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b5ls£"C$N ® *lil£&&^(D%t^% 
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El VAR 	11-1.'7.1< 	11'11 1, tc t 0 CEH 0 IL-. 
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0-7i=1,, :)7Z 	'91 11,‘Y I- (S I GMA—ALDR I CI-4±11  

) 	: 	11® 

70mMI, 	WA COM ( 	I 	U. — ') Atd-  I-') r, A ; p H 5. 	0) 	: 
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^tt®^) t4 9 2 n mtC33tt£PMJt (A 4 9 2) £>fJJ£L/c0 gfililJt 

ti, X h b 7° h T \f.V y *> y- -tz £ IAT fFJ$ L £ 3c 

tofco S/c, Ht>70;U©Mll*}m^A, & 

^HHhu/co 

(%) = (1 - (A-B) /A) X 1 00 

&33mmtTfetc 33«• £ )ijtti, tc 33w- s (1 06m 
/ml) X)PJJ^0i©#^^<>: LXliWiStitzo £ fcfififfil^ti, 
)fJttC33tt§}lJt>te#: (1 OMm/m I ) X <h LTltW^ 



WO 2013/062054 
	

9 
	

PCT/JP2012/077627 

t tc 

AiM1iE0`) 	1 8,tr1e26:=710 

[0026] 	[1] 

taw itespi2 ittloo mil f+11 VIEM2 Mtifill3 
r 	RiFilk ('C) 20 20 20 20 20 20 
? t7 iN41141(1-31 1 3 10 1 3 10 

A411M4 A- ±1 (rm.' 86 86 86 
61N/m1) 7.57 7.57 7.57 

+ 	0 61 	,) - 6.86 6.86 6.86 
€')a . 	4* (%) 100.0 104.7 77.9 112.0 123.6 98.1 

[0027] 	[2] 

ittrIFM4 the Vat X M4 OgYF1I5 3IF*016 
) 50 50 50 50 50 50 

10 1 3 10 
iie> 	ik1 111 C'-f-fi . - 86 86 86 

iit,-  g).-Tai.1- S.S1t,,V1Ki •- lal/mIc - - - 7.57 7.57 7.57 
e01+Afg(11)114!...--) 6.86 6.86 6.86 

lit*Mit ntA4.7.-Moo 54.2 34.3 11.3 108.7 104.5 751 

[0028] 	-AAR., - 3 l, 	2 0 °C ---e 1 19, 	3 El 8 ck rf 1 0 Elq# I., tcHioAiliM7T I., 

-AAR 4 — 6 l, 	5 0 °C --e 1 19, 	3 El 8 ck rf 1 0 Elq# I., tcHioAiliM7T 

0 	2 0 t t:.-.. 8 0.  Z ELVT 1, EFIAR#$e-t-  I., < 01± 1, tc a.' L 7V71-,3_ tv-C 0 Z 

0  V -Z ": 5 0 °Ct:.-..80- ZeAt4-MT.:1Ett.tct0)-C -Dtc_- 0 

[0029] 	2. 	NAO)Nt,  (8 Ot) 6:.-_ -,j1-Zkifft 

(EFIVAMIAV) 

Z I- 1.7°1- 7 E':'J 	//1/7J- *:>Y--ffictk,a)EalaMEM3t -A-V7.1<t:.= 5 0 

n g /m I t::_tSZ,:t -3 t:)J1:1A., 	a—ll,:.=. 1 . 	0 m I T --D3'a 1,, 	8 0 to 

A-ft-e 3 0 3121.%'*1 S# L tco a.0) L 	, PaYalltOt 	-gtiN 7.1< 0) 6 gArLSE' 

1 	, 	-- tt,T1-t,1 m I 	7-c_- (,) 1 0 611] c-A-AR78,trf8) , 	1 0 71® (-Alt 

IN 9 8ck tie 1 0) , 	1 O 81® (-AYMN 1 1 8ck t$1 2) t::_tsZ ck -3 t._,VM Ltc 

0 

Z:.-.., 	q# I., tc Z I- l, 7°  I- 7' E' 	J 	/)1/7J- * i Y---ff7.1<g'ff-Y 1 0 0 m• I 

