,6 x 1 04-8 x 1 04 (IN, 	7 x 1 04) ) 0 

[0034] 

L Kr:i..:>=.-)1/5:7°JEHk,\Z(1:L759TLki\c, 

etc, *RHACAVEZitz.-.1EHoZ (7. L /Pe 	Z I Kp.i-)1,-.T2 7°,g) 

LTAft ( 1 1‘)1. 	— 	*IA 	tc t,i 0) E KP..I)1/aR) t. POLIMM 

UP80);t1VBaf/Rirt4VET 	iff)$1_1 L,I4WIN *1,z:fait -.3_11.ts,oe, A 

ogO. 	4-0. 	80$t#1 -"CZO  

[0035] *RBA a) RNA tzlEll 0Z z.: L7Y -e ,,6 L K i=i..:>i)1,52 7°. oppTis_ts 

IMLL,--c, wa-Ttl=33 12 (Mw) 1) 7 x 1 On, E*1.13“). 	5 0-0. 	5 

50)L.Ki-_-i-)1.52 7°, MiTt3-} -11-  (Mw) 132 0 x 1 0 4. 1 

WO 2012/063870 11 PCT/JP2011/075843 

[0030] s/c, PS?L 

(tvfrij, mimcpizimu, 
(WH) ±m%mm 
oiJncJ: Us 

*2) o 

[0031] K lsJ\U-XlZlta, a-hbAP 

-7., a, £ — S b/\P—7v&t//3, )S - h L//\P-7031##6t§o 

L <&a, a - hU/\P-7^ffll^^ 

tl^o 

[0032] KP^>X^JU^'> 7°>©fiM¥ 

(Mw) Pi?LiM^$t»0;ill&t>VXW:£#»T£#pm 

1^5 x 1 04~6 7 x 1 0\ &3;L<&7 

x 1 0 4~ 6 0 x 1 0\ £ yjfS L < &7 x 1 0 4~ 2 0 x 1 04®l5SI^I"e 

^r^'fb"^"•i>il,I^75)Nhb$J0^]/(SlNSMIlIi^]^':?"M (Mw) ($l]x.fc£% 5 x 

1 04~9 x 1 0\ $fSL<tt6xl 04~8X1 04 (R 7x1 04) ) CD 

[0034] S7ts §c <b$s t Kp + i/!f 

®}^)t (1 <fJUu — X#ji^/cU<Z)b KP^X^JUMO ts PifLSj^lt 

L?#&psy 4$KRB£3tua^ ® 

^0. 4-0. 8©l5ll|*|-e^)So 

[0035] BJ©iillt:ffl^^'1!$S t: KP^>X^JU^':/7O>0&BS& 

0IJ^LTS (MW) #7x1 o\ M&jgtfo. 50-0. 5 

5©t KP^>x^Ux>7°X mmmttTw (Mw) if 2 0 X 1 0\ w. 
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0,1.e 0 . 	50-0. 	5 50)L KI=1*i)1/52 •7° (,iZa'LIJ'ffl 

Z.:. 	a.' 41.60)L KI=1*I)1/52 7° , RAJ'S, ,Ni 	'9's- ()Re 

A V-+E, ) 	Lt.Z . 7 1, - ff=r , 	t - E 	A,i 	A-R#ct (') 	11N -1 /435 tv-C 1,\ Z. 

[0036] *ft HA aANC4-Yt:.-_nl 0 Z a LOT 	Z52*1- 7 	(,, 	D- ")1.-75\ 

61-sZ*8,1 (c6H 1005) 	r,--e -D --c, 	a 1 	6*ii-E`ittl4L -Zto)--eZ 

. 52* 	1-5 	1g)fEffil, , [101,EAMEN03Marf/Rtt#VET 	tfl] 

$11 LI4ZFROit:FR7Vstt.tso. 52* Z I- 7 	or)M 111 W,J3'1' Om w) t 

, [101,EiltMEN03Marf/Rtt#VET 	tfl]$1_1 L 14 Z FR (,) lit:.-_Fit/f -,3s 

tt.tsoe, IN AiS, 52* 	I-74 0 (Mw=4 0000) , 52*1-7 

70 (Mw=70000)  	PTif__AtsiNLL-ctiZz_'Le-- Z. 

[0037] *ftliA0DE3 A11=1 0)±2*gt,ffi0)216, [0 LEAMEN 03Mar f / X 

6 t#$1E-  F 	t.f1]$1A - Z 0 t:.-_+ 3••7‘,1:21.----e 	4-1, ts , 	lit -,:iir/f-; tt,tso . ±E 

*gt,ffia)21. elA 0 a ENMarf/Rtt#VET 	tfl]$1_1 -Z5-̀ 0Ati-,4 < ts 

Z e. 1,A*gt,ffi21. /AA 	TZ L, MEN 0±4$(,::-EteS Uk a U i Rtt 

/3 	Z. 

[0038] RAJ'S, ±E*74,1ffiL L -c• I- 1,/ \ 1=1 - 	CE11 0 z i'a, *RH)] osw,4-yiti 

a) 1- i./\ i=i—E4'1.t, 	iC, g , 	4. 	5 3 m g /m 1J-;l±, 	PT 	L < (,, 	1 5 

. 	1 m g /m 1 J-;t_ETZ. etc, MENOt#$^0)EIMIIIMA-ZIR, 

A75\ 6, RNA* a) I- i. / \ 1=1 - 	'ig1..t, ICA 3 6 2. 	4 m g /m I Jt-F, 

PTA L < 6 	1 8 1 . 	2 m g /m I 1-.•,CF --eZc, It .D -C, 	SINAI:1=10 11,/\1=1 

— 	'a''1.6, Ag' 4. 	53-362. 	4 m g /m I, 	PTI.,<(, 1 5. 	1 - 

[0039] 

1 8 1 . 	2 m g /m 1 ---eZc, 

11,/\1=i—J-;01-0)_EFE*41ffiCEllkiNzt'i'at:.-_t,, 	1- i,/\ i=i— 	t::_it u-c 

. maiNoxy.marf/Rtt#VETtfAIA-Z5- ftl L, il-DMEN 

ot#$IDEVAL'etfAIJ-.35 tt.tc_-  21. 	iLASLIRt 	Z a L e--e 	Z . 

[0040] _EFE*YOAL L-C L Ki=1*:>i)1/52 7°CEllkiNztii-a, *ftp]a)sum 

**a) L KI=1*:>i)1/52 •70)a'1.1, , RAJ'S 1 m g /m 1 J-;t_h, PT 

L< (,, 1 0 m g /m I J-;t_ETZ. etc, MENOt#$^0)EIMEI 

WO 2012/063870 12 PCT/JP2011/075843 

5 0-0. 5 50L 

ztib®t: Fn^i/JiTJis^y^yteis ^x^yy- (M® 

jStfi) £LT7 LsH—^X t)~ tf y7fr!Jx3tlTlN-g>o 

[0036] D-^JUP-Xfr 

(C6H10O5) n-efe^x. a 1 

o 7+xh7>®iitt, Pt?LS^MJfe©;ill&t//x&£#»T£#P 

$0 PI U f^CPI/E:^ tl&lN0 T + X K T7 (Mw) t 

s Pt?LS^MJfe©;ill&t//X&£#»T£M L^PI^cPI^^ 

tl&lN7^\ T^fX h7>4 0 (Mw = 40000) N T + X h7> 

7 0 (Mw=7 0000) 

[0037] ^B^©sgs^^©±iB^^©)iJt^ mm^mmvmmikxf/x 
U£\ f#KPI£3±§E 

1ffo& o 
[0038] ±IE#mi^: LT K 

0 K b/\P —4. 5 3mg/m IJ^±, L < 15 

. 1 mg/m I £Uz7;'&&0 £fc, &MB&G>£&&^<DM&§£0®?"£11 

K b/\p — If 3 6 2. 4mg/m I ^ 

SfSL<tt18 1. 2mg/mlJJira5„ I»©KL//NP 

-X;fJt^ 4. 53-362. 4 mg/m I, 5. 1 -

181. 2mg/m IT'feSo 

[0039] K b/\P —hU/\P-7C$i;T 

<D£&&^<DM&§tf#P%u$tifc&g%j&gmfcT&z £ tf-ez&o 
[0040] ±E5£%m£LTbiFn*'>j:?JUT>y>Zm^&m^ *fP£©5&>S 

$4*© t: KP^ri>x51>'U7:1'>70>©;I^tis 0!I3.I£1 mg/m I £Lt% 

L<tis 1 Omg/m I £Lt-e&£0 S/c, 
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321- ZINAbN 6, 	B5-EalizioE Ki=1..i)1.-T=s7°Ig)5E1Ag.‘, 	glad 	5 

oomg /m I J-;(-F, PT 	L<6 	1 00m 9  /m I J,;t-F--ez. Tit -D -  C. SI 

NA-  cri 0 E Ki=1*>i)1/52 7° 0)21.a, RAJS, 	1 —5 0 0 m g /m 

[0041] 

I , 	PT1L<tt 1 0— 1 00m g/m I ---C,, 

_Lga*YO,AL l,zT.Z I,7 	ViuNzta-a, *RHAMBRiartio)52 - 

1-5 Jvaa.ct, imka 1 m g/m I J,;(±, PT 	1.,<a10mg/m I J.`,LE 

, ct t,) PT 	I., <U3omg /m 1 i,;t_h, 	Wt:_ 	I., <a65mg/m I J.`,LE 

"C'Zc. etc, MaliN0t4S^ODEVIElietZt.g,, ,b`6, FA' AII:10) 

52 k7>0)3.g..a, glika 5 00mg/m I Ig-F, t/-11,<U200m 

g /m I 1-;CF, 	ct (')PT 	I, < U1 2 5m g /m I VT, Mt.z.:PT 	L, < U 1 0 

0 m g /m I 1,),T--e 	Z. "ft -D z , BRA* 052* 	I- 5 J ops-m.t. im k 

a, 	1 —5 o om g/m I, 	1_,<61 0-2 0 o mg/m I, ,t) 

L<6 30-1 2 5 mg/m I, W6Z3TV.,<6 30— 1 00mg/m I, 

[0042] 

Ei,::_ctt.J4-IV,< f, 	6 5 — 1 00mg/m 1 ---eZc, 

*RiEflogw,.-foi , 01 L, < a, 	b i/i  \ El  _ 	)A.cf  E 	1:1*,. ji.)1/5_,›  

7°, 5-10a k l'im=i—Eztie52* 	k --,> -,WILJ--).-at)-t.-gVc. 	L. r 

t:.. -.(t 1,) , PMILEAMEM04$01E-Firri$1A-65-LOfftiCt-.3_11.Z z: L b< 

AM --e 	Z., !tt..., EWA* t.4V. I., tcil-ZitMElli. ( L tJ fp (1, ENssitkiti 

t:---_. L. EL-D*-61}NoiXPRATIZttMeliN) opt4-$01&. T 	')-LOJX0igt:.-.. 

tfAIA-  Z a' LegJJ4-,3_41.Z a 

[0043] 11,/\1=1—L, 	E Ki=1.*:>i)1/52 1xRC5=s 	Z 1-5 	L 	*J17.)--Eì  

tyt-nEHortaat:.-.80.z, *RHAosmarriot48Affivamu, PT 	1, 

<U, 	1-1,,\D—, 	E l'i:i*i)1/5--ss>7° RU5'*1-5›-t. tt.T' 

tAa-NEH 0 tc: taa ct t,) t, 	1- i,/ \ L:1 — Z L, 	E K 1=1 	i 1.5-)1/52>7°> SZ 

6 52.* 	7 > L 	*f[(7.)- -abt--CfHl,NtL- taa0)ff, IVLEtMENO)t# 

$0)1E-Fffil$1A- Z51)Jb<tieNttg-LZ ct 	t:. giRttql,Z0 

[0044] *RHAOSERIa6::-8UNT a. [IVLOJIttMajiNff I-. l,/ \ 1=1— 	, 	E F 1=1 

W^CDWMWBkffllSifl Y*^¥1 
X<0£<^lf^x<^i=u q v:?r-d\/is ^ fi 

^^¥1X<0£<^ir^x<^i=iiH q v^-d\/^iH V¥1 > 

ii« ^mwomm%%cD^m4mm* ^\iai^ 
^^¥ix<0£/:^i/^x/^a.H 3 [£*00] 

ri^w^^±5K2)^#^Go (^fflt#ll.#^a)f#¥lca)^fflt-#cH vni££<n 

*$S$K vmr<i 3) 

#32<2n£%m&i£&9nm%±^o^^omimm%m vim 
^2<2rfl-q^-<i?liR^-a\/1 H *:^¥1X</:<^ir^x<^n 

;H q H ¥)v^ v<0£ 

<.^ir^x<^Q;H qM^-avi s V¥1 >n £±4 v¥iW<S*(£B0§£¥ [3^00] 

°<2<ga. | UJ/ 6 UJ 0 0 I ~ S 9¥i >n 

v I w/6 w 0 0 L~0e?)>1 ¥±421M vl LU/ 6 UJ g 3 l ~ 0 £ ¥1 > H 

£i$ (1 T M UJ / 6 UJ 0 0 S ~ 0 I ¥1 > H £i$ v I w / 6 UJ Q 0 g ~ I \¥1 

"m v¥i^(§<a)/:^s vx<^ °<2<$X±K I UJ/6 1U0 
0 L¥1>l£i#?m viKT I UJ/ 6 UJ g 2 L *} > 1 £i$ (i ? V±K1 I ui/6 

^002¥!>1li$ viKT I UJ/6 LV0 0 g£m$ ^mWiCD<<=HY*^r 

^^m%£WM%mtmcD^M^cDm®m v--/£ °<2<#x 
q-ffi I "J/B UJ g 9fl > n £i$2lM VTK1 I UJ/6 UJ 0 £ ¥1 > 1 £i$ fi T v 

TK1 I UJ/ 6 UJ 0 L ¥1 > 1 £i$ VTK1 I UJ/ 6 UJ L ,¥m$ S¥1%W<Q)<£ H 

v:*±Q)xbimmcDtim¥ [>00] 
0£<5j?a I UJ/6 UJ 0 0 L ~0 L ¥1 > n ¥£$ v I 

UJ/6 UJO 0 g~ L \¥1¥H^ v¥1^0<o£<.^ir^x<^d,H 

11 I UJ/6UJ00 l¥1>n£i$ V±K1 I UI/6UI00 

g.¥m$ v¥^i^ax0£<^^^x/:^n.v| ̂0943^11 v<5W?§2-£& 

mS/.0/n0ZdfAL3d 0/.8£90/ZI0Z OAV 
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i)1/52 7°)3zrie52*1-7/3\67`szEV3\631tR-1 /43stt.ziPts< Lt 1 J 

a) *8, 	A-  tiN tillYpEg'ff-Y iti I,: EN -1 /43s tvc-  kiN Z 0  tilrlig*gat, PTA L 

< 6, 	tilftli*, 	I) 	OgraktElEtilftili9.1<, 	I-') 	itiM1lEtilftili9.1<, 	H 

E P E SWgi-lEt ilft±-119.K, 	,) 	)72)144-y, 	5 % 	‘)l. 	— Z7K3ery, noi,mmt 

±3,,LMEilax4-02tKiiiitit,   KAI_I (1 K r, it 	D- '1 )I/ E I--)l., 	D -7 	= I,  - 

/I., 	5 	I- - Z, ±-14Et I- ') r,i-x) a)7.Kg,,4-yag7.Kgrf-y-ezo *HA 

WO (,::8k,\ --c 1- K_I L (,, AM )17` 2 5 0-3 80m0 s m/ I a3t# 

[0045] tillYg7Ega6, %t:.:VtALI (11.1AiS, 	L 1-i[aM77)1/1Z J, t') _3 1, 

I) a -11/1:4: E) , 	E- AIJ (IN A_ a , 	I ) J D'ORMIE-A, EI/F0td-  I- ') r, AN 

VAI) , *1,- I- AU (IN AiS, 	E D T A, 	E G T A, 	i Jggi, it!) 	i,- 

H , MIPkWJAIJ, q#AIJ, RiEfilEAM -A-tiNz: L eT 	Zo 

[0046] *RIEIAIDENat, [OLEYttMeN 	I- l,/ \ 1=1 — Z, 	I K 1=1 	i 	)1/52  

•7°)3zrie52*1-7/3\67`szEV3\631ttR-1 /43stt.ziPts< L t 1 -D 0)*XnA 

-.A-tiNtillYg7.Kga (PTA L< (,, 	11,/ \ 1=1— 	, 	I Ki=i*i)1/52 	7° 

)yzve52*1-7/3\67`szEV3\631tR:stt.ziPts< L, 1 -D0)*XUA -A- 

tiNK7.1<ga) 	t:.-AIN -zz:Lt:.-_,t (,), 11 3zz:Leffizo 	1,AtillYg 

7.1<ga 11:1 orA4'8,f,ffia)21.t, ±E*RHAODSINaitioA4'8,1ffia)21. L PI 

-e 	ZO *RBA l,, a' a) ct -3 1-son,EAMMEN'Ala)11IIt Pat 

Z 0 

[0047] [OLEitMeN±E*70,ffigtiNtillYg71<gat:SIN -z a' L t:.-..t, [IM 

1,EilttiMIN0SIWAIt:_higE*8,1ffili LT. , [OLEYttMHINEzve±,E* 

70,ffigtiNnOLEAMHINSWAIV4Z z: L t 8A--:s tt. z 0 

[0048] [OLEAMM0±,E*8,1ffigtiNtiln7.1<gAitioSINt, E',' v 5- 

4 	3 'Y E' 	 Ig),gAtAlirii-31.3t:.-.1-30. Z171%051t:.-..ct (,) -41-0-z a- 

LeffiZo 

[0049] *RIEIJIMBNA0)21.t, Ag' 0 - 3 7 °C, PTA L < 6 0 - 2 5 °C Oa # 

1.--eZ.:. 

WO 2012/063870 14 PCT/JP2011/075843 

<&, ^H#±^7K 'J >IlliiHb^iI#±^7K K'J xHiHb^H#±^7K H 

EPESIiiHb^iI#^7K 'J>^k^ 5%^;u=i-X7K;m PffLft^ 

D-vJbtf'h-Jk D-v>"K-

Jk =?OV-X, Wtcf K 'J ^ A^) ®7K;#^©^^7K;#^"efe£o *B£ 

ISHHC&INX r^^Sj ;!J§J±7^ 2 5 0 ~ 3 8 0 m 0 s m/ I ®I6H|*| 

T'fe'i) d t. §0 

[0045] nsifiii7Ji/y$k ^0|jifb 

s mnm U ymkmnm, MI^K U^M 
fj>S) s ^rb-K^lJ (m&\ EDTA, EGTA, ?X>gt 

h) s f b Rfi lb £] H CI £ T $ S <, 

[0046] K b/NP-X, L KP+^xfJbf 

£ #kN£iI^7K;#}S (^f S L < ti s hU/\P-^ t: KP^N> X ̂ ,/uy > 7° 

^S7K;m) isiirrac:£tf&*z0 mmim 
TK;#^ 41 (D &#mi(D;f Jt &N ±§E^fg 0^ (D 141 (D &#• mi(D;f Jt £ H 

*rc&£0 

t" £o 

[0047] Pf?LS]^M^^±IE#mi^#tJN^iI^7K;mK^;l-r £ d t izii* Pi 

%mmmm(D^mmz±m%m'm%:m\} LT, ptfLft^MMo^iE# 
mi^#^Pf?LS]^MM}l^^t#£ d *i£0 

[0048] PS?LS]^M^a)±IE#mi;&#tJN^iI^7K;#^4|^a)^;ltis 

[0049] ^I0iffiosn^ 0 ~ 3 7 °C, $?£ L < 0 ~ 2 5 °C0|5H 
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[0050] *RIEIJI0EVartio[01,ElyttMeN0A'ft6, 	I- l./\ El —, 	I 	l'i=1*:> 

i)i.52>1>Ezzi,52.1-513‘674s,ZET75\63B.fRzstt.ZiPts,<Lt1 "D 

0*.  gt,ffitZ.: ck ZAKEYttMeN0)3Marie  / 3Ztt4$01a-F 	tfilIA-  Z5-  

Meit -1 /454-LZFR9Iitz:Fit/f -.541.tsoe, Wg 1 03-1 0101E/m 103t# 

N --eZc. 

[0051] TIjorxtz.:80..c., *50Aonziciy...c14, 
	

ki,/\111_, 
	

L  ii=1*> 

 

i)1/5=si°)Yzti,52.1-5>ii‘674s,ZET/5\63B.fRztt.ZiPts,< Lt 1 -D 

0;78,1ffi6z.-_,t9[101EAMM03MetfAl_Itt1.-coZa)---e, 	z: tt, JEII oz.  

MaiV;$11 -4A-4-Z a-  L tz.-_,t 9, MHINa);k1Vte, t = a — 1, it! tz.-li 

'D tZ: 9, 11$11411R0Voitatifitz.-.SUML--CL')')1Effil - Za." 

LeffiZ 0 	7-z:, PTLk.,\Pletz:80 -C, *ftlEIJIMINATt, 	I- 1,/\1=1 

—, 	Ll'ilii)1/52>7°›Ezti,52 1-5>i)\674',ZETb\61.tfR:stt. 

