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ME CIM -0-  6 It. 16 0 FA 

[0007] *RHAlor,Angit, -FE (a) — (d) 75\ 6tsZ75\ 631ttRtql.tc_-,-.Pts 

< Lt --DGAIH) 	1,7J- K -A-tiNa'.L!til'IlL -Z-f 	7)1/ilfr,-f 

)1/6:.-11i-i -ZrAn'a• --CZ. 

(a) gEN*1-41  1 —3 0 ooTto5N0DitagEN75\ 6 tsZ 7J1 ,) 	I, 7J- 	K 

(b) ME (a) ODOTto5NODYEMENt:.:80-C, 	1 t L < ttiziEoliaa7v 

hey, MA, 4A8ct rie/tctilliiii:stt.tci-kagEN/J\ i ts (,), 	-f 	7/1/i 
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[0010] [ 1] 1 (,, *ft HA t:.-.8 0-  z t i) z 	VA 	K0)-fit==;VCS71VMA 
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[ 2] 2 1, , *ft HA t:.-. 80* Z t ,) 	I/A- 	Ka)--lit==)VCSMA 
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[ 3] 3 (,, *RIElAt:.-.80•Zt ,) 	1,7J- 	Ka)--lit==)VESAA 
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-f J7)1/ilfr,-f)i.6:.-_M-Ztlii-ahll,--CkiNZ, 	V-c_-t, 	4 J7/1/i 
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-f 	-7)1.ilfr,-f)i.Lotlii-at, 	,f1JAJS,  	7°7XI:VI,%3$1 
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[0013] *ftlElAt::8o --C, 	*L' 	-f 	7)1.ilfr,-f )1.0)fEffi6, 	1J6$1_11R 

tql.1-soc. 	-f 	7 )1.1 	If r, 4 JI. 	1,, RAJ'S, 	AM-1 4 	7)1/ilfr,-f)l. 
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K 
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K 

[0012] r^ >7;ux>Hf^7^;ux^^"T^J 
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-i yyiisjiy-tfO^)\sxtm$£te, il^Xf y&mftTtm 
fEffl (SPR ; Su rf ace Plasmon resonance) 

^T#JCj;y^-e$i)o tuiEM/f^ P r o t eON (j$nQn£N B 

i o R a d ) §0 

[0013] ttMittazj yy^^y-ifOj)\sX(DW&&s 

-f yyj\yjiy+fO^J^xiis Al^ yyji/jLy+fO-i)\s 

XN BM^ >7;Ux>Hf H7^;UX, Ci^ >7JUXy+f£-f £ 

tL-So AI^ (HA) 01 6fflll 

(H 1 ~H 1 6) ts J 4 =7 $.-#—& (N A) GO 9ffl!I (N 1 ~N 9) 0 
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A_ 6S, 	H5N1, 	H1 N1, 	H3N2 713 	646 tt, Z 0  Ai* IN L L, ---C , 	H 5 N 

1 (,, 	RAJ'S, A/Anhu i /1 /20058 ct VeA/goose Gu i yang/337/2006, A/Japanes 

e 	white 	eye/Hong 	Kong/1038/2006756/ 641,, 	H 1 N 1 (,, 	RAJ'S, 	A 

/Cal i forni a/04/2009, 	A/Br i sbane/59/2007, 	A/Georg i a/20/20067Y 	146 

tt,, 	H 3 N 2 (,, 	RAJ'S, 	A/Ai ch i /2/1968, 	A/VV i scons i n/67/2005, 	A/Br i sba 

ne/59/2007, A/Moscovv/10/19997Y 	14641.Z. 	B 324 	7 Jl/I J 	4 )l. 

6, 	1 affiC) H A L 1 affia) N A L CAL-a - ft-  C 	Z . MEE BM-1 -( 	7 )1/i 

JIJ 2  LL/"Ct, 	RAJ'S, 	B/F lor i da/4/2006, 	B/Ma Lays i a/2506/20047Y 	ti 

641.Z. 

[0014] t.,:- , *ftp]a)Togo, imAis, 4 	- 7 11/i 	1  f r , 4 11. 	FIEA0),N7 

11/ 	= 	(H A) (•.3p-au,  g--ev), a14Koi76:.-..6, imAis, mEH A, 44 

EH Aopitla=v 1- --C'sZH A1, HA1LH2Lo 	::_e va14“au,  g-e 

Z.:. *ft FIAt:.:8o -c, 	[- 	7)1,i ifr,411.ZFA H A t:.-_*,i-a -  z i 	L 

6, RAJ'S, maH A t::_m-z*,i-at 	L -coz, v-z-_-t, MEH A t:3-4 

-z*,i-a3titt.,-ckiNzLt kiN -,0 *RIE1)10T-AngLI14,1E1H A L oeca 

1, , MAL 17001174C:: ck (,)5A-Z --e,Z0 ME H A IDHEA L tsz 4 	7)1,i 

ifr,-r)i,=, lit:An:54-LT, m A ID -(J 7)1,iifr,-r)1,ei,f6 

tt.Zo 	*ft EIJIt:.-.1-3o-c, 	J-;«, 	Hi 	7)1/ilfr,-f )1/1,:eca_l 	l, , 	INA. 

tS, 	[-(J 711.=J 	'J-( )1,FIEAH  At:Ai-a] 	t:.-..007-)-VA_U,  iC--eZc. 

[0015] *ft HAorAggot:.-.1-3o -c, ME (a) — (d) CAI') 	1,7J- 	Ka)** 

*'fill, , RAJ'S, 	1,7J- 	KRa --eV,) , 527J-*:> ,)7J 	1,7J- 	KR 

Wickt1e ,)7J1,7J- KRa75 	61641.Z0 glEt ,) 	1,7J- Kl, , IN 

AiS, •13 - Zck -36:.-_, 	527J-*:> ,)ti,A- KRa75\6"-szDNA, 	I) 

ti,7J-KRa-A-tiNDNA --CV'), IN AiS, 	-,3_ 66:.-_, 4-i/A-K 

R
y. 	

-A-A, --et (too *RIE1)10F,Angrg, INAJS, it-F, 	D N A 77°5'7 — L 

V o -3 0 

[0016] *RHAlor,Aggot, RAA,S, ME (a) — (d) o1iNT41.75Not ,) 

i.7J- Ki3\6 7̀ sZ3 --etctol„ 	44,E7J1 ,) 	1,7J-K-A-tiN3--et,ct 

WO 2013/183383 6 PCT/JP2013/062256 

X&s H 5 N 1 , H1N1, H3N2 l£0 £ LT, H5N 

1 A/Anhui/1/2005j3ctt/A/goose Guiyang/337/2006% A/Japanes 

e white eye/Hong Kong/1038/2006=^7^$)H 1 N 1 tt, A 

/CaL ifornia/04/2009% A/Br isbane/59/2007% A/Georgia/20/2006=f <o 

tls H3N2H m?Ll£s A/Aichi/2/1968, A/Wisconsin/67/2005, A/Brisba 

ne/59/2007% A/Moscow/10/1999=f ^tl'So BM'f Jb 

Z&s 1 A£ 1 SII0N fulEBSH >7JUX 

B/F Lor i da/4/2006, B/Ma Lays ia/2506/2004#tf£>lf 

£*l£>o 

[0014] -f £>fji/3>E3fe©'W 

?)\s?--y (HA) IUIEHA, m 

IEH A0Ht7"zL- y h-e3b5HA1, HAUH 2 £ RTf^ 

fo&o ^ yyjuniy+fOJ JUxm&H t 
tulEH AC)[ttS^I^^Ltl^, fulEH A IZ$$ 

t Z> *fgB£ <^tulE H A ^ 

&s iulEH A©E3fe£&£>f >7Jl/X 

IU^OM>7;ux>Hf)\s7,iffoiiP, 

ti£0 JUTs ^ $1*. 

[0015] fulE (a) ~ (d) (DtfV Z <7 POM 

S£ 'J #2 ? fu§E*° 'J 7 ? Ris M 

X\£, tr^tZxtHZ, \y^^- K$ISfr£>&£DN A, "J 

p( 0 K^S^#£JN D N A T'fe y N #yx.fc£„ ^ b/I" 51 K 

UT, DNA?^?-^ 

[0016] tuiE (a) ~ (d) (D^tntMDtfvzt 

KAN cfc lN LN tuHE^ x) 0 \y^ ̂  K^:# cfc 
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00 '14a)tiii  a• *RBA ODTAggi t. IN AiS, "CLR 	Z ck -3 t:.-_, ME ( a 

) — (d) ooTtt.b\a)7J1H) 	1,7J- K 	2 -DL;EA-A,-et (too  44E2 

--DL;t_ha)7J11) 	1,7 	F 	P] UgEN-et 	kJ \  l„ At:I:ZEN-et (too  

V-z-_-, •ltotga, *RBA 0T-Ang0, INAJS, 	-,3_ 66:.-_, 	i) 	t —8 „k ve 

/V-zz- tillingEN1_,-ct, ck 00  

[0017] ME ( a) a) t ') 	1,t 	Kl, , MEgEN#1-4 1 —3 0 Oki\ T41.75\  VI 

agaM75\  6 tS Z t I)z 	1,7J- 	K -eZc. 

[0018] R H A 0 0 2 3 (guij#,4 1 ) 

GGTTAGCCCGTCCCGAGATAACCTTGGGGTCTTTGGGTGGGGTTGGTGTGGTCTTAACACACGGCGG 

CTGTAG 

RHA0030 (gog#,4 2) 

GGTTAGCCCGTCCCGAGATAACGGTCTCGGCTCGGTTCTTTCGGAAATGTTGCTTAACACACGGCGG 

CTGTAG 

RHA001 3 (god#'-4 3) 

GGTTAGCCCGTCCCGAGATAACGGGTTTCGACTTGATCGGACTTAAGCACCGCTTAACACACGGCGG 

CTGTAG 

RHA0009 (gog#'-4 4) 

GGTTAGCCCGTCCCGAGATAACGGGTGGTTGGGGGGGCCTTTTCTGGTTTTGTCTTAACACACGGCG 

GCTGTAG 

RHA0058 (god#'-4 5) 

GGTTAGCCCGTCCCGAGATAACTCTCGGCTTGGTTCGTCTGCGAAATGTTACTTAACACACGGCGGC 

TGTAG 

RHA009 9 (god#'-4 6) 

CCTGCACCCAGTGTCCCACACGTGTATGGGTTTTTTATGGTTAGGTAGGGGCGGCTTGACGGAGAGG 

AGGACGG 

R H A 0 1 1 0 (guij#,4 7 ) 

CCTGCACCCAGTGTCCCCGGCGTTTGGTTGGCGTGAACCATTTTTAAGTTCTGCGTGTGACGGAGAG 

GAGGACGG 

WO 2013/183383 7 PCT/JP2013/062256 

9 ̂  fulE (a 

) ~ (d) -*0 \s^"5- 2-^J^±#^-e:fc J:l^o fulE 2 

S/c, ^0*II=K 'J 

LTt ct 

[0017] fulE (a) ©*0'J *0 fulEIB^J#^ 1 ~ 3 0 0 

SlB^O t>s £> & •?> 'J ~%0 b 51 Kf'fe^o 

[0018] RHA0 0 2 3 (IB^J#^ 1 ) 

GGTTAGCCCGTCCCGAGATAACCTTGGGGTCTTTGGGTGGGGTTGGTGTGGTCTTAACACACGGCGG 

CTGTAG 

R H A 0 0 3 0 (IB^y#^2) 

GGTTAGCCCGTCCCGAGATAACGGTCTCGGCTCGGTTCTTTCGGAAATGTTGCTTAACACACGGCGG 

CTGTAG 

R H A 0 0 1 3 (IB^y#^3) 

GGTTAGCCCGTCCCGAGATAACGGGTTTCGACTTGATCGGACTTAAGCACCGCTTAACACACGGCGG 

CTGTAG 

R H A 0 0 0 9 (IB^y#^4) 

GGTTAGCCCGTCCCGAGATAACGGGTGGTTGGGGGGGCCTTTTCTGGTTTTGTCTTAACACACGGCG 

GCTGTAG 

R H A 0 0 5 8 (IB^y#^ 5 ) 

GGTTAGCCCGTCCCGAGATAACTCTCGGCTTGGTTCGTCTGCGAAATGTTACTTAACACACGGCGGC 

TGTAG 

R H A 0 0 9 9 (IB^y#^6) 

CCTGCACCCAGTGTCCCACACGTGTATGGGTTTTTTATGGTTAGGTAGGGGCGGCTTGACGGAGAGG 

AGGACGG 

R H A 0 1 10 (IB^y#^ 7 ) 

CCTGCACCCAGTGTCCCCGGCGTTTGGTTGGCGTGAACCATTTTTAAGTTCTGCGTGTGACGGAGAG 

GAGGACGG 
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RHA0098 (gog#24 8) 

CCTGCACCCAGTGTCCCGTCGTTGGTGTTTTTTTGGCTTTTAGGGTAGGTGTGGCTTGACGGAGAGG 

AGGACGG 

RHAO1 44 (gog#24 9) 

CCTGCACCCAGTGTCCCTCGCTTCTTTTTTTGGGTTGGGGTGGGCGGGTTCCTGTCGGACGGAGAGG 

AGGACGG 

RHAO1 33 (gog#24 1 o) 

CCTGCACCCAGTGTCCCCCTCTGTGTCGGGCGGGCCGTTCAGGGTTTTGGGTGGGGGTGACGGAGAG 

GAGGACGG 

RHA0020 (gog#24 1 1 ) 

GGTTAGCCCGTCCCGAGATAACCTGTGTTGGGGGTGGGAGGGTTTTTGGGGTCTTAACACACGGCGG 

CTGTAG 

RHA0002 (gog#24 1 2) 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

CTGTAG 

RHA0002 	s 1 6 (gog#24 1 3) 

GGTTTGGTCTGGTTGG 

RHA0002 	s 20 (gog#24 1 4) 

GTGGTTTGGTCTGGTTGGAC 

RHA0002 	s26 (gog#24 1 5) 

CGTTTGGTTTGGTCTGGTTGGCAACG 

RHA0002 	s28 ( 16) 

CGTTATGGTTTGGTCTGGTTGGCTAACG 

RHA0002 	s33 (gog#24 1 7) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

RHA0006 (gog#24 1 8) 

GGTTAGCCCGTCCCGAGATAACTCGGTGTGTTGGGTTTGGGTTGGGTTGGGTCTTAACACACGGCGG 

CTGTAG 

WO 2013/183383 8 PCT/JP2013/062256 

R H A 0 0 9 8 (I3^U#^8) 

CCTGCACCCAGTGTCCCGTCGTTGGTGTTTTTTTGGCTTTTAGGGTAGGTGTGGCTTGACGGAGAGG 

AGGACGG 

R H A 0 1 4 4 (IB^]#^9) 

CCTGCACCCAGTGTCCCTCGCTTCTTTTTTTGGGTTGGGGTGGGCGGGTTCCTGTCGGACGGAGAGG 

AGGACGG 

R H A 0 1 3 3 1 0) 

CCTGCACCCAGTGTCCCCCTCTGTGTCGGGCGGGCCGTTCAGGGTTTTGGGTGGGGGTGACGGAGAG 

GAGGACGG 

R H A 0 0 2 0 1 1 ) 

GGTTAGCCCGTCCCGAGATAACCTGTGTTGGGGGTGGGAGGGTTTTTGGGGTCTTAACACACGGCGG 

CTGTAG 

R H A 0 0 0 2 1 2 ) 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

CTGTAG 

RHA0002 s 1 6 1 3 ) 

GGTTTGGTCTGGTTGG 

RHA0002 s 20 14) 

GTGGTTTGGTCTGGTTGGAC 

RHA0002 s 2 6 1 5 ) 

CGTTTGGTTTGGTCTGGTTGGCAACG 

RHA0002 s 2 8 16) 

CGTTATGGTTTGGTCTGGTTGGCTAACG 

RHA0002 s 3 3 1 7 ) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

R H A 0 0 0 6 1 8 ) 

GGTTAGCCCGTCCCGAGATAACTCGGTGTGTTGGGTTTGGGTTGGGTTGGGTCTTAACACACGGCGG 

CTGTAG 



WO 2013/183383 
	

9 
	

PCT/JP2013/062256 

RHA0006 	s1 9 (g0d# 1-41 9) 

GGGTTTGGGTTGGGTTGGG 

R H A 1 6 3 4 (gOli# 1-41  2 0 ) 

ATATATATGCCCACCCTCTCGCTGTACGGTTGATGCGCGTTTCTTTCTCTTTATATTGCTGGGTGCCGC 

CTCCAAGGTCAAAAAAAA 

RHA1 634 	s60 (gog#24 21) 

GGGCACCCTCTCGCTGTACGGTTGATGCACGTTTCTTTCTCTTTATATTGCTGGGTGCCC 

R H A 1 6 3 5 	( 22) 

ATATATATGCCCACCCTCTCGCTGGCGGCTCTGTTCTGTTCTCGTCTCCTTGATTTCTGTGGGCAGCCG 

CCTCCAAGGTCAAAAAAAA 

RHA1 635 	s62( 23) 

GGGGCCCACCCTCTCGCTGGCGGCTCTGTTCTGTTCTCGTCTCCTTGATTTCTGTGGGCCCC 

R H A 0 3 8 5 (gog#24 2 4 ) 

ATATATATCCTGCACCCAGTGTCCCGTGTGCAATTCAGTTGGGGTTATTTTGGGAGGGCGGGGGTTG 

ACGGAGAGGAGGACGGAAAAAAAA 

RHA03 8 5 	s28( 25) 

TTGGGGTTATTTTGGGAGGGCGGGGGTT 

RHAO4 7 1 	(gog#24 26) 

CTGCACCCAGTGTCCCTTTCCTCGTTGGGGGTGGTGGTGGGTTTCGGTTCATGGGTGGGACGGAGAG 

GAGGACGG 

RHAO4 7 1 	s51 	(gog#24 27) 

TCCTCGTTGGGGGTGGTGGTGGGTTTCGGTTCATGGGTGGGACGGAGAGGA 

R H A 0 1 1 1 	( 28) 

CCTGCACCCAGTGTCCCGTGCTCCGGGGGTTGGGCGTGGTGGGTCTGTCGGGTTTCGGACGGAGAGG 

AGGACGG 

R H A 0 1 27 (gog#24 2 9 ) 

CCTGCACCCAGTGTCCCTGGGTCGGCTAATTTGGCATTTGGGGTGGTTTGGGGGGGGGACGGAGAGG 

AGGACGG 

WO 2013/183383 9 PCT/JP2013/062256 

RHA0006 s 1 9 (B39!J#^19) 

GGGTTTGGGTTGGGTTGGG 

R H A 1 6 3 4 (B39!J#^2 0) 

ATATATATGCCCACCCTCTCGCTGTACGGTTGATGCGCGTTTCTTTCTCTTTATATTGCTGGGTGCCGC 

CTCCAAGGTCAAAAAAAA 

R H A 1 6 3 4 s 6 0 (B39!J#^2 1 ) 

GGGCACCCTCTCGCTGTACGGTTGATGCACGTTTCTTTCTCTTTATATTGCTGGGTGCCC 

R H A 1 6 3 5 (l3^!J#-§- 2 2) 

ATATATATGCCCACCCTCTCGCTGGCGGCTCTGTTCTGTTCTCGTCTCCTTGATTTCTGTGGGCAGCCG 

CCTCCAAGGTCAAAAAAAA 

R H A 1 6 3 5 s 6 2 (B39!J#^ 2 3 ) 

GGGGCCCACCCTCTCGCTGGCGGCTCTGTTCTGTTCTCGTCTCCTTGATTTCTGTGGGCCCC 

R H A 0 3 8 5 (I3^US^2 4) 

ATATATATCCTGCACCCAGTGTCCCGTGTGCAATTCAGTTGGGGTTATTTTGGGAGGGCGGGGGTTG 

ACGGAGAGGAGGACGGAAAAAAAA 

RHA0385 s 2 8 (B39!J#^ 2 5 ) 

TTGGGGTTATTTTGGGAGGGCGGGGGTT 

R H A 0 4 7 1 (l3^!J#-§- 2 6) 

CTGCACCCAGTGTCCCTTTCCTCGTTGGGGGTGGTGGTGGGTTTCGGTTCATGGGTGGGACGGAGAG 

GAGGACGG 

RHA047 1 s 5 1 (I3^US^2 7) 

TCCTCGTTGGGGGTGGTGGTGGGTTTCGGTTCATGGGTGGGACGGAGAGGA 

R H A 0 1 1 1 (l3^!J#-§- 2 8) 

CCTGCACCCAGTGTCCCGTGCTCCGGGGGTTGGGCGTGGTGGGTCTGTCGGGTTTCGGACGGAGAGG 

AGGACGG 

R H A 0 1 2 7 (l3^!J#-§- 2 9) 

CCTGCACCCAGTGTCCCTGGGTCGGCTAATTTGGCATTTGGGGTGGTTTGGGGGGGGGACGGAGAGG 

AGGACGG 
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RHAO1 24 (g0d#1-41  3 0) 

CCTGCACCCAGTGTCCCTGTGTGCTGGTGTGGGGTGGTTTGGGGGGGGGACGGAGAGGAGGACGG 

[0019] ME ( b ) (,:.:80-C, 	I-  1 t L < l, RIEJ l, , RAJ'S, ME ( b) 07J1') 