(z, 	,IJAV I., tc-F,Egit:M (aNa) 	1 0 0 g I ))1:1 A_ ft t ,_ t.  tz-_-  0  

(aNAMIAV) 

TEKIA/J\ 6 tszi,it:MUA-a L-caNAV4itto 

WO 2013/062054 9 PCT/JP2012/077627 

tl/Co 

11 33<£t/ll2tc^-to 

[0026] [^1] 

I lt»#|2 J±fx#l3 ___1 iisiifF1 H®«3 

StltSI# 

ftftHillfCC) ^ 20 20 20 20 20 20 

StltSI# 

_____ ^ 
1 3 10 1 3 10 

StltSI# 1 _ _ _ 86 88 88 StltSI# 
asmmcfsmsgi < ? Q6is/mi) _ _ _ 7.57 7.57 7.57 

StltSI# 

r^«IWIl«(10,>e/mi) _ - 6,88 8.86 C 8b 
liltSIf f___ 104.7 112.0 123.6 liiTl 

[0027] [^2] 

ttlS«5 ___] ###14 HfttPIS Slit«6 
WiKWileMCC) 50 50 SO SO 50 50 

1 3 __ 10 1 3 10 
JllifliS^flKnm} - r 88 88 __ 86 

«HiM^lifCj3[t4;l«(106ll/ml) _ _ _ 7.57 7.57 
ea^jiKcio^/mo _ _ — - 8.88 8.86 6.89 

mmrnsi 54.2 113 108.7 
!____ 

75.1 

[0028] ^MJ1-3tt2 01C-ei 0, 3 033<£OM 

, ^»J4-6ti5 0°C-ei 0, 3 0BJ:^1 O0^L»ISi^^t 

o 2 0 °C ^ 33 tt £ hb$J-e tigfSlgl^tfil L < fq]± L tc Z t ^3 tlT IN Z 

o ifc5 o°ctzfcNtj--g)i|^:fc#^;tc®ti/c:fc®"efe^/co 

[0029] 2. mmvm (8o°o 
(®^&©m$i) 

X h b 7° h T7 tf ̂  5 0 

n g/m I tC&£ cfc 9 tCjQ;^., fa-7"tC 1 . Om I 8 0°C CD 

m^x3 0%mm±\mLtco 
jt£, ^eti^tn m i fcfcy 1 OM® (^&te0iJ 7 33J:tf 8) , 1 OM® (» 

$|J 9 33ctt/ 1 OK 1 08j® (^»J1 1 33ctt/ 1 2) tC&£J:9tC||$lLfc 

o 

& tc, Ufa LtcTs h b 7° h T7 tf y *> y- -tz'7K;#^ 1 OOju I 

tC, iJ^L/cTIEIi^ (III) ^1 00^ 

(Sff&©!l$l) 

~FIEIIJ^Ct>sbt£2>ISH£Ma LtSSiS^f/co 



WO 2013/062054 
	

10 
	

PCT/JP2012/077627 

[0030] 	 

[0031] 

) 

It 

--C 	

C.  

3 

12. 

"R# 

ttR#$i 

RIME 

[3] 

o-7i=1,:'JT1s.Z 	,91 11,v 	(S I GMA-ALDR I CH#11  

: 	1 	ilIl 

70mM 	1 	MgliMilY ( 	1 	R - ') 	Rt 	') r, 1,. 	P H 5. 	0) 

5m1 

RI E 7.1‹ A a : 5 µ I 

(NA21.8ck .011A3tftR4$10Xffl51) 

	

.7°)14:.-.4 N 	H 2 S 04g'ff-Y 	50 µ. I ))11A_, 	fttaR.,,1-#-_th -,3_ -ft tc: •1 , 

-TO T4 92 n ml,:.:80- ZPAY1..,Iit Lk-. EFIA21. (,, 	l. 7°  

	

E':')J 	,j1/7J- *:>'Y's--ffCE110"-CfMLtc_- $2605\ 63R6737L- c, V-z-_-, It 

7°)1/0)VAJJEFIA3tft 	A, 1 #40)NA3tft 	B L L, ;AIJN 6 FEF1A3t 

Xffl [JAL-. 