Z/Pts< Lt1 -D0)*YAffitz.:ct 9, SIVarrioxlMfLEAMMot#$01E 

TetfAIJ:stt.Zoye, *ftqloSIMACEllott3S, cOMPloctotrMINt: 

ck 9 trOM-011*-1-0-Z z: Le-- , 	8*,)lJ mop r6i ± elt 471 C 	Z0 ft -D 

-c, *ftlElAt, ±,E*RIEIJIMBNA -A-V, [IMLI)ilttrnEllinWit-LVAIJt 

t'A'4 -Zto)--eZc. 

[0052] *R13)10[10LEAMDINSINAIIAli6, ±E*RIE11] osIma 	LAMtsg-ffi 

'-b's'Z'Ntz.:115C-4 - Za'.Ltz.-_,t 9 , 	,tzli 	- Z a.' Leffl*Z 0 giA7144'L L -zU, 	7J 

1-)i/, 	/-f 7)1., 	2'):/, 	$10-Yiv 	opT,i1Mtta)/ ,y, 	gitiRle 

tfitt,Z0 	'z'..41.60D-7e-, 	)17R(, •7°710cfs-f20$4A-i)\ 

63'M Lf4Z0 	(1- 41.60:b.2,;6z.-..6, 	'-h'-.2,;NO14-11,IiitMIMEN-;,-c;f,,,t tz.: 

AWIATI, AgL -z ck--) tZ:, t=a—  i.Eztie/R(VatItIVIt-4- Z a' Le 

•-e_k Z 0 

[0053] I I . [IMEAMaNONMO#11$1_1 

( 1 . [IMEAOUM#11$1_1A1 _1) 

*5tHA6. 	k I,/ \1=I—. 	LH:=1..i)1/52 •7°›Ezrf52 1-7>i)\ 

61-s Z ET /3\ 6 il.ttR -1 /43s tt.Z /Pts < Lt 1 -D a)* 4,ffi -g- ti‘ . [OLEAMEini 

WO 2012/063870 15 PCT/JP2011/075843 

[0050] hlw\p-XN LKP^> 

(D%wmz& &m%mmmm(Dm$kRt?/xte^^(Di%,T%:nnt 
mn 1 0 3~i oiojg/m i ©ggg 

[0051] Sft LV,N^^i3V,NTs SUAP-^ Lh"P^> 

(D^M%lZ£ yPS?LS]^M^©;l^^Pfy^tiTlN£®T\ 

yN ^WktoWeMti*. 

o/cu, cii^JFMLTL^'JX?£c 

<h7^tJH3fc£o £tcs hlw\p 

-7.S tl KP^^xy;uy>7°>^t/7:;'^X h^>fre>&£S¥7!)N£>jiJR3tl 

£'>&< 1 kK WmWft<0^%Wfa¥tW&<0£M&<0fc 

T, ±§E*f£B£©i^£atJ\ Pt?LSM^MM^tSi$y£ t 

©"££>£<> 

[0052] ±m*wn<Dmm^£M 
^ftizw&t2>z.£lz£v> MfetZZttf&&Z>o *K 
hJk /W7Jk v U > v\ $i}t/< '> © PJM'14© ̂  >> 0\ 

tfbt150 dtLe>©#S^ 

<bffMU#3o c:ne>©#Stctt, #f5^(DPi?Li!]»ifflM;^^M^K 
^>EARrt^-r£<fc ̂  tc, a - a- \yRxf/x^mm^mmt^ z tt< 
•e^-So 

[0053] i i. Pt?LK^i!$«©;iiia)#p$y 

(1. pf?Lft^MMii#P$y$y) 

Kb/\p — 7>% tl KPZfyJkZf^r^X h^>7i)N 

1 9©^ii^tt)\ PffLft^Wl 
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tflAIJAIJ 	t'l'itt -Z t aYe 	Z. 	a' tt. 6 a)*71,1ffit:.-. ct (,), 	lit:.-_, 	RNA* a) 

nOLCAMHIN (Mt, 	*.7  a Ltc[Cl,ElyttMeN) oNMeffiALI -1 /435 tt,zo  

[0054] 

	

[ I- 1,/\ 1=1 —J 	, 	[I 	Ki=i*i)1/52 7°_1 	, 	I-52* 	I-7J 	, 

liCARICI , 	FMM_I , 	1-171Ztt_l , 	F*AtERWittl i , 	[*— ENO) 

ink] , 	1- *7 0_._i , 	[NM , 	1- Ki , 	Ft±101g71,4-y_l , 	aA-jEll,tia) 

trz,t, lit::_z_." Lt)(,)a)fsk,\FIU,), 	_hE I GNA6:.-_,EaLtc1U) --eZ. 

[0055] *RBA ONMMALIALIOLAJEM* L ts Z AKEYtttrMINt . PTA L < 617J- 

fttrVENT 	Z. 11-ZttoMMVSNaiti-e6 	(Mt, *.7 0_. Lt-citir-et 

) 	ct (,) NM 1_,- -ki\ /3\ 6 --e 	Z. 11-ZttMHIN6, 	PT 	L < 1,, 	rm-r trom 

NRIVAHttrMIN--eZ. 

[0056] [IVLEAMHINtt14K 	/3\ 65/AtE -1 /43s tat t a) --e'D --C.  t, 	-f i E F 1=1 TV 

4-MI:stt.tcto-e-D -ctcto. 

[0057] *ftlE1)103MfAIJAIJ0LAJE -4* L ts Z [OLEAMHINt , WAIERWM-1 /435 

tt.--CL\ Z a.' Let/T 	L,00  

[0058] *RIE1J]a)NMMALIALlotAJE -AL tszon,ElittrMiNt, *—NIN ( 

)1/ -t)1/) 01t180[CLEJIttrMIN 	-A-ti• a' L 131 T 	1, 0 . [IMLEYtttrnHIN 

t:.-...-g 	4-t.Z*—NiNa)ltigax101,ElyttMeNa),V1-at, 1C,g 7 0 o/01-;t±, 

PT 	L < 1, 	9 0°/01-;t_t, 	ct (,)PT 	L < l, 	9 5 o/01±, 	%t:.-..PT 	L < l, 	99% 

J± (IN A. 	1 0 0 %) 	CO 

[0059] *RBA ONMMALIALIOLAJEM* L ts Z AKEYtttrMINt . PTA L < 1, , A 

MMoSIVIIitit:.-.T4a L --c oz. 

[0060] lit:.-_, 11-ZttMHIN6 	WA-Yitit:.-_*7 3,a L, ll-D*—NING)=Ittk --etNM L 

-\- oe, *ft EIJI oNMYMJALI t:.-.. ct (,) , 50A0ig t:.-..NM 	MALI 	Z a' Le--e 

, *—NiNaAtIORHilWitEti -Z a' Le-- 	Z. 

[0061] *RBA oxivriALIALu, 	I, i,/  \ i=i_, 
	

L K m*,,./,),„2.i.70.ia.oe,2 

 

*Z 1-7 	/3\ 6tsZEV3\ 6311tR:stLz 1, 	2x63f2a)* ,,,ffi -A-Vc. 7 

13)103MYAIJAIJez: 41.6 oDEVJ\ 6314tR:stLz 2a, 	3 aapj78,f,ffi-g-vtga 

t:---1-30- Z*- .ffioNag-)-atp -tU, 	I- 1,/\1=1— LL KI=1*I11/52•7° 

WO 2012/063870 16 PCT/JP2011/075843 

(BP^ ;?®L/cPS?LS]^M^) (OMMifmy^ti^0 

[0054] rhiw\p-7j, rt: , rf'+xh7>j , 

rpffLft^j . % rttm&i N . r^-mmo 

-l^nsJ % r^^ij N r;i^j % r=^;iij N r^.iM^7K)§^j % ^©§fflop© 

±IE I ©ildES L/c® U "Trfe'So 

[0055] *mmmmmm(Dmmtt^tti:z>m%mmmmZs &£ L< 
o ttW'&vmmimm'SLrp-z& ^MLtz^mxiz 

[0056] -f>tfhP-efl 

tl/c t (DXfo o x t, £ i\ 
[0057] *mmmmmm(Dmmtt^tti:z>m%mmmmzs 

tiT^Z>Z£ifU£ IA\> 
[0058] (^>> 

^u-tz;u) Li\ PffLft^M^ 

4nc#Sft£J£-«©^©Pt?Li^MJfe©tij-£^ 7 O%JU±, 

Sf S L < 9 0 %JU±, J: y Sf S L < 9 5 %J^±, IC^S L < 9 9 % 

u± (m&'i oo%) •?&£>„ 
[0059] ^u<it §£ 

[0060] 

, &-Mm<DWimzm&rMmfttzz.£tf-et*z0 

[0061] ^%VR(DMMNMM&S Kb/\P-X, \l\zu*c^JL3-)\s^yzfyJkXf^ 

1 N 2X&3ffl0#mi£#fro *fg 

vmmmmmifznb2a, 3 
IZtitf hL//\P-Xtt KP^>X^JU^>70> 



5EIBM*[(190[10itiVER "Z'-VI S 0 EL( 	— I=1 \ I I -I 2'1 RIO:V*211T [17900] 

°su 5,1 ERA 5gatnii[illtWo ri I' =1 fa5C11fX14:Co ElEi 4*T1X 

•.1_ ST— IN qC11-1VCilf Vlis CO Efai* "21 c-  ID sU icNr-Lci-V,VgDgrifrie4g 	'sifi 

•c+21 CD S _ii$filf 	XiTcogatMcgrltiWn °0 ID % )-- 1 Nii5gatOrigrIti 

wo ri 4, -21 rarcigx11:0 ElE14* 	1----1 1.3-#40)SX#N-zEkIPT,I,V.-ga/VDc- L 

R >:F:m-isui,N_Wtgc,-.1\c,tasTc,-.1.c.,//z1 	.-*742Wcz ocy:71.-1(T/•..-* 

1=1.1 	' 	— CI \ i 1 -I AL fariClIfXRco gai* 'fl \/ s W °S -, 24r,z 	2 so 

ELI ri 4' :21 R 2 S_CIM-':-'11f_JANc0514Mtnii[rfltWo 'T111MLIlf*ItcoEIHU* [ENE 

°SWD--)SrkizNPt,l-V- 

IltiV.e.egoc- L %R > zifi 4; S 14 icl (.f fg .1 \ci t2 S z.1 .ci tz 	-1 	*7 ;12 2E( tz oc. 

cz7/1(T<-*1=11 	'—r=1\f/1 -I 	'T1 >'1 	A ri AD 	'rice (v#gog 

ix*PiiiTotw#N-LEIRIT) )K.,iorzEggIT.rr.g 	icix*coc- L 	> -w-is 

UiNc-24fE czi \c/t2SI:f czi \c/K 	-I 	'.*7 -(2/gK oL.K7 ,-1(1•*1=1.1 	'Y- 

1=1„I 1 	T') >1 	Pi 'TIll*MlIfX114:0E1E4* °S 	,)__>q R 2 ,I,V.- 	ft-1*T 

fly qicl 	11*-#J, 	li*c(gT0,4# 	'11*'.3-'A 	'110:01-11 	' ( -I —1 f ri -4 	Icig< T 

'`91.19E 	'VICE 	g Y114) 11*-I —1* 	' (V-1447 6 ri -1 -PciOill 'V 

IILVTEANK ri 	'P Y1140 WEN ' (R:1:1(— E ri 4 K I 4. T (I* •K 	s4.1( 

el.Wica -I 	'Y1 Y fiC 11*._T-_- ' (V;W>fzNPt (DVSX#Nzco ( 	 7- 66 -I - 

VA ' 	— -I 	'fir — -I =c, 	— a 	'1( — -I ,; irA — a 	'i„6 	.4.) WIP 	' 

'Wi:144)S,J.nlEIEMaiMii[grltWil 	')K&_01-z— Ll(k% 9 	)S,J./1(it cz ri 	'*10,i-  4 

PTT ILV S E d'D H 'VOA-  4PTTIfillY ri 1 	A-z1,1,°i4PTqi-ffiliOuK ri 

'>fz_41 4PT 	̀P YI14) V#NzE,OPT 	'IYI-i4J,  'T12.1 R 445f S1,-,N- -,Y.-- 'i'-21 

ute pT c.‘11)%2o2IY,V.-*J,fifS1--,Y,- 5'=-'16,1iltePT -21I 'Pl 0 I' %I 

c-wa.0%coa-gavv00 L %R >',1: -/SUiclffItczi\c/t2S's.c/K-_-1 

-*7 (-2WcZ.L.K 7 1(4-T<-*E:1,1 	'Y-1=1\fl -I T111*FICIlf*NCOEIEIU* [3900] 

	

°ScRa-44 1,3-*(eROK 	-I 	*L_Rf-,C.E:7 1( 

f=! 	CI. 	RY-1=1\fl -I T1X44'.3--(eINC0K 	-I Y,.*L_ RK o1c;7 1( 

T/,'*1=1.1 	'44:3-•(-21Ncoc.-1-*7-1=1\f/1-1 	'44:3-1-elf*Co 

£178SLO/II0Zdf/I3c1 
	

LL 
	

OL8£90/ZIOZ OM 

WO 2012/063870 17 PCT/JP2011/075843 

(D%h th'P^yif 

)\s^yy°yh b/\p-x^ b Kp+yxf 

)\y^yy°y s^>®li^;b-t!:-e&£o 

[0062] K b/NP-X, tKP^i/ifJL'TV^VMf^ 

x h^>fr^&£;g¥fr^SJR3ti£'>&< ti 1 

TtcUNU IIK£lI^[^Cl^3ti£Jlfr£^WTtcn\ 
LTti, ^n^7K;m mmts mmiky^ 

'J >MMffiik£mg&7k, h 'J zmffiik£mg&7ks H E P E smmik^m 
#±^7KS 'J y^Jly^ts 5%7'JU=I — XTK;#^ Df?Lfi]^ip#ffl©}^in±fes 

II3S&J (7"KOHs D — VJUtf b—Jk D-TV-K-JU, 7^7h-X, ^ 

iti- h U ®7K;#)S^a)^^7K}#^) s (^Ij^^'s t: hi;f7 

)l>7'$ X ? 'J u - Jl/fc^) s HtM mTL'J 

K U 0 AHfj$0 s * U- K^iJ (0>UJ£ EDTA, EGTA, 

^7X>HN Htu^u-K), mmt mmmmt imm, mm 
zttf-z$ & <> (DmMmiM&s 0%L<&S K UJ\p 

-x, t Pn^isji^^yJ'y&xf^^x s^>fr£&£?¥fr£>31JR3ti 
£'>&< tt, 1 HWTK;^ (iH^7K;§^^©±lfi#lfl 
11©;#^) "efeUs <£ UifS L < teu hlw\p-XN tKP^r^if^fV 
-?y%.ZfiT*Z \*?yfrb%:2>mfrt>nfc3ftZ&te< £t> 1 
#fr^S7K;#}^"efe£o 

[0063] *fg0£©;ill*cp$y£y^ pf?LS]^«a)»^K^ip-rz z 

i^z£tf-e$z0 fcz^tts b U/NP-X, t KP 

^^>X51>IUT1'>70>S.O:T1'^X h ̂ yfr Z&£%¥& ZMtRZ tiz'J>& < tt 

1 ^^0^o);i^pfy^ijK j: y PS 

?LE!J^MJ^ £ S!>§ L T t J; i\ Pi?Lft £ #p$y i- & cmc+# 

tl£ <fc 9 IC, tl, 

y PffLft^M^M;!^ti£0 

[0064] ±fB#HII«>: UT S ®;»©Pi?lE>]!t»« 
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0)3Mtfl]$1A-Z a) t:.-_-Hts i- I. / \ 1=1 — 	21.1, , WA, 	4. 	5 3 m g /m 

I 1-;l±, 	PTA L <1, , 	1 5. 	1 mg/m I J-;LET 	Z. 	etc, 	11,/ \1=1— 

2fte0,0aENM#1]$1_15-MVi< tSZe, 	I- l. / \ 1=1 — 	21.ei-ig-A TZ L 

, iNiNot#$IzEte-NUkaii -RtteZ . ItD-C, z:Ot#$/a) 

EV-1,111i2A-ZEA75\ 6, SINAitia) I- 1./\1=1—gl..6, WA 3 6 2. 

4 m g /m I J-;CF, 	PT 	L < 6 	1 8 1 . 	2 m g /m I J-.,CF-C.Z. It -D -C, 

RA* 0) 	1, / \ 1=1— 	21. (,, A* 4. 	53-362. 4 m g/m I, PT 

L <1, 	1 5. 	1 — 1 8 1. 	2m g/m I ---eZ. 

[0065] I,/ \1=1 — 	1-;0•14)±,E*8,1ffiCElloztiii-at:.= t, 	1- i,/\ i=i— 	(zit u-c- 

, RNA* aNOLEAMIIIIINONM 	tfl]$1A-  .0) (,:.= + 3 71-s21.3f_tia 1,Rt 

ZZ:LeT,Z. 

[0066] 	±E*AlffiLL-CLKm*i)1/52 7°C110Z4a,SINArrio4 

KEAMaliNo40$1A-zoiz+tsLKI=1*')1,52.7°021. 

(,, INAiS 1 mg/m I J-;t_h, PT 	L <1, , 	1 Om g/m I J-;LET 	Z. 

tc, MENINOt4$0`)Ete-N111A1A-ZEA75\ 6, SINAithOL Ki=i*:> 

i)1/52.7°0)SE'1.6, INA.tS 5 0 0 m g /m 1 Jt-F. 	t7T 	L<6 	1 00 

mg/mITTzolt-Dz,SINArrioLKI=1*')1,52.7°02 

1.t, INAiS, 	1 —5 oomg/m I , t7T1_,<1, 1 0-1 00mg/m 1 

--eZ. 

[0067] ±E*4,1ffiL L -C 52  * 	I`7 	JEll 0 Z taa, RNA* 0DIVLEAMEIN 

a);Y.Mtfi]$1A-zot:.-_ -Hts,52* 	1-7 	a)21.1, , INAJS 1 m g /m I J-;t 

±, 	PT 	1, < 1,, 	1 Om g/m I J-;t_h, 	ct t'J PT 	L < 1, 	3 Om g/m I J-;t_h 

. %6:---t7T 	L <1,  6 5 m g /m 1 J-;LET 	Z. etc, MENOt #$"0)E. 

te-N 	DMA-  URA/3\ 6, SINAitia)52* 	1-7 	0`)21.1, , IN A_ a 5 0 0 

mg/mIL;CF. 	PTI.,<1, 200mg/m1J-;CF, 	ct t'J PT 	I., < 1, 	1 25 

m g/m I J-;CF, 	%(,:.:PT 	I., < 1, 	1 0 Om g/m I J-.,CF-eZ. It.D -C, 	SI 

RiArri0)52* 	5 JIVIigl.(, , INAiS, 	1 — 5 00mg/m I, PT 	L< 

6 1 0-2 0 Om g/m I, 	ck t'J PT 	L < 1, 	30-1 25mg/m I, %(,:.= 

WO 2012/063870 18 PCT/JP2011/075843 

h lw\p-X}fJt^ If, 4. 5 3 m g /m 

I J^±N fcFS L < 15. 1 m g /m I £fcs K lw\p —X 

K lw\p-X}fJt^~t 

I»©hl/AP-^IH(t If 3 6 2. 