1,7J- Ke, 44E4 	-,)1/ilfr,-f)i.tcl,VHAt:.-111i-a -z0,# .--e 

,tsct 00 ME I-  1 t 1, < l, NIIIIi 1, , ME ( a) okiNT4-Lb\oziagam 

t:.-..8o-C, 	INA.tS, 	1 — 6 01E, 	PT 	I., < l, 	1 —3 01E, 	ct (,)tcT 	L < l, 	1 

— 1 	51®, 	-,'_ 6 t:.-..PT 	L < l, 	1 — 51®, 	lit::-PT 	L <1, 	1 V-L-t21111--eZ 

0 

[0020] ME ( c ) (,:.:80-C, 	[n—tti (,, RAJ'S, MEE ( o ) 0)7J1') z 	1,7J- 

Ke, MEE4 J711/Ilfr,-f )1/V-c_- (,H A t:.-11,i-a -ZWD:ett,l,Sct 

00  MEP] —i[tt. IN A- tS, 	8 0 %J ±.. 	8 5 %J-;t_E-C ('), PTA L < 1, 	9 

0 %J-;t_ET 	(') , 	ck (')PT 	L< l, 	9 5 %Jt_h, 	9 6 °/01±, 	9 7 %Jt_h-,L 6 

(,:.:PT 	L < l, 	9 8 %Jt_h, 	lit:.-..PT 	L < l, 	9 9 %Jt_h"-C 	Z0 MIER —ttl, 

IN AiS, 	BLAST, 	FASTA0)/174*V 7 I- r , 	7 7  CE111,\--C . 5 2  7 A- 
11/1-0/7)<-91::_ct (') Xffl — Z (J F.. 	He) 0 

[0021] ME (d) 1,:.:80-C, 	D \ 4 1') Y-f XU,  Rts7J1,) 	1,7J- 	K_I l, , IN 

AiS, ME ( a ) opt') 	VASK t:.-.I 4 L -c , 	5--..v-z-_- tv,,Ei33•01gt:.-Amoig 

tst 1) 	i. A - 	/\1  \ 4 I') 5r-1 Xl, , INAJS, 	-f2/ \ 4 1') 

Y-f -ff—:> 	-J-iv -t-ft:.-..c0,) ffl -C,Z,:, ME/\41,) ,9r-f -ff—:> 	J77  

v -t-f 6, lit:$111Rtg-LT, INAJS, 1J2 J 1)1.— 	(Sambrook) 	6 

1- 1,*a7— • 	1=1—=J': 7 • 7t7 1 1)-7=a7/1/M2* (M 

olecular 	Cloning: 	A 	Laboratory 	Man 

ual 	2 nd 	Ed.)] 	[(Cold 	Spring 	Harbor 	L 

aboratory 	Press 	(1989)] 	6:.-_,E$sc,-,3_41.-ckiNz51 

i‘;')17 	zz._-.Lt) -- zo 

[0022] gm (d) 	6:.:80-C, 	1- 	') 	 tc1A-I1i 	1, , 	RA_ tS, 	1E 	') 

J:'J 	tS,Aft, 	IfI 	') J:'J 	tS,Aft, -A 	I) J:'J= J 1 1:4A-it 

ooTtt.Tt ct 00 	r,fa 	1`')J=17,̀,a,-It_l (,, RA_ tS, 	5xSSC 

WO 2013/183383 10 PCT/JP2013/062256 

R H A 0 1 2 4 (BB9!J#^3 0) 

CCTGCACCCAGTGTCCCTGTGTGCTGGTGTGGGGTGGTTTGGGGGGGGGACGGAGAGGAGGACGG 

[0019] fulE (b) rUKlitiJ ̂  fulE (b) 0*°'J 

7 0 K ifis ftilE^ /cti H A^^-r^l5g|-e 

fulE T1 teu fulE (a) CQl\~fti;6NCQi^Slfl^l] 

1-6 Cm SfSL<tt1~3 0R iiJSfSKttl 

~1 51®, 3 L< 1 ~5j®, L< & 1 £tc&2®-C$>& 

o 

[0020] fulE (c) T|W]-i4j fulE (c) CD 'J 7 7 b 

51 K tfs fulE^r >7 ;ux>Hf 7^ ;i/XJfc(iH A £> 160-e&*U£ <£ 

fulfill HffciU $1*.^ 8 0 %JU±s 8 5%JM±TS)^ &3;L<&9 

0 %JU±-efe y, J: y $?£ L < 9 5 %J^±, 9 6 %JU±, 9 7 %J^±3 £ 

L < 9 8 %u±, ftlZftt L < 9 9 %JU±-e&£„ fulEH-lf 

, BLAST, FASTA|0SfiV7h^x74ffll^ ^'7* 

(JUT, II*§) 0 

[0021] fulE (d) r/\>r 7"'J y>r XqTtg&tf'J 7^ Kj 0!J 

fulfi (a) ©tf'J KtCttLT, 

U 77 fulfi/W 7"'J Xtt, $1*.^ 7"'J 

^y-tz—>a tcot:y^ai"e$i>o fuiE/wyj^y-tz—>a 

00*.^ *fy?)\s-0 (Sambrook) £ 

H • 7 P-->7" : T7 • K 'J — V —zL77;U||2|tS (M 

olecular Cloning: A Laboratory Man 

ual 2nd Ed. ) J [(Cold Spring Harbor L 

aboratory Press (1989)] ^HClfiH^ 

ZUmt&Zt o 
[0022] fulfi (d) IZ&^T, rx K 'J >y'i> ^ K 'J 

h u K u >y'i> 

0^-rti-et <n\ r&z b'J >*>'*> bftakftj iz, 5xssc 



90VV1099119910199111991V1190 

(9 1..-*1-10g) 	83s 	3000VH 

90VV0991199101991119911190 

( 9 I. ..-*1-10g) 	93s 	3000VH 

0V991199101991119919 

( V I. ..-*1-10g) 	03s 	3000VH 

9911991019911199 

(E 1...-*1-10g) 	9 L s 	3000VH1 

°S 	,)_-.414hc.,1 1 f-1 4 	ri *S'sff czi .c,1110MFACD 9 L — c 

L ..-*I1 	'p yri4j,  '2/1 R.1f-14  	rigzco (p) — (a) 2241 	"3-#,I 

01-0Mgico (c c s 	z000vH) 	L L ..-*I-Og y,I.1 	_r 1 4 	ri 

*0 (u) 2241  °S 	2izli41,>c,I.1 f-14  	ri*s;f:f czi.ctrogwgiCo L L — 

E L ..-*I-Og 'p yri4j,  '2/1 R.1f-14  	rigzco (p) — (a) 2241 	'1,3- 

mcoriouwgico (3 0 0 0 V H 	) 	3 L ..-*1-10g Y.,1,1 	-1 1 4 	r1 *CD ( 

u) 2241 	°01D,e45,N-M15$:-Iii 'TH 	_riro,rzco (p) — (a) 2241  [Ezoo] 

°s - D__%R2s_ElEfIf*J4cor#22:21 	' 	C 

(6 8 6 L ) 	ssa.id 	A.Aolu.loqui 	A oq,AuH 	6 u! 

Ads 	ploo)) 	1- ( 	'PE 	pu3 	lunuulA! 	AJoi.u.loq 

ul 	V 	: 6 u!uolo 	Juin 0 0 I 0 W) miziref. -c=-6 
.G gz.,1.:,4,;=-1=1 	.—-,..*1 _, 560 	(loon qwus) 

—1(4 KA:-1/1 	,rte '1 Y114 'T1 1-4-1—sf.f -1 cz = r,: K 6.1 Yj 	°s%, a_wLi 

V' 6° 'D-R2s-IfEliM*J4cotLEaEl 'VW5K-fi- '5,N-alDRVEco 

4-1=14 	'VE,ii 'VE '1Y1-14J 'p,)__W 	fl -V,T,ico—KK 

ri -1 	°S%',1*J4c0000 9 	',1 	e_i.v7-1(4!°/00 9 	'S a s% 9 	.0 	')K.W 

-I 1(\iczx 9 	' 0 S S X 9 	'p y 114 	'T1 	1-M-Vsff 	K 	r,: f Z r 1  -I 	C'El' i 	° 

s %2*J4 0 00  3 -17 	',1 	efcri(*% 0 9 	's a s%9 	'0 	')4 ,I 1( \ if; 

TX9 	'OSSX9 	'p y 114 'fl 1-M,Vsff 	K=(:c; (1 1 Yi:ki i 	°s%Q_M,  

-0000 3 c 	',1 	ef..c7-1(4z0/00 9 	'so s%9 	.0 	'V -&.'4-11(\/K 7 x 9 	' 

9SZZ90/£I0Zdf/I3c1 
	

£8££8I/CIOZ OM 

WO 2013/183383 11 PCT/JP2013/062256 

, 5Xf>/\J^i§E 0. 5 % S DS, 5 0°/o/tWbA7$ 3 2°C (D0k 

\*xfoz>0 h 'J >y'i> 5xssc, 5xf 
>/\Jbhi§E 0. 5 % S DS, 5 0%/tWbA7$ K\ 4 2°C(D0ikftXfcZ 

o K 'J yVjL y tiN 5xssc% 5 xfy/^b h 

0. 5 % S DS, 5 0%/tWbA7$ K\ 5 0°C (D0kftXfc&o X K <J 

>yi>y-0|gli ;U)ts ±M)l)ts 7°P-7" 

-uy&iz, 0^#©£#£>g:t®^-r£c:£-cs mfe 
*imxfoz>0 rx h >J xyi> tu^L/c^>7";u-
^7 (Sambrook) isS rtl/^27- • : 7 • 7^*7 h 

'J —^ — ZLTJI/M 2 US (Molecular Cloning: A La 

boratory Manual 2nd Ed. ) J [(Cold Spr 

ing Harbor Laboratory Press (1989) 

[0023] fulE (b) ~ (d) 0*°'J -*0 K«X fulE (a 

) ®*° 'J 2 0 \y^^- K ifs 12 (RHA0002) ©j^Slfl^J©*! 

^ fulE (b) ~ (d) X, Ifl^S^I 3 

~ 1 7 CDiHSlB^l] fr b t£Z> *° 'J Z 0 \y ^ ̂ K $ £0 tuiE ( a ) (D*° 

1 7 (RHA0002 s 3 3) ©j^SlB^J© 

fulE (b) ~ (d) 0*°'J KLT, Ifl^S^I 

3-16 (Dikmm fr b t£ Z> *° 'J * 0 \y ^ ̂ K $ £ 0 

RHA0002 s 1 6 (13^]#^ 1 3) 

GGTTTGGTCTGGTTGG 

RHA0002 s 20 (13^]#^ 14) 

GTGGTTTGGTCTGGTTGGAC 

RHA0002 s 2 6 (SB^l#^ 1 5 ) 

CGTTTGGTTTGGTCTGGTTGGCAACG 

RHA0002 s 2 8 (SB^l#^ 16) 

CGTTATGGTTTGGTCTGGTTGGCTAACG 
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RHA0002 	s 3 3 (goi#,4 1 7) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

[0024] *RIEIAOTAggrt, RAJ'S, ME (a) — (d) WI') 	1,7J- 	Ka) 

EN 	1 -DA-A, --e t ct kiN l„ 44,E7J1,) 	1,7J- 	KaA01JN-A-A,--et ct 

0. •1404-a, 4N07J1,) 	1,7J- 	KoDgEMeittlii LT', —*$140)7J1') 

1,7J- 	KUM L/ZOZ a.' L 131T 	LAN. 4424N0)7J1') 	1,7 	K 

OgOlit, RAJ'S, 	-t. tt.T.1-LeattYgt::_l_ttliil/Zt,t01_,, 	I) 	t— li L 

-C, -ti-LTA-Lermtvigt:.-ate L --C.  t ct O. 4427J1 I) 	1,7 	Ka)g01_U, 

-t. t.T. 1.0)*6:.-..80-C, 	FA#Vig 	t-c613440/g6:.-..1*ei L .-C. 0Z a'  LIJ1T 	I., 

o. 44,E4R07J1,) 	1,7J- 	Ka)gOl_U, IN A. 	PI 1.; T t ct 0 l„ Ate: 

-D -c t ct o. 44,E4R07J1,) 	1,7J- 	Ka)gOl_U, INAJS, FA 1.; --e 	Z a.' 

L ePT 	I., 00 1t Et')z 	1/t 	Koguii*N-A-tiNtiii-a, magamoN 

(,, lit:An:54-LT, imAis, 	2J-;LETV'), PT1_,< 62-20 --eV,), 

cO)PTI,<1, 2 —1 OTV'), 	cO)PTI,<1, , 	2tcl, 3"---eZ.:. 

[0025] ME') 	t —(,, lit:M:541.4,W° ME') 	t — 0)R:351, , lit:.. UFR:35 

tt.T, IN A_ tS, 	1 — 2 0 0 ziaR--et,), PT 	L < t4 1 — 2 0 itiaR--et,) 

, 	ct (,)pT 	L < l, 	3 — 1 2 iviaR--et,), 	-1 /435 6 1,:.:PT 	L < l, 	5 — 9 itaR--e 

z0 ME') 	t — 0)***iiit, IN A_ tS, 	z 	1,7 	KRa--e 	('), 527t 

*')7J1,7J- KRW-3,trie')7J1,7J- KRaeils 64-t.zo 114 

2') J t —(,, lit:An:54'LT, RAJ'S, 527J- * i ') 7j 	1,7f 	KRal3N 

6tSZ DNA, 	')71,7J- KRa -A-tiNDNA0)7J1') 	1,7J- Ke 

(,164-t.Z0 ME') 	t —01414KINL L/Z, RAJ'S, 7J1') 527J-* 	Z J ( 

7J1')d T) , 7J1')527t*:>7752= 	(7J1') d A) , 	ALTODet,)3ELENT 

Z7J11) d A d -r751,164-t., 	PT 	I., < 1,7J1H) d T, 	7J1 i)dAdTTZ 

0 

[0026] ME ( a) — (d) WI') 	1,7 	KONA 	2 -D-gtiN—*$14t I) 

1,7 	K L L/Z, RAJ'S, 	')Wit—  	L-C, NA* I-4 1 9 (RHA000 

6 	s 1 9) 	7-z 	6g0g#-'41  1 7 (RHA0002 	s 3 3) ozagoge 

WO 2013/183383 12 PCT/JP2013/062256 

RHA0002 s 3 3 (13^]#^ 1 7 ) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

[0024] tuiE (a) ~ (d) 

IB^ 1 tu§E*0|j 

&#©*§£\ 70 K0I3^1J^^LT^ -*fl ®*0|J 

^ b TI" 51 K L T lN •?> d t. 1ftR S Ll\ tu EE^Hift© 'J ^ b ̂  51 K 

©SB^Jtts 'jytJ-ZiTL 

Zs fu§E*°'J 70 K0I3^K^ 

l\ fu§E*f$(©*0|J jR? K0I3^ 

oTtxtl^o fuEE^Jlift(£>tf\ 'J 7 0 \y^^~ KcDIB^lKis #yx.fc£„ H D "£:'$>•?> d 

fu§E*°'J 70 K0l3^£*t$(#friIl=K fu§EI3^©$( 

fciu 4$ KM 3 tits MX & 2 U±U&y N jf t L < 2 ~ 2 o ufo y N 

J: y $?£ L < 2 ~ 1 0 Ufo y N J; y $?£ L < ^ 2 £fctt 3 T?&£0 

[0025] ful E'jy^j —liN fulE 'J CQJI3 liN 

tits MX & 1-200 Mitj) y, Sf s L < & 1 ~ 2 o Mitj) y 

s J:ysfs u< &3~ 1 2±^ss"efey, 3 e>tcSfS u< &5~9Mit 

fulE 'J yti — 7 0 K^lSt'S) y s T1^ 

'J <|\3 £ K0ISi>cfctf'J <|\3 £ K0IS##£>lf £>ti£0 tu 

IEU y±> — ti% f#tc$yH3 tif\ 0!J;L«'s T1'^**>">1**7? KMfr 

f)45DNA, 'J#*? h*iS4tt?DNAf0/f'J 7 0 Ktf 

MbtiZo tuiE'j yji-ommnt LTS > ( 

*°'JdT) N /f'jT^ + 5/7f-> (1J d A) N A,>:T0^ySLI3^lJ-e 

'J d A d Tmtffotfbtl, $?£ L < M 'J d TN *° "J d A d T-?£>£> 

o 

[0026] fuHE (a) ~ (d) 'J 0 Xs'ft^ K©l3^lJ^: 2 D# 'J 7 0 

l>*?FtLTs 'jytJ-ZiTLT, l3^lJS-§-1 9 (RHAOOO 

6 s 1 9) 13^]#^ 1 7 (RHA000 2_s33) ©Ml3^^ 
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[0027] 

[0028] 

2-Dae,-.354-L-corti)i.A-Ke6f64-t.z. 114 2 —*$14 7J1 ') 	1, 

7J- 	KogaNa),M, gaM# 1-41  3 1 8,tVegEN# 1-44 5 6:.-..71 -. TEENt:.-.. 

80-C, -Ftni3e, gEN#14 1 9 	t•c_- tgOli# 1-41  3 3 OEM t:---1A 	L. 't•a) 

rAlOgEN-(N)n-e ,) J)J-1,:.:FiAZ,, 	N (,, 	1,7 	KRa7i -c, 44 

KRa8,:t Ve ') 7i 	1,7 	KRa7Y 	6f6 tt., PTA L < 65'7f*:> ') t 

1,7f 	KRaTZ. 1142 	1,7J- 	KRat:.-.1-3o-zzat, lit:.-An 

.T, IN AiS, 	A, 	G, 	C, 	T8ctrie/7-c_- 6U751,164-t.Z. TEEM 

t:.-.1-3o -T, 	n (,, 	114E,B 	1,7J- 	KRaoitaN7JL, VR-C 	Z. 	n l,  

. PT A L< l,  1 0)VN T 	t') . IN A_ tS, 	1 — 2 0 0 tia-et,), PT A L< l,  

5 — 2 o tia-e 	zo 

RHA0006 	s 1 9 	d( 31) 

GGGTTTGGGTTGGGTTGGG-(N)n-GGGTTTGGGTTGGGTTGGG 

RHA0002 	s 3 3 	d (g0d# 1-41  4 5) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC-(N)n-GTGTTTGATGGTTTGGTCTGGTTGGCTT 

AACAC 

	

MEN,M#-'41  3 1 (,, 1412MM L LT , INA.tS , 	n = 5 , 	n = 9 8 ct Ve n = 

2 0 T 	Z J-;CF OEM 7YIN7T -C 	Z. 

RHA0006 	s 1 9 	d 9 (g0d# 1-41  3 2) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGG 

RHA0006 	s 1 9 	d 5 (g0d# 1-41  3 3) 

GGGTTTGGGTTGGGTTGGGTTTTTGGGTTTGGGTTGGGTTGGG 

RHA0006 	s 1 9 d 9 AT (g0d# 1-44 6) 

GGGTTTGGGTTGGGTTGGGATATATATAGGGTTTGGGTTGGGTTGGG 

RHA0006 	s 1 9 	d 	R20 (gOli# 1-44 7) 

GGGTTTGGGTTGGGTTGGGGATTGGAATTAAGGCGTGTGGGGTTTGGGTTGGGTTGGG 

gaM#1-41 4 5 (,, 412tKINL L --C, RA_ tS, 	n = 9 8 ck Ve n = 5 0)J-;CFON, 

1_1 eiN 7i T 	Z. 

WO 2013/183383 13 PCT/JP2013/062256 

7 0 biffotfbt150 fu§E-*fI*°'J 70 b 

7l~ 51 K 013^!] 13^#^ 3 1 £>J;4 5£C^j\"3~0 "FEEIB^HC 

33^T, 13^#^ 1 9i:fcttB3?!l#^3 3 0IB^C§£^U 

P^0IB^-(N)n-tf'J N^N 3?^ KaS^^-To tu 

IE 3? 0 \y ^ =f- K^S N fcfcN f#KftJRg3 tits m A **> 'J #2 0 l> * 

3- KM£<£t/'J tf7 0 KM^'&tfbtis £?3; L < 'J d\ 

7 ? tuiE7 ? Kjiicfenj-ssiii, 
3*lf\ A, G% C, TIEIB^ 
ICfcl^Ts n&N iu§E2? K0|g©J&g&£^U n& 

, ifs L < tiIEomM^h y ^ m1-200j^g-efe y, $?£ u < & 
5-2 oj&g-e£>£>0 

R H A O O O 6 s 1 9 d (13^]#^ 3 1 ) 

GGGTTTGGGTTGGGTTGGG-(N)n-GGGTTTGGGTTGGGTTGGG 

R H A 0 0 0 2 s 3 3 d (IB^]#^4 5) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC-(N)n-GTGTTTGATGGTTTGGTCTGGTTGGCTT 

AACAC 

[0027] fu!EIB^!J#-§-3 1 its HWJ£: LT, n = 5, n = 9£J:tfn = 

2 O-e&£>JUT©BB^Jtf0lJ^-e$£o 

RHA0006 s 1 9 d 9 (IB^]#^3 2) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGG 

RHA0006 s 1 9 d 5 (IB^]#^3 3) 

GGGTTTGGGTTGGGTTGGGTTTTTGGGTTTGGGTTGGGTTGGG 

R H A 0 0 0 6 s 1 9 d 9 A T (IB^]#^4 6) 

GGGTTTGGGTTGGGTTGGGATATATATAGGGTTTGGGTTGGGTTGGG 

R H A 0 0 0 6 s 1 9 d R 2 0 (IB^]#^4 7) 

GGGTTTGGGTTGGGTTGGGGATTGGAATTAAGGCGTGTGGGGTTTGGGTTGGGTTGGG 

[0028] 4 5 t LT, MX&s n = 9 £<£ n = 5 ©&TFCDBB 

§o 
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[0029] 

[0030] 

[0031] 

RHA0002 	s33 	d 9 (g0d# 1-448) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACACTTTTTTTTTGTGTTTGATGGTTTGGTCTGGTTGG 

CTTAACAC 

RHA0002 	s33 	d 5 (g0d# 1-41  4 9 ) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACACTTTTTGTGTTTGATGGTTTGGTCTGGTTGGCTTA 

ACAC 

ME (a) — (d) WI') 	1,7J- 	KaA0A3 -DA-V—*$14t 1) 

i.7J- 	K L 1_, -c , INAJS, 	i) J t— 	1,Z,   gaM# 1-41 9 	(RHA000 

6 	s 1 9) OtlagaMe3 "Diteitql:TOZt ') 	l't 	K751,164-t. 