A3t1PtR4$ (%) = ( 1 - (A- B) /A) X100 

AiM -FilE103t:.-..71 -c, 

Kit 	Ikb1.0`)±eA ic e ct (') If_ tat AiM 	t'lltt -  Z a' L e7i-:54-t.--c.  0 Z 0  

tcl', 8, 	-4101.18 t:.= 8 ki \ -C.  EFIAR#V, 	0. 	0 %--e 	('), 	-4101.1101,:.:8 0 

l, EFIAR#$ l, 	15. 	2% LtS-D --C kiN  Z 0  ELVIN L ELV L --Cemt17± L 

oZta) a), 	8 OtT8 0 3• L 0 -') A-  ft -F --(' tVATOIJ 1 2 t:.-.. 8 tt Z cV, t:.-.. 

	

0 ffigAt 	•1121 L N 	121111 ORM 	Ii&I., 7V2 	L kiN  L 	A_ 6 tt. Z 0 

kt$017 thVOI18 fiill17 MOW 
AlgN19 
(0±Stit 
AVM 

W ZOO 0 
(Vi+51111t 
ItIX ft) 

XIMP111 
(tillfk 
IttNiff ) 

Cit fAl2 
(*11i5N1k 
RIM) 

Diu 	1 
NiZTEEtit (°C) 80 80 80 80 80 80 80 80 

OMNI* RI (51.) 30 80 30 80 30 80 30 80 

Matifl (nm) - - 79 79 76 76 76 76 

iliffiti±a.11:--klafk(1061111/m1) - - 1.13 1.13 91.5 91.5 915 915 

Itifk+21(10811N/m1) - - 0.89 0.89 70.8 70.8 708 708 

PCt ft Pt P14* (%) 0.73 0.0 24.7 0.0 76.2 15.2 95.5 57.6 

Mt 

. 	MAO p Ht:.111-Zkifft 

ictk,a)EalinEMt -gti'7.KCE110-C, fJ 1 J0'31gliMilY (p H 4. 	6) 

'MA (p I-15. 	7) , 	1) 	Ogidt 4A (p H 7. 	0) , 	7Jr,OgigliMilY 

, 	EfF 

( P 

d) IIIIS^-P v (0 'L Hd) v (L -SHd) 

m v (9 >Hd) f«<T^ 

d CDmU '£ [L000] 

9Z.S 9S6 Z'Sl Z9L 00 I'frZ 00 210 (ft)*g«K¥*l mm®. 
80/. 80Z. 80/. 80/. 680 680 --(i«"/»8oi)s#ia» 
gi6 516 S" 16 516 en eii --(iw/^oOSWMSf^lSiWKW 
9i 9i 9£ 9 L 6/. 6£ --(^")SiS»W 
08 OS 08 OS 08 oe 08 0G (•&)UU«HEMN 
08 08 08 08 08 08 08 08 {ojwwmnm 

(»*$ 
W«i») 
3Lfl»U3g 

(MM® 
3P*i») 
UMUKS 

(MB 
W«±») 
omwn 

(M¥t 
*«±«) 
6»H!¥ 

8(l#» mSKii 8 IMS'# L\mm 

[e^] [0£00] 

11 <^<2:^213 L fiM¥£1 ^1^^08i0„08 KCDCD%^^X 

"s ixmrnmrn^x 
o & n o L ri«¥ v ri ^ a % o "o ¥1 ̂#ig^a i o SP n 8 ri«¥ VSP # 

°4^-i £Wcom±^m 
00 L X (V/ (a-v) - L) = (%) ^tgl^S 

vn 
4-

HXIHX ^n^li^^^l^-PISPriuju 2 6 

^ y c A-<S/T. > £i—A-) -^- r, H -^i/i • o >A 
vfP-/fl-£qT^^^§£ I 71 0 3 ^m(fr0 SsH N l7niro£<-fr 

I ^ s : 

I w 3 • z I 
: (0 "SHd V6 fi H -AIK Ti - |l<x£) ^ISIIIK x £ |/\| w 0 L 

mi •• ( 
f®#H o i yanv — VIAIO i s) H *i/i£ < o 

LZ9LL0/Zl0Zd£/13d (H tS0Z90/£I0Z OAV 
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H8. 	9) 	illtiV L, 	-t. tt.T.113::_, 	Z I- l. 7° H7 E‘ 	i'JI/A-*r--ff 