4 m g/m I J^T, $?£ L < 1 8 1 . 2 m g/m I J^TT-fe^o 

i§;l>W(£> h lw\p-X}fJt^ If 4. 53-362. 4mg/ml( fcf 

5 L < t£ 1 5 . 1—181. 2mg/m I Xfo&o 

[0065] h hU/\P-7C$i;T 

s 5KS&*£JCpfcy£+#&)IJ££jggig^f 

Z>Z.£1fl*1*Z>0 

[0066] ±§E#mi<>: LTti KP^>x^juy>7°>£ffllN£iI£\ 

£ JCpfc y t Z> (O iZ+#& t K P * *> x ?-)\s^ y 7° > (D ;f Jt 

teU 1 mg/m I J^±N fcF ^ L < 1 Omg/m I lU-tT&^o S 

/c, I»OtKP^^> 

x^jUy>7°>®;fJt^ 0!Ja.tf 5 0 0 m g/m I J^T, $?£ L < & 1 00 

mg/m I JJTF-?£>£> „ 5K>S$*© tl K P ̂ >x^JU^'> 7°>®;I 

Jttts 00*.^ 1 ~ 5 0 0 m g /m I N ^fSKttl 0-1 OOmg/m I 

?$>Zo 

[0067] LTT^X b^y^m^zm-Ss 

<Dl&£$:$lMt2><DlZ-\-ftti:T*7> 0!l3.1*1 m g/m I iU 

-ts £f S L < ti s 1 0 m g / m I J^±N ctlJ^fSL<ti30mg/m I J^,± 

s IC$fSL<tt6 5mg/m I W±-efeS0 titz, 

mWtkWMt&Wl&frCbs 0Utf5OO 

m g /m I UT, L < U2 0 0 m g/m I J^T, J: U $?£ L < 1 2 5 

mg/m I J^T, IC^fS L < & 1 OOmg/m I JJTF-?£>£>„ lot, !& 

K ^ >©}f Jtfc^ 00*.^ 1~5 00mg/ml, L < 

6 1 0-2 0 0 m g/m I N J; L < (J3 0 -1 2 5 mg/m I, IC 



WO 2012/063870 
	

19 
	

PCT/JP2011/075843 

PTI.,<1, 3 0— 1 00m g/m I , 	M6Z.-....k9t7T1_,<46 5 — 1 00m g 

/m I --ezo  

[0068] etc, 	I- i./\ 1=1 —, 	L Ki=1*•:>i)1,5 .7°)krf5 	Z 1,7 j75\ 67‘, 

ZUJJ\61.tfR- ,Z21,t3a0 77-4,fiVH1,\ZfaatZ.-.81,\ -Ct.t, * 	L L 

--C.  RNA* 0 AKIAMEiNO3;it etfALI -1 /43s tt.Z ct -3 t:.-.., *RIE1)103;ittfAIJ 

Ali 75,5,tPu -.3. 41., X 	*5t HA 0;tfVfli$1JAIJ Cz.: ct 9 141LIJAMEIN /JIM -1/4's tt.Z 

0 

[0069] *RIE1)103;AtflIIJAIJiti4:.-..4, 	4E0 ct 	t:.:11,11 Lk-  L 	t::, 	[IMi,m)yttMili 

liNO3Mtcp$IA - z o) t:.-.. -  E 3 - } ts'ao I- i , / \ D— 	, 	I Km 	i)1.-T2' .7° 

1 ve52  ..Z I-7 	13\ 6 tsZETIJ\ 631t.tR:35 tt.Z Ws < Lt 1 -Do)*8,1ffie-A- 

tt.Z. *RIE1)103;AtfAIJAIJiti 0 	,gVb'gt,N0)-ft 	iit, 1C4'. 	0. 	0 0 

1 —1 0 0 (w/w) %oalin--eZ. 

NOM *RHA0)3MIAliAde, 	H,/ \i=1— , 	I K 1=1.*I)1/5 .7° )YzZie5-2  

* 	7 	13` 6tSZgb` 6311tR:stLZ,Pts< L t 1 -D0)*4,ffi -g-ti•tflo'g 

7.1<ga-ezta-a. 	71Kg,,,f-orioi,A*70,mosim.c. DoLatmemoxi 

 	tfi]$ii - zopt:.-..+3•tsail.-ett.tslit:.-_utz-,3_4-Li-ski\c. 	±,E*8,f,ffio)2ft 

egio a E;Qt.[1]$1J -  Z5- 	VA < tsZe, ,E,7' ,,Malt e-m- TZ L, 

MaiNo) t#$(,:stes 	)ka -i-:]-,  gte 	zo 

[0071] IN AiS, ±E*8HA L L ---C I 1, / \ 1=1 — 	CEIEJ ort'i'a, 	giA7.KgartiO) k 

I,/ \ 1=1— 	31.1, , 	irg, 	4. 	5 3 m g/m I 1,:t-h, 	PT 	1, < 4, 	1 5. 	1 

m g /m I J-;t_ETZ. etc, MaliNa)t4$^0EtejE4fZitt93, 

gA71<ga1=1:10) 	I,/ \ I:1— 	MI. tg, CA', 	3 6 2. 	4 m g/m 11-;CF, 4-1 

L <1, , 	1 8 1 . 	2 m g /m I J-;CF-CZ. It'D-C. 	FiA71<ga'1='10 I` 1,/ \ 

1=1 - 	figg,t, A_*, 	4. 	5 3 ^- 3 6 2. 	4 m g/m I , 	PT 	L < 1, 	1 5. 

[0072] 

1 ^-, 1 	8 1 . 	2 m g /m I ---eZ,:, 

l,/\ D — Wiog)__EigE*X1HACEIlk,\Zia-Pit:t, 	F l,/\1=1-4:.:it UT 

, PM. LtlyttMajjNops,yffl]$1A-  Z OD t:.-.. -Hfci: I- 1,/\I=1 — 	21. CLA AVAt 

WO 2012/063870 19 PCT/JP2011/075843 

L < &3 0~ 1 OOmg/m I s EKJ; y U < 6 5 ~ 1 0 0 m g 

/m I 

[0068] hlw\P-X, t KP + yi + X h 

£3¥fre>5I^;*ti£2Xtt3iffi©#^£E^a^££lNTfcJu L 

ti^) J; 9 C, *fgBS©;iH#P$y 

[0069] *WR(DMmmMtplZl^ ±!E©J: 9 L/c«>: 

h U/\P-Xs tl KP^X^JUyy 7° 

*wmmmmm*<D^sk%mm(D^mtes mn, o. oo 
1 ~1 00 (w/w) %®l5Hp,il"T:'fe'i)o 

[0070] KU/\P-7.N £ bnlrisJ:3LJUf1'>y>%.Vcf1' 

£*§£\ PffLft^M^©;! 

* £ JCpftl 1" £ © £ •+#&)lj£ T? £> tl £ RB^ 3 tift l\ ±§E#mi®}f Jt 

[0071] 0iJa.tfN ±m%wmt LT K K 

U/\P-X;I^ti, 4. 5 3mg/m l^±, JfS L < 15. 1 

mg/mlJ^±m S/c, ^ 

K lw\P-X;j§Jt^ 1^ 3 6 2. 4mg/ml^ 

L< 18 1. 2 m g/m I fot, ^§£TK;#>W© h lw\ 

P-X;fJt&s mn, 4. 53-362. 4 mg/ml, UJL<(i15. 

1 ~1 8 1 . 2 m g /m I T'fe'So 

[0072] K lw\p —hU/\P-7C$i;T 
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[0073] -ligE*8HAL LT I 	KI=1..I)1.5.2 7°CEIlkiNztiii-a, 	i,A. 7.Kggiti 

a) L r:1=1*:>=-)1/52.7°0)21.1,, RAJ'S 1 m g /m I J-;t_t, PTA L < 

1,, 	1 0 m g /m I J-;t_E-CZ. etc, MIIIN0t4$04gte-NCIlitt 

ztl,,, ,75\ 6, 	,g7.1<38'ff-YrrioL Ki=1*::/i-)1,52>7°>0)2M6 , 	INA.tf 5 

00mg/m IJVNT, t7T1_,<1, 100mg/m IJ;CFZ. It.DT, 

EA*5'745iIitia)L KI:=1..:>=-)1/52.7°0MIC, INA_ (S, 	1 — 5 0 0 m g 

[0074] 

/m I , PT 	L<a10-100mg/mITZ,, 

±E*8,,ffiL L,--c5* 	1- 5 JCEilkiNziii-a, 	,g7.Kgaitio)5* Z 1-5 

	

C/)31.(, , RA_ al m g/m I J-;t_h, PTA L< 1,, 	1 Om g/m I L;LE, 

ck 9 PT 	L < 1, 	3 Om g/m I J-;t_h, 	Wt:. 3T 	L < 1, 	6 5m g/m I L;t_b.--Cs 

Z... 	t.c_- , Mililia)t#$^0)Ete-NCIIMA-ZIEA13`6, 	,!,A71<ggiti 

a)-72,. 	5 Ja)al.(,, RAJ'S 5 00m g/m I J-;CF, PT 	L < 1, 	2 0 0 

m 9  /m IV-F, 	ck 9 PT 	L<6 	1 2 5 m 9  /m I V-F, 	t:.-..PT 	L, < t 	1 

0 Om g/m I J-;CF-CZ. It-D -C, 	i!,A7.1K3e'fai410)52*15a)2M.a 

INAJS, 	1 —5 0 Om g/m I, PT 	L< tl 0-2 0 Om g/m I, ck 

9tzT 	L <1,3 0-1 2 5m g/m I, %t:.-..PT 	L <1,3 0-1 00m g/ 

m I, 	%t:.-..ct (,)PT 	1, < 1, 	6 5-1 00m g/m 1"-eZ. 

[0075] 7-c_-, 	H,/\1=1—, 	L KI=1*:>IJI/52.7°)3z.(f52 1-575\67,̀ 

zU/3\632.tR-1 /43stt,z2Rt3f2o)*YORCEI1ortgat:.-.1-3kivrt, eAL L 

T 14R,Eit MHIN 03M 	tfli$1_1 -  Z ct ', t:.--, 	1,A7.1<g',4-Y t:_-_. 	-*11,1ffie-A- 	41, 

Z. 

[0076] a.' Oct -3 tsaM:11M-,3_41.tc: I- 1./\FI—, 	L Ki=1...i-)1.52 •7°)A 

r1e52* 	1-5 	i3N6i-szEV3•61.ttR-1 /43stt,ZiPts< Lt 1 -Do*YHAA-tiNt 

±101pEgac:.-..[OLIJAMEINsum -z a.- L I,: ck 9, ElEt::_vi,mmtmeN 

a);tflILI -z c..-  Leffizo 

[0077] (2. VLEitMeNIONMOtfAL151) 

*ftlE91t, nOLIWIttMeN 	I,/ \ 1=1 — ., 	L K 1=1 *:> i 	)1,52 	7° 	a 

r1e52* 	5 J /3\ 6i-szEVJN 61..ttR:stt.ZiPts< Lt 1 -D 0* g,ffi -A-tiN t 

WO 2012/063870 20 PCT/JP2011/075843 

[0073] 

0 t KP^>x^JUy>7°V®;fJt^ MXmg/m I J^±N L < 

1 omg/m i u±xfoz>0 %tc, 

zm^^© t: K• ̂  vX^juy>7°> ©;f Jf5 

OOmg/m I J^Ts SfS L < 1 OOmg/m I &TXfoZ>0 ^ 

KP^x^;uy>7°V©;lJt&, 1 ~ 5 0 0 m g 

/ml, £?;£ L < & 1 0~1 OOmg/m I Xfo&o 

[0074] ±§B#$t*I£: LTf'^-7, h 7 h 

1 mg/m I J^±N fcFS L < tis 1 Omg/m I J^±N 

cfcySfS L< tt3 Om g/m I J^±, L< &6 5 m g/m I J^±Tr 

£>£<, 

0 Om g/m I JJTF, SfSL<tt200 

m g /m I J^T, J: y $?£ L < « 1 2 5 m g /m I J^T, MtCjf S L < J2 1 

OOmg/m I JJTF"e&£o St^t, K ^ 

N #!!A.N 1~5 00mg/m I, JfSL<tt10~200mg/ml, <£ 

y ifS L < & 3 0~ 1 2 5 m g/m I N HJCjfS L < & 3 0~1 OOmg/ 

m I N UK J: y JfS L < & 6 5~ 1 OOmg/m I T?&£0 

[0075] S/cs hL//\P-7, b + X 

§ o 

[0076] K lw\p-;^ t: KP + ̂ if^f 

H^7K;mtCPS?LB]^M^^»-r £ d t iz <fc y, 

Wllft£ JCpftJ f £ £ £ di3fe£o 

[0077] (2. 

PffLK^M^^ K U/NP-X, kh'P^ifJl/jVM 
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ilrlig*g'ff-Y (PTA L< (,, 	I- I,/ \ 1=1 — 	, 	L K 1=1 *:> i)1/52 	•7° )3ztie52  

*1-7/3\61-sZEV3\6314tR-:54-LZ,Pts< Lt 1 -Da)*'8,1ffigtiK7.1< 

gA) t:SIN -Z z: L -A-ti• , [CLEJIttrOHIN03MotfAIJIt'l 4J:k -  z 
t a)-- z . z: 41.6a)* YAW:: ct (,J, lit:.-_, SIN'AlitioNOLEAMM (NI] 

t, 	*7 0_.1,tc_- [CLEilttrMIN) oNMetfALI:stt.Z. 

[0078] on,ElittrMIN 	I- 1./ \ 1=1 — 	, 	L K 1=1 * 	i 	)1/52 	'7°)3ztie52* 	I- 

7 	/3\ 6 ts Z EVJ\ 6 1_4 tR -:5 tt.Z ,Pts < Lt 1 -D a)* 8,f,ffi 	''A-ti•t II O'g 7.1<gA 

6:31N -Z a' L I,: 1, , [OLEAMMOSINAt: I- V/\Q—z, I Ki=i* 

i)1/52 7°)3zzie52* 	1-7 	/3\ 67`sZEV3\ 6314R-1 /4354-LZ,Pts< Lt 1 -D 

a) *8,f,ffi 	iJu L --C', 	„pig "A 	''A-ti•tillYg7.1<g'faiti a) AKEittrMINE 

[0079] 

	

[ 1,  i,/\1=1—j 	, 	[I 	Ki=1*:>i)1/52 7°_1 	, 	F52* 	I-7_1 	, 

FoOLEiti , 	1-MHINj , 	1-171Ztj , 	[*AtERWitTL , 	[*— ENO) 

ink] , 	1-70_._i , 	[NM , 	1- K_I , 	Ftiln7.1<gai , 	aA-JE11,1ia) 

trz,t, 	lit::_z_.' LI--)(,Ja)tsoFIU,), 	_hgE I GNAt::_,ENCLtc1V,) -CZ. 

[0080] *RIEIJI ONMO$1_1511,:),11 0 Z [ICLEittrOHINt, PTA L < 617J-VhttrMi 

NT 	Z . 11-Ztt0)MMVSNAitiT6 	(Mt, *.7 3V. Ltcltig-Ct) 

NM 1_,- -ki\ /3\ 6 •--e 	Z. 11-ZttMHIN6, PTA L < 1, , lEbritrMiNxt 

*fg,hteN--ez. 

[0081] [10LEAMMtt17tKiV3\ 6 3AtE -1 /435 tt.tc t 0)--e 	-D -C t, -f 	E I- 11 TV 

4-MI:Statta)---e-D-ctcto. 

[0082] *RP] oNMYALI 	a t:.-.111 ki\ z A 'i,ElyttMeNt, WAIERtitl' -1 /435 tvc 0 

Z a.' LePT 	Lo. 

[0083] *RP] ONMYALI511,:.:111 ki \ ZoOLEAMHINt, *—NIN ( 	'')1/ -t 

JO OltigaNOLEAMM -A-ti•z: LIM 	Loc. on,EiltMeNifit:.-_ -g- 

4-t.z*—NiNoltilkonn,EiltMeNa),V1-at, 1C,4 7 0%1-:t-h, PTA L 

<6 	9 0 %J-;t_h, 	ct (,) PT 	L < l, 	9 5 %Jt_h, 	%6:.:PT 	L < l, 	9 9 %Jt_t ( 

INAJS 1 0 0%) 	CO 

WO 2012/063870 21 PCT/JP2011/075843 

($?£ L < tes hL//\P-7, x >7°>JkZfT 

}§&) 

y, S^^©PS?LS]^« (IP 

%, ;?3IL/CPS?LS]^M^) o)mmmmznz>0 

[0078] PffLft^M^^ hL//\P-7, t KP^T^X51>IUT1'>70>S.O:T1'^X K 

Pf?LS]^M^a)^;l^K K U/NP-X, k h'P + i/ 

X5L;UT1'>70>S.t/7:1'^rX £t> 1 n 

ozmmzmn LT, 
>S$£?#£ d £ *i£0 

[0079] rhb/NP — X] , rt: KP^^IfJbf'V^VJ , rf' + 7h7>J , 

rpfiLft^j s mmmi * r^^j N r&mx&nmi * ^-mm<n 
t^SlJ S I"*?®] N r;i^j N r^U N r^n^K^j s 

f#Kd^^by©&i\^yN ±§E i coiIKIESL/c®y"Trfe'So 
[0080] $?£ L < 

mxfo&o (SPt»s <£ y 

[0081] -f>tfhp-eii 

ti/c 

[0082] ^SIXtt^^tLT^ 
•g) d ^ S IA\> 

[0083] ^0^0;i^pfy^;iKffliN^)PS?LS]^«^ (*>y?MHz 

)\y) PS?LB]4»«*K# 
zn&MfL-mmmmsvmfimmmmvmtt&s it7o%w±, 
< 9 0 %U±, <£ y Sf S L < 9 5 %J^±, Htcjf S L < 9 9 %£Lt ( 

®J 3.1*1 00%) -e&So 
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[0084] lit:.-_, ITIVItMaiNtVWEarri V: *.7 3V. L, Ja-D*—MIJNoltle-et3M L 

-oe, 	1-1,/\D—, 	I Ki=i*i)1/52 7° )3zrie52*1-7/3\6 

tsZEVJN 6 	tR:s tt.Z ,P is < L t 1 -Do*YHRt:.= ct (,), 5-̀ 0A0igt:.:3;#1]$11 

- Zz_' Le--e, *—UlliNolteRliilWitti - Zz: Le--e 	Z. 

[0085] *RHJIt:.-..nlortilrvg7.1<gAt:.-i, 	I- 1,/\ i=i—, 	L Ki=i*:>i)1,52  

7°)3zrie52* 	I- 7 	/3\ 6 ts ZEVJN 6311tR-1 /4s tt.z 1 , 	2 Rl, 	3 f2a)*YHR 

A-tiN. AtilOip.Kg',4-Yez:tt. 6 a)EVJN 6 illtR -1 /43s tt.z 2 fERt 	3 f20)*YHR 

A-tiNt'i'at:.:80. Z*4,ffioNda)--al--)-tU, 	I- i,/\1=1—L L Ki=i*i)i. 

52 7°a)Nda.)--atp-t., 	I- i.i\D—L52* 	I-7 	a)Naa.)--at).-t., 	L Ki=i 

*i11/52 7°L52* 	1- 7 	a)Naa.)--at)-txt 	1- i./\ 1=1 — 	L L Ki=i 

*i11/57° L52* 	1-7 	1g)Naa.)- -at).-t.--ez. 

[0086] *RBA t: 	kiN Z t II Oig 7.1<ga t::- (,. [IMEJIttMEN 03M 	tfAIA-  . a) 6:--- 

-HtS21.10±2441ffieg 	41,Z. 

[0087] ±E*74,1ffiL L -c I- 1,/\ i=i — C,IlkiNzt'i'-a, At floipEgArria) i- L/\ 

Q— 	iigl.t. on,EiltMaiiNoNMYMIA-z a) t:.-. +3• ts2 1.-e 	't6W, 

li6:.:FITZ -,3_ tLfsoe, W,g, 	4. 	5 3 m g /m 1 L.,t_h, 	PTA L <1, , 	1 5. 

1 m g/m I J-;t_ETZ. etc, tiMliNOt#$^0)EtejEld- ZAL- 673, 

atilr1197.1<ga* a) I- i./\ i=i — SE'l.t, PTA L < 1, , 	362. 	4 m g /m 

1 .1-;CF, 	ct t'JPTL<t, 	1 8 1. 	2m g/m 1 .1%,CF-eZ. ItD-C, At 

illYPEgarr, a) I-  1,/\1=1- 21.t, PT 	L <1, , 	4. 	5 3 — 3 6 2. 	4 m 

g/m 1, 	ct t')PT1_,<1, 1 5. 	1-1 81. 	2m g/m 1 Z 

[0088] 11,/\1=1— J-;0i-O_EZE*gtiffiCEIlkiNzt'i'at::_t, 	1- 1./\1=1-6:.-_it u-c 

. on,EiltMaiiNoNMYMIA-z a) 6::+37`s21.1LASLIR-Z -Zz_- Le-e 

Z. 

[0089] _EFE*TOAL LZ L Ki=1*:>i)1,5•7°CEllkiNztii-a, ativvg*g. 

A1=1:1 0)L Ki=i*i)1/52 7° 21.6, [OLEYttMEN03MtfAIA-Z 

0)t:.:+3•ts.21.--ett3S, lit:.-..FRZ:stLfsoe, INAJS, 	1 m g /m 1 J-;t_h 

. PT 	L <1, , 	1 0 m g /m 1 J-;t_ETZ. etc, MaliNOt#$"10FX 

WO 2012/063870 22 PCT/JP2011/075843 

[0084] u u 

hL//\P-^ t bn^riyJL^J^y^yRtf^^X 

tt 1 ^azmmzAVs ^mzmmttmi 

[0085] hlw\p — X, t: KP^T^X^JUT^ 

y yRttT^xb^y &*>%&&&1 s 2xte3m<D%mmz 
#&<, nb©?¥^b^R^tis 2mx&3m(D%mm% 

hi//\p-xtt. KP+^X^I/ 

SU/\P-7i:T + 7S7>0i^tot, kh'P 

h^>©fl<^£-;b-&x& h i/Ap-^tt KP 

[0086] pf?LS]^«a);i^^M-r^a)K 

+^ & /H Jit: CO ± IE # A* # S tl •?> o 

[0087] ±IE#mi^ LTh lw\p-X£ffllN£*I£\ hU/N 

p-x;fjt&s pf?LS]^«a);i^^M-r^a)K+^^}i^-efeti^\ 

mn, 4. 5 3mg/ml£LtN $?£ L < ^ 1 5. 