Z. ME—*$147J1,)1,7J- Ka)gOdoiN, gEN#1-45 0 t:.-..7 -. -FE 

gogt:8k,\ -c, -Fpr,,[37y, gog#'-4 1 9 ogENIzzAL, -t. ormogod-(N)n 

-el) J)J-t._,!,Az,„ 	N 8 ck Ve n (,, MALP10--eZ. TEEN6:.-..8o 

-c, 	2 -D a) ,) 	t —t, INAJS, -t. t.T.11.17AUgEN--etctol„ AtsZgEN 

---etc to. 

RHA0006 	s 1 9 	t 	(g0d# 1-450) 

GGGTTTGGGTTGGGTTGGG- (N) n-GGGTTTGGGTTGGGTTGGG- (N) n-GGGTTTGGGTTGGGTTG 

GG 

gjEgOli# '4 5 0 (,, 412tKIN L 1_, -c , RA_ tS, 	n = 9 oi,;t-FIDgEN7YIN7J 

--eZ. 

RHA0006 	s 1 9 	t 9 (g0d# 1-41  5 1) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTT 

GGGTTGGG 

*RIE910T-Angt:.-..8ki\ --c, 	ME7J1,) 	1,7J- Kl,, 	—*$147J1i)i. 

7J- 	K --eZ a' LePT 	L 00 ME —*$147J1 ,) 	1,7J- 	Kt, INAJS, 	ii 

E7=— ,)6:.-..ct (,)5-1,4*I4-3,t rf)1.-7cAIU -MiR--ezz_.- Le 

PTA L 00 4427J1 I) 	1,t 	Kt, INA.tS, 	5-1.,./1.-7c  4I, 4 	5i— 

J-)141.-7°4'18,ttie/tcti4J4I4UFTZ'a."LePTI, 

-6<y vi^iKC-W+Y \£m$ V?I.H 
2 ww.mv(i Tn^< r, --ze 

g \£1 [$ ^ ,H -£ ^ i £ £ f, xp^-sgn| \m$£$# ̂ 2 <2: ^a.H ^ ̂ 

1 £ £ f, O*|$N|2- V¥LH ^^^1 ££ ri0^2§n| vX^rii^|l^O)Ef0i^ [l£00] 

00011000 

1100011100011111111100011000110001110001111111110001100011000111000 

(is^#[i43l) 6 ^ 6 I s 9000VHy 
°<2r$a 

mMM^a>±n\a>6 = ^ \£m$ vxnv?ios^sn^aasini [0000] 
00 

01100011000111000-u(N)-0001100011000111000-u(N)-0001100011000111000 

(OS ̂#0431) 1 6LS 9000VHy 

Mr 
vnor^a0431 niMi SW-Q:< r,coc.z -2. 

ospniteassii v?i UJOTSPN °<2±^2i-c(./:(\&-
u(N)-n^io)aa)i vn sam-m&a>6 i^§[i43i 
m± °4^nos^Sfi^l ^mcoMmco^ ££ fi0*If*-2§n| °<2: 

££ fio*£^X^£^C£^[i43lgm0) (6 L s 9 
ooovHy) 6 L^sfi43i vxn^-^<fi \£m$ 
££ rio^Ii^-a^CS^fi^S0.H ̂^^1 ££ fi£(D (P) ~ (B) 2|n| [6200] 

ovov 
V11000110010100111001V0111010111110V0VV11000110010100111001V0111010 

(6l7^#fi^3S) SP ££S soOOVHy 

0V0VV110 

00110010100111001V01110101111111110V0VV11000110010100111001V0111010 

(8l7^#fi^3S) 6 P £ £ s SOOOVHy 

9SZZ90/£I0Z<IfAL3d n C8CC8I/CI0Z OAV 
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[0032] *RBA OF,Angt, IN AiS, 	*$14--et ct 00 	*$1410tiii a. INAJSN 

— 0)—*$147J1H) 	1.7J- K1, , ME (a) — (d) 00T41.75\07J1') 

1,7J- 	K 	-A-a.)-, 	it, 	a) —*$147J1 ,) 	i.7J- 	K 1, , 	$11FR:s tt.tsoo ME 

it,a)—*$147J1H) 	1.7J- 	Kt, INAJS, ME (a) — (d) 00T41.75\ 

0)t') 	i. 7J- 	K t:.-41AntsikagEN 	-A- tiN7J1 ,) 	i. 7J- 	K 7V 	6f641. 

zo *RIE1)10/(075,=*$140vi'-a, INAJS, 4CEN:.-..APL .D -c, 	..R,ItU.-.. 

ct (,) . 	—4$147') 	1,7J- 	Kt:AVAIE:s -ft Z z: LIJ1T 	1,00 	etc, AV AIE I., 

tz-_- 442 (a) — (d) okiNT4-05\0)—*$147H) 	i.7J- 	Kt, INAJS, M 

AID ct 	t:.-_, 	5-1,.**Ii8ctrf)1.-7AIUM l,--coz a' LePT 	L00 

[0033] *RIEIJIt:80-c, 	1- 5-1A4'14-3ctrf)1.-7AIUMU,  Ri Ll, , INA. 

tS. 	lig6:5-1A4I8ctrf)1.-7AIUM -zz:L, ts6rft:.-_, ZT1a 

'14-3ck ve)1.-7°4'1759:-V_41.-c- kiNts < --c t, A-Itt::_ck -D --c Z 5-.Lx*W1 8 

ctrf)1.-7AIUMUiRtsz._".LtygtiNo 	1- 5-1AMI,8„tve)1,— .7°03S 

):MU,  Ri Lt, INAJS, -A-Wigt:.-A,IELL- tga, 8,trf, a J Ea— ,9,  

O) 	z a i. — 	---e 	;1],i_l I., tc tga a) g 	-A-t'0 

[0034] 442t') 	1,7j- 	Ka) 	.-z)vcs,, 	1 —3 8ck Ve >4 1 9 — 2 4 t:.= 

IN7Z 0 	fci: 8, 	*RIElAt, 	z:413::_t$1_11R -,3_41.1-soo 	1 (,, 	R H A 0 0 0 

2 (gog#241 2) , R H AO 0 0 2 	s 1 6 (gog#241 3) , RHAO 

002 	s 20 (gog#241 4) , R H AO 0 0 2 	s26 (gog#24 1 5 

) , RHA0002 	s28 (gog#241 6) , RHA0002 	s33 ( 

gog#241 7) 0Ffit;VCS7T -c, 4 2 (,, R H A 0 0 0 6 (goi#,4 

1 8) , 	RHA0006 	s 1 9 	(goi#,41 9) , 	1) 	)J-7V9i-kaa)7J1 

i)d -1-eZRHA0006 	s 1 9 	d9 (goi#,43 2) oFfit=;V* 

7T c, 	436, 	RHA0020 	(gog#241 1) , 	RHAO 1 1 1 	(ga 

m#24' 2 8) , R H A 0 1 27 (gog#2429) , RHAO 1 24 (gam* 

I-4 3 0) V.)i if =)**3S71 -... 

[0035] >4 1 9 (,, 	R H A 0 0 2 3 	(g0d# 1-41  1 ) , 	R H A 0 0 3 0 	(gOli# 1-41  2 

) , RHA00 1 3 (gog#24 3) , RHA0009 (gog#244) ,42 

WO 2013/183383 15 PCT/JP2013/062256 

[0032] 0!la.l£, 0!la.l£, 

fulE (a) ~ (d) <D^ttlfr<DtflJ 7 

^ K £#<?*, ifcJj(D —MM 'J 7 0 Kli, fulE 

4&JD(D-MM,J7 0\sULbte, fulE (a) ~ (d) (D^ttlfr 

(Dtf 'J 7 0 'J 7 0 Ktf &tf £*i 

j;yN -*n*°'jL^0 ttcs in 

/cfulE (a) ~ (d) 7 0 l/yf^ bit, 0!Jx.l£, tu 

[0033] rx^A^fcd;t/;U-70^^JFMprtgJ tte, MPL 

7°Mm.%::f&f$(l~$~ %> Z. £:, feibZflZ^ XjA 

mitts&xf)\s--jmtmm•$nx^&<Tt, ^mz&^xx^Mmin 
ctt/>/U—7°^js^:Mj5cRrtb7^Cl (^ t#tjNo rx-^A^jsfectt/v'U—7°^JS^: 

JFMqrtgJ ^I^CSSIIL/ciliir, 33<m =I>L°ZL-^ 

ZL b-^> a yxm ItcmtKDMJlZ'a&o 

[0034] fugtts*J7 0\sULb(Dmfe-&m&%:, ^ 1 ~3 331 9 ~ 2 4 Id 

wmtZo &33, *fgB£&, incijsipsifn^^o mm, RHAOOO 

2 (I3^J#^ 1 2) , RHAOOO 2 s 1 6 (I3^J#^ 13), R H A 0 

0 0 2 s 2 0 (I3^J#^ 14) , RHAOOO 2_s 2 6 (SB^l#^ 1 5 

), RHAOOO 2 s28 (I3^J#^16), RHAOOO 2 s33 ( 

IB^y#^1 7) „ @2(t RHA0 00 6 (13^#^ 

18), RHA0006 s 1 9 (I3^J#^19), 'J >t)-tf9ikg(Dtf 
'J d TXfoZ> RHAOOO 6 s 1 9 d 9 (I3^J#^ 3 2) 

HI 3 &, RHA0020 (13^#^ 11), R H A 0 1 1 1 (13 

^y#^ 28), R H A 0 1 2 7 (I3^J#^ 29), RHA0124 (|3^J# 

-§•3 0) 

[0035] ^ 1 9 &, RHA0023 (I3^J#^ 1 ) , R H A 0 0 3 0 (I3^J#^ 2 

) , R H A 0 0 1 3 (I3?y#^3) , R H A 0 0 0 9 (I3^J#^4) , @2 



I 	T$44162241 °S '4 czi kl %V.Mfg.1 f-1 4 	* ri T$441142 I' R Wfg.1 

f-1 4 	* ri 	,.*-r7q),$4416 	p Y114 'T1Wf4.1 f-1 4 	qJV411,251 41  [8E001 

°S,1111J, 3T1:-: 	L T1 > 1 	Pi %11,, 	'111J,E— L 

T1 > 1 	Pi -Iii 	'IIIJ,  L — L T1 > 1 	Pi -1 czi 5,1 	'IIIJ,  9 	L — L T1 > 1 	Pi r,) I' 	' 

IIIJ,  0 E — L T1 > 1 	Pi 	'IIIJ,  L 6 — L 	'P Y114 	'.2.oR -21.1f 	1 4 	ri gza 

41 	'PY1-14 	'1'4 5,1M15C-1ii 	'fl 	1-111JVTI >1 % L J 2241 	°0 l'%,)-11/-V- 

Wfg.1 	-1 1 4 	q),$4416(0111JVTI >'1 % L 	'P Y114 'T1•PiciPE(E14* [LE001 

°S%' 

2111J, 3T1:-: 	L T1 > 1 	Pi%11,, 	'111J,E— L T1 > 1 	P4:•-'11i 	'111J, L— L T1 > 1 

-21 czi 5,1 	'IIIJ,  9 	L — L T1 > 1 	Pi ri I' 	'IIIJ,  0 E — L T1 > 1 	Pi 	'111J,  L 6 — 

L 	'1Y114J, 	'.2.oR -21.1 f 	1 4 	ri gzaLlti 	'1Y1-14J, 	'1'4 5,1E5C-21ii 	'T1 

1-Dgfl >'1 % L i 	•;3-#,Tco*;  °S'4 czikl W,It V N 4,1-V-Wf4.1 

1 4 	* ri CollIMTI > 1 % L 	'‘of N a SU 5,'-t czi \cPieCoWf4.1 f-1 4 

gz ri 	,.*_r,7 	•pyri4j,  •Ti•picinzcovos* °SUczi,,c1WMfg.1 	-1 1 4 

gzrril'RWfg.1-1/1gzri % ,.*-r,7 	'px1-14 	'T1Wfg.1 	-fl 4 

2241 °S%'D-Wf4.1 	-1/1 4 	'1Y114J,  'TI-V)*(0•PiciM(DEIE14* [9E00] 

L 3 ..-*FIOU) 	1.9s 	1. L -170VHI 	' (930*FOU) 	1. L -170VHI 

' (93 ..-*FIOU) 	8 3 s 	9 8COVH1 	'fl17 3 76 	' ( -17 3 ..-*FIOU) 

9 8COVH1 	' (830*FOU) 	39s 	989 1.VHI 	' (3 3 ..-*Fi 

2U) 	9C9 LVH1 	' (L3 ..-*10U) 	09 s 	17E9 LVH1 	'T18376 

' (030*FOU) 	1789 L`91H1 	' ( E E ..-*FIOU) 	9 p 	6 L S 	90 

00viHi 	' (L9..-*FOU) 	6 1 	6 L s 	9000vHi 	' (L17..-*Fi 

2U) 	032P 	6 L s 	9000vH 	'fl 3 376 	' (917 ..-*1-0U) 	1 

v 	6P 	6 L s 	9000vHi 	'(8 -17.-*FOU) 6P 	CEs 	300 0 

`91H1 	' (0 1...-*Fi0g) 	CC 1.0VHI 	' (6 ..-*FIOU) 	V V LOVH 

'fl L 3 7 	( 8 ..-*FIOU) 	8 600VH1 	' (L..-*Fi0g) 	0 L L OVH 

' (9..-*FOU) 	6600VH1 	' (9 ..-*FIOU) 	8 9 0 0 v H 	'T10 

9SZZ90/£I0Zdf/I3c1 
	

91- 	 £8££8I/CIOZ OM 

WO 2013/183383 16 PCT/JP2013/062256 

(Hi, RHA0058 (|B?!]#^5) N RHA0 0 9 9 (IB9!J#^6K R 

H A 0 1 10 (|B9!J#^ 7 ) N RHA0098 (|B9!J#^ 8) N 02 1 (i, 

R H A 0 1 4 4 (|B9!J#^9) s R H A 0 1 3 3 (|B9!J#^ 10), R H A 

000 2 s 3 3 d 9 (IB^lJ#^4 8K R H A 0 0 0 6 s 1 9 d 9 A 

T (IB^U#^4 6) N i2 2li, RHAOOO 6 s 1 9 d R 2 0 (IB 

^1]#^4 7) s RHAOOO6 s 19 t 9 (|B?!]#^5 1 ) N R H A 0 0 

0 6 s 1 9 d 5 (IB^S^3 3) N R H A 1 6 3 4 (IB?!]#^2 0) N 

02 3 RHA163 4 s 6 0 (|B?!]#^2 1 ) N R H A 1 6 3 5 (IB 

?!]#^ 2 2) N RHA1 635 s 6 2 (IB^US^ 23), RHA0385 

(IB^US^ 2 4) N i24li, RHA0385 s 2 8 (IB^US^ 25), 

RHA04 71 (IB^lJ#-§- 2 6) N RHA047 1s5 1 (IB^US^27 

[0036] tuiE 

<7 + y 'J 

7 0 K^S©^e>«jS^tLi)DN A, 1 L< mm(DlJtf70 l> 

XT D N P>*i£0 r 1 t L < tttij 

^ izmmznt, wxtu§E*° u * ? u*^ KK33^•r, ®j*1 

~ 9 1 ft $?£ L < 1 ~ 3 0ft <£ y jft L < 1 ~ 1 51®, 3 e, jcjft 

L<&1~7ft L< & 1 ~3ft £=&$?£ L< 1 £tc&2m-C 

S)So 

[0037] UK &M©MMb2 ? K^S 

£#*,-?=& ja\, fulE ruKiitij ̂ tu 

§E*° 'J 7 0 UXT KK33^T, 1 ~ 9 1 ft L < 1 ~ 3 0® 

s y Sf S L < 1 ~ 1 5 ft 3 £ £$?!; L < 1 ~ 7 ft S L < 

1~3ft £=&$?£ L< 1 £tc&2m-e$>Zo 

[0038] fulEMMb7 0 h'iltt, MMbT1':*^ 'J #2 0 ^XT 

K$IS33 <£t/MMb 'J #2 O^XT fulEMMb* ? u 
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7J-KRat, RA.ts, 	ilnai.7J-KRat:.-.80•Zgt,Raei1M-1 /4354-Ltzl- 

t, IDet164-t.Z. 11428,1Rat, RAJ'S, 527J-*')7J-Ratc_-6') 

7J-Raetls 6 tt.Z. ME 	1,7J- 	KRa6:.-.80.ZilMg416, lit: 

$111R-1 /4354-LT, RAJ'S, 4428,1Rao)2' 	418ctr1e/tc64' 	41e6f64-t. 

Z. 44E4lM6, RAJ'S, 	)<)1/1E, 	7)1/7DIE, 	7 	)1E, 	7J-fEe 

61641.Z. 4401MIL1.7J-KRa6, RA.ts, ziaLL,-CE,)Z 

zia (E') Z 	F,A) 	Z 	1.7J- 	KRaeiM354-Ltct0), 	t.L-1, 

, ziaLL/ZP)ita (7°I)T-,A) 	-zi.7J- 	KRae4M-1 /4354-t. 

tzto)et1641., 	tcT1_,<(,1144-CZ. Jt-F, 	L'')Zzia -z 

1.7J- 	KRaE') ...Z:'JJ 	1,7J- 	KRaL 00, im-,3_g-td-c_-Ei) z 

KRailMfEE') Z 	1,7J- 	KRaLoo, .7.1) 

ita -zi,7J-KRa .7c. 1)1.7J-KRaLkiNkiN, ,f1M-,3_g-t, 

tcP) 	1,7J- 	KRailMfE•7°') 	1,7J- 	KRaLo--)0 nEE 

i)z i.7J-KRat, imAis, 	r,7)1, -zr,7)1,i.7J- 

KRa, 	i -zi- i.7J-KRa, 	z -z 

zi.7J-KRaetls64-t.Z. 4401MIE1,7J-KRat:.-_8 0 

-c, ziaeE1)Zitiaotiii-a, RA.ts, mgagtaaa)2' 418ct rie/ 

tcl, 4 ' WPM:541.Z 0 Z a LIJ1T 	1A 00 MEORME 	1,7J- 	KRa 

a)1414KINt, RA_ tS, 	1) 7J— 	Ram 2' 41e4lM:354-Ltc, 	2' 	-)<)1/1E 

-',7)1/ 1/ 7J-KRa, 	2' 	-)<)1/1E-1- 1,7J-KRa 

, 	2' 	-7)1/7J-DIE-r,7)1/ 1/ 7J-KRa, 	2' 	-7)1/7J-DIE-1- 

1.7J-KRa, 	2' 	-77ZJIL-r,7)1/ 1/ 7J-KRa, 	2' 

-77Zi4E-1- 1,7J-KRa, 	2' 	-7J-1E-r,7)1/ 1/ 7J- 

KRa, 	2' 	-7J-1E-1- 1,7J-KRaetf64-t.zo 

[0039] 114,1E1.7J-KRat:.-.80.zzat, imAis, 	7752= 	(a) , 	:>1-:> 

(c), 	'77= 	(g), 	Z 	(t)8(tVer,7)1/(u) a)Ttigia 

orAi) Tt ct 01,, 4.rTtivia (Aizia) Tt ct 00  MEATZ 

at, imAis, 4mita8ctvezz-lae6f64-t., mgaTtm, a (a, 

WO 2013/183383 17 PCT/JP2013/062256 

XT Kastis 0!JfulE5? 0 \sXT KM£33ttSISM^ti/c 

t» CO 1fh If ti £ o tu IfliBtaS tis ®] x ti\ U TK—X as £ /c ti 'J 

tf-xaS^fetf £>ti£0 fulfil KaStcfctf 
tulESaS©2' {ufc^t//^/cti4' 

£0 fulEMMis mti\ 7$ Jibs TXit 

If £ *150 tu lEMMb 7 ? u * 51 K as ti, 0!JA ti\ ±^S t L T tf 'J $ V y 
±^s ztit&zo\sXTvm&mmtsntcib(D, ttz& 
s iSi: LT7°'J >iHS (7°'J>^) KaS^Mfr^ti 
tc*,(Dtf$>tfbtis $?£ L< lifu#-e&£0 JUTs fcf'J 

7 0 \sXT KaSfctf'J KaS^luv $ 
i/yjLO \sXT KaS^MMbtf'J KaS£lu\ 7° 'J > 

Kas^70|j yxo \SXT Kas^iuv 
tc7°'J >2 ̂  KaS£MMb7°'J >2 ^ KaS£i^„ fulEtf 

'J $ 7 0 \^XT KaStis $iJ^Ji\ ^ "yis )\/ikMX Z> *5 0 \yX 

T KaS% i/ K i/ yfcMX Z> is K i/ y 7 0 \sXT KaS» T^y&^X&T 

$>3(^7l/^f K as If £>ti£>0 fuEEMMb 7 0 b X T K as tc 33 iN 

T , ±^s# tr u $ y >±^s(Dw x ti\ fuiEiias© 2' & 33 <£ t// s 
ti 4' 3 tiT IN £ d t ifUtz Li\ fulEMMb 7 0 l> X T KaS 

©Iftili, mti\ U *-xaS©2' 2' -^^;Mb 
i/^-f KaS% 2' — p< yjU'fb-•>" K •>" > 7 0 \sXT Kas 

% 2' -7)\sXnik-0^^)\s7 0 \sXT KaSs 2' - 7)\sX nib-*> K 

i/y^O^XT KaSs 2' -T7^ KaSs 2' 

-T7^ y-fb-^> V*syjL0 \sXT KaSs 2' -TXik-0^is)\sZ0 IsX 

T KaS» 2' — TXifc — is K is y 7 0 \sXT KaS^^S>t"fb ti&0 

[0039] fulE* 0 UXT KaStC33^'g)±^StiN ^J^.ti\ TT~y (a) N ^h^y 

y (c) s O'T-y (g) ^ (t) 33(u) ®^^S 

(#AlM) -etJ:iNL^ #^^S (AllSS) "et^lNo fulEAl^ 

Stis ^iJxti\ MfP±^S33btis fulE^^i^S (aN 
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c. 	g, 	t 	7-z-_- 6 	u ) LP100A-C - Z z: L 751T 	L0. 44,EP1001-* 

ZATI/Eat, RAis, 	"77= J (g) 6:.=.4tA.-C, 	i I- 	(c) 

tai-auigtsATita, :>I-J (c) 6:.-..4tA.-c, 	' 7 7  =J (g) le:_ecau,  

gi-sATita, 	77 5   = J (a) t:.-..4tA. --C, 	Z J ( t ) 	tztV, 7 	)1. ( u 

) 	6:.11i-achltsATtia, 	--.zJ 	(t) 	6:.-.4-u -c, 	7752= 	(a) 	t.-Ali-aii - 

RtsATtia, 	r,7:»1, (u) 6:.-.4-u---c, 	7752= 	(a) t:Aili-aii-gisAT 

itiaetls 6 tt.Z. MEiMitiat, INAJS, )< 	)1/4Eita, 7 JI/A-  DIE 

Via, 7 Z i fEzia, 	7J-ILitaetls 6 tt.Z. ME4Mita0)1412tKINL 

L -C- t. 	INAJS, 	2' 	—) 	)1. ,,7:>)1., 	2' 	—3-)L'' I-:> , 	2' 	— 7 

)1/7J-  1=0 7 :>)i., 	2' 	— 7)1/7J- 1=1:> I-:>, 	2' 	— 7 ..-Z ) r,7:>)1., 	2' 	— 

7 ..-Z ):>1-:>, 	2 —7J—,7:>)1., 	2 —7J-:> 1-:>75W,f64-t.Z. 