5 0 n g /m I t:.:1-SZck -3 t:.111A.tc_-. 	a.' 4-t. 	a -1(Z. 1 . 	0 m I T-D3 

a L, 8 OtO)A-ItT 2 0 3Aii 	*q# L tc. 	V7° 7 E':') 	i')1/7 

*:, y - -ff7.K.h.,:a 1 0 0 µ. I 6:., PM L it TERM' (aNa) 	1 0 0 µ. I 

)J1:1A_Rtt -ft/L- 0 

(aNAMIAV) 

TEWV3\ 6 tsZ Iiit:MUPLa L-CANAV41 tc. 

o-7i=1,:'J7Z '9111,v 	(S I GMA-ALDR I CH#11  

) 	: 	1 IE 

7 0 m NA 	1 JggigltiMilY ( 	i Jgg - ') JO'3'd-  I- ') r, 11. P H 5. 	0) 	: 

12. 	5 m I 

3,18RIL7JKAA: 5µ I 

(NA21.8,:t rfEFIA3tftR#$Offl) 

It 	.7°)14:.-..4 N 	H 2  S 0 4g'ff-Y 	5 0 µ. I ))11A_, 	fttag.31-#__LL -,3_.-ttc_-,1, 

-R f2'1 ) Z4 9 2 n m (,:.:8 0' Z PRAM. 	Ali t L tc: . Eil A S' I. 1, , 	Z I- 1, 7° I- 

7 E':'JJ 	,j1/7J- *:>'Y's--ffCE110 --CfMLAL- $ 12605\ 63R6737-c_-. 	etc, It 

7°)I/OVAJJEFIA3tft 	A, 14#40)EFIA3tft 	B L L, ;A/J\ 6 FEF1A3t 

ttR#$i 	Xffl Lk-. 

A3tftR4$ (%) = ( 1 - (A - B) /A) X 1 00 

liiMFigEa)L1- t:.:71 -,, 

*ft HA vz.. ct tj rt, a is p H a # (,:.= 8 0 -C 'at. it kif ft 75%itkt tt.Z a.' L e 7i 

tql.--C OZ. 

[0032] [4] 

Imo It000410 tar 	111 1tt0#11121015r31**0!1141VEr515t100116 
Ai.. 

4 r 20 

I.1..;40 reF00 97dit r) X:,  .0 II& ):,00 *oat 
1411 	ik1+t. 4.6 5.7 7.0 8.9 4.8 5.7 7.0 

86 86 86 86 

ii 	 :::611./m1) 7.57 7.57 7.57 7.57 

.1) 8.86 6.86 6.86 6.86 

1 4fVI .,%; 24.3 66.0 82.4 42..8 75.5 B3.0 05.3 72.6 

WO 2013/062054 11 PCT/JP2012/077627 

H 8. 9) ttlttllZs Xhb^h7tiVy s<)\,X 

^5 0 n g /m I tC&£ £ 9 iZ 1]\\Xtz0 J- — 7"lZ 1 . Om I 

au sowakft-e2oLtc0 \f.v> 
'v^ "tzTK/^S-}^ 1 0 0 At I ti_N BM]8= U/CTPEI^^I (SSCM&) ^ 1 0 0 At I 

(Sff>S©fJ^) 

~FIEIIJ^CIS £££;Fb-n LtSSiS^f/co 

o > $ ~f b >> K (S I GM A-A L D R I C H*±§^ 

) : 1 

7 OmM^l>®giiS 'J K 'J ^7A pH5. 0) : 

12. 5 m I 

iill-fbTK^/S : 5 At- I 

Ht>7°Jl4C4N H2S04»5 0 ^ I iP^.% 

v-r ^ P7°b- h 'J — y— (Ht-^7 -r 7 < v 

£*t§!0 t4 9 2 n mlCfctt£IRftj££)U£Lfco l#Si}fJt^ X K b 7° K 

>^b©siiiist^A, u mm% 

(%) = (1 - (A-B) /A) X 1 00 

$nm£:~F§E©i^4 tC^fo 

tc <£ y JAI5& p H15a tc 31#*;* *l£ £ £ ^ 
3*lT^£>0 

[0032] [^4] 

ltlS*9 ttttSTo1 ti'MW111 __, itBiiTil SMUTS' __ H*«14 «*16 ®1«18 

««» 

mmmsjx) 80 
__, ,___ 

80 80 80 

««» 

mmmmL... 20 20 20 ~1 20 20 20 20 ~l ID i 

««» 
s •7 .->91 mm >___! 