1 mg/m I J.M±-efe£o S/c, 

§££II^TK;#>W © K b/\P- X}f Jt&s SfS L < &N 3 6 2. 4 m g /m 

I UT, 18 1. 2mg/m IJ^T-CifeSo f^T, ^ 

K lw\P —fc?3;L<^ 4. 5 3-3 6 2. 4 m 

g/ml, cfciJSfS L<& 1 5. 1-18 1. 2 mg/m I T?&£>0 

[0088] K b/\P-XJ^^®±IE#mi;&fflt^J:f^^:fc, hU/\P-7C$i;T 

s Pf?LB]4»«©;ill£JCpftJ1" £ © K+#&)IJ£ £*e 

[0089] ±§E#mi£ LTL KP^>x^juy>7°>£ffliN£iI£\ §££H^TK;# 

&*©t: Kp^>x^uy>7°>;fjt^ z> 

©K+#&)lJ£"C£>tU*\ 1 mg/m I J^± 

s 1 Omg/m I £Lt-e&£0 S/c, $$»©£#^©Mi£ 
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IL'i2.0•Ztc_- 6-e5, atiln7Egarria)L Ki=1*:>i)1,52.7°21.6, IN 

AiS, 	5 0 0 m g/m I J-;CF, PT 	L <1, , 	1 0 0 m g/m I J,CF --eZc, 

It-D -C. atillYPEgaltI ODL KI=I*I)I/52.7° 21.(, N  RA iSN 	1 

[0090] 

—500mg/m I, t7T1,<61 0-1 00mg/m I --eZc, 

±,E*8,f,ffiL 1,--c52* 	I-7 	cEilkiNzt'i'-a, Ati101g7.Kg',4Yrria)52* 

1-7 	'kbl.i,, on,EiltMeNoNMYALI -  z a) t:.-..+ 3 •I-s21.-  e 	4-t,tS, 

Iit:FIT-Z-,_41.7`soe, INAJS, 	1 mg/m I J-;t_h, PT A I., < 6, 	1 0 mg/ 

m I 1,;t_h, 	ct t,) PT 	I., < 1, 	3 0 mg/m I J-;t_h, 	%6:.-.17T 	I., < 1,65mg/ 

m I J-;t_E-CZ0 etc. MHINOt4$10E:Teail6J'Ztc_- 6-h, atillY9 

7.1<garria)52* 	1-7 	'kb1.1, , WA, 	500mg/m I 1-;CF, PTA 1, < 1,  

2 0 0 m g /m I J-;CF, 	ct t') PT 	I., < 1, 	1 2 5 m g /m I J-;CF, 	%t:.-..PT 

L < 6 	1 0 0 m g /m I J-.,CFTZ,:, It .D -C. EAtilrl'97.Kg'ff-Y*052* Z  I` 

5S1.1, , Ag', 	1-500mg/m I, t7T1,<610-200mg/ 

m I, 	ck t,) PT 	I., < 1, 	3 0 — 1 2 5 m g/m I , 	%(,:.=.PT 	I., < 1, 	3 0 — 1 0 

[0091] 

Om g/m I, 	%6:.=.ckt,Jt7T1,<66 5-1 oomg/m 1 --eZc, 

etc. 	1-1,/\1=1— , 	L KI=1*i)1/52 •7° )3zrie52* 	1-7 	/3\67's 

ZEV3\632.tR:stt,z2R63f2a)*YORCElloZt'i'a6:.-.1-3o --ct, AiM L I., 

-c[OLEAMeNoNM#1]$11 1,141 Z ct 	t:.-_, tiln7.1<garri V: 	-*x),f,ffie 

A-V-t.Z0 

[0092] IVAlitMNVhN -  Z MO I- I,/ \ 1=1 — 	, L Ki=1*:>i)1,52.7° 

arf52  * 	I-7 	13\ 6 tSZEVJN 631.ttR:StLZWS < Lt 1 -Da)*8,1ffi -A-tiN 

tiln7.1<gAVEil.t, 1C,g 0 — 3 7 °C, PTA I., < 1,  0 — 2 5 t 00, #fJZ 

Zo 

[0093] SUMarria)VLSIAMMaA'ftt, 	I- 1,/\1=1— . I KI=1*I)1/52  

7° )3zr1e5* 	1-7 	/3\67`sZEV3\631ttR-1 /4354-LZ ,Pts< Lt 1 7aPJ78,1ffi 

t:.-.. ck ZAVM$1_15eift-V_ tt.Z FR t,) !ti V: Fit /f ;3_ tt.tsoe, A* 1 0 3- ' 1 0 

'°1111/m I 10#1 --eZc. 

[0094] on,EiltMeNo) IF i./ \ 1=1 — 	, 	L Ki=i*i)1,52 .7°1kt)e52* 	I. 

WO 2012/063870 23 PCT/JP2011/075843 

i^IIW7K^© tl K • VXjuy > 7°>)1 It s 0!J 

5 00mg/m I J^,T% fcF ^ L < 1 OOmg/m I 

lot, ^ IIW 7R }§ }t ̂  © tl K • V x J U y > 7° > )1 It s 011*.^ 1 

~500mg/m I N £?;£ L < & 1 0~1 OOmg/m I H'hZ)0 

[0090] LTf^rT, h ̂  

1 mg/m I J^±N fcF ^ L < teU 1 Omg/ 

m I J^±N J; y Jf t L < & 3 0 m g /m I J^±N H L<&65mg/ 

m I JU±-efei)0 S/c, Ztclsb, 

frfefeQXDT** K ^ s 5 0 0 m g /m I J^T, $?£ L < & 

% 2 0 0 m g /m I J^T, J; y $?£ L < & 1 2 5 m g /m I J^T, mzt&ti 

L < & 1 OOmg/m I J^TT-fe^o lot, K 

7 ®f\ 1~500mg/m I N fcFS L < t£ 1 0~200mg/ 

m I N J; y L < & 3 0~ 1 2 5 m g/m I N HKSft L < & 3 0 ~ 1 0 

Omg/m I N MKcfc lJ ;£ L < & 6 5 ~ 1 OOmg/m I lJh^>0 

[0091] £fcs hL//\P-^ tl KP^ri>x51>'Uy>70>S.t/y^rX 

TPf?LB]4»«©;ill£M Lt#£ <£ 9 lzs if 

# S tl'So 

[0092] Pt?LSM^MJ^£;S;11~£^(£> h lw\p-XN tl KP^ri>x51>'uy>70> 

JkzfT^z h^>fr^&£f$AN£31JR3ft-g>/>&< £t» 1 

®f 0 ~ 3 7 °C, Jf t L < 0 ~ 2 5 °C0i5Sll*|-e 

§0 

[0093] hlw\p-xN tl h'P^r^xf jl/7 

>7°>S.t/y^rX h^>fr£&£f$AN£31JR3ft-g>/>&< £t» 1 

®f 1 03-1 0 

10/f|I|/m I 016 #>£><, 

[0094] PtfLft^MJ^© K b/NP-X, tl KP^x^JUy^V&t/y^X K 
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5 	/3 \ 6 ts Z ET /3 \ 6 ill tR -1 /435 tt. Z /P 74: < Lt 1 -Da)*Y),W -Ati•t ±101g7.KWAY 

apat:.= „ 9 -A-r0- Z z: LIJ<ffl 	. 	z: a) ct -) 1-4:41/Ft: ct (,) , [OLE-tt OW 

IiNe, 	I- l'i\ i=i—, 	L Ki=i*2)1/57° )3zrf5* 	1-7 	/3\ 6tsZ 

ET /3 \ 6 IR tR -,35 tt. Z /P 74: < Lt 1 -D a)* 8,1ffi -g-ti•tiTO/p.Kg'ff-Yrri 	*7 31V. - 4 - Z 

0 

[0095] I I i . gli,ElyttMeljEn0)±4$18-FoffAu 

( 1 . 5 -AtiitOMot4-$4VF0#115JAID 

*RIE1), 	I- 1,/ \ 1=1—, 	L Km 	i)l/5=•7° )A-(15--ss 	I` -7%7J\ 

6 tsz g75\ 6 ittiR ;'_ tt,z iptcl: < L t 1 --D 0)*IN 	-*A"-V, 00LtittrVieno) 

tVVETOYAIJAIJU'at Z t 0) 	Z. nOLEAMen 0 tvsia-F a) 

tfAuAliez.: tt. 6 0DET75\ 6311t)i -,3_41. 	2 fER(, 	3 go)*gt,ffi-A-vtga, 	1,1, 

/\D—LLKI=1*:>i)1.52.7°a)maa-).-al-D-t., 	1-i./\EI—L-72* 

1-5 	a)ma,7)--at).-ft, 	L I CI*ii~)1/52 7°J L52* 	1-5 	a)ma,7)--al--) 

-t.R1, 	I- l'i\D—L L Ki=i*i)1/52 •7° L52'* 	I-5 1Oomg,7)--al--) 

-ftt:.-..ct 9, lit:.-_, smarrionmmiittrmiiN (nt, 	*•7 3.V.L,7-zomi,mjyttme 

liN) ot4$101E-FetfAIJ:35 tt.Z. 

[0096] 

	

[ I- 1,/\1:1—j 	, 	FL Ki=1*>i)1,52.7°_1 	, 	F -7-2 ..C 1-7 	j 	, 

HIMILEiti , 	FtrOM.i , 	[1 Zits , 	F*AiiRtakLi , 	1-*—en0) 

ink] , 	P4 7 01i , 	r3 Ai , 	1- g_i , 	itiN0197.M-Yi , 	orA-1,11!gor) 

[0097] *RIE910t#VET0YAIJALIolt0 -AL tsz AR,ElyttMENt, 0 	L 

< 617J-Z,htMEEINTZ. 11-Zilta)MENINtlr1TiZttoDENLth$51L C. 

Narri--el, 	(Mt, 	T43.V.I.,A-.)1t18--et) ct 9 t#VPiET 1, 	ki\ /3\ 6 --e 

Z. 11-ZttMENt, PTA L < 1, , lEbritrWfaiNRtg.*RttMeiN--etb Z. 

[0098] g 'LM)Ytt MEN 1, t1* 	/3\ 6 3•11t -1/43s tat t 0 -e 	'D -C t , -f 	E I- 1=1 TV 

itiiizI:354-Ltc_- ta)--e -D -ct„too 

[0099] *RIEIJI a) t#VET a)tfAIJALI a)LAJE -4* LtszAR,ElittrMjNt, *-Ittx 

WO 2012/063870 24 PCT/JP2011/075843 

'}>?£< til 1 

tp^(Di§;iij N L0/^ '> T~ -f > *9 y tf > ̂  ̂ CO ̂  W" •§> JH ft] 

th$k&0 C0J;9&}#fFKJ; U, PffL 

KU/NP-X, t bn^iyJL^J^y^yRXf^^X h7VAx?>^5 

£t, 1 

o 

[0095] III. Pi?LSM^»©£#>$MgT©M 

(1. mimmmm<D^fem&T<Dmm) 
hlw\p-xN L KP^x^uy^V&t/T^X 

1 £ tl ©'T?$> Z>o pf © 

/\p-Xtt KP+^xfJI/TV^VCi^ti:, K b/\P-X^y^rX 

t: KP + i/ifJl/Tvyy^r+x 

•£X& K lw\p-x£ L KP + i/xfJI/TVyy^r + X h =7 y <D%&fr£t> 

•t^C^y, ^^^©PS?Li(]^« (IP*>, ;?®L/cPS?LS]^M 

as) (D^moi&Tmmznzo 
[0096] rhlw\P-7J, rt: KP + ̂ >if^T>^>J , rj^h7>J , 

rpifLSi^j s TM^j N s s r#—$M&© 

tt/SlsJ % •> % .. ^©-&^ap© 

^»tis ±131 (Dmzmm[stcwzfoz>o 
[0097] 0t L 

< ££t$£LTS n 

(IP*>, cfc 

[0098] ^>tfhp-eii 

ti/c 

[0099] ^nx 
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6 	it,11 ,_41.--C kiNZ a.' L751T 	L, 00  

[01 00] *RIE1)10t4$1E-FaAfAIJAIJIzJElloz[01,ElyttMHINt, *—NIN ( 

‘)1..-t)i.) 01tIgaNOLEYttMHINA-tiNz: LePT 	L 00 [OLEYttMeN 

11:I  t:--- -g 	tt,  Z *—NINOltle aNCUjitMeN CAI] a ('• A* 7 0 %L: E, 

PT 	L < 1, 	9 0 o/01-;t_t, 	c0,)PT 	1, < 1, 	9 5 o/oit_h, 	%t:.-..PT 	I., < 1, 	99% 

it_h (INAJS 1 0 0%) 	CO- z 

[0101] *ft Plot#VE-FotfAIJAIJOLO -4*L tsZnOLEAMHINt, PTA L 

<1, , AMM0SINArri6:.-73V.L --CoZta)--eZo 

[0102] lit:.-_, 171Z,httrOMVSNArri6:.-71V.L, il-D*-NiNoitle--ety)( - 

..1,J. -\ -  <, t#$eia-F t.,- -kiNe, *RHAot#Va-FotfAliAlit:.= 

ct (,), t4$01E-F5-̀ 0A0igt:.-..#1]$1 	Z z: LeT 	Z 0 

[0103] *ftlE910t4$1E-FaAfAIJAIJ6, 	PTA L < (,, 	I- 1,/ \1=I — 	13zrie  L KI=1* 

i11/52 7°, 5-7101, 	I- Vi\CI—ZEzzie5 *Z I- 7J 	adds 	Qt)-t.  

-.A-vo 	L Ki=1*.i)1/52 7°R1,52* 	1-7 	I- i.i\i=i— 	LC?). 

atytZz:Lt:.-..ct (,), on,EitMeNotysoia-FtfAliz5-thmet,i19t 

-:s tt.z z: L 011J4i-e 	Z 0 li t:.-_, RNA* I,: *.7 1V. L tc171Z,httrOMWSWAI 

t:: 	L kink (L (,) bid-, RNA* t: *.7 3,V_. L, Ja-D *-NINol) Soil- 

VhttrOHIN) a) t4$01ET 	,)-̀ 0JMOigt:.-..#1]$1A-  z z: Le141J4-- Zo 

[0104] *RHAotysA_Fotimp_u  F. I,/ 
 \ 
i=i_, 
	

L Ki=1*,./i)1,72.i.70.i 

 

ar f 52  * 	I- 7 	13\ 6 tsZEVJN 6314tR:s tt.Z,Pts < Lt 1 -Da)*gt,ffibN 6ts 

Zta)--e-D-ct ckiN  l„ 	a.' 41.610** 	t 	6:.-..)inA. --C%6:.-_til*-V76:.-_,--.3s 

tt.Z#E114KA-A,--eo--Ct ct oo til*-Vgt:.-_,W-g--.3541.Z#E114KL 1_, --C6, 	Lii 

, t ±101g7EgA (RAJ'S, t IIM-17.1<, 	I) 	Ogd-AiMilEtilfti-19.1<, 	I-') Z, 

itlEtilftit*, 	HEPEs&timi-t±±1M-117E, 	i)%7J1/a, 	5%•")l. 	- 

71<;8 Y, 	[OLEYttiiiI1,110',4-02tKiiitt, 	 KAI_I (1 K r, it 	D - V)1/ E I- - 

)1., 	D -7 	= 	-1k 7 	I - . valEt I- I) r, ix 	) 07.Kgrf-yag 

7.<g',4-Y) . ktALI (INAis, 	L 1-i[aM7)1/1Z 	t') il, 	' 1) a —)i. 

1-s E) , 	E-AIJ MA_ tS, 	I) 	D'ORAtiMilY, 	0td-  I- I) ,,ANgily) , *i. 
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Li\ 

[0100] (^>> 

^ju-tzju) LIN0 PS?LS!]^M^ 

mm o%u±s 
Sf S L < 9 0 %JU±, J: y $?£ L < 9 5 %U±, mztktt L < 9 9 % 

JU± (m«1 0 0%) •?&£>„ 

[0101] $?£ L 

< &s §£$$»GOJg>S$^ iZ J?® L T IN £ t, GOT? £> £ o 

[0102] U Iof-ili&0!KI-ettyy -

[0103] hl/AP-XM'kKP^r 

K b/NP-X&t/y^X h^>£#frfl <2* £•£>-& 

£#&<> tl KP^ri>x51>'Uy>70>Xtiy^rX h^>£ K b/\P-X«^II^ 

^K;?3lL/c^E (^ y »>S*K;?3!U 

[0104] P$y$iJ&h lw\P-X, tKP + i/xfjbf>y> 

JkzfT^z h^>fr^&£f$AN£31JR3ft-g>/>&< £t» 1 

Us CltL^O^jSH?tCijpATHJC^S^WtCfF#^ 

tiaiStt^A/WCtJ:^,, £lI^KI^3ft£j!l*«>i LT^ 

s £H^TK;#}S (MXit, ^H#±M7KS 'J >@tli®i{b^iI#±M7Ks K 'J Xi 

iHb^n#±^7K H E p E siHHt^il^TKs 5%^;UP-

XTK;#^ Pf?LS]^±Mffla)^±^ #3S£U U K^*is D — yJI>ti h — 

Jk D-v>-K-;k =?0V-X, ikit± K 'J ^A^) 

TK;#^) S b X *°'J x^uv^'u ZI-JI, 

&£) s Hfj£J U >@t±MHSi}ts Mty h 'J O AMMM) s ^r U 
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- I- Ali (IN A_ tS, 	EDTA, 	EGTA, 	fj i Jggi, At I) 	I, - I-) , pmfou 

. eam. glIPIEMALI, q#ALI, RiEfii.LAMA-tiNz: Le-ez. *RH)] 

ot#VET0tfAIJAIR, PTA L <1,, 	I- I,/ \ i=i—, 	I Ki=i*:>i)i, 

7°13zrie52* 	1-7 	/3\ 67`sZEV3\ 632tR-1 /43stt.z 1 a, 	2fERt 	3 Ma)* 

AM 	A-tiNtillYPEgA (tiln*gArria)±,E*8,1ffigA) --e 	(,), ct t) 

PTI.,<1, , 	1-1,/\D—, 	L Ki=i*i)1/52 •7° )3zzie52*1-7/3\ 

6 tsZU75\ 6311tR-,3_41,z 1 a, 	2 gRi, 	3 go*xfgffi-g-tiNg71<g.a--e 

zo  

[0105] *RIE1)10t 4$1E-Fa)tfAIJAIJt, [10LEYttMeiVAINAt:11 -Z a' L 

t:.-..ct (,))ElloZ a.' Le--eZ. 	Zki\l,, *RBA a) t#Va -F OffAli Ali e 	Li 

/\1=1—, 	I Ki=i*i)1/52 •7° )3zzie52* 	1-7 	/3\67`sZEV3\632.tR 

-,3s 	t.z /Pts < Lt 1 70)*8,1ffigtiNtillYpE3eAa)ta-a6:.-..6, *ft 1E1)10t 

4$1E-FotfALIAIJ t:.-.. ct (,) [10LEYttMHIN 	WE L ---C t ct o. [10LEYttMHIN 

ot #VET 	tfl]$1A-  Z a) t:.-..+31-s±,E*8,f,ffia)21.e31 -,3s tt,z ct --) t:.-.., 

*RIEIJI a) t 4$1E-F00$1JAIJbWili1:5 41., X 1, *ftlEIJI 0 t#VET offAIJAIJ 

t:.-.. ct (,) [10LEYttMHINV.IN:35 tt.Z. 

[0106] *AWL LT' I- l'i\D — CEllortiii-a. evi-YrriaxoLatmeNot 

vsia-F 	t.ti]$1A-  z a) t:.-..-Hts 1,  I,/ \ 1=1 - 	21.(,, ic,g, 	4. 	5 3 m g / 

m 1 i,;t_t, 	PT 	L <1,, 	1 5. 	1 m g/m I 1-;t_h --eZ. 	V-z-_-, 	I- i.i\D- 

21.elAoaLst#VETYMIA-Z50Ati-,4< tsZe, I- l'/\D-2 

1.ei-,4 - TZL, 311,:=MHINOt vst::_mteauka -u,  gttez. It-D 

-c, a-omteano. -ztm,A75\6. SINArria) I- I,/ \ 1=1 — 21.t, WA 

3 62. 	4 m g/m I J-;CF, PT 	L < 1, 	1 8 1 . 	2 m g/m I J-.N,CFTZ. 

It-D -c, SINArria) I- I,/ \ 1=1- 21.1, , WA 4. 	5 3-3 6 2. 	4 m 9/ 

m 1, 	PTL< 1, 1 5. 	1 -181. 	2mg/m 1 -eZ. 