RIEIJI I,: 8 o -C. IN AiS, 	a, 	g, 	c, 	t8ctrfuTtptg-LZYJEat, mE 

Ttitiaoitt:.-_, mgaTti-giaa)- - 4-LTA-LLP10100 - Z114,1BATiti 

ao)Sgt -gtiNc. 

[0040] *ftlE910F,Ang, INA.tS, 	1 t L< 6N1111a)ATT-AR 	i 7 —Ra 

gA,Tt ct 0. ME I-  1 t L < 6NIIIIi (,, lit:.-ALIFR -.3stt,T, RAJS, ME 

t') 	1,7 	K t:.-.1-30-C. 	INAJSN 	1 -' 9 1 O. 	PTA L < 64 1 ---3 01111, 

ct (,) PT 	L < 6 	1 — 1 51®, 	-.3s 6 le:: PT 	L< 6 	1 — 71®, 	L<1lit: 	6 	1 

— 3 IE. A t PT 	L < 6 	1 	7-c_- 6 21®Z 	zo  MEATT-,Aggi 7 —Rai, 

. imAis, 	PNA (,-7° KT-,AR), 	LNA (Locked 	Nuclei 

c 	Acid), 	ENA (2' 	—0, 	4' 	—C—Ethylenebrid 

ged 	Nucleic 	Acid) 	713W,i641.Z. 44FEJ7-Rat:.= 

80. ZT-Angrg, RAJ'S, MAL Ple-CZ. 

[0041] *RHA0T-Ango 	INA.ts, 	1, 7 --ffffilft-C 	. a.' L /31T 	L 00  

*RBA OF,AR3 	(,. 	1, 7 — -ff Etto)tc 6/), IN A_ tS, MEORME 	1. 

7J- 	KRa8 ck tie/ 	tc_- 1,114,1BATTAR 	i 7 —Ra -z a.- L751T 	L 

00 *RIE1)10F,Ang, 	z 	1, 7 — -ffEtto)tc 6/3. IN AiS, 	5' 	iA`A' 	7-c_- 

(, 	3' 	V-A6:.-_, Ni 0kDa 0)P EG 	(tl)il,') a —)1.) 	V-z-_-652 

WO 2013/183383 18 PCT/JP2013/062256 

cN gN t^Tctiu) & Z. tlftff S Ll\ HUBEIR]^®^ 

Ali^Sfc^ 77-y (g) (c) 

K^RTtg&Al&Ss (c) left a. "C VT-y (g) K^RT 

ti^Al^Ss 7f-> (a) KftATs (t) (u 

) K^RTtg&Al&Ss (t) iZiXPiX, TT-y (a) tCi|p-n qT 

tg&Ali&Ss (u) 7f-> (a) K^RTtg&Al 

£>ti£0 fulElMfPi^Stis ^ T)\sikik&, ~7)\/£n{t 

iHS, T7 $ y-fbiUS, TX\t^M^1fh^ibti&o tulEl^SfP±^S©flrfr^iJ^: 

LTti, 2' 2' -*T)lisVisy, 2' -7 

JU^P^^Jk 2' -7;U^Pi> 2' -7^JO^is)[/s 2' -

T7^ J i; Vi/y, 2—TX^z>i/)\/, 2 —TXis folfbtl&o & 

f£Bftlzi$^Zs ®Jx.l£s aN g N cN t35J:tfu~C££>$tl&tiii&l£s fulE 

^miksomz, 

[0040] m*.&, 11, L< (i^ioAiM^y 7-iis 

<£l\ fulE MtuOiiftft teu fulE 

*° 'J 7 ? KtCfc^T, 1 ~ 9 1 ft $?£ L < 1 ~ 3 Oft 

J: y Sf S L < 1 ~ 1 5 ft 3 £ tcSf S L < 1 ~ 7 ft S L < 1 

~3^m% lit£?;£ L < ti 1 Stcti2jmT'•?>o tuHEAl^It^Ey v—aSti 

s MTL&S p N A (^7°^ K^II) , LNA (Locked Nuclei 

c Acid), ENA (2' —0, 4' — C — Ethylenebrid 

ged Nucleic Acid) £> tl£0 fulE^E J V—£§StC 

fu^mrcfcao 

[0041] IA\, 

7t>\s7-HMmote®, tuiEMMb^^b 
XT fc&fulEAl^It'Ey "7—0|g£#t~ £>££#$?£ L 

l\ 3?^ U77—5' 

&3' SlOkDafflPEG (df'Jif L/> 7 'J P —JU) 
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[0042] 

7J-*zet1ii-al.,--ct„tki\c, 

*RIEIJI0T-Angt36, 	IN A_ tS, 	-,3s 6 6:.-..11-)ingEN 	L'-ct ct 00 44211-)in 

EN (,, INA.tS, glET-An 	m5' 	- 3,t ve 3 ' 	-'10,Pts < Lt—J 

t:.-..eal,-c 0 Z a LIJ1T 	L < , 	ct (,J PT 	L < 1, 	3' 	ltzZ.:. 44211-)in 

gUM, 	lit:$1_11R -1/4354-0-soo 44211-)ingEN0R-1/43st, 	lit:$1_11R - ,T, 	RA_ 

ts, 	1 — 2 o oziaR--e 	(,), PT 	L < 6 	1 — 5 oziaR--et,), 	ct (,JpT 

L < l, 	1 — 2 5 ziaR, 	-1/43s 66:.-.PT 	L < l, 	1 8 — 2 4 	aR--e 	zo 44211- 

)ing01_10***1=, RA.ts, 	i.7J- KRa--eV,), T 	*i I) t 

1,t 	KRa8ct ve I) 7J 	1,7J- 	KRaetls  6 tt.Zo 44211-)ingUi_U 

, lit:M-1 /4354-LT, INAJS, 527J-* 	I) 7J 	1,7J- 	KRabN 6 tsZ D N A 

, 	') 7J1,7J- 	KRa -gtiNIDNA0)7J1') 	i.A- Keti64-t.zo 

44211-MEN01414KINL L-c, INA.tS, 7111) d T, 7J1 I) d Aetls 64-t., 

PTL<67J1I) d T, 	tI) d A --eZ0 

[0043] *RIEIAOTAR3- 4, iN A. tS, #121* k.-. 	-Z1E l/z4lEH--e 	Z. 44,12,*ft HA 

a)/(0gt, INAJS, 	5' 	lt3 ct of 3' 	iA'AlokiNT41./3\ 	tin-  Z z: 

L /AT 	L < , 	ct (,J PT 	L < 1, 	3' 	itzZ... *RIEIJI0T-Angt3 	VE 

-Zta-a. 	imA.tS, 	MET-Angt3t, 	44,E#E112tK6:_-_, 	FA#Vigt: 	-'). 1I  L-ct ct 

kiN l„ rmtvigt:.-_ -ZIE L-Ct ct 00  ,ltotti a, RA.ts, mail-mug 

LT' 	-/fin-Zz:LePT 	L 00 ME 	ZlEa)51(,, Iit:$111R-1 /4354-LT, IN 

A_ 6S, #E114KLMEF,Angt3tctilq,E1111:1gOdooTtt.b\—t:.=, 	I- 1,7° 

1-77Etzl-1,77E*Ii-a-.35-ft, 	it,t:.-_, 	E7VIii-a-.35.-ft, 	Mt 

L,/tL otli-afinEll L -c 	tin-  Z a.' Le-- Z 0 ME#EI14Kt, lit:$11FR 

tg-t.T. IN AiS, 	.7° I. — I-, 	—I-, 	74)1/1a, 	74)1,,9' —, 	1-1, 	I' 

—X0)VA-etf64-t.Z0 

[0044] *RBA OF,Angt310-Ikliat, lit:An:54'LT, {R (S, 1E*-afil 

PI I., tc:TAngt-al, 	311RT*-41g51, 	Liiia);56:.-..ct (,)-a --eZo 

[0045] *RBA OF,Angt3t, 4 	7 )I/I i1J2 r, 4 )I. Z 	tz1- 1, 4421-1 A L VIVAIEt 

e, INAJS, 	30nmo I /LJ-;CF-C ('), PT 	L<6 	1 Onmo I /L 

WO 2013/183383 19 PCT/JP2013/062256 

X*T $ VLT t cfc lN0 

[0042] -fcWROlfc00*.^ 3 <U\ fulEttJP 

L<^ cfciJSfS L<tt3' £$re&£>o fulEttJP 

I*N 1 ~2 o oi&mmz&Vs $?£ L< 1 ~5 oi&mmzfcy, 

L< & 1 ~2 5^11% 3 blZft% L< & 1 8~2 4Mltfei>o fulEtt 

iPlB^yc0^j5jc^'futiN 3? 0 \sXT KaST'fe lJ N TX^r:> 'J ^7 0 

\y~XT KaS<l3 cfc tf 'J ^7 0 ti'So iuEEfaiPlB^Ki 

, ft IZU m 3 tl ts m PL &s * is 'J 7 0 \y X T K^Sfr ̂  ft £ D N A 

N 'J ^7 0 b X T K aS ̂:'atjNDNA^F©^J\lJ ~7 0 X/XT K 1f$b l~f £> tl £> 0 

fy§EttMS^©JIWJ^ LTs *° U d Ts tf'J d A^'&tfbtls 

$?£ L < M 'J d T% *° 'J d AT-fe^o 

[0043] *fgB£0*£l£^y:s mtfs iiulE*fgBJl 

5' ^Mfc^t/3' ttffiCD^ttlfrZmfclbTZZ 

ttf#?£L<s J:ySfSL<tt3' *fgB£0^I£^£|Il:^b 

"3~'i>i§n\ fuHE^It^"?tiN tuHElMfrtCN LT t J; 

i^u £i\ &#©t§£\ $1*.^ tuiE^ipiB^y^^ 

LT@^bt" £>££#$?!; IA\> tuiEI^I^'fbc^^^t#;. M 

*.& m*tmzm%ftT%tctem?,mmmo)^ttiiJis-j5^ XKU7O 

Ife^C, tu# 
•Mil#•£©!••• LTS^-fbt"^) CI fulElIffc^ ^Cfypg 

tstit, $13.^ 7°u-k *>— k 7-T;UAN 7-r;u^-s tf 

—X^co&Wiffo if ti £ o 

[0044] *fgB£0^I£^0§^;£;£&N f#lC«3tit. $1*.^ 

[0045] -f >7;Ux>Hf-7^;UX^/ctitulEH At<DM&fe 

&tfs 3 0 n m o I / L UTZfo U, Sf S L < 1 0 n m o I / L 



N22 P,V_ ' fl 21 6/$ 441Si 	7 WIVM 	7 -2 •IV.- 	iTiii 2 -MVt 	IZI-IACD 7 v H 22 

41 7 	CgIM2M '4 y-$i10# 	irM-1 7.,F.40.4 coE10§*2114V ':f1W.Wc 

cov Hcofir1-64-<=1(Liz1-0E(Elq§* 'cr,P.__ °,)_-ri 

-gWCotiV-.._,(T1:-ITI,,T '2oc_211( 1- 4iA<Tirc< 1-21640frd ' 

TI:=.1 	'/oc-21v1-1224) 	'2Rz'S__M* 1.;1-1'cDvi-IVE1El1r1-4i4 

KT1(L.C.)-7-.FRP*25'4a ';f1Y. 116 sP1'41'2140.0,0E(E4* '7-.V C8i700] 

°S 	,D__...Y*•E 

3 s/1( k 4,41-< T1( L. K )-COLIAM2M- '>f',17 2 __M-21 tai ..Errial-Vot 

S_MOtir 1- 4i 	'ci9"---:1S4_1.17 	rirj- 4,4K Tirc.< 1- 	':f1 -.F4r4- 

coElOS*2'M 'PY1141,  ''Z'-itoWco --2 °S4- -WFC-,72-coirj-6.4‹T 

/i(L < )-codzit0-22241  ',IR 2 2 4,T,11-7,- 'Z'-'4Wco 7 	'1( i' 4,4<Tri(LK 

/- co tlit#1221M7 	-EqcfM2-_-.M 'T1-7:1 	' 	_-*•(-C. 	:"WD/1( /- 6,4‹ I 

1(Lc:1-01:1=MY12241 	2.R -2 s ___M* 	\: 	ct);31-1A(071(1-4.41-izi-1( 

G< ), 	c4g_25..lial 	'pyrig s.2.\1R-_-_1NiT*21-1_41 	'T121E4*),1 	"1 7 

41,.i; 	7 2 a 1,,q, 	5iS 4_ M*:41Aco 	tir )- 4,4‹ Try L K )- 	@ 

'41221=1,V_ '4 5,I$ Of 	71-4riR k.t-Rr4coffai*giV. 'T1WWE-cco 	/ir 1- 4i 

Ti,,T, '1\r) c-_-_11(1-44-<T1(L‹ 1- 	t)__ 	2 S_Ml*:3-1AcoR 	1( 

J- 4,,4K =1( (.. < 1-7 	M2241  `PII‘14),  `PUT -2'1  [Li700] 

2 	6 -2-1Wco .fli '2.-n-6=1V_Vf2-421v H25141;21'air)-4,4K 

TirL K 1- 'P Yfi46 'fl•Pi'iMcoE(Of* °\l'sf'41)4 i'rEFIC--2*, "Y1'4WD-W 

ElE(S_EtEtniTIP-&-lAcoN/vH2MaTRir)-4Arzrirc.Ki- sTMEIElca 

-ccIip4coEfEig* 	sq ---:102 	°_i_c-.•TI,Ei-R-21101H*Efzir)-4,A_K -Tirc. 

K 	T1=.1 	,Iri- 6 At:Ti(Lcs. )-- "21(-Tcog41  `T1k.Mcc,EfElq§* [91700] 

°SW)_ 

±r.1-1/1 owu  l0 	'oTl>/lA":21 	'6W,D.__ri --i/ 1 owu  L 	"0 

T1 > '1 	021 c,i. 5,1 	̀ 6 	D_A_ r.1 i /1 ow u L T1 > '1 TWIT 	'6WD_A_Y:ef 

9SZZ90/£TOZdf/IDd 
	

OZ 
	

£8£C8INIOZ OM 
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UTTfcV, nmo l/LOTtr^y, ;* £ L < 

0. 1 n m o I /LJ^*e&y> L< liO. 0 1 nmo l/LUT 

[0046] ^ > 
7;UX>+f^-<;UXS^H AlZjfig-fe&zito Z.(DtcSb, 
©Eitii. -f >7;ux>Hf^^;uxaJ;t/fuI3H A-v©l££-'l4£fiJS-r£ffl 
jfc&titf, mx&s -fv7;ux 
> +f-7 -r ;i/x a t/ftiiB H A iznt & fofaizrtPi xs m * ©£>£iz&m x $ 
•2>0 

[0047] wmmt^t^yy^y^f^^ 
^Tsto^^-k&tzztx, -f y7)i>jLy+fOJ Jis^iz-D^x, 

ztifx^&e ^BMO-< yyju-oy+f 

V J tulB^ 
W&=s-£4 y 7;ux>-tf-7-r ;ux^&&& f 

fuiB^rtm^cfc^T, yy 
)l>JLy^^j )\'7,t(D%^ti(J)M$k1$:1&\&tZ>ZtX\ fuiBM^OM >7;u 

>7;ux>Hf^-r;ux«h®^M^}PJJ^"r§c^T\ ftjiBSO^czM >7JU 
x>+fO-rJUX0M^^/T"C$^O £0);fr ;£<£>*! n\ lufB^^0^CD 

<<y7)\/±y*fo-i)i>?,£^-$-z>tcfc, 
, mEMU^o-r yyjujoy^lp-ouys^: 

fttifTZ&o 
[0048] £&, ®lAk^ |t)lBM^?«h^ V7JUXV 

+fO-(Jl'Z&&H A£(Dffi-£%:%itUt&Z£Z\ ftilBH A 
s mm^iz-i yyjUJLy^f^-( JUXIZ-D^X, 
5 T&fr^s *§gB£0M >7JUX>+f^^JU7sS5fe® H A(D 

1BH A£(D^%W>&t&T.fe%^tlZ£%:Wi$kt U HusBtfc 
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fflifItz-.8o-c, OIJA.a, 4427-,APH•LnigaH A L 041ii-8 • (7) 	,, Vffl 

z z.z. L --  - e , Matt:P.0:00AM H A 0),T,•*.- , 	tc: 14., MEF,AR3- 

LnEgAtal-itiOnigaH A LoAllial-M3fIl_lt -  Z a L .  - e , ngaMgitiOggaH 

AODE*-C,Z. 	-,_66:.-_, 	̀OOH A0`)ffl5IfillE111,-C, 	4 	7)1,i 

-Tr)-()I.a)$*ffl ,1J- -)z_.' L t - 	Z. *ftlE00)-(>7)1.i>t2 )l. 