Pit 
««» PH 4.8 5.7 l™ 7.0 8.9 46 5.7 75 8.9 ««» 

»?-|SCnra; - - - - 86 15 86 Be 
««» 

4MBi«l!=#ft4®8 (lO'fi/ml) _ - _ _ 7.57 7.57 7.57 7.57 j 

««» 

MtM^mrn.m'm/mi) _ _ _ 8.86 SM~ 6.88 ' 6.86 '' 1 
iSistt 

r •*«#»;%) ~ r 24.3 80.0 82.4 426 76.5 83.0 95.3 72.8 
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[0033] 4. 	7°1=15-7--ffoNt,  (8 0°C) kiftt 

(EIMAMM) 

7°1=15-77--fftoOta4t0111%,3t -gti`71<6:.= 1 0 m g /m I t:.-.1-SZ,:t -3 t:11:1 

A., 	8 OtT 3 ormaiml,tc_-'1, 	a—lt:.-.. 9 9 0 µ, I T-D33 	ljtc_-0  7 

`It -ff 4 	1) 	—CI 	(Azocase i n 	Tr i s—CI) 	(1. 

3M) , 	CaC 1 2  (2 0 mM) g'ff-YO. 	05 	(w/v) %t:.-_,SZct -3 t: 1 

0 m. I ))11 A., 	6 0 t (,:.= if L tc: L — 5-  4 	ID 'Y 	( Al 7 If•=1141' 	A-R# 

1) T3 0 wiAlq# L tc. 

Z:.= 1 0% (w/ v ) 	1) 	m DE/F0. 1 . 	1 m I 	)iii L, 2 5-2 7°COD 

25E123 0rm471t, ar,ii.31-4._tht-ttc_-. 3 IRLAL91/0K3AtE -z 

tca73, 	1 3 0 0 0 x g ---e 1 03rAlittiL\ L, 	_EMI m I 	IJO) .1 M 	NaOH 

e 1 m I A.Dtz-- a—lt:.-..fttt -ttc_-. 

(NA3tft8ck .0111A3tftR4$0)Xffl51) 

AV Lk-EFIVAICEllo-c, 74 	i=r7°L.— I- ,)—Y— (It —7 4 v 	-t7- 

1J--fIT--i 7 -i v 	T'LicA-Rs#,TO T4 5 0 n mt:.-..80- ZIR01. (A 4 5 0 

) 	siiifl,tc_-. 	etc, 	17 J1,:.:81)\ --Ct_hiELPIet:.:4 5 0 n m6:.:80- Z 

pky61. ( A 4 5 0 b) 	Alit l.„ ;ACEilkiv-c-  1111A3Mtj L L -CX ffl L L- 

. 

A3tft (u/rn 1 ) = (A4 50—A4 50b) / (O. 	001 X30 

) 

*1un i t 	(U) 0).7°1=15-77 —ff3tft6, 	I- 4 5 0 n mt:.:80- ZIR01. 

e1 	tc: (,) 0 . 	0 0 1 ±P, ))11 	Z a' L i LtrA-  z0 

Z:.-.., It 	.7°)1/0`)VAANA3tft 	A, 	3 03H4Ltclt 	.7°)I/ODEFIA3tft 

B L L, ;A75\ 6 FEFIA3tftR#$i 	Xffl Ltc. 

A3tftqys (%) = (1 — (A— B) /A) X 1 0 0 

*iiM -F,Ea) 	5 6:---71 -0 

*ft EIJI t:.-.. ct (,) 7°1=1 5-7 — --ff t:.-_ -D ki\ --c t If_tt.tcffiktftel'41  6 tt.z z: Le7i 

WO 2013/062054 12 PCT/JP2012/077627 

[0033] 4. -far 7—ii<Dm (8 0 °C) 

1 Omg/m I 9 KflP 

A, 8 0°C-e3 OMilfdi, fa-7"i:9 9 0ialf^L/c„ T7 

K 'J X — CI (Azocasein Tris—CI) (1. 