[0107] I- 1,/\D—J-;01-0±,E*8,1ffiCElloZt'i'at:.-_t, 	I- 1,/\D-6:.-At U--C 

, RNA* aNOLEYttMeiV)t#$01ET 	tfl]$1_1 -  Z ot:.-..+3i-si- i.i\D 

—21.3.?__AST,!,RZ -Z a L eT 	Z. 
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-h£ij EDTA, EGTA, , ffiMM 

fc?3;L<^ hb/NP-X, tKP^i/if^f 

1 m, 2fflX&3ffl0# 
mi£#kN£iI^7K;#}S (^H^7K;#^4|a)±IE#mi;#^) "C&kK <£ lJ 

hU/\P-^ t: 
1 ffi, 2fflXti3ffl0#mi^#^S7K;m-efe 

§ o 

[0105] *fg0£©£#»T©M£y&. Pf?LS]^«a)^;l^K^Jp-r£ d <>: 

tc<fc*fg0£©£#«T©#P$y$y^K u 

/NP-X, t KP^ri>X51>'Uy>70>S.t/y^rX K ^ £&-g>?¥AN £>JIJR 

3ti-g>'>&< tij 1 Kti, 

UPtfLft^MJfe^lLTt <U\ Pf?LS]^« 

© £#»~F £ M t £ © K^J5c 3 tl £ <£ 9 K, 

Xtt*fP£©£#^£-F©#Pftl£y 

Kct y pffLft^M^M)!^ *i£0 

[0106] LT K lw\p-x£ffliN£*I£\ i§;l}W©Pt?LS^MJ&©£ 

ftmfcT*WUtZ<DlZ-\-fttj; K lw\p-X}fJt^ 4. 5 3mg/ 
m I J^±N £f ̂  L < tis 15. 1 m g /m I J^±T'fe'i>o £tcs h lw\p — 

X}lJtA^^S^#$<£"F^:J£pfy-ri>^tti%< h lw\p-X;f 

t, i»©hi/AP-^iH(t 

3 6 2. 4 m g/m I J^T% $?£ L < & 1 8 1 . 2 m g/m I J^TT-fe^o 

5K>S&*© K lw\p-X}fJt^ ®f4. 5 3-3 6 2. 4mg/ 

m I N £? ̂  L < t£ 1 5 . 1 ~ 1 8 1 . 2mg/ml T'fe'So 

[0107] K b/\P-XJ^^®±IE#mi;&fflt^J:f^^:fc, hU/\P-7C$i;T 

s mwM*(Dmimmmm(D^fe^(Di&T%:mmtz>(Diz-\-fiti: K U/\P 
-X;f Jt £ £ d £ tfV $ £o 
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[0108] 7'8,f,fAL LT. L KI=1*I)1/52>i›CEllortiii-a. SIB Arrioguji 

ItMenot 4$1E-F 	tfiIIA-z o6:.-.+3•tsL Ki:I*I)1/52›.7° 2M. 

a, Wg, 	1 m g /m I Jt±., PT 	L < a, 	1 0 m g /m I J-;t_h"-CZ. 

it, I Ki=1*:>i)1.52›/›21.ell.-30tgEtt4VE-FffiIIA-z56mt 

-A< tszb<, L Kr-:1*I - )1/52 7'J'agei-,44- eZL, 311,:-MatiOt 

#SC:Ste-NUYdgl- i:ligfte 	Z. lt-D -C, :10)EiranigATZINA75\ 

6, SUUTY*0)L KI=1*:>=,)1/52>i›afta, Avg 5 0 Om g/m I J-..t 

1, PTV, < a 1 0 0 m g /m I J-.,CF-e.6. It-D "r, SINtf-Y*OL KI=1- 

:›I)1/52›.7°›ml.6t, A*1 —5 00m g/m I , PT 	L< a1 0-1 

0 0 m g /m I ---eZ. 

[0109] .8,:t,ffiL L -c52 ..Z I-5JCEllkiNztta, EvarrioncumtmeNo± 

4$1a-FirmIA-zotz.-.+3-}t,4:52 	Z F. 5 ›agArt, Avg, 	1 m g /rn I 1,:t 

-E, PT 	L < a, 	1 Om g/m I V_E, ct 9 PT 	L < a3 Om g/m I V_E 

, C6:---t7T 	L<a65mg /m I v_h--ez. 	7-z-_- , 52* Z 1- 5 >21.ei-is 

oaEt4VE-Fffil$1A- z5-̀ 0Act-04< tsze, 5' 	5 ›2g.el-t.A- 2. 

z L, 31t:MillN0t#V:EVNU3d -Unigttez. •It -D -c, z.:0E, 

VIN 	I:12. - ztRAip 6, WE'r-arl=9D5'* 	5 '31.tt, Wt 5 0 0 m 9 

/m I J-;CF, PT 	1, < a 2 0 0 m g /m I.1-;«, ck 9 PT 	1, < a 1 2 5 m g 

/m I L;CF, %6:---t7T 	L<6 	1 00m g /m I J-;CFTZ. •it'D -C, %INA 

1=1:10)52 	15›ml.6t, im__* 1 — 5 0 0 m g /m I, PTI.,<1,t1 0-2 

00m g/m I , ck9PTL<6 3 0-1 2 5m g/m I , Wt:.:PT. 	L < a 

30-1 00mg/m I, Mt::_ct 9PIL<tg6 5-1 00mg/m I --e 

Z. 

[0110] 1--c, 	ANL LT, 	H/i\I=I—Ez.TIL ri=1*.Ji)i.-72'.J .7°'.J ; i- t. 

/\1:1—)3z.052* 	1-7> ; 5-7106 	11/\1=1—, 	L KI=1>i)1/52>1 

›Ezve5-2* 	I~ 5J 	-.A-tilEg.)--al")-t. 1111,\Ztgat:.:81,\ --Ca, 	E',4-01:1 a) 

4. X1HROD21.a, tcT 	L < a, 	I,/ \ I=1—, 	L KI=1*I)1/52›.7°> 

WO 2012/063870 27 PCT/JP2011/075843 

[0108] LT t: S^^cDPSfLH] 

W~F £ my t £ (DIZ+% t$L t K P ̂  *> X ̂ )uy > 7° V }f Jt 

If s 1 mg/m I J^±N L < 1 Omg/m I J^±T,&'g>o ^ 

Tcs L 

*>s 5K>S&*©H KP +i/Xfjbf' >7°>)fJt^ If5 00mg/m I Hi 

Ts »JL<li1 OOmg/m I J^Ttrfe^o St^t, I»©tKP^ 

If 1 ~5 0 0 m g/m I N L< 1 0~ 1 

OOmg /m I T' •?> <> 

[0109] %'mMt LTf^rT, 

#^£T£4CPftJt-5<Z)lC+#&-r*7. Ifs 1 mg/m I 1U 

±, lOmg/ml J^±N J: y $?£ L < « 3 0 m g /m I £Lt 

N S L<tt65mg/ml J^±t'S)So S/cN K ^ >;J|j|£7^iiE 

f+X h^>;i^^i^-r^' 
mz&Mm<D£&mzM&g%&&TRiffi&tf$>&o :©i 

!!8>S&*©x*X If 5 0 0 m g 

/m I &LT. Sf S L<tt2 00mg/m I J^T, J; y $?£ L < & 1 2 5 m g 

/m I UT, mzftti L < & 1 OOmg/m I JJTF"e£>£o T, Jg>S& 

If 1 ~5 0 0 m g/m I N Jfg L< & 1 0-2 

OOmg/m I N <£ y £f ;£ L < & 3 0 ~ 1 25mg/m \ s H K £? ;£ L < 

30~1 OOmg/m I N ICJ: yjfS L < (i6 5~ 1 OOmg/m I T'$) 

§ o 

[0110] hUAP-T.Rt/tKP^r^xfJl/f'V^V; SU 

/\P — T.RZfT** h^y ; i&Wi hb/\P-7, t KP+yxfjbfy^ 

>RZPr*7> 
£?S L < tiN hlw\p — xN t: KP + s>xf Jl/f >7°> 
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)11 kiNtcts-aope, AKEyttMeNot#$01E-FtfMA-z5thMet,i19t 

[0111] *ft Eflot#VET0#11$11ALIrri 1,:.-.1,, _hEoe(.:.-_,MEHLtcL _“:.-_, 	AKEIJ 

MONINOt4$e-F#11$1A-ZOlz+tsiol-i./\m— ,LKI=1*:> 

i.)1/52 7° )3zrie52* 	1-7 	/3\67`sZEV3\631.ttR-1/4354-LZ,Pts < Lt 1 -D 

0)*8,f,ffie-A--;s41.Z. *ftlEflot#VET0#11$11A1Jrriog,A*8,1ffiaYg- 

itit, 1C,g, 	0. 	0 0 1 — 1 0 0 	(w/w) %a)e,#1 ---ezo  

[0112] 4.8HAL L -c, 	I, 1,1\1=1_3trf L  Ki=1*>,)1,52.7c,j, 
	

5.7106 1, Li 

/\1=1- )3Zrf52* 	i-7 	-•gtilaa.)--atp-t. CEHorts-at:.-_t, *RIE1A0t 

#VETO#11$11A1J*0) 1- V' \ 1=1 —a)-A- t, Ag'. 	0. 	0 0 1 —9 9. 

999 (w/w) %0Z#i•--e5,), 	L Ki=i*:>i)1,52.7°Rt52* 

1,7 Ja)-A- iit, cg, 	o. 	o o 1 —9 9. 	9 9 9 (w/w) %O) 	#1 

--eZ. 

[0113] *AHAL 1_,--C, 	1- I,/ \ m — 	, 	E. K 1=1../i)1,52:i.7°.iEz..052* 	1,7 

.-g-tildaa.)--at)-tcEll 0 ztgat:.= (,, *RIE1)10t#VETO#11$11A1JrriaA- 

*8,f,ffiGYA- t, 	- - tt.T'tt., A*, 	0. 	0 0 1 —9 9. 	9 9 7 	(w/w) 

%0$1,#! --eZ. 

[0114] *RIE910t#VET0#11$11A1Je, 	1-1,/ \ 1=1 —, 	I Ki=i*:>i)1,52.7° 

at),  5 2  * 	1- 7 	/3\ 6tsZEVJN 6314tR:stt.Z,Pts <  Lt 1 -Da)*YORA- 

ti,±T10,g71Kg,,4-y--ezt'i'-a, 	1,A7.Kg'farria),!,A*8,f,ffia)21.6, 	[10LEYtt 

NINot#$01iTtf11$1A-Za)t:.:+3 1-s21.--ett3Slit:.:Iir/Vstt.tso. 

±,E*gt,ffia)21.elAkiNa Ls, t#$a)1E-Ftfp$1A-z5-̀ 0Ati-,4< tsZe, 

A* ,,,MAIJA-7.-A-Tz L, Mallo±#$(,:.- 	;SUka -u,  Rttez 

0 

[0115] RAJ'S, 	*AM L I., --C I- 1, / \D— 	CEilkiNzt'i'-a, 	1,A7.1<g'ff-Yrria) 1- i./\ 

Q— 	iigl. l,, [OLEAMeNot#VET 	tfi]$1_1 -  .0 t: +31-s ct --) t:.-_, 

icg , 	4. 	5 3 m g /m 1 1-;t_h, 	PT 	L<6, 	1 5. 	1 m g/m 1 1-;t_h ---e 

Z. 	etc, Etea1.0•Ztco-e5, 	1,A7.1<gArria) 1-1./ \ 1=1 —'ig1.1, , A* 
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£ tlS cfc 9 IxAE^tlSo 

[0111] ±§E©*§K^ffl L/c^C, PffLS] 

yt}&BB<D£.ft&4&T*$ifflt2><Dlz-\-ftt£m<D K [s/\n-Xs H KP^> 

x5L;uy>7°>^t/y^rX ti 1 -D 

Mtis 0. 0 0 1 ~ 1 0 0 (w/w) %0|5ElP'il"T:'fe'i)o 

[0112] h i&Wi K b 

/\p+ h ̂  *fg0££>£ 

#^g~F(£>#P$y$iJ^(£> K lw\p-X0#^M&N 0. 0 0 1-9 9. 

9 9 9 (w/w) %®l5g|p'il"T:'felJs t: KP7°>XtiTr^rX 

K ^ 0. 00 1 ~9 9. 9 9 9 (w/w) %CDi5EII*l 

T'fe'So 

[0113] #mi^UTs hU/NP-X, t KP^ri/if Jl'f h7 

> £•££ E ̂  a^^0^0©M$y* 

®f\ 0. 00 1 ~9 9. 997 (w/w) 

%®l5Si^i"efe^o 
[0114] Kb/\P-X, t KP^ri>x51>'Uy>70 

tt, 1 

fr£i!^7K;#>ST-fe£iI£\ ^ 7K # ̂ 1 © )1 Jt ti s Pf?LB]^$t 

« © £ # ̂  T £ #P $ y t £ cm c+:£ & >f Jt T- ft M £ 3 ft ft i N 0 

m&mm&tfmtzzts mm^^mzWsmw^R^t^mm^^ 
o 

[0115] mxits LT K lw\p-x£ffllN£*I£\ K lw\ 

P-XjfJt^ Pf?LS]^«a)^#«T^M-r^©K+^^d;9K, 

4. 5 3 m g/m I J^±N $?£ L< 15. Img/mlJ^i^ 
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, 3 6 2. 	4 m g/m I 1,;(-F, 	PT 	1, < (,, 	1 8 1 • 	2 m g/m I 1-,(T- 

Z. Tit -D -C, 	A7.1<g-Arri a) k 1./ \ I=I — 	2tz.(, , CA, 	4. 	5 3-3 6 2 

. 4 m g/m I , 	1 5.PT 	L<6 	. 	1 — 1 8 1 . 	2 m g/m I Z 

[0116] 11,/\1=-1—J-;0•109D_LE*YANCE110Ztaat:.-A, 	F I, /\1=1-1,:_it 12 -C 

, SINAITIOAKEYttMMODt4$0)1ET 	tfl]$1_1 -  Z a) t:---+34:1:2g.CLA 

SLIRtl-Z a.' L7V-e, Z. 

[0117] 

[0118] 

6, 

3e**0)L 

ct 

-.0 

±E*8HAL LT.  L Kl=l*m- )1/52›.7° CEllort'i'-a. 	i!,A7I<VAII=1:1  
0) L KI=I-.:>i)1/52›.7°>0)21.t, INAJS1 m g/m I J-;t_h, t7TL< 

1 Om g/m I J,;(_ET 	Z. etc, EtelliligIA- ZIRA75` 6, "ii,A71< 

Kl=l*:>m)1/52›.7° %0)21.t, iN AiS 5 0 0 m g /m I J-:CF 

57T 	L < 6 	1 0 0 m g /m I J-;CF-C.bZ. a -Dz. 	FiA7.1<3earri0)L KI=I 

*i= 	11.52  > 7°  > 0)21.t, iNAiS, 	1-5 00m g/m I, PTA 1, < (, 

1 0 — 1 00m g/m I --CZ,, 

±E*8,fiffiL L-05*17>CEIJortia-a, 	,;,A7.K't.7arrior)5* 	1-7 

›vail.t. imA.ts 1 m g/m 11.;1±, PT 	L< 6, 	1 Om g/m I W_E, 

t'J PT 	L < 1, 	3 Om g/m I W_E, CZPT 	L < 1, 	6 5 m g/m I 1,;t_h-e 

Z,, etc. E.4elliliaZt9,03`6, 	1,01<gssta if! a)52 	I-7 	0)3 

1.t, glJAAS5 00m g/m I 1-;CF, 	L < t2 00m g/m I WT, ct 

t'JPT 	L < 1, 	1 2 5 m g/m I WT, C,:.:17T 	L < 1,1 0 0 m g/m I1-:IF 

Z. a -D -C, 	i!,A7.1<g'tfIr1=1 0) -" .. . 	k 5 W)2g.(, RA_ a, 	1 —5 0 

0 m g/m I, PT 	li < 1, 	1 0-200m g/m I , 	ck t'J PT 	L < 1, 	3 0 — 

1 2 5 mg/m I, 	:L<30--1-1 0 Om g/m I , Wt::_ ct 9 PT 

L < (,6 5 — 1 0 0 m g/m I --eZ,:, 

[0119] 

/\ 1=1- 13z-t.)'52* 1̀ 7> 

etc, *AWL LZ, 	k 1,/\1=1-1krieL Kl=l*:>i)1,52>.7°> ; ki, 

; alki`a k 1,/\1=1— , 	E. 	%i  

1:1:10) • 8HAVEAft6  

.7°>.,R1,52* 

> a v e 5 2  - 	1-7› -A-tillagi--al-D -tcEllort'i'a6:.-.1-30-ct, 	1,A7.1<g',4-Y 

, 	PTA 1- < a• 	F  1//`1=1—. 	I KI=1*I/1/5.2 > 

I- 7 > 	-t.  tt. Ttt.* a -NE11 ki \ tc: ta -a ct (,) t , 	a. tt. 6 og[g-),--a 

WO 2012/063870 29 PCT/JP2011/075843 

, 3 6 2. 4 m g/m I 18 1. 2 m g/m I J£TF"C& 

•2>o f ot, ^CD h b/\P — 4. 5 3~3 6 2 

. 4mg/m I, L < t£ 1 5 . 1 ~ 1 8 1 . 2mg/ml 

[0116] S Sb/NP-XCSUT 

s tzoiz+#&)ij£*5® 

[0117] ±lE#mi^: LTt 

(D t KP^ri>x51>'Uy>70>®;I^tis $13.1*1 mg/m I £Lt% Jf £ L < 

1 Omg/m I J^±-£&£o S/cs Mi^ir£[°]M1~£tS;£fr^ ^1^7X 

KP^>xyjuy>7°>©}fJt^ $J3J*5 0 0 m g/m I J^~F 

s jffil<tt1 OOmg/m I lot, h'P 

^>x^JUy>7°>(£>;jlJt^ 1~500mg/m I % fcf £ L < & 

1 0 ~ 1 OOmg/m I 

[0118] ±IE#$fH£ LTf>X 

>CD;j|£t:te:N $]3.t* 1 mg/m I J^±N fcF ^ L < teU 1 Omg/m I J^±N 

ctlJ^f^L<ti30mg/m I J^±N HtC^f^L<ti6 5mg/m I J^,±T' 

S/Cs ^i7KM^©f>Xh7>©I 

j£«\ $J3.l*5 OOmg/m I J^TN L < (i2 0 Om g/m I J^Ts 

y $?£ L < & 1 2 5 m g /m I J^Ts HtCSf S L < & 1 OOmg/m I J^"F 

-e&Zo h^V0;fJt^ $J3J*. 1-5 0 

Omg/m I N £f ;£ L < & 1 0~200mg/m I N cfc lJ £f ;£ L < & 3 0 ~ 

1 25mg/m I N M tC ;£ L < & 3 0 ~ 1 OOmg/m \ s M C <£ y £? S 

L < 6 5 ~ 1 OOmg/m I 

[0119] #mi«^LTs h U/\P-7.Mt KP^ri>x51>'Uy>70> ; Kb 

/\P —; i&Wi hU/NP-X, t: KP^-^xfibrVy 

>JkxfT*z 
Kb/\P-X, t h'P+s>if;bf> 

^>X(ir^7, *!£•<£ y dtl 



WO 2012/063870 
	

30 
	

PCT/JP2011/075843 

1-)-ftlEllkiNtcta-aloe, [OLEAMHIN0t4$01E-FtfAIA-Z,-AMe 

teNt:541,Z,t -)lz,Nttgl,Z. 

[0120] :.0„V'ts21.(zAV41,k1-1./\m—,LKI=1*')1,52.7° R 

tie52*1-7 /3\6 7'sZEVJN61.4R:541,Z,Pts<Ltl -DO*8,1ffigVt 

fln*galzAKEAMHINVANZ'LL(z„0,),PAR(z4KEittrOMN 

ot#$MET 	tfl]$1 	z z: LeffiZ . 

[0121] ( 2. [OLElyttM;HINot#VVF0)0$1_151) 

*RIEIJIt, 14KMAMEHN 	I- I,/ \ i=i—, 	L Ki=i*:>i)1,52 	7° JIB 

-052* 	1-7 J75\ 6 tSZg75\ 6iit.tR-,3_41,Z 1 g, 	2 fExt 	3 fE*8,f,ffi -A-tiN 

tiln7.1<ga (PTA L <1, , 	I- I,/ \ i=i—, 	I KI=1*:>i)1/52 •7° )3zrie 

52* 	1-7 J75\ 6 tsZU75\ 631t.tR-,3_41,z 1g, 	2 fExt 	3 go*gt,ffi -g-tiN 

g7.Kgrf-y) t:.-_sum -z a- L 	-•g-tiN , AKMAMHINO t#Va-  F OffAl_l 

51#Z I  1J:k - Z t 0 -  - e 	z o 	2 fExl, 	3 	o)*8,f,Mjaw-).-at)-t --0Eportga, 

1-1,/\D—LL Ki=i*i)1/52 •7° O)mag.)--al--)-t., 	1-i./\1=1—L52 

*1-7a)maa.)--al--)-ft, 	L Ki=i*i)1/52 •7° L52*1-7a)Nda.)- 

-at)-txt 	I- i,/\ 1=1 —L L KI=1*i11/52 7° L52*1-70)N1g.)- 

at)-tt:.-_,t (,), lit:.-_, evi-YrrionmatmeN (nt, 	*73.v. 1, tc[CKEYtt 

HIN) ot#S01E-FetfALI:stt.z. 