0)$ffl516, ouxtS, ggEHAO)3•$fil -A-,7)-, MET-A-0'3111,gaH 

A Lom-avt -zz_.-  Lt:.-. ct 9 , nagit:Aiti a) -I J7/1/i. -Tr)-()1 

3•$ -Z5I.--ec. 1417Migt::_t, 	114,Effliflt:.:80-C, 	METAngt3L 

ME H A L Miii- a a) 	,, 	ffl -  Z a.' LT , MBEFAA-11:104 	7)1/i J1j 2r, 

-( /I/ 	0.) 	::: 	3-}$fr•-"e 	, 	tt (,, 44,12,TAR3-}L MEMA-11:1 a) H A L oe, 

aiiCALItl-Z a.' L-  e, MEEFAArtio-f 	7/1/i 1j2,,-f/l/opj'•$ft--e 

Z. ME H A 0) 1EL 4 	7/1/i '21f r, 4 )1.0)1EL 1, , A*, $D-413A*1,:.= 

Z tc&D, 151.1k a, 	6/), -( ' -7)1/iifr)-f )1/0)11 LgitEH Aol-Lo 

$D-4134, 3R6e5 --c8, 	L- 413::_a -J, M 	A0-213`64 J -7/1/Ilfr, 

4 )1/0)123M"- 	Z. 442$1M-1341, INAJS, WitM--e7i -z:Le 

T 	Z. Z. ODMOtEh' a, 151.1,,a, ilthIEMAL,z.-_ ,)-1)i/MZMOidl 

rftl,-ci3N6, MagitgLMETAngt3Lf11:5 -t-ct,ctol„ MEMO_LIT 

[0049] 

Y-0 a. L is < , 114,EMALMETARL 	f11-.'s -t-c tct oc, 

*RIE9101Iii, 	Vito ct -) t:.-_, 	-f 	7 )1/i J1J' r, 4 )1/t:.-11ii-aicilg 

--ezz_-.L/3\6, OWS, 1142-('27)1/iifr,-()i.a)ffiAbilq,EH AO 

, 

$ffl a 	ll 	r 	40)*Ii-afiJJEHZJEllitt:.:12-  011111- 	Z. 	Al2tKINL l/rl, 

RAJ'S, METAngt3 	Z, 	7 4 )I. 5' —, 	7 	. iS‘ fliR (') Ali. 	--)e 

oPi. 	1-1=1 	-a),Tzwnetf64-t.z. 44E7 4 )1/5'—(,, RAJ'S, 	9I'WEll 

7 4 )1,5i-8ctrfA1*),11 7 4 )1.5i—ells6tt., MET-AOH•e-( 	7)1. 

iif-,-()i.L*Ii-a -zz:Lt:.-_„t-D -c, 	ii.JA.l,S, 	93 %,11:1AbAl2tKiti5\60)-( 

7)1,i.ifr,-()i.a)lt, #1Rof3lLeiVCLtsZo 114,E7(, , IN 

XtS, nETAn'a•e-f 	7)1/i 	1J2r, 4 )I. 	Lei -r -zLt:.-_„tt,), 	4 

--

a-  

7)1/ilfr,-1)1.0)17tKia)113E..V.I.„ 	Fas,MVILzo 	114,E,S• 
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ZZt?, fu§E§im*©fu§EH AOHmZfttirVZ, Sfztts 

£tuIE§im^0fiu§EH A tx\ tulBiS^^^tulBH 

A©l?:Mt-$i)o SblZ, Z(DH LT, -f >7JH 

y+f't7^jux©^tb^fT9 zttr-zzo *fg3BaH yyiisny+f^i JUT, 

tulEH tulE^lt^-f t.fulEH 

At<D$fe'&%fo&t2>Z.tlZ&y, fulEli^^OM >7;Ux>Hf-t7^JU7>^: 
£>75/£~£'<tb£>0 fuHE^ttiIfMtC33lNTN fuHE^It^-?^ 

tulEH A t(D$nf3(D^M%:%$.lh~§~&Z.t7:\ fulElim^OM >7JUX>+f£ 
Sfcfcts fulEfel£ft^(tulE1^^0H A«h0^ 

fuiElim^oM >7;ux>HfH7^;ux®M;&^/f"e 
$-g)o tulEH A®M£-f >7JUx>nf ®^N 

fo&fztsb, $|J*J£\ ^Sbs <i >7JUx>+ftM JUX©MhttilEH Affii^© 

CtUCg-3'3\ tulEH A©ii)^^ >7JUx>Hf H? 

tulE^^tulE^II^^^;&gM^'&T:fcJ:lNL^ tulEtu^H 
%Mt Z t ft < N fulEI^^ttulE^II^^ t -&T & l\ 

[0049] *fge£ tu^©j;9^ >r >7;ux>Hf^^;uxtc^qrtg 
Ufo&ztfrbs WX&s tulE^ >7;ux>Hf^^;ux0^aiJpfulEH A® 
^ai©ffeic, 
s M7L&, 7-NU^-. ^ixy^ 

^n-TWoMnhif&li'bn&o tuIE7-r 00*.^ 
7 -r Jl/*—i> < Jl/*—£*U fulE^II^^^y >7JU 

QM'PVfcto'PfrbiD'f 
>7;ux>Hf^7^;ux0P^ ra©K±^qrt^^^0 fulEvX^^ $ij 
*-i£s mB&mfiTtiU yyjis^y-y'VJ jy 

7JUxyHf-^,iuxaM*|*|^aMiA;&PlSU {S^^Re±-e$i)o fu§E/$N$ 
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EV,JALU, INAJS, glET-Ange-f 	-7)1/ilfr,-f )1/1,:.-Ail -Ztco-e5 

, 	,3,,5' L (,)Zi1W-4*75\ 6-1 .i7)1/i .iifr,-r 11, 	.11 --e 5-  zo 	etc, 	44 

2 	ekiNAL6, INAJS, glET-An-f 	7)1/Ilfr,-f )1,(,:.-11i-a -z 

tcob, 	DiAb[11:15qt:11-ZLtc-f 	7)1/ilfr,-f)1.11 	-- Z. 

[0050] <Ai-am> 

*RIEIJIMiii-aALU, 443LRoct -3 t:.-_, 44,E*RIE1)10 An 'a• 	to -A-tiN a' L 	!ti 

il i L - Z 4 	- 7 11. i 	If r, 4 ll. 	1,:.-.1,11 - ZtliiaALIT 	Z . *RIE 1)10)*IiaALU 

, ME*RHAOF,Ang -A-  11:-COtt.6S ck <, - t . 0)1t0)4M17 6$ 1118tg-t. 

44:0. *RIE1Aotlii-aAIJJE11 -413S, 	443LRoct -31,:, 	INAJS, 	-f 	7/1/I 

Ifr,-1/ 1/0)ffl''ff-') a' Le"- Z. 	t.,:-, *RHAmiii-aALu, 443LRa) 

ct -36:, 	INAJS, 	-f 	-7)1/ilfr,-1)1/FIEAFIAt:.-.1,i1-Ztlii-aAIJL0 -) a' 

L t --e, 	INAJS, 	ME H Alffit::_ct t'i, 	-I 	7/1/Ilfr,-f)1.0)ffl 

•"/- -3 a.' Le 	Z. 

AJAR 
[0051] "D T 6 : , *RIE1)10-41th1Nt: -D 0 --C,V,I3-  Z. tz-_-  tca, , *RIEIJIt, TE-Art 

RI Z ct t'J $U FR 	41.44:0. 	IINO)IiitAt, 	lit:.:71:35 tSANFIU'J , 	-t. 6 07°  1=1 

—)1,(,:.-_a-Jo-c1cEilt.,tc. 

[0052] [* 	{ A 1 ] 

-f J -7)1/ilfr,-f)i.t:.-Aiii-aU,  Rts77°,9'7-11F1IL, 	-77.7°'917- 

6::--D 0-c, 	4 	• 7 )1,i 	If r, 4 )I, 	FIEAH A (,:.-.1,11-ZtliiagWELLtc_-. 

[0053] (1) 77°,9' 7 - 

-F Et ') 	l't 	K-a 	L. **No 77°,9' 7-L Lk-. 

RHA0002 (god#'-4 1 2) 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

CTGTAG 

RHA0006 (god#'-4 1 8) 

GGTTAGCCCGTCCCGAGATAACTCGGTGTGTTGGGTTTGGGTTGGGTTGGGTCTTAACACACGGCGG 

CTGTAG 
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yy^^y+f^^ ̂ xizm^t&tcisb 
^ >7JUx>Hf ̂ MJUX£P££--e$-g>o ftr 

§E9^v$y&, yyiis^y+fryjiisxiz^tz 

fctsb, PiWP0smctt#L/c^ >7JUx>Hf^Mjux£p&£-e$£o 
[0050] <^£ij> 

*fgB£0^i§r£iJ^ 

yyjmy-W'OisXizttt&^Mzfo&o *fgBE0^$ij& 

s ORB3*1 

&l\> fu$£><£9^ 00*.^ -f>7JUx> 

ZttfVZZo %tcs fu^£> 

&?iz, -1 y7)1/Jiy-tfO^z 

ttTS, 0!la.^ fulEH ACD^tJtHCct lJs -f >7JUx>Hf^MJUX0^tJH 

fr9 Z hifTi'x* £>0 

mmm 
[0051] fcfcU TIE» 

Wcj; y*3*i&i\ ^ic^s&^nkK ^ti^®7°ph 

=1—Jl4Cg-3VT^ffl Ltco 

[0052] [^MJA1] 

-f >7;Ux>Hf ̂ ^;uxtc^qrtb^777°^ V-^fEi^U #777°^ V-

IZ-D^Z* ^ >7;Ux>Hf^7^;Uxa^H AK>^-r^^t^5SIIL/co 

[0053] ( 1 ) 7 7°$^-

T§E*°'J 7? K£i^cU »J©7^7-^: L/C0 

R H A 0 0 0 2 (IB^O#^ 1 2 ) 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

CTGTAG 

R H A 0 0 0 6 (IB^J#^ 1 8 ) 

GGTTAGCCCGTCCCGAGATAACTCGGTGTGTTGGGTTTGGGTTGGGTTGGGTCTTAACACACGGCGG 

CTGTAG 
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R H A 0 1 1 1 	(g0j# 1-41  2 8) 

CCTGCACCCAGTGTCCCGTGCTCCGGGGGTTGGGCGTGGTGGGTCTGTCGGGTTTCGGACGGAGAGG 

AGGACGG 

R H A 0 1 27 (g0j# 1-41  2 9) 

CCTGCACCCAGTGTCCCTGGGTCGGCTAATTTGGCATTTGGGGTGGTTTGGGGGGGGGACGGAGAGG 

AGGACGG 

[0054] 3 0itaR07 ,9riAgaN (N) 30 	''A-tiNgOli# 1-41  3 4 --el-)-.3541.Z 7J-  I) 

1 	1,7 	Kb\ 6 tsZDNA 	N-g- tiN D N A 74 /7 i) — 	ELVIN N 

3 0 L Lk-. 4 0 itaR07 	,9r1.,.gaN (N) 40A-tiNgUIJ* 1-41  3 5 --el-) 

tql,Z7J I) =‘ 	1,7J- 	K75\ 6tsZ D N A 	N-g-tiND N A74 /7 i)— 

, ELVIN N 4 0 L Lit. TEEN6:.:81,\ --C, 	INJ (,, 527J- *:> ') t 	1, 

7J- 	KRa--eV,), 	-t. a) Angrg, 	77 52=, 	‘71=, 	i 1-3,tr_1e/ 

tz-_-6--.Z 	L Ltc. 

N 3 0 (g0d# 1-41  3 4) 

GGTTAGCCCGTCCCGAGATAAC-(N) 30-CTTAACACACGGCGGCTGTAG 

N 4 0 (g0d# 1-41  3 5) 

ACCCAGTGTCCC-(N) 40-GACGGAGAGGAGGACGG 

[0055] 4.rti,!,e 2 	(B B R C) 6:.-_,Ea:35 tv-C oZTEgOlia77J1 I) 	1,7J- 	F 

-a 	l„ ELVIN a) 7 7°,9' 7 — A 1 0 L I., tc. 

77 7°,9' 7 —A 1 0 (g0j# 1-41  5 2) 

GAATTCAGTCGGACAGCGGGGTTCCCATGCGGATGTTATAAAGCAGTCGCTTATAAGGGATGGACGA 

ATATCGTCTCCC 

[0056] ME7-1 7°51 7-6, -t-  a) 3 ' VAT.-_, 	2 41-11aRot 1) 527J-*:>752= 

(7J1 I) d A ) 	171)J1:1 1,, 	7J1') d A 1111:177  7°51  7 —L I., -C, 	"fle -zs p Rt: 

1 	Lk-. 

[0057] (2) Migg 

t-IZIYg'91 	L LT., 	1-;1F0'91 N10EII Ltc. A/Anhui/1/2005W 

H A 1 LA/goose Gu i yang/337/2006W 	H A 1 Lt, 	7' .) 	4 3 7 Ra 
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R H A 0 1 1 1 (I3^U#^2 8) 

CCTGCACCCAGTGTCCCGTGCTCCGGGGGTTGGGCGTGGTGGGTCTGTCGGGTTTCGGACGGAGAGG 

AGGACGG 

R H A 0 1 2 7 (IB^]#^2 9) 

CCTGCACCCAGTGTCCCTGGGTCGGCTAATTTGGCATTTGGGGTGGTTTGGGGGGGGGACGGAGAGG 

AGGACGG 

[0054] 3 (N) 3 

UXT A£*t$(#frDN A^7^'J-£N hbl^lJN 

3 0 t Ltc0 4 OiUSm(D^yyASm (N) 4o£#frBB?y#^3 5 xmt) 

ZtlZX'J UXT A£*f££#frDN A^7^'J-£ 

s J£&0!J N4 0tUco TIEIB^y Id 33 I vT, r N j & N TX * *> 'J # 2 ? l> 

7JI>, <fy~y, */ \**>y&&&/•£ 

tc&T^yt Ltc0 

N 3 0 (IB^y#^3 4) 

GGTTAGCCCGTCCCGAGATAAC-(N)30-CTTAACACACGGCGGCTGTAG 

N 4 0 (IB^y#^3 5) 

ACCCAGTGTCCC-(N)40-GACGGAGAGGAGGACGG 

[0055] #f#I^:M2 (BBRC) KIEi63tlT^^TIEIB^y©/lN0|J K 

tk$&M(D770$ V-A 1 O^L/Co 

7^7-AIO (IB^J#^5 2) 

GAATTCAGTCGGACAGCGGGGTTCCCATGCGGATGTTATAAAGCAGTCGCTTATAAGGGATGGACGA 

ATATCGTCTCCC 

[0056] fulE777°'$7 V —t(D 3' 2 4 MS0l 'J > 

(*°'JdA) ^0|JdAffl7^7-^:LT, tltSSPRC 

i&mLtc „ 

[0057] (2) 

L/co A/Anhui/1/2005fi 

SHA1 ̂ A/goose_Guiyang/337/2006fi^H A 1 t&s 7114 3 7 B& 
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073 2 4 7Z intglaeAtSZNATZ (5. 4 9%) . gOli# 1-43 6 

L 3  7  L t::80-C. AtSZ7Z ingrMT*A171 Lk-  . A/Anhui/1/2005E1EA H 

A CAUIJ# 1-41  3 8 6:.:81,vt, A/goose Gu i yang/337/2006W 	H A L Ats Z 7 

Z iRt:.-.T*All- 1,tc. 

[00581 	B S A 

r,ILIM7-1 /1/1Z 

E1*—# 

H i s — M I F 

L:')'91 171)J1ill,tc_- M I F 	(7 	1=1 7 7 —:Jja±13JaiL ) t 

ATGen 	Co., 	Ltd. 	Gyeongg i -do# 

H A 1 Anhu i 

A/Anhu i /1/2005FIEA H A 1 

Sino 	Biological 	Inc.# 	(# 1 1 0 4 8 —V 0 8 H 2) 

gOli# 1-41  3 6 

MEKIVLLLAIVSLVKSDQICIGYHANNSTEQVDTIMEKNVTVTHAQDILE 

KTHNGKLCDLDGVKPLILRDCSVAGVVLLGNPMCDEFINVPEVVSYIVEKAN 

PANDLCYPGNFNDYEELKHLLSRINHFEKIQIIPKSSVVSDHEASSGVSSA 

CPYQGTPSFFRNVVVVLIKKNNTYPTIKRSYNNTNQEDLLILVVGIHHSNDA 

AEQTKLYQNPTTYISVGTSTLNQRLVPKIATRSKVNGQSGRMDFFVVTILK 

PNDAINFESNGNFIAPEYAYKIVKKGDSAIVKSEVEYGNCNTKCQTPIGA 

INSSMPFHNIHPLTIGECPKYVKSNKLVLATGLRNSP 

H A 1 Gu i yang 

A/goose Gu i yang/337/2006FIEA H A 1 

Sino 	Biological 	Inc.# 	(# 1 	1 6 9 0 — V 0 8 H 1 ) 

gEN*1-41  3 7 

MEKIVLLLAI ISLVKSDQICIGYHANNSTVQVDTIMEKNVTVTHAQDI LE 

KTHNGKLCSLDGVKPLI LRDCSVAGVVLLGNPMCDEF INVPEVVSYIVEKAS 

PANDLCYPGDFNDYEELKHLLSRINHFEKIQI IPKSSVVPNHEASLGVSSA 
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4 (5. 4 9%) o IB^lJ#-§-3 6 

t 3 7 tlZtS^Ts mt£Z7$;mzTB%:ttLtco A/Anhui/1/2005fi^H 

A013^y#-§3 8tCfolNT\ A/goose Guiyang/337/2006S5feH A 

SJMlZTBZttLtco 

[0058] B S A 

0*y->*± 
H i s-M I F 

tXTVyWttmULtcM I F (7^P7 7-$/*IM±S?) 

ATGen Co., Ltd. Gyeonggi-do}± 

HA 1 An h u | 

A/Anhui/1/2005fi3fcH A 1 

S i no Bio Log i caL Inc. (#1 1048 — V08H2) 

IB^S^3 6 

MEKIVLLLAIVSLVKSDQICIGYHANNSTEQVDTIMEKNVTVTHAQDILE 

KTHNGKLCDLDGVKPLILRDCSVAGWLLGNPMCDEFINVPEWSYIVEKAN 

PANDLCYPGNFNDYEELKHLLSRINHFEKIQIIPKSSWSDHEASSGVSSA 

CPYQGIPSFFRNVVWLIKKNJ£[YPTIKRSYNNTNQEDLLILWGIHHSNDA 

AEQTKLYQNPTTYISVGTSTLNQRLVPKIATRSKVNGQSGRMDFFWTILK 

PNDAINFESNGNFIAPEYAYKIVKKGDSAIVKSEVEYGNCNTKCQTPIGA 

INSSMPFHNIHPLTIGECPKYVKSNKLVLATGLRNSP 

HA 1 Guiyang 

A/goose Guiyang/337/2006S5fe H A 1 

S i no Bio Log i caL Inc. (#1 1690 — V08H1) 

IB^S^3 7 

MEKIVLLLAIISLVKSDQICIGYHANNSTVQVDTIMEKNVTVTHAQDILE 

KTHNGKLCSLDGVKPLILRDCSVAGWLLGNPMCDEFINVPEWSYIVEKAS 

PANDLCYPGDFNDYEELKHLLSRINHFEKIQIIPKSSWPNHEASLGVSSA 
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CPYQGESSFFRNVVVVLIKKNSSYPTIKRSYNNTNQEDLLVLVVGIHHPNDA 

AEQIKLYQNPNTYISVGTSTLNQRLVPTIATRSKVNGQSGRMEFFVVTILK 

PNDAINFESNGNF IAPEYAYKIVKKGDSAIMKSELEYGNCNTKCQTPMIGA 

INSSMPFHNIHPLTIGECPKYVKSNRLVLATGLRNTL 

HAAnnui 

A/Anhui/1/2005FIEA H A 

Sino 	Biological 	Inc.# 	(# 1 	1 04 8—V 0 8 H 1) 

gaM# 1-4 3 8 

MEKIVLLLAIVSLVKSDQICIGYHANNSTEQVDTIMEKNVTVTHAQDILE 

KTHNGKLCDLDGVKPLILRDCSVAGVVLLGNPMCDEF INVPEVVSYIVEKAN 

PANDLCYPGNFNDYEELKHLLSRINHFEKIQIIPKSSVVSDHEASSGVSSA 

CPYQGTPSFFRNVVVVLIKKNNTYPTIKRSYNNTNQEDLLILVVGIHHSNDA 

AEQTKLYQNPTTYISVGTSTLNQRLVPKIATRSKVNGQSGRMDFFVVTILK 

PNDAINFESNGNF IAPEYAYKIVKKGDSAIVKSEVEYGNCNTKCQTPIGA 

INSSMPFHNIHPLTIGECPKYVKSNKLVLATGLRNSP 

RGLFGAIAGF IEGGVVQGMVDGVVYGYHHSNEQGSGYAADKESTQKAIDGVT 

NKVNSIIDKMNTQFEAVGREFNNLERRIENLNKKMEDGFLDVVVTYNAELL 

VLMENERTLDFHDSNVKNLYDKVRLQLRDNAKELGNGCFEFYHKCDNECM 

ESVRNGTYDYPQYSEEARLKREEISGVKLESIGTYQ 

[0059] (3) S P R (,:.= ct Zeag01174* 

ecaga)1174*(,::_t, 	ProteON 	XPR36 (BioRad#) 	.t.oicEp,v,HAgt: L, 

tc_- 7Y-D -C10EIlLtc. 