3 M) N C aC I 2 (20mM) ;#>i& 0. 05 (w / v ) % tC &•?><£ 9 tC 1 

0/iliO^ 6 0°CtClS^L/ct-^'r 

m T3 0^IMffi#Lfc„ 

;^tdO%(w/v) h'J^PPMt£1. 1 m I ;^JPL2 5-2 7°C® 

iSTt3 0^^, 

tcSbs 1 3 0 0 0 X g t 1 0 U ±i1ml^iJ0 1M N a 0 H 

i){1 m I Ao tc3~ n — -\ktco 

0 P7°b-h 'J— #— (+J—^ 7 <'>*>*— 

+Mx>^ 7-r y?jfc5fc£*t§!0 t4 5 0 nm(:Blt§M (A4 5 0 

) £>fJj£L/c0 S/c, 5 0 n mlCfctti) 

P»Jt (A 4 5 0 b ) £>|JJ£U £; LTWtJH Ltc 

o 

(U/ml) = (A450 — A450b) / (0. 001X30 

) 

* 1 u n i t (U) ®7°P^77--tz;Sttti, T4 5 0 n m tC£tt£P»Jt 

^ 1 lJ 0. 0 0 1 iff JP"3~£:/E:!l"3~§c 

tfac, tv^KDailliSt^A, 3 0^#Lfct>^l/©BiJStt 

£B£U £HaiLfc„ 

(%) = (1 - (A-B) /A) X 1 00 

ilp^^TIECD^ 5 tC^fo 

^^0^ tc <£ y 7°P 7^ T7 — -tz tc"3 INT t»#?# <? tl£ d £ 

3*lT^£o 
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[0034] [5] 

Xagli 7 
tttM 13 (gETS&F. 

alf{4) 
ATER)/ CC) 80 80 

0190114ftli (3-)') 30 30 
141**4 elift7-11(nm) - 99 

tgOivT411Z431t,614f (10 	/nil) 303 
NA 	'Ilig, (108iNfml) -  215 

NM Mt. WM/314*M 24.8 65.0 

[0035] 	5. t 51 7 --ffa).--ztt 

(2,4m) 

( 1 	) t ,9' 7--L it-117.1< 	tc: 1, e_alUM3t -gt,•7.1< (ffigAt'll ; 100nm. 

A% t 21. ; 8. 77 x 10 6 /m l, t`L'il1000nmJ,;t-FORMS'I., ; 6. 18 x 108  

/ml) t:.-_ ---C 1 mg/ml (3809Uni t/ml) 	7.Kgrfy6._,Igg L. AL-. 

(2) 74 	1=1a-76:.-..3ALtz-_- t51 7--ff7Ega 1 m1. 1)-- :>i-f t 

— (500 rpm) 	(Z -r 6 2 . 	5 t X Phif oHirm (20, 30, 40, 50) 4 J..a,  

— L tc: . 	-t.a),1, 	iiii.,\AII 	 (14000rpmx 5 3•124 ) 	6: -c An z II L tc: . 

( 3 ) VIII 1, tc t 51  5 — -ff 7.1<gA 0 -EA 1 0 0 ii• L. 	3 %iiiiingrA7EA* 2 0 0 

µ,L, 	I) Jpoi-mily (500Mm • pH5. 8) 	2 0 0 m.L L M117.1< 1 0 0 m.L 	a — 

It:.:ER 1') 25'10'x 1 	5 3124 & it.3 -,'_ -ft tz-_-  . 

(4) &J,1.3 -,L -ttc_- '1, EIA -A-'1,z.-.AZt-ctsbl,Z.-..100°C X 5 	,12,ott•91.1,±1 Lk 

0 

( 5 ) &Vrf-Y 	1 0 0 ,u,L3gy L„ 	2 9 0 nm t: 8 0-  Z PRAM. 	Alit L it. Ali if 

L tc P)34)'61..ck I') WE a 	PIP A RIE7IKA311'4$ 	X 	L tc . 