[0122] [OLMiittrMIN 	I- I,/ \ i=i—, 	L Ki=i*i)1,52.7°)3trie52* 	1, 

5 	/3\ 6 tsZEVJN 61.ttR:s tt.Z iPts < L t 1 -D a)* 8,1ffi -g-tiN t ±101g7.Kg a 

t:.-AN. -zz:Lt::_t, [OLEAMMoSINAt: I- 1,/\1=1— , 	L Ii=i* 

i)1/52 7°)3zrie52*1-7/3\67`sZEV3\631.ttR-1 /43stt.ZiPts< Lt 1 "D 

a)*8,f,MA)iiiij-c, 	I- i./\ 1=1 —, 	L Ki=i*i)1/52 7°)3zrie5* 

1- 7 /3N6tsZEVJN61.4R:541.z,Pts<Lt1-Do*TAffigVtiln*g 

arrio4KMAMHINSINAMZ'LLt8gtgl.z. 

[0123] [ I- l'i\D—i , 	FL Ki=i*i)1/52 •7° J , 	F52* 	1-7i , 

FAKRICI , 	1-MeN_I , 	1-171Ztt_l , 	F*AtERWittli , 	F*—NINa) 

ink] , 	1- *7 3V.j , 	[NM, 	I- K_I , 	FtillYpEg',4-C , 	aA -111,7,- a) 

WO 2012/063870 30 PCT/JP2011/075843 

t)£m ̂tc*§£•© 15©<S~F£yf a# 

§££3ti£0 

[0120] d©<£9&}j|Jttc!J^3ti/c K iw\p-x, t bn^^>Ji^)\y^yy0yR 

iI^7K;mCPS?LS]^M^^»-r Z z. tlz£Vs ffilICPt?LE>]4»« 

©£#$©<£T£#P$y-f £d£tfai3fe.So 

[0121] (2. PS?LS]^«a)^#»T0M^;i) 

PffLft^M^^ K lw\p-xN kh'P^i^TVM 

t/y^px 1 m, 

£II^TK;#>S ($? £ L < te s hU/\P-^ k KP^> xfji/f > 7° > &£/ 

1 ms 2fflX&3ffl0#mi£#fr 

£ £ $1#* "T £ t» © "C £> £ „ 2ffix3 ffi0•£TIN£*I£\ 

KL//NP-KP^ri>x51>'Uy>70>©II^-^t)'d:s K lw\P — Xtf^ 

K b/\p-x^ t bn^i/JL^j^yy'yt^^x 

»>S*©Pt?LSM^« (IP*N ;?®L/cPS?LS]^ 

Mis) 
[0122] PtfLft^MJ^ K b/NP-X, t KP^^x51>iuy>70>S.t/y^X K 

jliR^ti-g)/>^< 1 'oto&Wk 

Pf?LS]^M^a)^;l^C K U/NP-X, t KP^> 

x5L;uy>7°>S.t/y^rX h^>fr£&£?¥AN£31JR3ft-g>/>&< 1 n 

LT, hbAP-7,, k KP+^xfJL/TV^VSt/T + T, 

ift^ffiPilLlit^lHSift^ll. d £ 1i£0 

[0123] rhb/NP — 3J N rt: KP^^XfJbf'V^VJ , rf'+Xh7>J , 

rpfiLft^j s mmmi * r^^j N r&mx&nmi * ^-mm<n 
t^SlJ S I"*?®] N r;i^j N r^U N r^n^K^j s ^(D&m%(D 
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'-'41a, 	it a-. LI-A Ot4:01R9, J1, I OlAkkiNi,(„t-cik9 --C'60 

[0124] *ft HA Ot4-4qETOffiig tz fH 0 6 DOLEMtMEIIINa, 0 	L < a {7J- 

Z'ItMEINT 	6. 11-ZiltOnalla4NTIVtGAIIIINL t$511, -C., EMI-kit' 

--Ca (R0t, 3'*11 Lk:VS-ea) ct 9 ±#*131E-F1,- -0iP 6T 	Z. {7i- 

Zittitgl])J8a, PTA L < a, 124-'-' 	MMINR a*,' RgfttV11]Ilt -e 	6o 

[0125] [I'MAJAMEiNat 1*/)\ 6 3A-tt fStttc t G) .--e 	"D -C t, 4 	E' I- 1=relig 

4-MItt tat t 0)--e 	-D -C t ct o0  

[0126] *RI1J0t4-+.1aToDiAi$IJItz)Ei 0 Z OgILIMMEINg. *UR WIA-V 

-1/435 WC 0 Z Z: L 751T 	L 00  

[0127] *REIA Ot4471E-FONIM-grt:TH 0 Z 13MILEMtMantg, *-*LPN ( 

> f )1/ -t /0 OltRODMIL0AMIEIN -gV a L ePT 	L 00 DOA/AMO] 

1J811:16z -A- 	41.Z V- —4111BNCAMODMKkttnniN0 ,I,I.1-aa, AA 7 0 %W-E 

. 	1, < a 9 0 %J=L.E., ct 9 PT 	1, < a 9 5 %W_E, MK:PT 	1_, < a 99 

ci/ot_h (iNka 1 0 0%) ---ezo  

[0128] illz, 11-t'htMeMaSINak-ItitzT4II.L, €L--)*—NIIJNOAtIOTaY)( — 

V.'..(1-\'D-4--  <, t4+1PETU-oe, 	1-1,J\D—, 	E Ki=i*i. 

/1.5- 7° )Arie5*1-5 /3\644:6EV3\6111#2-.3_q't6/Ptct:< L t, 1 "DO*' 

AM,: ct 9 , t14:$04&T 	. 51RY91:_.#1)$11-  6 zr._ L i Y - e ,_k 60 

[0129] *RBA lz 1E1] 0 6 tqVg7.1<gat:.-.. a, PTA L, < a, 	I- I,/ \D— 	)3ztieE r 1=1 

*m-)1,5--' 	7 	,A1At I- 1./ \D— 	Eztie5-'s‘* 	I- --,J -*A-ti•NJ.g.)--ab 

-ft7V-A-  111,60 	L. ri=i-i-)i,5--‘'7°Ra5 	I`5 	1- I, i \ D — 

L *.117)--abt-  6 z: L. tzck 9, DOA/AMM0t4$0)1E-Fig$1J -651tM 

75qiNt -.._ 11, 6 z_i L iYAJEJli-C 	60 tir.., EMikitil,:=3'40_ Ltc:11-ZittrOEN ( 

L 9 ID (J., EWA* c:_-.;4'. L, _EL--) V- —NinGAARGATIO. 'hitrOM) Ot4 

T40D  1ET 	. 7)(‘')JMO'g 6z#11$1J 	6 z: L b111],liT 	60 

[0130] I- L/\Q-7 	L r El 	i.)1,52 7`)Rtf5='* 	I- 7 'i)N67`4:6EV)N 

6 APR z's tt. 6 iP tcl: < L t 1 -D 10 	8,iNgti•tillYgzi<gaiti o)P,V ,' AlifioD2 

Mt, glLtit10111n0t#VVF .tfIlli -  4 - 6 0 lz+ 3 MAI: C 	l'13g:, * 

WO 2012/063870 31 PCT/JP2011/075843 

±IB i (DmztmLtcmv-vfo&o 
[0124] L< 

-Q& (W*>s ilL/c«|T1i) ft 

L < rmmmmxiz%m>\mmmr-s^Q 
[0125] -f>tfKPtrii 

tifc£>0T&-?~C tcfc IN0 

[0126] ^itx&ft^ 

LINO 

[0127] ^m%(D^fem&T(Dmm}i;izm^z>m%mmmmte, #-« (^> 
></)\siz)\s) IA\, 

m^iz^zn&^-mmowmwmimftmmvm-ste, 7 o%u± 
, £?3; L< t£9 0%£l±, L< £9 5%£LhN Ii:^SL<tt99 

%u± mxui 00%) ~?fc&0 
[0128] mz, u v* -

KLWSP_XN 

jux>7°>wy^x 1 90# 

[0129] ;fc^B^c^i\-g>£ii^7K;#;fc&s JftKli, hl//\p-xStfkKn 

tl KP^rS/xyjUx>7°>Xtix>7v £ K lsJ\ u—X 

2>z.ttz£v, z>®m 
ti<m&-ZtiZZ.£tfmft-Z1*2>o IZ)TM L( 

mm^izmm.u ©£# 

[0130] KU/\P-Xs H KP=Sr^Xf1JUy>70>S.tJcT:>X 

e»i^$n5'M< <bt, 1 
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[0131] *AWL 1.,--C I- 1,/\D—CEllort'i'-a, 	1,A7.1<gArri0) I- l'i\D-2 

1.t, [10LEYttMEN0t#VETtfAIA-ZoN::+3•7̀ sct -3 t:.-_, A*, 4 

. 5 3 m g /m I J-;t_t, 	PT 	1., < (,, 	1 	5. 	1 m g /m I J-;t ---eZ. 	7-z-_- 

, MaiNot #$/a)STAL'iltJ'Ztco-e5, "1,A7. </' 	I- 1,/ \ 1=1 — 	A 

1.t, A°*, 	362. 	4 m g /m I J-;CF, PT 	1., < (,, 	1 8 1 . 	2 m g /m 

I J-;t-FTZ. It.D-C, 	1,A7.1<gArri0) I- 1./\ 1=1 — 	'ig1.1, , 	A*, 	4. 	5 

3-362. 	4m g/m I, 	PT 	1., < l, 	1 5. 	1 — 1 8 1 . 	2m g/m I --e 

Z.:. 

[0132] I, /\1=1-1-;0•1-0±,E*gt,ffiCElloZt'i'at:.-_t, 	I- 1,/\1=1—t:.-At 12 -c 

, SINArrioxIMKEYttMEN0t#S01ETYMIA-Za)t:+37`s21.1LA 

SLIRtl-Z a'. L e-e 	Z. 

[0133] ±E*74,1ffiL LT' L Ki=i*i)1/52 7°CEllkiNzt'i'-a. 	1,A7.1<g'farri 

a) L Ki=1*:>i)1/52 7° a)SE'l.t, INAJS 1 m g/m I J-;t_h, PT 	L < 

6, 	1 0 m g /m I J-;t_ETZ. etc, MENINot#S0EV-2111 

ZE,A75\ 6, 	E,A7.1<3e'ff-Yrria)L Ki=1*:>i)1,52.7°0216, IN Ais 5 

0 0 m g /m I 1-;CF, PT 	L < 1, 	1 0 0 m g /m I J-;t-FTZ. It-D -C, 

A7.1<gArria)L Ki=1*:>i)1/52 7° a)21.1, , INA.tS, 	1 — 500mg 

/m I, PTI.,<61 0-1 00mg/m I --eZ. 

[0134] ±E*0,ffiL L-c- 52* 	1-7 JcEil 0 Z ila. 	e<7.1<gall:1 052* 	I`7 

VEAIEVt. IN A_ al mg/m I J-;t_h, 	PT 	L < 1,, 	1 Om g/m I J-;t_h, 

ct t'J PT 	L < 1, 	3 0 m g / m 1J-;I±, 	%6-,.-A7T 	1, < l, 	6 5 m g/m I J-;t_h T 

Z.:. 	7-z-_- , MillIEJNO)t#$ODEtealigIA-ZIEA75`6, 	1,A7.1<gArri 

a)52* 	1-7 Ja)21.1, , IN AiS 5 00m g/m I1-;IF, PT 	L < 1, 	2 0 0 

m g /m I J-;CF, 	ct t'J PT 	1., < l, 	1 2 5 m g /m I L.,CF, 	%V.,-_PT 	1, < l, 	1 

0 0 m g /m I J-;t-F --ez. ItD-z-, 	1,A7.1<g'ff-Yrri0)52* 	1-7 Ja)SE'l.l, 

INAJS, 	1 — 5 00m g/m I, PT 	L<6 	1 0 — 2 0 0 m g /m I , ck 

t,) PT 	1., < l, 	3 0 — 1 2 5 m g/m 1 , 	%(,:.=.PT 	I., < l, 	3 0-1 0 om g/ 

WO 2012/063870 32 PCT/JP2011/075843 

[0131] LT K m&K)£)fctp(DbUs\n-X)B 
&i±s 4 

. 53mg/m I J^,±N ^ L < 15. 1 mg/m I £tc 

s K b/\P-X;I 

Jttts 3 6 2. 4 m g/m I J^T, L < ^ 18 1. 2 m g/m 

I JU"F-e&£o K b/\P-X;I^^ 4. 5 

3-362. 4 mg/m I, JfiL<tt1 5. 1-181. 2mg/mlt 

§o 

[0132] h hU/\P-7C$i;T 

s ™m\M^tm(D3L^(D\&T£myt%<DK+#&JIJ££5® 

[0133] LT t KP^>x^jUy>7°>£ffll^iI£\ 

GO t KP^ri>x51>'Uy>70>®;I^tis $13.1*1 mg/m I £Lt% Jf £ L < 

^ 1 Omg/m I U±XfoZ>0 %tc, 

SiMfrbs ^!^7K;§}t^©tKP^vx^juy>7°> ©;lJtti% $13.1*5 

OOmg/m I J^T, L < & 1 OOmg/m I JJTF-?£>£>„ ^ 

© k KP^> xfjl/f > 7° > 0 ;f Jt $J 3. t*\ 1 - 5 0 0 m g 

/ml, £?;£ L<t*1 0—1 OOmg/m I Zfo&o 

[0134] LTf^rT, h ̂  + 

>CD}j|£t:t*N $J3J* 1 mg/m I J^±N J U < It 1 Omg/m I J^±N 

cfcySfS L< &3 Om g/m I J^±N HtcSfS L< &6 5 m g/m I JU±*e 

£>£<, ttz, 

©f+Xh7>©ltlt $13.1*5 0 Om g/m I JU"FN ^SL<(J200 

m g /m I J^T, J; y $?£ L < 1 2 5 m g /m I J^T, HJCSf S L < & 1 

OOmg/m I JJTF-?£>£„ + X K ^ 

s $] 3J*\ 1~5 00mg/m I, &JL<(i10~200mg/mU <£ 

y SfS L<tt30~1 2 5 m g/m I N HJCjfS L<tt30~1 OOmg/ 
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M I , 	W6:.-- ct t,JPT 	I., < 1, 	6 5— 1 0 0 m g /m I --CZ. 

[0135] etc, 	*AWL L-C, 	I- 1/\1=1—)3ztieL Kr=i*:>i)1/52 •7° 	; I- I, 

,\ D—Ez.rf52* 	1.7 	; 97,106 	I. i,, \ D_, 	L K 1=1 *-.,i)1,52 .i .7'' 
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E T - KORA, 	-t. 0) 2 igaf,,,f-yarf 3 13,,afR,,,TyjEi1kiNtctii'-at:.-_t, 	UN 

3;ittYME,I-,_ tt. ts 75\ -D Az-. 	E T - K 	4 13,, J-;t_h A fR -  Z L , UN e 2 - 3 

lEma 1., tc;Mteli75\ t:.-_,0673 6 tt.tc_-. It .D -c, 	/-.Pts < Lt 1 5. 	1 m g/ 

m I 1-;1_h0) I- 1,/\1=1- a'g.6:.-..80Z, MeMoN;IttfAIJ5- eft-T -1 /43s tt.z 

a-  L e7irlk ,5 tat. 

[0152] 	(lilliatt) 

IINN;MttE,I,I, UN 	ftSIN L, '&51fri ( 2 5 t) tz.-_ -c 1 0 312m rIF 

IVA, WANT t:.-. -c•ENV4-3V.ittE,I Lk-. E T - KoWA-Y, -t-  0 2 IgA 

fRgatie31gAfRACEHotc.ta-at:t, VII,(V---11_,-c*7 3/ L -c• 0 k. -)  

ET-K.8,13,,J,;t_hafR -zL, MSCM 	HBSSL6 LA,EkfEts< 

, MIN5tIR Utz: . It -D Z , 	1-.PtS< L t 1 5. 	1 m g /m 1 i-s,k_ho I- I./ \ 1:1 

-iZi 	MHIN/Pkt L - - C 740A - Z a' L e7irlk:5 tt.tc . 

[0153] 	(ilIMMEzvet#$) 

E T - K. 	tilftilf-a 7.1<t::_ck (,) A fR Lz t, itt:N L tc A fR$0a # r i-:.-..80 

--c 6, UN3fakarft#$a)StskfEtV,26/3 6 tt.ts75\ .D tz-_-. 

[0154] 	MAR 3 ] 

WO 2012/063870 38 PCT/JP2011/075843 

[0150] [H2] 

%nw 1 2 3 4 5 6 7 8 9 10 

IBJ®#: 1.25 1 1.25 0. 92 1 1 1.25 0. 92 1 0. 92 

91.5 92.3 90.2 92.3 82.3 88.3 93. 1 90.1 90. 5 83. 5 

0 0 0 2 2 2—3 2 2~3 2—3 2—3 

mmm 0 0 0 1HT l UT 1KT iur 1KT 1 SIT 1£TF 

0.5 1 1. 5 2 2.5 3 3.5 4 4. 5 5 

bWw-zWtt^ 
(mg/ml) 

45.3 22. 65 15.1 11.33 9. 06 7. 55 6. 47 5. 66 5. 03 4. 53 

[0151] (ffflMUtt) 

E T - K(£>J1^ 2 3 » 

ET-K£4{%U±mRt&t, «^2~3 

lot, 1 5. Img/ 

m I £l±® h lw\p-X}fJtK£^"C ft£ 

[0152] 

^ (2 5 °C) CT1 O^tf 

ET-KOM, 

lffl^«^^UT)¥3lLTlN/co -H 

N ET-K^8^±»^t MSCM^pH B S S £ A, <>:^b&< 

s 'M<tt,15. 1mg/mlJ^±0hl/AP 

-X>f LTi+MtZ Z titc0 

[0153] 

-at bntafr-otc0 

[0154] [«$J3] 
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*YgR1TM1W/L- 1TgMEIEAM-1MIIN1011144tL-TM6 

tt,tc_lajEn (P i g 	AT—MSC 	P 1 0) 	1 0 cm52 4 •y:>at:.=-41,\AL- 

c, 	1 Ocm52 -f•Y:>atc_-(,), 	5 m I OPBS 	(—) T3 IIIA3, 	1 m I 

0)P) .7°:>—EDTA (O. 	25% 	P) .7°:>, 	1 mM 	EDTA • 4 

Na) 	T20 f'-)Zil -Z a.' L t:.-..ct t') UN 	67` 1., 	:> 	')1..-t)1/0)=Itig6::- 1., 

tc: c, 14 6 tt, tc WEJN (3. 	3x 1 0 81E, 	± # $ : 9 8 . 	5 % ) 	1 5m I b' .s' Iffil 

07 7J1. 	iii-7^4 L. Alb t:.-.,0011111N 	IIIIIR L, 	PBS (—) t:-c 

2111A349-1, 	5 mLOE T—Ky o t o (ET—K, 	1-f-lk(AzitIVitin t: 

SIN Lit. E T — K iti aMIEJNEVII 	, 4 t (,:.=C 5 HirAxt 2 7 Hint/FIT L 

L, tc_-,, *IiM 	2 6:_7T -. 	5 HiraRt 	2 7 Him oniM,1, %t:AiHliN 	2 4 Hi 

134±,I L, -t.0•1. MINO)fa 	PAlnei—F TES 1., tc. 

[0155] (MINAVt) 

52 4 v :> a 75\ 6 gral, E T — K V: SIN L tc_Atie T MIN 	4 t t:.= -COM 1., 

tc_liiM, 5 HilWarf 2 7 HiMoki\ TtLaNiAT t MINNMO)):ME,  a' 6 

T. 	‘‘)1..-t/l/0)=It18139fEti-.35 tt.--C Otto It -D --C.  , 	E T — K I,: ct ZU NA 

[0156] (t#$) 

5 HirallOt#V,  7 8. 7%TV'), 2 7 Hira/ot #$(, 6 5. 9% 

T 	.D tc: . o Him 75\ 6 5 Him 	T 6 3. 	9 6 %/ h r, 	5 Him- 2 7 Him 

""Ct 0. 	5 8 %/ h r Ot#Vi-Fefeggtql.tc_-. 

[0157] (MiNOffak) 

5 HiraRt 2 7 Hem oniM,1, %t:AiNEJN .  2 4 HilL3,,EI -z L, t 4$ :.= 

— 	1., "T 7°  1, — 	6::AZ 1., tc_1611N75q40-,3_ 41.k. 	L75` L. 	2 7 Hi IV q#MIN 

T 6Affak0AaliN754/9 1 0 %fitgE -,_ tt. tc. 5 Himq# L ALAN T i, Affilk a) 

MINa),TM-at 	1 % J-;CF - e 	.D tc: . 