[0060] T, MEProteONWJE110)-t J1J-- 	v 7° L L -C, Z 11, 7° 	7 E:'J J7V 

t i E tql, tc: 	v 7° (A a 	Pr oteOn 	NLC 	Sensor 	Chip, 	BioRad#) 	, 	ilij 

EProteON 	XPR36(Z -t v 	L tc: . ME -t 	It— 	v 7°07 1=1--t)14::_, En 
* (DDW) CEIllivr, 	5 000 nmo I /L0)'))1K-f J:')i:> 

% L, 	:> -/l/t1. (RU :Resonance 	Unit) 754/g 1 0 0 0 

R Ut::_tSZ 	Tea -,L -ft tc: . ME ') t 	K t, 	2 4 itaRa)527J-*:, 	z :-; 

WO 2013/183383 25 PCT/JP2013/062256 

CPYQGESSFFRNVVWLIKKNSSYPTIKRSYNNTNQEDLLVLWGIHHPNDA 

AEQIKLYQNPNTYISVGTSTLNQRLVPTIATRSKVNGQSGRMEFFWTILK 

PNDAINFESNGNFIAPEYAYKIVKKGDSAIMKSELEYGNCNTKCQTPMIGA 

INSSMPFHNIHPLTIGECPKYVKSNRLVLATGLRNTL 

H A A n h u i 

A/Anhui/1/2005fi3fcH A 

S i no Bio Log i caL Inc. (#1 1048 — V08H1) 

8 

MEKIVLLLAIVSLVKSDQICIGYHANNSTEQVDTIMEKNVTVTHAQDILE 

KTHNGKLCDLDGVKPLILRDCSVAGWLLGNPMCDEFINVPEWSYIVEKAN 

PANDLCYPGNFNDYEELKHLLSRINHFEKIQIIPKSSWSDHEASSGVSSA 

CPYQGIPSFFRNVVWLIKKNJ£[YPTIKRSYNNTNQEDLLILWGIHHSNDA 

AEQTKLYQNPTTYISVGTSTLNQRLVPKIATRSKVNGQSGRMDFFWTILK 

PNDAINFESNGNFIAPEYAYKIVKKGDSAIVKSEVEYGNCNTKCQTPIGA 

INSSMPFHNIHPLTIGECPKYVKSNKLVLATGLRNSP 

RGLFGAIAGFIEGGWQGMVDGWYGYHHSNEQGSGYAADKESTQKAIDGVT 

NKVNSIIDKMNTQFEAVGREFNNLERRIENLNKKMEDGFLDVWTYNAELL 

VLMENERTLDFHDSNVKNLYDKVRLQLRDNAKELGNGCFEFYHKCDNECM 

ESVRNGTYDYPQYSEEARLKREEISGVKLESIGTYQ 

[0059] (3) 

TlZlZ, ProteON XPR36 (BioRadtt) 

Ltco 

[0060] fulEProteONIIffiCDiz — T v ~f £. X K b 7° h 7 ¥Vylf^ 

tltcT V 7° (j^pp^SProteOn NLC Sensor ChipN BioRadtt) lts fu 

IBProteON XPR36tCiz y K L/c0 tulEiz — T V 7°CD7 • — izJUlZ^ JSM 

7K (DDW) 5 0 0 0 nmo I / L (D <J yV x 0 a 

y LN (RU:Resonance Unit) 10 0 0 

fulE 'J tf y K2 4 
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>'O)5' 	VA 	Et 	IL L tc , 	Et 	'1E7J1 ') d T 	iCE11 L tc: . -t.  L ""C , 

MEE 	v .7°10114BE 7 1=1— -t )11:, 	SPR/v77— CEIlkivr, 	4 0 Onmo 

I / L 0)4427J1') d A1111:177.7°51 7—, 5A31 2 5 µL/m i n --e 8 0 WA 

-(J 	i 	1_,, 	'J-JI/t1./34/g 7 0 0 R U t::_tSZ 	."-Clii-a.5 -ttc. 

0,ki\---c, 	5 0 Onmo 1 /Longatmoig,9'ioN, 	spRiv777— 

nlo-c, 	5A,A50,,,,L/m i n --e 1 2 ovrm-(il.,, 	ivt.p, 

, PI LA-11Z, 	S P IR/v 77 — 5Al./T5A347 -Dtc_-. 440,7,0195' 

[0061] 

NO-f J:'Ji:> 	-3,,k .0`44E,ES P IR / 	v 7 7 —(,: ct z5A3491,:ftffi- ij  --c, 

:>t)l/t1.0);Psi_lt ,'ff -Dtcc, 

EE-t 1, 	:> 	M'Y 7 7 —a)cm, 50mmo I /L 	T r i s, 0 

. 	1mo I/L 	NaC I, 	0. 	01% 	Tween 	(Rtgif.0,21) , 	5 m m 

o I / L 	K -E, 	1 mmo I /L 	Mg 2 +L L, 	p I-1(,, 	7. 	4 L Ltco  ME 

S PRiv 7 7 —a)cm, 50mmo I/L 	T r i s, O. 	1mo I/ 

L 	NaC I, 	0. 	01% 	Tween 	(Rtlif.0,21) , 	1 Omm o I /L 

K -EL L, 	p I-1 (,, 	7. 	4 L Ltco  

[0062] a.' 41.64)*IiM 	>4 46:.-..71 -0 	4 46, 	-V+ZIY9'9' 	JON1,:.:1,-11-Z-77 7°5' 

7 — 0)*Ii-ag 	T - 	7 7 --e 	Z 0 	4 4 0)771,:.:81,vt, 1; 	l6 	MEPro 

to 	ON (Rtgif.021) 	xRP36--eAlit l,tc_- :> -)1/t1. (R U) 0)$D-4111-"CZ 

o ME$D-44Fi6, A341- 193M8Hi (401g 51 	NO 4 	i 	P7I3i) 

0`)-)1,t1., v-+EA'g,9'ioNa)-r J 	i 	193M78114 (7J1 1) d All- 

)J1:177  7'51  7 —04 J:')=:> 	Tiii) a):>-)1,t1.-e,t,u-Dtc_-4FIL L -z- 

ffl Lk. 	4 4 6:.:81,vr, 	1-0-poo l_1 6, MEN 3 0 CAiiiM. 

[0063] >4 4 6:.=.7T -  ck -3 t:.-_, 	ELVIN 0 7 7°51  7 —t. 	1,\T tt,t H Al anhui• 	HAl g  

uiYang• 	HAanhuit:-M-Zelag7iStSiPtC:c. Z:413:31L-C, VIR 

0) 7 7°51  7 — 1, , OTtt.t, BS A8ck•OeH i s —M I F (,:.-Aia -Z a.' LtS< 

[0064] 

HA 1 anhui• 	HAlguiyang• 	HA anhuit"31i-ahl 7iLtcc,  

(4) .3-zaFt, 

'i:.-.., 44E7 7°51  7 —1,:.= -D OZ., ttLi*L 0)3Zalt‘Vegg l., tc: 0 MOM 

WO 2013/183383 26 PCT/JP2013/062256 

>05' d Lfc0 ? LT, 

tulE^1 '> 7°CDfu§E7 • — "tz^U S P 4 00 nmo 

I /L0fu§E*°'J d AmQT7*V-Z, 3iE5i2 5 jLtL/m i nT'8 0#l 

Oi/'i^>aVU *> ̂  #] 7 0 0 RUC/^S ttfco 

5 0 0 n m o I /LcDfulE*!^ >s<?M£s SPR /<y77 —£ 

3fc5£5 0*t,L/m i n-ei 2 0^»*i^>a>U 

s SPR/<'7 7 7-^/lLt;5tMlT^/co fu§Etl^>/^ 

ffOM > 33 cfct/fulES P RA'y 7 7 —tc J:£>8fc&tc:MfT L"C\ 

[0061] fulE'tz b 0 is a >A'>y 7 7 — CD!IJ5C&N 50mmo l/L Tris, 0 

. 1 mo l/L N aC I , 0. 01% Tween (Iliii^tflO % 5mm 

ol/L K+s 1 mmo l/L Mg2 + ,hL, p H tiN 7. 4 tLtc0 fulE 

S P R A" y 7 7 — CDflJ^ctis 50mmo l/L T r i s, 0. 1 mo 1/ 

L N aC I , 0. 01% Tween N 1 0 m m o I / L 

K + (^ LN pHti, 7. 4tLtco 

[0062] dtLe>©^«:04lC^-r„ i4ti, tCttt^#;7^ 

HI 4 CD ^7* ^ 7 tC 33 lN T\ $£$fltiN tulEPro 

te ON (Mtii^tl) XRP36T« L/c^^U3iUt (RU) ©ffifcMitZfoZ> 
o tuiEffi^ii^ immmm (ti^>/^ffaM>^:L^>a>*t70t) 

^i^>a >^70l) LT 

JStJHL/co HI4 tC33lNT\ T0—pooLJ tiN fulEN 3 0 (D$nW:%:7jk~$~0 

[0063] g|4 tC^"t <£ 9 tC, hb$^iJ©777°^ V-ti, 1^1* tit, H A1 a n h u , N H A1 g 

uiyangN H A a n h u ; tC ̂  t~ & #P ̂ tb £ ̂ 3 ft ^/"Co dtltC^LTs 

0)T7°$^-tes iN-ftltBS A33J;t/H i s-M I Ft Z^STZZt&< 

\ FlAlanhUj\ FlAlgujyang% ^ l 3 IH h U j t*— i^P CU ̂  b ̂  7J N ̂  ̂Z O 

[0064] (4) 

-DtftZ, fulE777°^ V-tCOl\T^ Lfco fu§E*I 
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Oig g 	N L L, --C, 	H A 1 Anhu i 8 	.0e-F 2  tTLl2tK 	4CE11 1, tz-_-1-;01-t, 	ME 	( 

3) L Hat: L -C S P R 	4 -D /L-  . 

[0065] Rabbit 	IgG 

',It* 4 11.) M=11') 

Beckman Coulter, 	Inc.# 	(# 7 3 1 6 4 2) 

Mouse 	IgG 

7r, 

Beckman 

41A) M=11 ,) 

Coulter, 	Inc. 4f 	(# 7 3 1 6 2 0) 

Rat 	IgG 

7'y I- 4 ixi 	‘1=11 ,) 

Beckman Coulter, 	Inc.# 	(# 7 3 1 6 2 8) 

Goat 	IgG 

Ai* 	4 Ai M=11 ,) 

Beckman Coulter, 	Inc. 4f 	(# 7 3 1 6 3 5) 

Chicken 	IgG 

P) 	4 lx) 	‘1=11 ,) 

Immunology 	Consultants 	Laboratory(ICL), 	Inc.# 	(#CGHL 

—1 OA) 

[0066] a.' tt, 6 0 tl,iM 4 5 (,:.:7T -c, 	4  5 (,, 	-ti-i',17tK 6:=1,11-  Z 	7 7'5' 7-0)e-a 

171 - 77.--eZc. >4 5 17 7 t:.:80-C, NtNn, 	4 4 LP101,:: 

t)l/t1. (R U) D$D-441171 -. $D-441=, ME (3) L Hat: L -C*675 

tc_-. 	4 5 6-,:8k,\ --c, 	[0-pooh 6, MEN 3 0 DtliiM71 -c. 

[0067] -3 1,:, **MD 7 7°5' 7-t. 	1,\ T tt. a) ttiA2t“::- .-̀ 1 L -C t ei 
4  5 (,:=7T - ,:t 

.h1 71 -  Z: L ts 

*RH/1077°5' 

< , 	H A 1 an h u i t:AkAliaiC711,7L- c, 	L D /L-  673, IN AiS, 

7 - 	1JEll L -c 4 J7)1,i 	ifr, 4 JI. 	V-z-_- 6 	H A 	ffl 

[0068] 

ZIE, tivi7tKLID1411175R-eZ L Let-AN-DAL-. 

[-Aro] A 2] 

R H A 0 0 0 2 	(g0g# 1-4 1 2) 	0`)/J\M-liE77 7°'91 7—t:.= -DO-C, 	H A t:.-..4 

WO 2013/183383 27 PCT/JP2013/062256 

Kit ^At7ntLX, H A 1 fulE ( 

3) simile ITS P R£frofc0 

[0065] Rabbit IgG 

^Ht^r -fAy^P7"'j> 

Beckman Coulter, Inc.}± (#73 1642) 

Mouse IgG 

7^7, -ilxJV U7"'J> 

Beckman Coulter, Inc.}± (#73 1620) 

Rat IgG 

=7V V -ilxJV uy"'jy 

Beckman Coulter, Inc.}± (#73 1628) 

Goat IgG 

-i lx J ^ U, 7 <J > 

Beckman Cou Iter, Inc. (#731635) 

Chicken IgG 

h <J -i lx J ^ U, 7 <J > 

Immunology Consultants Laboratory(ICL), Inc.}± (#CGHL 

- 1 0 A) 

[0066] 5 HI 5 Z&yy $ — CD^on" 

i-wm (RU) tuiE (3) 
tco HI 5 r0—poolJ fulE N 3 0 

[0067] m LTti^ 

< N H A 1 a n h u | tCijlil^p"n Ltc0 ZCDtcSbs 

z> ^ £ <Dwm if *imxfoz> z t ^ tc0 

[0068] [^»JA2] 

RHA000 2 (IB^U#^1 2) 7-COINT, HAC^f 
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[0069] 

[0070] 

[0071] 	 

[0072] 

[0073] 

[0074] 

( 

— 

( 

i 

[ 

( 

RHA0002 

zAi-ag fag Lk-. 

1 ) 7 7O '91  7 — 

R H A 0 0 0 2 	(g0i#1-4 1 2 ) , 8 ct VeL;M::-.71 -'t. a)d\M-IlE77°'91 7 

-EA 1, tc. 

(gog#24 1 2) 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

-c•  frAig '9' 

-c.   1 	t: 

CTGTAG 

RHA0002 

8o 

[..1] 

s33 (gog#24 1 7) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

2 ) 	S P R (,:.= ct zAi-aRa)1174* 

44277.7°51 7- 10EH LAL- J-;01-t, 44,1E-A-AR A 1 L Piet: I., 

Kt :: -‘1 -  z *ii-ag VIM L tc. 	z: 41. 6 otliim -F ,!,E 	 1 t:.-..7j 

-c, $D-441=, 442-41-0J A 1 	(3) L Hat:: L -c3R6e5tc. 

7 7 7— tEIZ.;tiri 
H A 1 anhu i H A 1 gu i yang H Aanhu i 

R H A 0 0 0 2 0. 5039 0. 4935 0. 2936 

R H A 0 0 0 2 	s 3 3 0. 9958 0. 9477 0. 9847 

N 3 0 0. 0286 0. 0091 0. 0045 

Nt:.-Ai-a17i 

MIL 

M . 2 --D -z77 7°,9'7—(,:::"Dli\ --C, 

RHA0006 

44,1E 	 1 t :.-.. 7j -  ct -3 t :: , 	d 0'1 I E L tc 7 .7°'9' 7 — l, . 	-ti-LT1-0,21019'91  

L, *Tt RHA0002 	s33 (g0i#1-4 1 7) 6, d\ 

d.t 	(,) elager6i± L tc. 

{ A 3 ] 

RHA0006 	(gog#24 1 8) , -t'Opd\M-IlE77°'91 7—, -t'am\m-iflga 

H At:.111-Ze-agVeg,a,tcc, 

1 ) 7 7°,9' 7 — 

(gog#14 1 8) 

GGTTAGCCCGTCCCGAGATAACTCGGTGTGTTGGGTTTGGGTTGGGTTGGGTCTTAACACACGGCGG 

WO 2013/183383 28 PCT/JP2013/062256 

t~ %> In •a tb £ ffllLil L fco 

[0069] ( 1 ) ^7°^V-

RHA000 2 (I3^U#^1 2) N & ^ 

— L/Co 

R H A 0 0 0 2 1 2 ) 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

CTGTAG 

RHA0002 s 3 3 1 7 ) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

[0070] (2) SPRCJ;§^iOi#f 

fu§E^»JA1 

HatkMMt LtCo Cltl^^ilp^^TIE^ 1 1^1 tc 

ffi&HOttdu IUBE^MJA 1 (3) t.LT^it»/co 

[0071] [H1] 

H A 1 anhu i H A 1 gu iyang H Aanhu i 
R H A 0 0 0 2 0. 5039 0. 4935 0. 2936 

RHAOOO 2 s 3 3 0. 9958 0. 9477 0. 9847 

N 3 0 0. 0286 0. 0091 0. 0045 

[0072] tulE^HC^-rJ:9K, 'bmt Ltc77°$ 

fflC^tgS^U 4]ttiRHA0002 s 3 3 1 7) &N /J\ 

[0073] [^»JA3] 

RHAOOO 6 (IB^y#^1 8) N % <D 

2ott§7^ H MZft? 
[0074] ( 1 ) 7 7°$^-

R H A 0 0 0 6 (IB^y#^ 1 8 ) 

GGTTAGCCCGTCCCGAGATAACTCGGTGTGTTGGGTTTGGGTTGGGTTGGGTCTTAACACACGGCGG 
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CTGTAG 

[0075] 

[0076] 	 

[0077] 

[0078] 

[0079] 

RHA0006 	s19( 19) 

GGGTTTGGGTTGGGTTGGG 

RHA0006 	s 1 9 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGG 

d 

L tc: 

9 (gog#24 32) 

1, -cf,210g ,9' 

t:.=.7j -c.   2V:. 

( 

i 

8o 

[2] 

( 

2 ) S P R t::_ck zecaRa)/174* 

ME 7 7°  51  7- 4CEII 

N t:.= -4 	z *ii-ag VIM 

-c, $D-441=, ME-A-ARA 

i-;01,  6, 442-41-01J A 

	

1, tc. 	'Lt. 6 loeiM 

	

1 	(3) L Hat:: 

1 L Het: 

-F ga 	2 

L -c3Robtc. 

77— IP )14111 

H A 1 anhui H A 1 guiyang H Aanhui 

R H A 0 0 0 6 0.2970 0.2432 0.1122 

RHA0006 	3 19 0. 4240 0. 2297 0. 1662 

R H A 0 0 0 6 	s 19 d 0. 9374 O. 9096 O. 7082 

N 3 0 0. 0286 0. 0091 0. 0045 

44,!,E 

77'51 7 

N 

[-Aro] 

-Hat 

RHA0002 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

CTGTAG 

RHA0002 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

	 26:.-..T -  ct ', t:.-_, 	d\M-1 1E7 7°51  7 —8 ct ried\M-LfEgEN 	2 "D 	Z 

— t, 	-t- 41.-t1-0,211Yg'it:Ailial711,7"cc. 	*re t do2lEgE 

7 7° '91  7 —RHA000 6 	s 1 9 	d9 (gog#243 2) 

A 4 ] 

-77.7°51 7-6:.-_ -DIX-C, 	H A t:.-.1,j1-Zecag 	ii2 Lk-. 

1 ) 77 7°,q 7- 

i) 	1.7J- 	K -a 	l„ **No 7 .7°'9' 7 —L L, tz-_-  . 

(guij#24 1 2) 

s33 (gog#24 1 7) 

WO 2013/183383 29 PCT/JP2013/062256 

CTGTAG 

RHA0006 s 1 9 (BB?!I#^19) 

GGGTTTGGGTTGGGTTGGG 

RHA0006 s 1 9 d 9 (BB?!I#^3 2) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGG 

[0075] (2) S P RIZ 

fu§E^»JA1 

HatkMMt Ltco dtl|3©i|p^^:T:IE^2 1^2 tc 

IUBE^MJA 1 (3) t.LT^it»/co 

[0076] [H2] 

H A 1 anhui H A 1 guiyang H Aanhu i 

R H A 0 0 0 6 0. 2970 0. 2432 0. 1122 

RHAOOO 6 s 1 9 0. 4240 0. 2297 0. 1662 

RHAOOO 6 s 1 9 d 0. 9374 0. 9096 0. 7082 

N 3 0 0. 0286 0. 0091 0. 0045 

[0077] tulE^2K^-rJ:9K, ^O^MlblB^ 2 £ 

?^2ott§7^7-RH A 0 0 0 6 s 1 9_d 9 (I3^US^3 2) 

teU $n"n <3 Kfp]± LtCo 

[0078] [^»JA4] 

^yy^^-iz-DINT, H AK*rr££5SIIL/Co 

[0079] ( 1 ) 7 7°$^-

T§E*°'J K£i^cU »J©7^7-^: L/C0 

R H A 0 0 0 2 1 2 ) 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

CTGTAG 

RHA0002 s 3 3 1 7 ) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 
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RHA0006 (gog#'-4 1 8) 

GGTTAGCCCGTCCCGAGATAACTCGGTGTGTTGGGTTTGGGTTGGGTTGGGTCTTAACACACGGCGG 

CTGTAG 

RHA0006 	s1 9 (g0d# 1-41 9) 

GGGTTTGGGTTGGGTTGGG 

RHA0006 	s1 9 	d9 (g0d# 1-41  3 2) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGG 

[0080] ELVIN 0) 7 7°,9' 7 — Lt.,-  c, ma-A-roj A 1 le:: 8 1,J* z ELVIN 0) 7 7°  '91  7 — 

A 1 0 L, 4-rtip!e2 	(B B RC) (,:.-_,Eili,tg-vc o z TE,EgOda) 7 7°,9' 7 

— A o 5 	10EII Lk-. 