*iim 4 3 6:.-. TO 

[0036] 	6 . 	I) i — -ff CY-k-  tit 

(iiit:51) 

( 1 	) ') /--ffitt47.tc_- tkaltiaM3t -A-ti`7.K (ffigArL'il ; 113nm, 	6 

WO 2013/062054 13 PCT/JP2012/077627 

[0034] [H5] 

jtiHsna m^mm. 
«*«) 

KM# 

iMraatco 80 so 

KM# 
30 30 

KM# SJS8?&<nm) - 39 KM# 
ft Stt^atc jsit«a* (1 o6®/ml) _ 303 

KM# 

MT;*S(10efi/mO - 215 
24.8 65,0 

[0035] 5. 

(SSH^T/i) 

(1) (ft#Ife^;100nm, 

; 8.77Xl06/mL fe^1000nmJ^T0$£Ji^}f Jt ; 6.18X108 

/ml) tCT 1 mg/mL (3809Uni t/mL) 7_K/#/StClM]SI L/c0 

(2) "7-f £ nJ-=L — 7°lZft)±Ltct)$ ̂  — -tZ7K;#)S 1 — ^ 

- (500rpm) tCT6 2. 5VXpJffc<Dftfi$ (20, 30, 40, 50ft) 

- h Lfco (14000rpmX 5^) KT,*fcfi8tfra 

(3 ) MH L tc ±> $ =? - -tz7K;#^©±;* 1 OO^U 3 %}§gHt7KSl7K 2 0 0 

M-U 'J jyfc (500Mm • pH5. 8) 2 0 0 1 OO/iL^fa-

7"tClX "J X 1 5 tt/co 

(4) Wm^±<,Z<k7&TZ>tMzm0CX 5»j|iUc 

o 

(5) 1 0 0 ixL^IXU 2 9 0nmtCfctt£P»jt£>lJJ£L/co >UJ£ 

L/cP»Jt<£ y L/co 

[0036] 6. 

(SSH^T/i) 
(D i);<-i£%mm*%tctemmmfe%:<a&7k 3™, it 
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1a'1 ; 36. 4 X 108 /m1., t1•111000nmJ,;t-Fon121 ; 20. 9 X 108 /m 

I.) 	t:.-_ ---C O. 	0 2 mg/ml 	( 2 3. 	5 2 Uni t/m I.) 	7.1<gat._,IIM [JAL-. 

( 2 ) PM L tc ') i --ff7.1<3ea 	7 0 t (,:.= --C 5 3Aii 4 	* a 	— 1, L tc. 

(3) VI Lk- 1) /--ff7.K.h.,:a 5 0µL, 	L;CF6:.:Eili,-, tttc: 	51"-C137M -,L 41,k- 

a WAY 1 0 0 µL, 	I) Z 	ngratiMia (pH8. 2) 	5 0 ,u,LTiffta)Hirm x 25a.--e 

rii.3 ,L 	ft tc: . 

azf-ygyi.„ 	4 1 0 nm6:.-..80•ZPAY61it L tc: . 
Aim 	4 4 t:.-..7 c, 

(aNaantiV) 

all* 1 0 Oml.t:.= O. 	0 1 3 5 gO)p—= I-1=17 i=)1/7',1,— I-, 

0. 	0 1 7 TO K5':>)1/0,0 -  I- 1) r,./_1., 	1 . 	0 gO)Tr i ton X —100UPLa 1, , 

6 5 t t:.-.. ""C 7.Kg -,'_ -ft/L-1 , 	AP L, tc. 

WO 2013/062054 14 PCT/JP2012/077627 

; 36.4Xl06/mL *i^1000nmJ^T0$£Ji^}fjt ; 20.9xl0s/m 

L) tC TO. 0 2mg/mL (2 3. 5 2 Uni t/mL) 7K/#/StCfM]SI L/c0 

(2) PML/c'jA —-tZ7K)#>S£7 0°CtCT5^rPM>^rZL^- K Ltc0 

(3 ) L/c <J y<—tz7k%fc 5 0 MU J^TtClEi^ ti/c 

sit$ 1 o o MU K 'j (pH8.2) 5 o x^-e 
KJfctSihtco 

LN 4 1 0 nmtC330^7*6^L/c0 

i|p^;&ll|4 tC^fo 

(Sff>S£>!J^) 