[0158] ['AAR 4 ] 

( 1 ) 	L 	fiVEIEIMSC (h BM—MSC) 0),Ijaz, 

MMiCO (OSI/M — l/Nia M) 3Sfll¥?Sl#H 3 (L) 

[l7p«¥] [85L0] 

°y.<=-<#*x±r$% L ?i-^risa)W 
(Dm^wxmm-in s °-m^mm%o L m^wmcDm^wx 
wL z vn ^n °-m £iin^wn n H -1 A Xn m-

^ <z£M%mmP z -m ^MHO^S L Zs 
m^comm) USIM 

°~m J M /% 8 s • o ?ia 
£HU#flZ. 3~HU#flS v J M /% 9 6 "SfliliiBS ̂^^#00 °--/c<5j?a 
% 6 "39 ?1^#^0^LaJ#0 L Z v (i <#X% L " 8 L ?1^#^0^LaJ#0 S 

(^#^) [93 L 0] 
^ 2 <% n £ gig % x vv<? ri o0 p tiigmmw 

Mfflf<2:Tri>j-1 3 KXc-m 3-1(6 <<* \£ 
<5 2e¥?1^0^Mfflf g=a^#0GO^O<2)^#0 L Zfl¥L\Mm 3 v^--/ 
n mmx n o017 3Mar#¥py n -1 >i -13 ^mm <b ^ ̂ ^ 

(1'^Mfflf) [55L0] 
VI#$FEU 

#0i7s^wnM v^MH0a#0z.Z¥IXEU#0S °^2iz^mm °--n 
K21MM? lfi«¥ v$©-2r 

n L z ¥ix^#a s xnGo 17 co43 >1-13 °-in 

21 (^iTiifX^lF¥ ^-13) o ;oA^-i30-|ujg ^M%MZ 
X21 (-) sad vnxtr[g]^^fflfriTri^w vn#^.£-"^<i=ir^£0 

I UJ g L ^ (%g " 8 6 : WsO L x £ "£) 

nvn>^1 rir21 ̂2^ozx (EN 

17 • v 1 a 3 IAI1x1 I %9Z "0) Via3-<<^H® 

|WL vw^[°]sa (-) S3d0)|wg vfi--/<5j? >.^UJ 0 0 L 0 

-yo§f2lTT<s/r. >^UJ o 0 L ^ (0 L d OS IAI-IV 6 ; d) 

9in^@o L in«¥ 

mS/.0/n0ZdfAL3d 6S 0/.8£90/ZI0Z OAV 
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2 0 — 3 0 mL0)*MUJEJN 	6 0 0 0 Uni tiNi 	')J 	-.A-v:> 1) i:')(,:.-_„k (,) L 

HMI * 75\ 6 tUR 1., it. *RUN 6, PBS ( — ) ""e —IA Ai- L, 	9 0 0 g, 	2 0 

wmos_tibt::_ct OiNiNIIIIIRL, 	t -3 —111 t') 3,_. L tc: . 	1 0%FBS -A-VaM 

EM t:F,IN L. 	iiiiIIThlt:.:**7  L --c4Z*,I.,/ff .D 7-c_-,, 

(2) *Nt:.:1111,\ZUMN ( h BM—MSC 	P3) 0)0]-1z1  

( 1 ) OtaliFT, iiiitI.1114Z 1., tc: M S C (,±I'MVIP,(j., 	5 — 7 Ea (,:.:*, 

l[arKl, 	T-D L t') MINT±1 	-D tc. 	7 )I/I 	t:.:YliitA-ZLMSC 1, 

t%4± 	tc6OENEIAIA4 -.5 tt.Z aYe, 	7 )1/i 	I- Pi AM:.-.., MSC 

ii,?,ITh175\ 6 (,7V L, .ft L, 0*,IThlitM'I.T-7-VE L tc. *A1110)at:.-A 

L -CoZMSCPBST3111A349-1, 	P) .7°:> — EDTA (O. 	05 

% 	l') .7°:>, 	0. 	5 3 mM 	EDT A • 4N a) 	))1:1A_, 	MSC 	±3,,II 

Th175\ 61, 7Y 1,k-1, MIN eitMVS: ts Z ,:t -3 1:4'. 2 a) 1 0 % a) F B S 	g t; a 

NA E NATEN L, .fiLoiiiI.11147  Lk-. 	a.' OtAlff 	3 IIINIJI_Ltz-_-  (3E1 

*ft = P 3) . 

L IfiliMaliNHiMS C 	1 0 c m52 4 v 	a t:.-..1ILtc. 	1 0 c m 

52 4 v:>aWc_-('), 	5m 10)PBS 	(—) T3 lila3, 	1 m I a) I- ') .7°:> 

—EDTA (O. 	25% 	1') .7°:>, 	1mM 	EDTA • 4Na) --e2 

0 fi-)VI -  Z a.' LI,: J t') MIN 	67` L, 	:> 	')1.-t/l/0)=Itig t:.-.. L tc. 14' 6 tt. 

ALAIIN 	1 5 m I b'sai 07 77/1/ 	a — Vsf*7  L, 3,16 	Z a.' LI,: ck t') NI 

liN111115( L, 	PBS 	(—) 	t:.-.. -C 2 lila3, 	J,;t-F a) wv,4-y (,:.-. gm tj, 	2 4 0 

313zr.),  4 8 0 3hISIT'l, ufliNoNma) 	: 	,,I L tz. 

N S : t IIM-17.1< (ictftkATt'i') 

H : iNi'9r — (7,$*-IkVA) 

1 X T &N S : 45. 	3m g/mL 	D— (+) —11,/\1=1— 	(filYagAz 

1 X T &H : 45. 	3m g/mL 	D— (+) — 11,/\1=1— 	(filYag3A) 

''A--Z,N's—  (7M*IVA) 

1 x T &H &T Rase :4 5. 	3m g/mL 	D— (+) —11,/\1=1— 

WO 2012/063870 40 PCT/JP2011/075843 

2 0-3 0 6 0 0 0Unit's/*'J 'J y t 

Mfl1i75)N Lfc0 iiitlffltclHt PBS ( —) ~C—9 0 0 g, 2 0 

ta-myiL/co 1 O%FBS^#^«M 

EMC j&;§ L ̂ i%mm. IZ%$ LT £ fx o fc0 

(2) (hBM-MSC P3) ©=i^ 

( 1 ) ©}#fFT\ »Ag|LfcMS CteimzmV, 5-7 S&Kig 
uyiHTiSofco =i >7;ux> stciy^f-s^Msctt 

=i>7JUx> siy^tutc;, MSC 

fLTl\SMSC?:PBSf3 K >J 7%> > - E D T A (0. 05 

% K'J7%>>, 0. 5 3 m M EDTA • 4Na) MSC £in§i 

1 0%®FBS£#fra 

MEMtliSU IfL^tSiMLfco :©IM3 0iyiL/c (30 

ii^=P3) 0 

tl hilit$[|#Ufi5fcM S C £ 1 0 c m T1-^ >y :> ZL Ci$tSSlfc0 10cm 

=r4 v*/=L$>tcV, 5ml0PBS (-) 1?3|i|i5tM, 1 m I (D h 'J 7%> 

>-EDTA (0. 25% h 'J 7%> >, 1 m M EDTA • 4Na) t2 

OWmmtZZtlzAV MMZ&tfLs i/V^Hz;i/0W:Lfco ?#£*i 

1 5m l§t©7 7J^>fa-7*^iU 

J&£0J|XU PBS (-) CT2@im 24 0 

W4 8 0^Sfm 

N S : ^II#±^7K (^Jt»Iif) 

H (£**§¥££) 

1 X T & N S : 4 5. 3mg/ml_ D- ( + ) - h lw\p-X (ffi^H 

1 XT&H : 4 5. 3mg/mL D— ( + ) — h lw\p — X (f^Mil) 

Z-atiTZ^x/Oy- (£**§¥££) 

1 XT&H&TRase: 45. 3mg/ml_ D— ( + ) — h l//\P- X 
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(f0YOM) Ewe 1-1./\7--ff (S i GMA) 	(2 Unit /m L) 	-.g- 

- Z,Nir— (7M*IVA) 

[0159] A, 	I- i.i\D—Z6E T— KO)t51:4TV'J, 4 5 . 	3m g/mLl, 

ET—K1:-A-V-LZI-1,/\D—V&E'1.--ez. etc, ,N/ ,9''—i,, 	I 

Ki=i*i)1/52 •7° 	(MEW=J32 (Mw) 	eg 70000, MAI. 

0. 	5 0-0. 	5 5 ) 	6 (w/v) %-A--z, 	L Ki=1*:>i)l,52  

.7° -Ik4.111_1TZ. 

[0160] -- otliiM, 	N SEWN 	PI o tct'i' -a t:.-. (,, gitIVAM 2 4 0 31/3\ 6 NIN3,1 

Vygopjf - 75q,R,673 6 tac:o  —, 	1 xT&NSatie1 xT&HCEllotctga 

t:.:(,, ittiRrAM 2 4 0 31J3zrf 4 8 0 3•40)k,\ T 413:.= 8 ki\ -c t, UNN;IVA 

offm,o,?9,3 6 tt,i-s 75\ - - , tc:  . 	L 75\ i _, fse 6, 	I. i, / \ 7 - -fft: ct tj I. i, / \ 1=1 - 

3A -  z L, NINAVygoffmn,R,r95 64-at°  

[0161] J-;t_h0)*IiMIJ\ 6, 	E T- KODNINNM#1]$_t 	I- I,/ \1=I- 	t:.-.. ck Z t 0) 

T 	Z a.' L e7i 	t, tc. 

[0162] [ 	R5] 

( 1 ) L 1-PIMMMSC ( h BM-M S C) o,1101 

I Hs -FIIMi-s- Efx,l, VIEU,  RtsitatAbgtsEltIMALAI-sZKA 

74 	DA--elt 	L. 	-t.10,1, Nit/JL H BS S 	(/\ 	'74',4-Y) --ea)A341- 

NEIN t,J 3E. 1, tc. WA O'g lz, Ela ( 	tc  titatyg) 0it 	8 ct vegts E 0 ait 

4a.tRa)ltefetEffiZ 	TA341-4/F 	VP, 0' tc. 14' 6 tt.tc L I- 1S TPA 

-1 /435 ,7)- (,:.= ct t'Alt/J L, tc. 

Mt)] -1 /435 	t.tc*RaiMi '20 HBSSLM-fftc. 	',g-altV-AA'D13`1,:.:AL ', '1, 

OE 	Z a.' L (Z. ct tj 2 1,1 (,:.= 3AtE -1 /435 -ft tc . 	_UM 0) gi- 	111115( 1., tc: . 	111115( -1 /435 tt.tc± 

Mit:O. 	0 5%7itj---ff (T ype I) /H B S S 	)jliA_, 	37°C1 

NAbb\t:=11 	e-At:.:WItt::_tSZ 	Z# L-3 Lk-. azat:.-.. 1 0 %ThIlffitla 

M (F B S) 	-A-ti'aMENAUPLE`cl, Maltaii.,\3AtEZL'Ll,:.-..ct t') 2 

Mt:3AI -,3_ -ft tc_-. -FM op 	Slily l,, 	HBSS t:.= --C 	;BN L tc_-. 	a.' OrAdif 

3 EU t') 3E. L, A' '1 t:.= 1 0% F B S 	-A-ti• aMEM TEN LtAINSINA 

WO 2012/063870 41 PCT/JP2011/075843 

mmm) WhU/\7-1z' (S I GMA) (2 U n i t/ml_) 

[0159] ft, h lw\p-;Ui E T-4 5. 3mg/mUi 

E T- KK#£*i£> K lw\p-X0}Ijfefe£o S/c, t 

KP+^ifJbT>^> (Mw) #57 0 0 0 0, M^Jt 

0. 5 0-0. 5 5) £6 (w/v) %^M?Z>s ^'P^>I^T> 

7°>i^iJ-efe£o 

[0160] N S&t/H IN/cilice^«2 4 0Mi)^*l 

^tl/co ~15. 1 XT&NSM1 XT&H 

iZlts §itl£H!££2 4 0£H£&t/4 8 OMcDlN-ftucteiN-cts 

LfrL&7^<^ K lw\^ — -tztCcfc y K lw\p — 

[0161] E T- K l/AP-XIUSt© 

[0162] [»$J5] 

(1) £ SM&E&MSC (hBM-MSC) <Dm$k 

v^pM-ep&iu W^HBSS 0\y<pxmm •?©&&£ 
t&HM#yiHLfc0 il^lC, iM (S/c&lfilijl) ©l&££J:tJc£j&&£©JI£*R 

mbtitct b&Tmm 

mwtsntcmmzmmoH B S S tm-&tc0 w^%*m*?t>Hzmtom 
ttMt Z Z tiz J; y 2 Jf £#£!;* tt/co ±Jf©*£H|J|XLfc„ 0J|X;**ifc± 

1C0. 0 5%P7^t-^' (Type I) /HBSS^JOi, 3 7°CTt 

Ltco 1 0%4^£i£lfil 

)* (FBS) 4ttf«MEM41i^ M^I^lt§I^(ay2 

Jf "FJfO^IUJlXU HBSSCTIIiL/co 

3 0iyi U g^ld 1 0 % F B S a M E M"ei;l 
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iiiitI.ml4 L, to 	Lk-. NA s c tii,E,Ifffrolt4z Lk-. 

(2) -A-Nt:.-..jEilk,\ZUJEJN (h A T-msc 	P 3 ) 10,317M 

( 1 ) Ofgfre, iiiitI.114Z Lit M S Cl,±PAIVIP,(j., 	5 — 7 El ,lt::*, 

IA 	T -D L t'J MIN ""e±1 	-D tc. 	7 )I. 1 	11,:.:YliitA-Z LMS Cl,  

±Patr#-± 	tc60EiNEeti7A.:35 tt.Z aYe, 	a/7.Li 	IYLlitilqt:.-_, MSC 

ii,?,.M175\ 6 (,7V L, 	.ft L k, \ ii,,EIThlitMV."-C-7-VE L AL-. *1110)at:.-A 

ZLTOZMSCP BST3111 349-1, 	P) .7°:> — EDTA (o. 05 

% 	II) .7°:>, 	0. 	53mM 	EDTA • 4Na) 	))1:1A_, 	MSC 	±3,,EI 

Th175\ 6 1, 7Y Ltz-_-1, MINetMVS: I'S Z ck -3 tSia) 1 0 °/0 0) F B S 	gt; a 

NA ENATENL, 	.fiLki\iiiitI10147 1,7"cc. 	Z:Otaff 	3 LW l'i 3,_. L tz-_- 	( 3 El 

*ft = P 3 ) . 

hAT—MSc7xrfhBM—MSC3 Dalt I., V4 6 tt,tc_lajEn (h AT 

—MSC 	P3arfh BM—MSC 	P3) 	10cm 	5' 4 v :> a (,:.=-41,\ 

tc. 	1 0 c m 	52  4 v :> a Wz-_-  (') , 	5m10)PBS 	(—) -e 3 LIA349-1, 	1 

m I C)P) .7°:>—EDTA (O. 	25% 	P) .7°:>, 	1mM 	EDT 

A • 4Na) T2 Of1,-)VIZ a'. L I,: ck t'J MIN 	1,7Y l„ 	:> 	)1/.-t)1/0)it 

la t: L tc: c, 14 6 tt, ALAN (h AT—MSC 	P3 : 1. 	Ox 1 0 51E, t#$ 

:98. 4%/h BM—MSC 	P 3 : 1. 	2 5 x 1 0 51E, t#$ : 96. 

8%) 	1 5m I -h'-'2077/ 1/ a — Vs **7 1_,, 	ilii,\ZZ:Lt::_ckt0111 

IIN111117 1.„ 	PBS 	(-) 	t:.-..c-  2 lila3, 	1-;CFO 	1 0 0 m, L (ZEN 

L, 25n1 (eg 2 5 t) t:.-_ --c 2 4 0 3•R6 	2 4 Hiraisim,l, UlliNa)t#$;141J 

7f 1.„ UN a) 3;1V3z taak 	ES L tc. %t:.-_, 2 4 0 3•xl, 2 4 HirAISIT'l 

, 	%(,::AlijN 	1 2 Hirmii,EIL„ UlliNa))fak,,I Lk-. 

0. 	1 x T&H : 4. 	5 3 m g/mL 	D— (+) — 11,/\1=1— 	(filAn 

Az) 	-.A--ZiN 's—  (Q *2''A) 

0. 	1 X T&NS : 4. 	5 3 m g/mL 	D— (+) — 1- i./\1=1- -A- 

-ZtilAi-17.K (ictfIMTvi) 

1 xT&H : 4 5. 	3 m g/m L 	D— (+) — li./\1=1—-A--z,N 

WO 2012/063870 42 PCT/JP2011/075843 

tSIML, eiLfco MSCti±MM0Jg®^g#L/co 

(2) (hAT-MSC P3) (DinWk 

( 1 ) iSil^gfL/cMS C5-7 S&Kig 

uyiH-eiSofco =i>7;ux> hMt§^MSc& 

=l>7JUx> h^igfu^ MSC 

fLTl\SMSC?:PBSf3 K >J 7%> > - E D T A (0. 05 

% K'J7%>>, 0. 5 3 m M EDTA • 4Na) %:~h\\X^ MSC £ip§| 

1 0%®FBS£#fra 

MEMtliSU IfL^tSiMLfco :©IM3 0iUIL/c (30 

ii^=P3) 0 

h AT-MSCMh BM-MSC£3[g]ilftLTt#£>tl/c« (hAT 

— MSC P 3 RXf h BM-MSC P 3) ^1 0cm ^ y is IL 

tc o 10cm 5ml0PBS (-) "e3[g]}$t}#^ 1 

m I CD h 'J ~?is >-E DTA ( 0 . 2 5% K'J7%>>, ImM EDT 

A • 4 N a) t2 0#il1"£ £ ,>: K <£ y U ^>^U"tzJU®t£ 

ICLfco (hAT-MSC P 3 : 1 . 0x105ft 4#$ 

: 9 8 . 4 %/ hBM-MSC P 3 : 1 . 2 5 x 1 06|| : 9 6 . 

8%) £1 5m l§i©7 7J^>fa-7'^#L, M'0~t £ £ £ £ & y Iffl 

J&£0J|XU PBS (-) CT2@im JU"F©$a^1 OOMLCIS 

U ^ (15 2 5 °C) KT2 4O£Xtt2 4 0$miM^ 

£ U UK, 2 4 0m2 4Hf|#ii 

s MK«£I 20|^±ML, tmmn^mmLtco 
0. 1 XT&H : 4. 53mg/ml_ D— ( + ) - h l//\P-7, (ffi^cM 

W (SW^H) 
0. 1 XT&NS : 4. 53mg/ml_ D- ( + ) -hb/\P-7^tt 

1 XT&H : 4 5. 3mg/mL D— ( + )— h Iw \ • — W~$~•?>^ 
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1 X T &NS : 45. 3 m g/mL 	D— (+) — II,/\1=1— -A--6 

tiltilaZi< 

2 X T &H : 90. 	6 m g/mL 	D— (+) —11,/\1=1— -A--6,  

J,9r- 

2 X T &NS : 90. 6 m g/mL 	D— (+) — II,/\1=1— -A--6 

tilft±110.K 

ET—K: ET—Kyoto octmTvi) 

H : ,Niy•- 

Ns :tflftm* 

mscm:100/0FBsg6amEm 

[0163] (WiN±#$) 

*iiM3 6:---71 -. 

[0164] 	 [3] 

2405± 	(%) 241* rni (%) 
AT BM AT BM 

0.1x T & 11 70 71,8 O.1xT & H 61.4 54.3 
0.1 x T & NS 6L5 50 0.1x T 	NS 50 462 
lx T & H 75 77,8 ix T & H 66,7 643 
lx T & NS 58,3 54,5 ix T & NS 353 41.2  
2x T & H 83.3 80 2x T & H 73.3 76.9 
2x T & NS 64.3 45.5 2x T & NS 27,3 33.3 
ET-K 81,8 80 ET-K 663 643 
H 723 75 H 43,8 36.4 
NS 583 40 NS 21.4 27.3 
MSCM 36.4 46.2 MSCM 125 163 

[0165] 1,/\1=1—R6L Ki=i*:>i)1,52.7°  (/\ ,y•—) -ti-t,vrt, 

*aT%A)J11 -  6 Z--' L t:- ct t') . UlliNt 4$0±irFembitt.tc. 	1- 	— 7. 

 Ki=i*i)1/52 •7° 	(/•9r-) 0`)A)ilil -6z:Lt:.:„ 

(,), MiNt#$tMETEIt:.-__ErF' Lk°  

[0166] (MiNoniV3Weffak) 

0. 	1 XT&NS i:.:80 --C-  t, gitiRM/875\ 6 2 4 0 3••1 	 t1o):fi  

WO 2012/063870 43 PCT/JP2011/075843 

1 XT&NS : 45. 3mg/ml_ D- ( + ) - h lw\p 

2XT&H : 90. 6mg/mL D- ( + ) - h 

2XT&NS : 90. 6mg/ml_ D- ( + ) - h L//\P-7,^Mt§ 

^H#±^7K 

ET — K : ET — Kyot o 1*1) 

H: 

N S : 

MSCM:10%FBS^ttt^aMEM 

[0163] («£#>£) 

[0164] [^3] 

AT BM 
0.1 X T & H 70 71.8 
0.1 x T & NS 61.5 50 
1.x T & H 75 77.8 
ix T & m 58.3 54.5 
ZxT&H 83.3 80 
2K T & NS 64.3 45.5 
ET-K 81.8 80 
H 72.7 75 
NS 58.3 40 
MSGM 38.4 46.2 

AT BM 
0.1 xT & H 61.4 54.3 
O.lx T & NS 50 46.2 
Ix T & H 68.7 64.3 
Ix T & NS 35.7 41.2 
2x T & H 73.3 76.9 
2x T & NS 27.3 33.3 
ET~K 66.7 64.3 
H 
NS 

43.8 
21.4 

36.4 
27.3 

MSGM 12.5 16.7 

[0165] hb/\p-xx&LKp 

kK hb/NP-X 

WtKP+vxfjbf>y> (A^/^>y-) 

[0166] («0;ill&t/MI) 

0. 1 XT&NS ^it»^2 4 0^|CW 
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e A T arf B m 0K(1,:.-_ --D 1,\Z-g±0.6756 tt.tc e, *MA* t:.-.. I- 1./ \ 1=1 — 

-•A-ti-t.a)it,a)U (O. 	1 xT&H, 	1 xT&H, 	1 xT&NS, 	2xT 

&H, 2 x T &N S Ewe E T — K) 6:.-.1-3o-Ct, NfliNAVAMM,V,26-e5 6 

tt, ts 75 \ -D  tc  . CM* iti t:: I. i, / \ 1=1 — 	-A-  vg 6:.-.1-3 k, \ -ci, , 	gjEjNozftvg 

6;/364-0-s75\ .Dtc_-. 