EL VIN 	A 0 5 (g0i# 1-4 5 3) 

GAATTCAGTCGGACAGCGGGGGGGAATTCTAGCAGTACACCTCGAGAATTATAGCCAGGATGGACGAAT 

ATCGTCTCCC 

[0081] (2) S P R (,::_ck ze-aRa)1174* 

ME 7 7°,9' 7— 	11,11 I., tc: J-;01-1, , ME-A-AIN A 1 L Het: 1,Z*,2101g -9' 

iONt:..1,11-z*iiaRVIML,tc_-. 	z.:41.6aAiiiM4 6 t:.=.71 -c. 	66, 

VI 019 51 	i 0 N t:.-.1,11-  z 	7 7°  5' 7 — a) tlii -a1 	7i - 	7 7 --e 	z . 	6 0) 

‘7 .  7 (,:.-.1-3k,\ --c, 	1; 	l6 	MEProteON eRtilf.q2+0 xRp36--eALIZ l,tc_- :> - 

)1/t1. ( R U)  o$D-411-1--ez. $D-411=, ME-A-AINA 1 	(3) L Het: 

[0082] 

1_, --c3R673k- 0 	6 izto-c, 	r0-pooh (,, MEN 3 ootliiM71 -c, 

>4 6 6:.:7T - ck -3 t:.-_, 	-A-AINa) 7 7°5' 7 - l, . 	I, \ Ttt,t, B S A 8 ck Ve H i s 

—M I Ft::_ecaZZ:Lts<, 	HA1 Anhui, 	H A 1 Gu i yang 8ctr-FH AAnh 

u  i t:Ailiag 	Lito *T t, 	RHA0002 	s33 (g0g#1-41 7) 8 

ctveR H A 0 0 0 8 	s 1 9 	d 9 (guij#-'4 3 2) eAkiNtlii-ag 	TLtc 

0 

[0083] (3) 5-zar,i.3 

4427.7°g7—t::-Do-c, Ma-A-ARA 1 L Hat:: 1_,Z, .7k.Zag.3W,F,2 

Lt 0 	X41,60)* QM 	7 t:.-.7j -c, 	4 7 (,, 	-t-Al2tK6:3-,-11-Z-777°,9'7-0) 

WO 2013/183383 30 PCT/JP2013/062256 

R H A 0 0 0 6 1 8 ) 

GGTTAGCCCGTCCCGAGATAACTCGGTGTGTTGGGTTTGGGTTGGGTTGGGTCTTAACACACGGCGG 

CTGTAG 

RHA0006 s 1 9 (BB?!I#^19) 

GGGTTTGGGTTGGGTTGGG 

RHA0006 s 1 9 d 9 (BB?!I#^3 2) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGG 

[0080] 77°5>^ — £ fulE^MJ A 1 J£&0!J©77°^ V-

A 1 Ot, (BBRC) tClEi^tlTl^TIEIB^©;7^^ 

-A0 5ML/co 

mm A o 5 5 3) 
GAATTCAGTCGGACAGCGGGGGGGAATTCTAGCAGTACACCTCGAGAATTATAGCCAGGATGGACGAAT 

ATCGTCTCCC 

[0081] (2) SPRKJ:£^tg©$#T 

tuiE^»jAi tmmiz 

A? Ltc0 Z.tlCb(D$n^%:M 6 M 6 # 

fulEProteON (Miii^tl) XRP36-e>D£ Ltcis<?i~ 

(RU) G-C&ZO tuiE^»jAi (3) tmmiz 

LTM&tco HI 6 T0—pooLJ fulE N 3 0 (D$nW:%:7jk~$~0 

[0082] M 6 lZ7ist£ 9 iZs ^MMCD7y$*' — tes 1^1" tit, B S A fc^t/H i s 

— M I F £££:&<, HA 1 Anhui, HA1Guiyang33ctt/HAAnh 

ullzm^m^Ltc0 RHAOOO 2 s 33 (13^0#^ 1 7) fc 

ctt/RHA0006 s 1 9 d 9 (B3?!l#^3 2) 

o 

[0083] (3) 

tuiE/77°v—tcDtuiE^MjA 1 tmmzLT, 

Ltco Cti^cD^II^HI 7 tc^-ro H|7&N V-0 
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*ii-a17177-ezc, 	>4 707776:.-..8o -c, NtOIn, 	4 6LIA7e6: 

:>J-)1/t1., (R U) 0)MMI7i -c, 

[0084] >4 7 6:.=4z -3 t:.=, 	-41thiN 0) 7 7°51  7-1, . 	kiN T41.0)t-A1:31 L -C.  t ea 

tc7i -,._ L ts < . 	HA  1 	Ann. i t:AkAlliaiC7iLtz-_- c, 	L.' 0)L- 673, INAJS, 

*RIE11]0)77°,9' 7— 	11,11 LT H A 	ffl -  Z lig, 	tr-L1* L 014111 e J we 

[0085] [-A-ythiN A 5] 

RHA0002 	s33 (gam#241 7) 8ckVeRHA0006 	s19 

d 9 	(gaM# 1-41  3 2) 

PL] L it. 

077° ' 7—(,:.="Dlivr, H A t:.-_ -,j1-ZlIgittr/fRVe 

[0086] ME E7J-  1E7ilirr0721 1 c) 0 n m o I /LL L, H A 1 Anhui• 	H 

A 1 Guiyang 8c rjeHA Anhu A, 	-ti-LT'tt.Fiff7f21., (1 5. 	6, 	3 1. 	3 

, 	62. 	5, 	125, 	250nmo 1/L) Lijk-i,;tAt, ME-AARAI 

LPlet:L---c, S P R ''ff -Dtcc, -t. L-C, 	-t. a7*IiM75\6, 1174-AttRXffiL 

tc. 	a.' 41.60AiiiM -FilE3 6:.--71 -c, 

[0087] 	 [3] 

RHA0GOLs33 

Ka  (1.11Ms) 1?.„ Ws) Kt, (No Rmax. (RU) 

HA1„,,ii,.„ 3.07E4,04 S.30E-04 1..72F_+08 4.7SE+02 

H.Ala*,4  S.77E+04 131E-03 2.26E-08. 2.3SE+02 

HA .4,-ti,.:: 1.93E+04 5.16E-04 .2.67E-08. 1.0,1E+03 

FIHAOW6s19 .E19 

a. WM q ie,,1  Ws) KC. (rvi) Rmax (Rt.)) 

H.A1.,,„ii,„ 3.62E+04 S..54E-04 1.53E-0.8. .3..70E+02 

H.A1,-,.,iy,,..4  S.17E4}4. 1.07E-03 2,08E-08. 3..61E+02 

HA ,4n:i7..::::: 1.98E+04 4.90E-04 .2,47E-08. 9.81E+02 

[0088] 44,!,E3 t:.-..7j - ck -3 t:.=, 	R H A 0 0 0 2 	s 3 3 	(gam#-'41 7) 8,:trf 

R H A 0 0 0 6 s 1 9 	d 9 (NA* 1-4 3 2 ) 071atiftW, 1iN T41.104 

01g,' Ji0Ki,:.-_ -4 L-c tfEa73-c1E<, 	4-M6.-..1Ett.tc_lii-a1711,7-cc, 

[0089] [- 	{ A 6 ] 

WO 2013/183383 31 PCT/JP2013/062256 

Inn" V r? 7 Ti'foZo HI 7 CD f 7 IH 6 £: 

(RU) (Dmm&^to 
[0084] M 7 J; 9 IZS — iZft LT =&$££• 

< N H A 1 An h u | tC^l^ilp-nfb^^: Ltco Z.(DtcSbs 

*fg0£(D 7 7°^ V- z&m L T H A t Z> ̂  fcW t (Dim 

•g) d t1ffc)fr-3tc0 

[0085] [^»JA5] 

RHAOOO 2 s 3 3 (BB?!I#^ 1 7) &£ZfR H A 0 0 0 6 s 1 9 

d 9 (IB^#^3 2) (Dyy^^-lZ-D INT, HAlZttt&fimMZZW 

MLtc0 

[0086] ffisZttTXttf1) T0}fJt£ 1 0 0 n m o I /L£ U HA1AnhuiN H 

A 1 Guiyang33J^t/HAAnhui^:N tip/r/E:/IIJ3? (15. 6N 31. 3 

, 6 2. 5, 12 5, 2 5 0 n m o I /L) t LtctX^Z, fulE^MJA 1 

tmmizLTs SPR^/C, tut, HHU 
tco dti^^ilp^^TIE^S 

[0087] [H3] 

RHA98&2 s*3 

Mi/lvls) Ki M KD m Rrnax (RU) 

HAI4.:;.,.. 3.07E-MM 5.3QE-04 1.72E+08 4.7SE+S2 

5.77E-KM 1.31E-9} 2.26E-OS 235E+Q2 

H A I.93E+-04 5,16E-04 2.67E-G® i,©4E+£B 

RHA0€®S_si9_d9 

KS i;im) &s fi/s) MM) Rmax (RU) 

HAI^ 3.62E-MM 5,54 E-04 1.53E-08 3,78E-M32 

HAW*. 5.I7E4-04 1.07E-Q3 2.08E08 3.6'iEf(}2 

H A /,.,:X:;J; 1.98E+G4 4.90E-Q4 2.47E-0S 9.S1E+Q2 

[0088] fulE^3tC^-rJ:9^, RHA0002 s33 (BB?!I#^ 1 7) 

RHA0006 s 1 9 d 9 (BB?!I#^3 2) ©$Sl^gtfiN 

fo$y/<?mztt[,T^misbT{&<, im^wntcm^m^Ltco 
[0089] [^»JA6] 
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*RIEIA0)77 7°5' 7 -, 	H A 1 	tz-_- 1, 	H A, 	8 ck Vetj'vf2tK, 	L'a)111Ar*Te-a 

-,'_ -ft, 	S P R (Z,:t t') eaga)11M"ff .D A:-. 

[0090] 4427 7°,9' 7 - (,, 	RHA0002 	s33 (g0j#1-41  1 7) 8,trfRH 

A0006 	s 19 	d 9 	(gEN#-=4 3 2) 	1 JEll LA:-. 	HA 1 1, , 	H A 1  A 

nhu i 	1 	)Ell L, 	HAt, 	HAAnnu i 	1111 L tz-_-  . 	ttv17tK 1, , 	I- 1=1 —)14-A17tK 

--CsZ Co n t r o I 	Ab 	(r,t-* 	4 Ai M=11'), Beckman 	Coulte 

r, 	Inc. #, 	#731642) , 	8,t VeA nt 	i 	HA 	Ab 	(r,t-*tj-i,H 

A ttvi2tK, 	S i no 	Biological 	Inc. #, 	#11048— R P 02) 	q ill I., A:- 

. 

[0091] -t.  LT, 	J-;CF 0) ck -3 7̀ SA-it t::_giRt 1., A:-  J-;01-t, ME 	RA 1 	( 3 ) 	LP] 

I: 1.0 S P R 	''f --Dt.z. 	1, l_;6-e5t::_ -t 1J--v 7°1071=1--t)14::_, 	An 

(DDW) CEIllivr, 	5000 nmol/L0)'))1K-( J:')i:> 

L, 	:> -/l/t1.(RU:Resonance 	Unit) 7Veg 1 0 0 0 R 

U 1,:.-.1"S Z Vaia ,_ -ft/L- 0 MEE ') tJ K (,, 	2 4yEaR07527J-*:>.-. 

05' 	i 	E'7'(E1_,/tE74E7J1') d T 	qlEll Lk-. -t.  LT, ME 

v 7'044E7 1=1--t)14:.-_, 	S P Riv77—CE111,\ --C, 	40 0 nmo I 

/1_0)44Et ') d A1111:177 7°51  7 —5A3125/..1,1_/m i n ---e8OVN-f 

i:> 	L, 	:> -)1/t1.754/g 7 0 0 R U 6:=71-sZ VCIiii-a, 	ft/L- 0  0,0 

-T, 	50 0 nmo 1/L07MEM11951 /0K, S PR/v7-37—CEIlk,\ 

-C, 5A,3125 µ,L/m i n -es oViam-r J:'.;i:> 	.ii_„ 	1,v1p„5-, 	1 µ, 

mo 1 /La)ffiti-vf2tK5A,315o gL/m i n -e 1 2 oviam-r 	i 

1,, W1I:.-.., 	S P IRiv 7 7— 	5A, L -05A347 -D AL-. 

[0092] a.' 41.610em 	8 I:.-.71 -. 	>4 8 (,, 	77 7°51 7— L7,01951 	JORLt-A17tK 

L otlii-a17i- 	7 7 -ezo 	>4 8 03 	7 7 I:=81,\ -T, Naln, MEEProte 

ON (golif.q21) XRP36TAlit I, 7L-  :> 	-)1/t1. (R U) 0)$M-411-"CZ. $M- 

1Fit, 442-41thiNA 1 	(3) LPlat: LT *673 A:-  . 

[0093] >4 8 t:.-.71 -,:t -3 c:.=, 	1iNT41.0)77 7°5'7—:1 	111 LAL- Vi'at, 	77°5' 7—L 

H A 	A:-  l, 	H A 1 LJH=1—)1/f-Al2tKLOAi ii-aetl;Za.' LtS<, 7 7°51  7 

WO 2013/183383 32 PCT/JP2013/062256 

HAIJfcttHA, d ©Jl J? 

[0090] tulET7^^ -?-&s RHA0002 s 3 3 (13^11#^ 1 7 ) &£ZfR H 

A 0 0 0 6 s 1 9 d 9 (I3^US^3 2) Ltca H A 1ttN H A 1 A 

nhuiMU H A tiN HAAnhui^ffflLfco Stttlis PVhP-M/Efr 

t'ibiiCo n t ro I Ab 'f A7 ̂ P^'J >, Beckman CouLte 

r, Inc.ti, # 7 3 1 6 4 2), fiit/Ant i HA AbC^^/EH 

A#LtisN Sino Biological Inc.*t #1 104 8-RP02) L/c 

o 

[0091] fUT, fu§E^»JA1 (3) £|W| 

atC ITS P R£frofc0 tii;^tC-tz>Ht-51>>70®7P--tz>iUtC, jtSM7K 

(DDW) 5 0 0 0 nmo l/L0iJ^)>K^^>y'x^>a> 

LN :> ̂  (RU:Resonance Unit) 1 0 0 0 R 

\Jlzt£Z£umtrZ -tetco tuiE 'J 13y Kti, 2 4 MIOT^**>T $ *>*> 

©5' d Ltco fulE 

51 '> 7°CDfu§E7 P — 1ZJ14CN S PR/\",>7 7- ?:I^TS 4 00 nmo I 

/L0fu§E*O|J d A^JP777°^V-^}t3S2 5 ^L/m i nt8 0#IH> 

yi^>a>U 0 0 R Utc^^^-e^^tt/co ^ 

T, 5 0 0 nmo I / L CDfulE^ifr^ yj^O Jt£s S P R/\°y 7 7~^:ffllN 

T, 2 5 At L /m i n T 8 0#PEIK ^ a > |^N 1 ^ 

mo I / L 5 0 £i L/m i nt'1 2 0#feM 

>U S P R/^7 7 7-^;1 Lt;5t;f ^/co 

[0092] zn8iz^to msti, y^^^-tm^y^ont^KW 
t ©Inn* 7 T'fe'So IS 8 ©^^7 lC£lNT\ i£®tis fulEProte 

ON (Miii^tl) XRP36T« L/c^^usiut (RU) mmm.xfoz>0 

ffiti, tulE^»JAi (3) tmmiz LX^Sbtco 

[0093] m8lZ7Ft£?lZ, ^t'tKDT7°^ "7 —LfctMSt,, 77P$^~t 

HAS felt HA 1 t P> h P ^ U § C ^ ̂  , T7 7°-$7 V 
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—L H A 	tc6 H A 1 L tA H A ttvf2tK L 0) eca 7YWR, ;_ tt. tc .  SODAiM 75` 6 , 

*RBA 0)7 7°51 7-75qM2tKLPtiEHU' ilg-eZ a.' L75%75\ -D tc_-  . 

[0094] [-A-you B 1 ] 

7 7'5' 7 — t:.= "D IXT , 	S P R t:.= ct t') H A 6:.-j,j1-  Z ecag Vag L AL-. 

[0095] (1) 77°'91 7- 

-F2711') 	1, t 	K 	-, 	L. **MOD 7 7'51  7 — L L tc. 

RHA0002 	s33 (gog#24 1 7) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

RHA0006 	s1 9 	d 5 	(gOli# 1-41  3 3) 

GGGTTTGGGTTGGGTTGGGTTTTTGGGTTTGGGTTGGGTTGGG 

RHA1634 	s60 (gog#24 21) 

GGGCACCCTCTCGCTGTACGGTTGATGCACGTTTCTTTCTCTTTATATTGCTGGGTGCCC 

RHA1 635 	s62( 23) 

GGGGCCCACCCTCTCGCTGGCGGCTCTGTTCTGTTCTCGTCTCCTTGATTTCTGTGGGCCCC 

RHA0385 	s28( 25) 

TTGGGGTTATTTTGGGAGGGCGGGGGTT 

RHA0471 	s51 	(gog#24 27) 

TCCTCGTTGGGGGTGGTGGTGGGTTTCGGTTCATGGGTGGGACGGAGAGGA 

[0096] H A t::_ecatt7i-,35 ts 0 a J 	1=1 —)i/a) ,<Ogr, 	H A t:.-Aiii-a, 7 -  a- 

Le#M -1/45 tvC kiN  Z 4PtigiWX 1  a) 7 7°,9' 7 — A 2 2 8 ct ve4.rtie 2 0) 

ME A 0 5 	-Ei -  1, tc. 

1- 1=1 —)1/ (gEN*14 3 9 ) 

CGGCGTTTGGTTGGCGTGAACCATTTTTAAGTT 

ELVR 	A 2 2 (gog#24 4 0) 

AATTAACCCTCACTAAAGGGCTGAGTCTCAAAACCGCAATACACTGGTTGTATGGTCGAATAAGTTA 

A 

EL VIN 	A 0 5 (g0i# 1-41  5 3) 

GAATTCAGTCGGACAGCGGGGGGGAATTCTAGCAGTACACCTCGAGAATTATAGCCAGGATGGACGA 

WO 2013/183383 33 PCT/JP2013/062256 

-^HAifcliHAI Afofot tltc0 

tqIffiVftZ Z t 1ft) fr o tco 

[0094] [^»J B 1 ] 

yy^^-iz-D^x, SPRIZ£ y H AizMtz^-SffeZfemLtco 
[0095] ( 1 ) 7^9 -?-

T§E*°'J Ltc0 

RHA0002 s 3 3 (13^1#^ 1 7 ) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

RHA0006 s 1 9 d 5 (I3^J#^3 3) 

GGGTTTGGGTTGGGTTGGGTTTTTGGGTTTGGGTTGGGTTGGG 

R H A 1 6 3 4 s 6 0 (I3^J#^2 1 ) 

GGGCACCCTCTCGCTGTACGGTTGATGCACGTTTCTTTCTCTTTATATTGCTGGGTGCCC 

R H A 1 6 3 5 s 6 2 (I3^J#^ 2 3 ) 

GGGGCCCACCCTCTCGCTGGCGGCTCTGTTCTGTTCTCGTCTCCTTGATTTCTGTGGGCCCC 

RHA0385 s 2 8 (I3^J#^ 2 5 ) 

TTGGGGTTATTTTGGGAGGGCGGGGGTT 

RHA047 1 s 5 1 (I3^J#^2 7) 

TCCTCGTTGGGGGTGGTGGTGGGTTTCGGTTCATGGGTGGGACGGAGAGGA 

[0096] H A tCilp-nttZ| y h • — JlsCDj&M'fr-Fs H A Z 

t 3 tlT IN & 1 (D77°$^-A 2 2 (D 

fulE A 0 5 £"nJ5£ L/co 

ziVhP-JU (13^0#^3 9) 

CGGCGTTTGGTTGGCGTGAACCATTTTTAAGTT 

mm\ A 2 2 (i3^y#^4 0) 

AATTAACCCTCACTAAAGGGCTGAGTCTCAAAACCGCAATACACTGGTTGTATGGTCGAATAAGTTA 

A 

mm\ A o 5 (i3^y#^ 5 3) 

GAATTCAGTCGGACAGCGGGGGGGAATTCTAGCAGTACACCTCGAGAATTATAGCCAGGATGGACGA 
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ATATCGTCTCCC 

[0097] MEET1.7°5'7—t, 	-t- 0 3' 	ii`At:.-_, 	2 41-11aR0)527J-*:>75= 	(7j1 

')d A) 	11)iii l„ 	t ') d A Will 7 7'51  7 -L LT', "fle -  zs PR t:.-_ ,MEll 

L tc . 
[0098] ( 2) *jig q 

f,2101951 KL L, --c, 442.-A-you A 1 6:.:80•ZA/Anhu i/1/2005FIEA H A 

1 	( H A 1 Anhui : gEN* I-4 3 6) , 	J-;CF(,:.:7 -, 	A/California/04/2009W 

H A 1, 	A/Br isbane/59/2007FIEAH A 1, 	A/Ai ch i/2/1968EIEA H A 1 	jEll 

L tc . 