ItS^TK 10 0mL tC 0. 0 1 3 5g©p-z hP7xzjl/7^ 1/ - hN 

0. 0 1 7 gCD h 'J ^ A% 1. 0 gCDTri ton X—100£;,!"^ Ls 

6 5 °C tC T7K;#3 fern, L fc0 
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iii5ROCKI 

[1,4**1] A' gArL•117V 5 0 0 n m 1-;CF 0 kL3 WM tOt 	gtiNAK L ,9' M 	N 

-A-V*Mt. 

[1,4**2] ktalUM3ta)ffigAt13'I.e 1 m I 	t.L- t,J 1 0 0 Mi1J-;t_E-CZ, 

id$3RIA 1 t:.-_,EAMEMMt 	-•g-tiN7.KL ,9' 	N-g-tilimtto 

[ii**3] t`L•fl 1 0 0 0 n m 1-;CF 0%A CAA 	&E'1.7V 1 m I etc (,) 5 0 0 0 

MI1J-;LETZ, gii3RIA 1 is 0 L 2 I,: ENCOMUM3t 	-•g-tiN7.KL 5' 

Jig~j N 	''A-tillMtt... 

[1,4**4] glEktalUM3te'43%, RA, 7E_, 2.„ '0001, 7)1/1, 

N7J- , 	*-ti 	, 	7 vAlEt1443,trf3tftlEtb\632.tR-1/43541.Z 

1 fE 	tc: 1, 	2 f21-;1_h0ptv1*--etsZ, 	gii3RIA 1 is 0 I., 3 a) 0 T4-03\6:.-_,E 

ao)*Mt. 

Cii**5] 442,9' 	' fj 	gii3RIA 1 tsol,410oTtLb\t:Ea 

0)*. 	Ito 

[1,4**6] MENA7V, /)1/7J-* ,9r--ff, 	7°D5-77--ff, -t)1/7--ff, 	72 

[1,4 **7] 

7—..ff, 	tz.:(, 	1),_-ff---ezid$3RIA 5 izEik,a)*MItc, 

A' MA •117V 5 0 0 n m J-;CF T 	Z EaliagMt 	gtiN7E L ,9' M fj  

NuA-, -z a- L -A- tiN , 5' 	N*MItaY-k-/flE51. 

[1,4**8] A' MA 	•117V 5 0 0 n m J-;CF T 	(,) , 6 Mi'L 	SE ' I. e 1 m I Wz-_- (,) 

1 0 0 MI1J-;t_h--eZtalUM3t -A-tiN7EL ,9' 	ioNuA-a -z a- 

L 	-A- tiN, 5' 	JO MIMttaYk7flE51. 

Cling] 1,4** 7 	t'L- 6 	8 t:.-_,Eaa) 5' 	'N*mtttay--..-ziE51---e- --c 

mum,3t-g-tiN71<a)ta 1 0 0 0 n mi,;t-FotOtaAi'LS'fte 

1 m I Wc (,) 5 0 0 0 MIIJ-;t_h--eZ, 5' 	/0K*MItaYk-/flE 

51. 

Ci,43Rmiol glEktalUM3te' 3 %, RA, '0001,  

N7J- , 	*-ti 	, 	7 vAlEt1443,trf3tftlEtb\632.tR-1/43541.Z 

1 fEtc_- 6 	2 fEJ-;t_ta)%12tK 	i'8, -Z, 	1,4** 7\L9',\1./3 	0 N 

^lM-0<2>6 "I Limm K(2L 
s<rz.* s<£* 

v<nrz KY&m%< Kmm w vmm imirn 
°Wi 

K<2<#2-Trm^o o o s ri-y^ i w L 
^^fiiTO^Goirciuu u o o o L ^nco^Q^wMmnm v 

xc^a^q>^^0^ilM^v<^O)S2iri8?1^¥ Llimi [6li^ 
°¥^q}^0(^IfSi£v<£ \T^^? 

(i --/<£ I w L &%W±Tm& v (1 «a«iuj u 0 0 3 [8ll^ 
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