KLWAIrrit:.-.. I- 1./\1=1—t, L Ki=1*:>i)1,52.7° t-g- co,\g (N s 

, ivis cm) t:.-.1-3o-ct, PAC:.-.AliNAVtarfUlliNVOAR.675 6 tt.tc. L 

Ki=1* -,i)1,52.7°10,7-).-A-vg (H) t:.-.1-30--(1, MiN;Mtegla73 

6 ttd-c 7Y, 	VIEJNZfl--) T75\ --e 	.D Az-. 

[0167] (Toot,) 

I- 1, / \ 1=1— 	)JI:14),Kt:.:134*7'S < , t4$1:: —14  1., tc4VENNVITA 

75gC -,3 4-Ltz-_-. 	0. 	1 x T 	-A-ti•EUktie I- I,/ \ 1=1 — ,w$A)ililUa)-53---et, 

MiN):010A*75qVg,,_ ttd-co  —, N S LEM 1,Z H -e6OiNiN):017`APT 

--e 	(,) , t4$1,:.-_-14  L,tc_lajEn4ZNotgeW,12-,3_ ttd-c_-. 

[0168] L;t_totliiMb\ 6, 	I- 1./ \ 1=1 —=NiliNa)3M 	1117$1 l„ UlliNot4$1-4 
673, 	MIN)fakAbltifiti LA4 Z a'. L7`71,_ 41.7-c: . 	7-z-_-  , 	I K 1=1 *:> i3 )1, 

5 	7° 	(,, NiliNot#$ 	AY), UlliN)fakAbARVittil.,14Z z: Le71-:5 

ttd-z-_-  . 	%t:.-.., 	I-I, / \ 1=1 — 	LL Ki=1*:>i)1/52 •7° L 	da-)--al-p -tZ a.' 

LI,: ck (,) , 	VIEJNOt4$751A-Zt:.-__ErF' 	z a'. L7Y7T -,3_ ttd-c: . 
[0169] [-A-rou 6] 

h AT—MSCarfh BM—msc3]altij-c141 64-td-c_lajEn (h AT 

—MSC 	P3} rfhBM —MSc 	P3) 	1 0 c m52 4 v::/at-,:7--4k,\tc 

o 	1 (:) c m52 4 v:>atz-_-  (,), 	5m 10)PBS 	(—) T3 IIIA3, 	1 m I 

a) I- 1) 7°:> 	—E DTA (O. 	25% 	P) .7°:>, 	1 mM 	E DTA • 4 

N a) 	-e 2 0 f,-)Zil -Z a'. L t:.-_,t (,) MEIN 	67` L„ 	:> 	)1/ .-t)1/101t186:.= 1., 

tc: c, 141  6 41, tc On ( h A T —MSC 	P 3 : 4. 	2 5 x 1 0 51E, t4$ : 9 

7. 	5%/h BM—MSC 	P3 : 5. 0 x 1 0 51E, t#$ : 9 8. 	2%) 

1 5m I -h'-'2077/1/ 	J- — 7/**7  1, St_iiA-Z a'. L t:.-. ck (MN 	Ill 

fi vn —11 tzir* CCOWM i u s L ^ 

(% 3 ' 8 6 : Ws 0 I x 0 " S = £ d O S IAI - IAI a M /% g • L 

6 : IfsO L*S3 "17 = £ d OSIAI — 1VM) °~J-

nnE&Goirzi-ir^<vn(it21??<2ozx (BN 

P • v 1 a 3 IAI1x1 I %9 2 "0) Via3-<<^H® 

iwi ^^niea (-) sad0i vfi>.^w o 0 1 0 

-yo§pT<s/r. >;£ui o 0 L 3 (£ d O S IAI — IAI a M M £ d OSIAI-

1 v M) M-yi^t^n^Hiilsis^osiAi-iAia MMOSIAI-I V M 

[9TI«¥] [69L0] 

q ?Y-n\/i H vriM °-yi* 

vnn$dj^^0w?i^-n\/^i H K<b^moTKT [89LO] 
--/n v (1 <2 a 

v¥ia®-<2)jeD?sg^^-a\/^l H x L '0 

mmmmm) [£910] 

KWX^&21 (H) 
q v?iiospn (IAIOSIAI V 

s N) jgO^^q^/K^ir^x/^CLH q %Y.-U\f\ H 

^CfimtW^CDW^W^M ^PliOSPn (»-131MSN'SiX3 VH^ 

1X3 v S N 'S 1 X L VH 'S 1 X L VH 'S 1 X I "0) 

-•\/1H \^^<#II±Si^-1^&0lAia:0¥l v&w 

mS/.0/n0ZdfAL3d PP 0/.8£90/ZI0Z OAV 
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IN i _, , 	PBS 	(—) (,:.=C 2 El A 3, J,;t-F aALWAy 1 0 0µ,Lt:.:EN L, , 2 

5 	(* 2 5 °C) (,:.-_ --c 8 Hirmxt 	3 6 Hirailm,l, NiiiNot#$ 	Alit L, fl 

liNoNM 	tR,,I Lk-. 

1 X T &H : 45. 	3 m g/m L 	D— (+) — 11,/\1=1— 	(*DAUM) 

-•A--Z,N ,9r— (7M*IM) 

2 X T &H : 90. 	6 m g/m L 	D— (+) —11,/\1=1— -A--z,N 

J ,y•- 

4 X T &H : 1 8 1. 	2 m g/m L 	D— (+) —11,/\1=1— -A--z 

,N ,y•- 

8 X T &H : 362. 	4 m g/m L 	D— (+) —11,/\1=1— -A--z 

ET-K:ET-Kyot o ooftkAzit'i) 

H : ,N ,y•- 

1 X T &H &T Rase :4 5. 	3 m g/m L 	D— (+) —11,/\1=1— 

EzVe I- I, /  7 -- ff (S I GM A) 	(2 Un i t /m L) 	-A- -Z,•J 

Y— 

[0170] (MIN 03M) 

Nawrf-yrrit:1-i,/\D—-g-tiNg (1 xT&H, 	2 x T&H, 	4 x T&H 

8 X T &H)3WeE T —K) t:.:81,\ --(1, 	h AT —MSCRVeh BM—MS 

C 0`)Rt:.-.. -D OZ. , gitiRIEC78/3\ 6 8 Hira/aAaiiNAVYgm:MtV,26-e5 6 tt.ts 

75\--,1-c_-. —, 	1, i,/\1=1—-g-tco,\,Ny— (H) 	CEllotctgat: 

l,, 	h AT—MSCarfh BM—MSCORt::-"D 0-c, atERM7875\ 6 811i 

ralt:AiiNAVA0):Memob 6 tt.tc_-. %t:.-_, 	I- 1,/ \ 7 --ff t: ct t,J I- 1,/ \ 1=1 

-•11 -zL, UAVA 10m emit) 6 tot ( 1 XT&H&TRa s 

e) c, i-;t_hotliiM75\ 6, 	I- 1,/ \ 1=1 — 	75MINN;IVM$IBLOA 	Z a.' L7Y7i 

[0171] (W ±#$) 

gitIVAM 3 6 Hira1a)MiNt#S 	4 6:.=.71.:. 

WO 2012/063870 45 PCT/JP2011/075843 

JIXU PBS (-) UTmm'SLl OOnLlzmffiLs ^ 
)EL (^2 5°C) CT8^flXtt3 6^flii^ U M 

mvmmtkWimLtco 
1 XT&H: 45. 3mg/mL D— ( + ) — h lw\p — X (f^Mil) 

Z-atiTZ^x/Oy- (£**§¥££) 

2 XT&H : 9 0. 6mg/mL D— ( + ) - h 

xs<>?— 
4XT&H: 181. 2mg/mL D— ( + ) — h b / \ P — X^k. # W f •?> 

8XT&H : 362. 4mg/mL D— ( + ) — h b / \ P — X £#Wf•?> 

ET — K : ET — Kyot o 

H : ^XJ^y#— 

1 XT&H&TRase: 45. 3mg/mL D— ( + ) — h l//\P- X 

RXf h tz (SIGMA) (2 U n i t/mL) 

y-

[0170] («0;») 

Kb/\P-X£#m¥ (1 XT&H, 2 XT&H, 4 X T & H 

N 8XT&HWET-K) hAT-MSCM'hBM-MS 

0<DWh\Z1\*X, S£i&Hfl£nfr b 8 £*l& 

frofco —^ K b/\P-X£#S(H) 

l£% h AT-MSCM'h BM-MSCOMCO^T, b 8 0# 

IC, h \si\=7~ HlZ £ y h IW\P 

(1 XT&H&TRa s 

e) 0 K U/\P-7«Ii»UiI^tt5 c 

^tl/Co 

[0171] («£#>£) 

§itl£M££3 6 0tP^®«£#>££||4 K^"To 
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[0172] 	 

[0173] 

[0174] 

L 

A 

h 

mM 

1 

c:I. 

[4] 

g.a) I- t.1\1=1- 	t))111.,-C t . 	111 	0O 

Lk-. 	1 8 1. 	2 m g/m 

0`)A)J1:1 	T 1, , MiNt 4$00Rats_hrF 

(8 X T) Ve H,/\1=i-AMEA'1., 

. It -D -T, MINt 4$ 	-hIg-FI -,'- t. ZIE 

1 . 	2m g/mL (4 x T) J-;CF751T 

6 Rl, 	811W1t 1_,V41 64-Ltc_AIEJN ( 

P6) 	1 0 c m52 4 •y:>at:.= 

5 m I 0)1N s- (717*-IM) T 

E D T A (0. 	25% 	') 7°  :> 	, 	1 

z.: L vz.,,t tjujEiNe i j, 	ii 

(h A T -MSC 	P8 : 2. 4 x 1 

3 x 1 0 6 11]) 	1 5 m I 74j1 0)77)1. 

t:.= ck t') MIN 	111117 L, 	Jt-FoNdWrfYiza 

MiNot #$ 	;1],l_lif l„ VIJNo) 

D- (+) - 11,/\1=1- Z (*D 	M) 

D- 	(+) 	- 11,/\1=1--A-

(H) 	LEL$511./T_ErF' 

AT BM 
1xT A H 	 60 62.5 
2xT & H 70 71.4 
4xT & H 75.9 75 
8xT & H 39.1 40.4 
H 34A 23.3 
1xT & H & TR 23.6 22.6 
ET-K 52.8 45.8 

t4$1, 'N9's-*a 

1,1,\Z:Le7inkttt.tc_-. 

['AVM 

lOtc. 

3 1115A3, 

‘)1..-t)1.0)=Ite6:.= 

0 60/h 

'.Mtnl.,k. 

	

4 6Z.-..7T -,L 11.Z A 9, 	1,\ T 1,003 

(4 x T) 021.0 11,/ \ 1=1- 

7M,7-z-_-  7Y, 	362. 	4m g/mL 

< 	- Z L, 	- t • 0)31, 311,:.--gNI,tc_-  

75\6 	l,, 	IT l,/ \ m - 	fil..1, 	1 	8 

7 ] 

h A T -MS C arf h BM-MSC 

AT-MSC 	P8)krfh BM-MSC 

1 0 c m52 4 •Y:>atz-_-  (•), 

1 m I 0) 	') 7°  :> 	- 

E D T A • 4N a) T2 0 fi.)Zil -Z 

L, tc c, 14 641, tc_lajEn 

	

BM—MSC 	P 6 : 2. 

a — Vs*177  L, itiiA-Z a.' L 

i _, , 22 (eg 2 5 t) t:.-_ -c 1 HilVOIM,1, 

x T&H : 4 5 . 3 m g/mL 

-•A--z,•J,y•- 

5 x T&H : 22. 6 5 m g/mL - ( + ) -a "| UJ/ 6 UJ g 9 72 : H'Jixg -0 

(H^tHO *-a\/"H - ( + ) -a -|W/6UJ£ •g^H'Sixi 

comm vn^^#wM ̂ii^u:i (aszw ^ vn^ 
iinwna)iKi vnxtr[g]^wriTri^2^4^w vn#^-"^^<i= 

I UJ g L % (®f90 L x £ "3 : 9 d O S IAI — IAI 3 M/SbO 

LX17 " 3 : 8 d OSIAI — IVM) TOf-yn^i* °-yn nf#¥lca)ir2i-ir^ 

riTri^2<2:4IlW#0 3i (e N 17 • Via 3 I/\|W 

L % 3 3 "0) Via3-<<^H0I ̂ L 

a (^fW) I UJ g >.^w ° 0 L °^0§f 

>^UJ o o L % (9 d O S IAI — IAI a M M 8 d OSIAI-1VM 

) M-^9#*in^lfl°]8£iX9sIAI — IAIa HOTOSW-IV M 

[z.r^¥] [t^z. 10] 

(1 X V) ~| ui/ 6 UJ 2 • L 8 L H 

H a? (1X8) -|W/6UJ17 -29S 
v?ia¥D¥^a)^-n\/^i H 0^0 (1x17) 1 

w/6wS " L 8 L 0-ynMTXn^^? (H) 

^X1D^^-D\^S0|l0l^vl v ft IS 21*?** 21 VW [ez.10] 

8'St1 8S§ >1-13 
wzz 982 yi $ H 1? j* 1 
vzz VY£ H 
rot rec H ^ lx8 
§£ 6'S£ H t±*fr 
tnt 0£ H ^ in 
9'£9 09 H $ ±xl 

m IV 

[pm [2Z.L0] 

mS/.0/n0ZdfAL3d 917 0/.8£90/ZI0Z OAV 
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0. 	1 X T &H : 4. 	5 3 m g/mL 	D- (+) - 1--1,/\1=1- -A-- 

z/• ,9r- 

1 X T&F &H : 4 5 . 	3 m g/mL 	D- (+) - I- 1,/\M- 	)3zrie 1 0 

ikg/m I 	7 	.'f "Yi (1A;$7.1<gib*I3k) 	-gA 1-  Z iN 	A' i"Y- 

0. 	5 X T&F &H : 22. 	6 5 m g/mL 	D- (+) - 11,/\1=1-Ez 

Ve1 0A9/m 1 	74'5gZiN'Ys  - 

0. 	1 X T&F &H : 4. 	5 3 m g/mL 	D- (+) - Il,/\1=1-Ez.tf 

1 0A9/ml 	74'9gZ//':,'Ys- 

F&H: 1 OA g /m I 	7 	4 5r.'/ -A- ZiN5r- 

ET-K : ET-Kyoto (cgrAzit'i) 
H : ,N'9's- 

MS CM : 10°AF BS 	A- Z aMEM 

[0175] MRemlatnizT1- . 

[0176] (UN±#$) 

oTtia)21.0 I- 1,/\1=1 — A)J1:11_, -Ct, Uma)±4$(,,N ,9r- 

*a (H) LEM 1, --C _ErF Lk-. —, 7 	4 ,9''5)ill -ZL, *Mt# 

$7Y1ET Lk-  a L 75\ 6, 	7 	4 , tOillIEJSEitt -Z L' L 7Y7TA6-,3_ tt.tc_-. 

1,  I,/ \ F1 — 	tg, 	.7 	4 Y>o)*MIEIttflii5A-z•fbRitA,-7 Lk-. 

[0177] (UN 03M) 

h A T -MS Carf h BM-MS CODK(t:.-_ -Dlivt, 	H,/\1=1- 03A)ilil 

t:_-_,t (,), NIV*7 a5-thMarfffillN3MtfALIZMetE,I-:5 ttico —, 7 a -f Y 

A,, 	iiiii*7 3.a via .VA-  z itRoi 75q,26/3 641., NINNM#1]$1.15-LOA (VEY) 6 tt.ts 

75\ -D  tc. ,N 	A '.J Y-0,7)-A 9 t, 	I- I./ \ 1:1 — 	3A)i0 l,tc_- i3<, 	TWA' 

a):MettALI -1/45 41., UN ORM e ck 75" -D tc_-. 0 . 	5 x T & H t:.-. ck Z *EHM3M 

#11]$11x' A6 	ET—KL Plf'11.--e 	-D tC. MilliV43/51)At, 	E T — K a) 	e 0 

. 	5 x T & HI (t (,) t -g±ifftv-C otz. 	0. 	1 x T & H ---e (t, -g±NII.t 	tz.-. 

'AldetH,I -1 /43s ttico 

o&ccc0>i-i3 "wmmtmm °-ic«anii^^-13^n^nsd# 
^Mfflt^rni-i^ix g "o )W 

W-/1Dra^^-av/H v% Pi °^C.VQ: 

W? SU<5 -£SI^i££<* S£1 < 

&y^c "EC- ViTn 

—•\/^l H ^X^^lECXtCDO s IAI-IAI a MJMOSIAI-1 V M 

(il®W) [z.z.10] 

°^n?22<.£> c ̂ ^ 2 -.n 

#^w v^- o-ynMTxn^^? (H) 
v^xn ra^^-mwi H 

[9^0] 

°4-&2iz&'& imzmmmn [sao] 
IAI 3 IAI £1^ 3; S a d % 0 L : IAI O S IAI 

: H 

(ifX|^fif¥) oio^»-13 :»-13 

>1=^ I w/6nfo L : H'Sd 

y\ZL | UJ/ 6 r/ Q I 

jM* —D\/1 H — ( + ) -a -1W/61U09 • f : H'Sd'JIX I -0 

—„£< >!=£ 1^1/6^0 1:0 

^-•\/H - ( + ) -a -| UJ/ 6 UJ g 9 : H'Sd'^lxg '0 

(nx^qn^w-) <„£>!=£ 1 UJ/BTY 
0 L ^Y-a\/1 H - ( + ) -a -|W/6UJ£ 'gt : H'Sd'SIX I 

-4-1^^-nwl s - ( + ) -a -|w/6uj£g ' P '• H'SIX 1 -o 

-6^rY.^<24-

mS/.0/n0Z<IfAI3d 0Z.8C90/Z10Z OAV 
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[0178] [-AAR 8 ] 

4AR1TM&LA:151 hrFgMM*MMMIP871Ela1tl,TM641. 

tc_laiN (P i g 	AT—MSC 	P7) 	1 0 cm52 -f •Y:>3__ET*AL,tc_- 

,, 	1 Ocm52 -f•y::/aWc_- (,), 	5 m I 0)PBS 	(—) ---c 3 111A3, 	1 m 1 

0)1-T7°:>% — EDTA (0. 	25% 	k') .7°:>, 	1 mM 	EDTA • 4 

N a) 	T2 Cq'PZII- 	a.' L t::_ck t'ikElliNtel,, 	:> J7‘)1.-t)1/0)=1Me6:.:1_, 

, 	E T — KA (ZEN Lk. 14 64-Ltc_AIINREErai,;-Fogit:Nt.:_nlkiNtZ"-- 0 

[0179] (Ats/TWV 	f Je'~O)4ZiltOilTia) 

V)1/521A 3 A GthVY/V 	(T E R U MO) VflkfiL, kfiA- 	5 0 m I 

a-10Del,:.IREL,tc_-. gIIIINSIV,IY-ea-15Xtcl,, 	J-- -ITM.. 

1, --C. 	')—%./ ."-e25.8 (2 5 t) 6:::-C3 0 3A117_1_,tc. -t. 0,1, VA 

i‘yfiA- PBSt:.-_,t9A341-1_,, tWAI/veaAlliN04Z0`),: 

, aintAlMt::_ct 9 WifiLtto 

[0180] P B S t:.-_,t ZA341-441,:.:80--C6, 	MSC s 0)-3g (H XT 1 0%J-;CF) 0) 

ttjai•Y 	e/OrAZegEt95641,tce, 	P B SA344:.ct t•), 4Z LAL- M S 

C s a) 	7133' 	(ffIXT9 0c1/01-;t_h) 	el1 	4-1.tc. 	Tip-D -C, 	I- l'i\D—t:.-.. 

ct 9, 	$01A/v.elg)*FEIliN104Z1=11- Zii ligte77 -1 /4354-Ltc. 

[0181] 035--5-)iduatuR) 
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NLtc. L'OtafF3111Nt')3EL, 6W::1 0%F BS -gti`aMEMTS1 

N L tc_AIINSINAittIll.47  L, to 	L /to M S C 6i3,?,IThia)F44 
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ZL-CoZMSCP BST3111A349-1, 	I- ') •7°:> 	—EDTA (O. 	25 
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