H A 1 C al i f o rn i a 

A/Ca l i forni a/04/2009FIEA H A 1 

Sino 	Biological 	Inc. 	## 1 0 5 5—V 0 8 H 4 

gEN*1-41  4 1 

MKAILVVLLYTFATANADTLCIGYHANNSTDTVDTVLEKNVTVTHSVNLL 

EDKHNGKLCKLRGVAPLHLGKCNIAGVVILGNPECESLSTASSVVSYIVETP 

SSDNGTCYPGDFIDYEELREQLSSVSSFERFEIFPKTSSVVPNHDSNKGVT 

AACPHAGAKSFYKNLIVVLVKKGNSYPKLSKSYINDKGKEVLVLVVGIHHPS 

TSADQQSLYQNADTYVFVGSSRYSKKFKPEIAIRPKVRDQEGRMNYYVVTL 

VEPGDKITFEATGNLVVPRYAFAMERNAGSGIIISDTPVHDCNTTCQTPK 

GAINTSLPFQNIHPITIGKCPKYVKSTKLRLATGLRNIPSIQSR 

H A 1 Brisbane 

A/Br isbane/59/2007FIEA H A 1 

Sino 	Biological 	Inc.# 	# 1 	1 0 5 2 —V 0 8 H 1 

gEN*1-41  4 2 

MKVKLLVLLCTFTATYADTICIGYHANNSTDTVDTVLEKNVTVTHSVNLL 

ENSHNGKLCLLKGIAPLQLGNCSVAGWILGNPECELLISKESWSYIVEKP 

NPENGTCYPGHFADYEELREQLSSVSSFERFEIFPKESSVVPNHTVTGVSA 

SCSHNGESSFYRNLLWLTGKNGLYPNLSKSYANNKEKEVLVLWGVHHPPN 

WO 2013/183383 34 PCT/JP2013/062256 

ATATCGTCTCCC 

[0097] fulE T7 7°^ V —t(D 3' 2 4 ikSM(DT'X ~7T-> (*° 

'J d A) ^0|JdAffl7^7-^:LT, £ S P FUC^ffl 

L/co 

[0098] (2) 

fulE^MJA 1 K£tt£A/AnhiM7l/2005G3feH A 

1 (HA 1 Anhui :|3^lJS^36) N A/California/04/2009fijfc 

H A 1 N A/Brisbane/59/2007fi3fcH A 1 N A/Aichi/2/1968fi3fcH A 1 

Ltc0 

HA 1 Qa| ifornia 

A/California/04/2009fijfcH A 1 

Sino Biological Inc. ft#1 0 5 5-V08H4 

IB^S^4 1 

MKAILVVLLYTFATANADTLCIGYHANNSTDTVDTVLEKNVTVTHSVNLL 

EDKHNGKLCKLRGVAPLHLGKCNIAGWILGNPECESLSTASSWSYIVETP 

SSDNGTCYPGDFIDYEELREQLSSVSSFERFEIFPKTSSWPNHDSNKGVT 

AACPHAGAKSFYKNLIWLVKKGNSYPKLSKSYINDKGKEVLVLWGIHHPS 

TSADQQSLYQNADTYVFVGSSRYSKKFKPEIAIRPKVRDQEGRMNYYWTL 

VEPGDKITFEATGNLVVPRYAFAMERNAGSGIIISDTPVHDCNTTCQTPK 

GAINTSLPFQNIHPITIGKCPKYVKSTKLRLATGLRNIPSIQSR 

HA 1 Brisbane 

A/Brisbane/59/2007fi3fcH A 1 

Sino Biological Inc.tt # 1 1 0 5 2-V08H1 

IB^S^4 2 

MKVKLLVLLCTFTATYADTICIGYHANNSTDTVDTVLEKNVTVTHSVNLL 

ENSHNGKLCLLKGIAPLQLGNCSVAGWILGNPECELLISKESWSYIVEKP 

NPENGTCYPGHFADYEELREQLSSVSSFERFEIFPKESSWPNHTVTGVSA 

SCSHNGESSFYRNLLWLTGKNGLYPNLSKSYANNKEKEVLVLWGVHHPPN 
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IGDQKALYHTENAYVSVVSSHYSRKFTPEIAKRPKVRDQEGRINYYVVTLL 

EPGDTIIFEANGNLIAPRYAFALSRGFGSGIINSNAPMDKCDAKCQTPQG 

AINSSLPFQNVHPVTIGECPKYVRSAKLRMVTGLRNIPSIQSR 

HA 1 Aichi 

A/Ai chi/2/1968FIEA H A 1 

Sino 	Biological 	Inc. 	## 1 	1 7 0 7 —V 0 8 H 1 

gEN#144 3 

MKTIIALSYIFCLALGQDLPGNDNSTATLCLGHHAVPNGTLVKTITDDQI 

EVTNATELVQSSSTGKICNNPHRILDGIDCTLIDALLGDPHCDVFQNETVV 

DLFVERSKAFSNCYPYDVPDYASLRSLVASSGTLEF ITEGFTVVTGVTQNG 

GSNACKRGPGSGFFSRLNVVLTKSGSTYPVLNVTMPNNDNFDKLYIVVGIHH 

PSTNQEQTSLYVQASGRVTVSTRRSQQTIIPNIGSRPVVVRGLSSRISIYVV 

TIVKPGDVLVINSNGNLIAPRGYFKMRTGKSSIMRSDAPIDTCISECITP 

NGSIPNDKPFQNVNKITYGACPKYVKQNTLKLATGMRNVPEKQTR 

[0099] (3) S P IR (,::_,:t ZecaiCOAM 

MET 7°51  7 — 8 ck VeMEVIrlig 51  Ji0 NJEll L tc_- J-;tAt, 442-4101J 

A l 	(3) 	LITAM:LZ"ff-Dtc. 	a.-41.6a)Aim 	9 t:.-.7 -. 	9 l, , 	-t21 

01g51 /0Nt:3-,11-Z-77.7°51 7—miii-ag77--ez. 	9 O) 

7 7 (,:: 8 ki N --c , 	1; 	i6 	ME P roteON (Rtgif.q21) 	XRP36-eg]slit Lk-  :> 	- 

)1/t1. (RU) O$D-44FITZ. $D-441=, 442-41-01J A 1 	( 3 ) LPlet: 

1_, --c3R673k-  . 

[0100] 4 9 (:.:7,:t -3 t::-, 	-4101i0)1,\Ttt.0)77°5'7— t, 	-fEH A 1 6:.-_ -41, -C 

, ELVINO) 7 7°51  7—t t') t If, tt. tc_lii -a R 	7i I., tc: . 

[0101] [-A-you B 2] 

7.7°'91 7—CEIllivr, 	ELAA (Enzyme-1 	inked 	Apta 

me r 	Assay) 	6::_ct t'J, 	'7fIELtz-_- HAO) --Dtz-_-. 

[0102] (1) 77°,9'7- 

440-41-011 B 1 T-Eì  	Lk-  R H A 0 0 0 6 	s 1 9 	d 5 (gog#24 3 3 

WO 2013/183383 35 PCT/JP2013/062256 

IGDQKALYHTENAYVSVVSSHYSRKFTPEIAKRPKVRDQEGRINYYWTLL 

EPGDTIIFEANGNLIAPRYAFALSRGFGSGIINSNAPMDKCDAKCQTPQG 

AINSSLPFQNVHPVTIGECPKYVRSAKLRMVTGLRNIPSIQSR 

H A 1 A | c h | 

A/Aichi/2/1968fi3fcH A 1 

Sino Biological Inc. ft# 1 1 7 0 7 -V08H1 

13^#^ 4 3 

MKTIIALSYIFCLALGQDLPGNDNSTATLCLGHHAVPNGTLVKTITDDQI 

EVTNATELVQSSSTGKICNNPHRILDGIDCTLIDALLGDPHCDVFQNETW 

DLFVERSKAFSNCYPYDVPDYASLRSLVASSGTLEFITEGFTWTGVTQNG 

GSNACKRGPGSGFFSRLNWLTKSGSTYPVLNVTMPNNDNFDKLYIWGIHH 

PSTNQEQTSLYVQASGRVTVSTRRSQQTIIPNIGSRPWVRGLSSRISIYW 

TIVKPGDVLVINSNGNLIAPRGYFKMRTGKSSIMRSDAPIDTCISECITP 

NGSIPNDKPFQNVNKITYGACPKYVKQNTLKLATGMRNVPEKQTR 

[0099] (3) 

fulE:P70^ v-£<£t/fulE*I^ LtcMftlts fulE^MJ 

A 1 (3) ^ incite LTtTo/co 9 M 9 ^§41 
7°^ M 9(D</ 

^7lZ&^T, fu§E P roteON XRP36-e>D£ Ltcis <?i~ 

(RU) IUIE^MJAI (3) tmmiz 
[sTM&tco 

[0100] m 9 lZ7ist£ 9 izs — #1H A 1 izjtf LT 

s y L/co 

[0101] [^MJB2] 

777°-$7V — ELAA (Enzyme — I i nked Apt a 

mer Assay) tCctyN Lfc H A tc0 

[0102] ( 1 ) 77°$^-

tulE^»JB 1 -CG&Ltc RHAOOO 6 s 1 9 d 5 (13^0#^ 3 3 
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), 	RHA 1634 	s60 (gog#242 1) , 	RHA1 635 	s62 ( 

gOli# 1-423), 	RHA038 5 	28 (gog#242 5), 	RHAO4 7 1 

s 5 1 	(gOli# 1-4 2 7) 	iCEll Lk-. 	tc: , ME -41thiN B 1 L PI 12, 	iJ 

11=1 —)1/0)F,Anglick .Ueth$38N0)77.7°5'7 — n1 L tc. 	tt. 6 0 7 7°5' 

7 — a) 3 ' 	i', 	-t. tt.T.'41.E7f 	'ILL, 	Et 	'1E77.7°5'7— 	(.ffilEll 

7 7.g 7-) 	L i j  --c , 	'fCL -ZELAAl,:.-..4CE111.,tc_-. 

[0103] (2) ffirligq JiON 

Migq JKL L-C, -41-ou A 1 8,trp-A-ythiNB 1 OVA/Anhui/1/2005E1El 

H A (HA/H 5 N 1) 8,t VA/Ca I. i forn i a/04/2009FIEA H A (HA/H 

[0104] 

1 	N 1) 	jEll L tc: c, 

(3) E L AA (MCI) 

r,i)14:=5' —itv I -ZIEL, 	114,1a7f1E,9'—itv i-t:.=.442ffin177.7° 

51 7 —f11:35 -ft, ME 	'1 	—1'' 	H,:.-111i-E; L, tcmgaffliE117 .7°,9,  7 — 

ffl 	z z.: L t:.-_,t -D -c, 	-/fIELtz-_- '9'-7v 1-o)ffl ,"ff-Dtz-_-. 	z_.- a)51 

[0105] 

Jt-F, 	E L AA 0)&451L kiN -3 c, 

T, 	96 11K1 7°1,—I 	(AlTn Immuno 	96 	M i c r owe I 	I 

Plates 	MaxiSorp:Nunc#)(,:.=,gRiv7 7 - ( p 

H9. 	6) TAELtc 1 0m,g/mLOMBEHA, r,i/l/tc_- t') 1 00µ 

L 	)iii L, 	4 °C-e —ER,az -,3_ -ft/L-0  mEr, i )I. 	2 0 0 m. L 0)5A349-/v 7 7 

- (5 Omm o I /L 	Tr i s, 	1 00mmo I/L 	NaC I, 	5mm 

o I/L 	KC I, 	1 mmo I/L 	MgC I 2, 	0. 	0 1 % 	Tween 	( 

gloilf=t2+Z) 2 0, 	P H 7 . 	4) -e5A344, ID V *J ''/'Y 7 7 - (P r 0 

tein—Free 	(TBS) 	blocking 	buffer, 	#37 

570, 	P I ERCE#) 	2 0 0 /I L MA., 25.H.T 1 Hi1V-( J*]_, — 

Lk-. 4 .i*a,— H, ME', i)l. 	2 0 0 m, L 0)445E5A349-/v 7 7 — T 

3 111A349-  L, 4421-1 A 	;ft Ltc: 7°1.— l iftizi  Lk-. 

[0106] -t.  L Z, a TV74 a (5 0 mm o I /L 	T r i s, 	1 00mmo I /L 

NaC I, 	5 mmo I/L 	KC I, 	1 mmo I/L 	MgC I 2, 	0. 	0 1 

WO 2013/183383 36 PCT/JP2013/062256 

) N R H A 1 6 3 4 s 6 0 (I3^U#^2 1 ) N R H A 1 6 3 5 s 6 2 ( 

2 3) s R H A 0 3 8 5 2 8 (13^0#^2 5) N R H A 0 4 7 1 

s 51 (i3^ys^2 7) tti&mLtc„ ttz, 1 tmu* =l> 

K n~)\s(D®iM.fiT]S£Xftk$%M(D7 70$ — L/co Ctl^®777°^ 

7-®3' 

77°$^-) t LT, ^tSELAACtfflLfco 

[0103] (2) 

LT, ^fifeffllA 1 1 0A/Anhui/1/2005fi 

JH A (HA/H5N1) £J;t/A/Californi a/04/2009 fijfcH A (HA/H 

1 N 1 ) Ltco 

[0104] (3) ELAA (jt&£) 

•7JL)ISI,Z5> — >f v K^m^-fbLs fulEHilAEl'fb^ — fv h tcfulE^tJHffl 

£v — tuiES^b^— fv KtCilp-n LtcW£$kti\f&T ~f $~7 — 

%$>&tZ>Ztlz£^Ts 

J^Ts ELAA0tgSi:^-5o 

[0105] f f\ 9 6 7X7°b — K (j^pp^S Immuno 96 Microwell 

Plates MaxiSorp:Nunc }±) tCN j^I£A,,y 7 y — ( p 

H 9 . 6 ) T'^IR Ltc 1 0 £(, g / m L CDfulE H A "7 xJUfe/c lJ 1 0 0 /A 

LgsflDU 4°C-e-^D^#^-&/co ftilE^xJU^ 0 O|XL0M/^'>7 7 

- (50mmo l/L T r i s, 1 OOmmo l/L N aC I , 5mm 

ol/L KC I, 1 mmo l/L MgC I 2% 0. 01% Tween ( 

IliiFStfl) 2 0, p H 7. 4) /P'^>^A'->77- (Pro 

tein — Free (TBS) blocking buffer, #37 

5 7 0, PI ERCEft) £2 0 0MLJQ;U 1 0tP^>^zL^-h 

Ltco -fV^rzL^— iulE^ 2 0 0 £i L ©iulE&^'Sy 7 7— 

3 08fc&U tulEH A£m^bL/c70b-h£fF^L/c0 

[0106] fUT, (50mmo l/L T r i sN 1 OOmmo l/L 

NaCI, 5 m m o l/L KCI, Immol/L M g C I 2% 0. 01 
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% Twee n 	(glolif.q21) 20, 	0. 	05% 	BSA, 	pH 7. 	4) -e, 

ME Et 	'1E77.7°'91 7— 	1 ILM 0  I /I- t:AfR Ltc_1, ME', 	)14::_, 

r, i)l/Wc (,) 1 0 0 gl_A)i11,, 251fri-C 1 HilV 4 	* a 	— I- 1, tc. 00-C 

ME r, i )1/ 	MEA349-A T A349- 1, tc_ 1, 	1 0 0 0 ig A fRL, tc: Z I- 1, 7°1- 7 

— -t 4 	r, r7 It E,j1/7J- *:>5r--ff (SA—HRP P. GE#, #RP 

N 1 2 3 1 	2ML) 	1 o o /IL A)iii L. 	22-C 3 0 3• r'Fi'l a PL3 -,'_ -ft tc: . 

6 t:, ME', i)1/4425A349-ATA349-1,tz-_-1, TMB — EaN (Moss 

Inc . 	,11) 	1 0 0µL 	A)irl L, 	22-C 2 o3Ailar,ii.3 (tt) 	-,L -ft/L-0 	-t. 

07TH, ME', i)14:.= 1 0 0 µ,1_ 0)0. 	5 m o I /L 	00n 	)]l1 	aR.,,,f-#_ 

± 1, 7-L1, 7° i, — I- I) — Y---e;LM 4 5 0 n mONRY61 (01EI,ChMt 6 2 0 

n m) 	;141_17f 1, tc: . 

[0107] tc, 	1 7 	Lt.,-  - C -, 	H A 	'-ZIEL,-ck,\I-sk , \ 9 6 iiK-7° I, — I- t:.-_ --Do-c 

Hot:: E L A A 	•'f -  -D tc: . 

[0108] 	a.' 41.6 0AiiiM, 	>4 1 0 1,::_71 -c, 	41 06, 	77.7°51 7— (Zeca Lit H AO 

7j - 	7 7 --ez,, >4 1 0 t:.:1-30--C, Naln, ME*Ii-ahl 	7J)M 4 

6 0 n m ON)301. (01],C1M6 6 2 0 n m ) -e 	z c, 

[0109] 	41 O:  71 -ck -3 lz., -ArOIJO)0T41.0)77 7°5'7—t, 	-fEH At:31 1./T 

, ELVIN 0 7 7°'91  7-t t'i t lEtt.tc-liiiag 	1, tc . etc, 	1 7 	I,: --D 0 

--c, P13061.6ffili.RYT- --C 	-D AL-. 	a.' tt. 6 OtliiM75` 6, 	**MO 7 7°,9' 7 

- l, , 	.7°  l, - 	TtV'S < , 	Z I E -,'_ tt.tc_-  H A 1 t:.-..*,i-att7i - z_.-  L75%75N.D 

tco a.-  oct -3 ,-sat:.-_,t4-Lts, 	Auttg-td-cay61.t. 	.-/f fEtg-td-L-HAt::_e 

ao-L-7.7°,9'7-oia.-L75\6, rmtvigt:.-_, 	HA .-/ftt8c -oetii--e 

,zc, 	etc, 	HAayttt8ctveti -ezz._.- L75\6, 	-,'_ 66:.-.., 	4 	'7)1/i 

Jlfr, 4 )1/0Y7ftt8ckrfifil  t ii -R--CZc, 

[0110] 	[-A-you B 3] 

7-1 7° '91 7—CEIllivr, 	ELAA (Enzyme—I 	i nked 	Apta 

m e r 	Assay) 	t:.-..ct ('), 	rtiEtiv12t“::_ck (') 	tZ 1, tc H A a) 	ffl 	"ff -D 

tc . 

WO 2013/183383 37 PCT/JP2013/062256 

% Tween (Miii^tl) 2 0, 0. 0 5% B S A, p H 7 . 4 ) 

fu§EtfTl"51>'fb7770'$7 V — 1 £imo I / L fulE^ 

^xjbfe/cU 1 OOML^JPLS ^;U"e 1 BIPPM K L/Co 

% fulE "7 xJU£fu§E}ft}#}S"Tr}7t}# L7c?j|N 1 0 0 O-fe^K L/cT, h b 7° h T7 

3 (SA-HRP:GEfc #RP 

N 1 23 1 2ML) £ 1 0 0 ju, L gsjp U 3 0 1±tc0 3 

t>tZs fulE^ xJU^fulE^}#^"^}# Lfc&s TMB-E1I (Moss 

Inc. S) 1 00/iLMU ^-C2 0#^J5J& (fgfe) =t 

CD ?j|N fulE "7 xjUtC 1 OOAILCDO. 5mo l/L 

it Ltcfes 7° b — K 'J-y--e^S4 5 0 n m0M (#,TOS&6 2 0 

n m) £)|JJAE! L/co 

[0107] S/c, 77>^^LT, H A^|g^jbLTlN^lN9 6^7°b-KtC^lNT 

s lU^C E L A A tc0 

[0108] ZtlbCDftn^s i1 OlZTisto HI 1 OtiN 777°^ V —tCil^L/cH A® 

^77Ti5l)„ HI 1 OtCfelNXs tulEilp'ntb;&^:t"/^S4 

5 0 n m0M (#,TOS& 6 2 0 n m) 

[0109] M 1 0 lZ7ist£ 9 ldN ^MJ©lN"ftl©777°^ V — t,N ^g-fflHAtCftLT 

s hbl^y^T7^^ V-J; y t®ti/c^t^^L/co S/c, 

7°b-K"eti^<s m^-fb^ti/cHA 

tco J: *U*N S^bStifcH AK^ 

$£<> S/c, HA0£teJ:^i^'^:^^, tsbiz, -f>7JUx 

>+f 0 -f JU X 0 £1433 J: t> Ritg•T? £> £ o 

[0110] [^»JB3] 

777°-$7V — ELAA (Enzyme — I i nked Apt a 

mer Assay) lCj:yN IH^'fbJjtfrtC cfc y JilJE L/c H A CD^tii 
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[0111] ( 1 ) 77°q7- 

445E-41th1NB 1 --C'sal,tc_- R H A 0 0 0 2 	s 3 3 	(gog#24 1 7) , 	R 

HA0006 	s 19 	d 5 (gOli# 1-433), 	RHA 1634 	s60 ( 

gOli# 1-41  2 1) , 	R H A 1 6 3 5 	s 6 2 	(EM #-4 2 3) 	icEll L tc: c, 

tc, ME 'AVM B 1 LITA u, 	a J I- CI — )1.0 	1 	L AL- o a.' tt, 6 0) 

77'51 7-0 3 ' 	ii`A' 	, 	-t. tt.T.11. Et 	'IL L, 	Et 	'1E7-1.7°51 7—L 

ij-c, 	.13 -zELAA6:.-..1 	L, tc: . 

[0112] (2) Migq/ON 

Migq 	N L L, ---c, ma-A-1-0JB 1 OA/Anhui/1/2005FIEAH A (H A 

[0113] 

1 /H 5 N 1 ) 	icEll ljtc_- ,, 

( 3 ) ftvf* 

H A/H 5 N 1 t:.3,i-aft7T -7J1 i) 	1=1 — t)14-r-vf* L L-c. 	r,lt*th`,^7 

‘)1/=J 	(H 5 N 1) 	p A b 	(Sino 	Biological 	Inc., 	# 1 	1 0 4 8 — 

R P 2) 	1l,11 I., tc . 

[0114] (4) E L AA 

9 61-7° L,— I. 	(AlTniImmuno 	96 	Microvvell 	Plates 	Max iSorp, 	N u 

n c #) t:.=, 	1 r, i/l/W'c_- (,) #n 1? 1 µ, g 	.,)ip L„ 	4 t-e—EIM .i* a 	— 

1-1_, -c, 	44,EttiA2tK -ZIEL,tc_-. 	7i=iv*'‘/ ,y7 -37-6, 	AiTniProtein 

—Free (TBS) blocking 	buffer (# 3 7 5 7 0, 	P I F R C E#) 	jEll L 

, VIA-It6, 25.H.T 1 Hem LLIt . -t.  L -C, 4427°1. —  I- 1Z, 	r, ill/tz-_- 

(,) 1 µ, g OMB H A 	A)J1:11,, 25.H.T 2 Hi rm 4 	* a , — 1- l, "T , ME 7° 1, 

— 	-ha) 	if iE t-A14“: ME I-1 A Vliia-,35 -ft tc. 0,0-C, ME 7° V— H,:.--, r, 

i/l/W'c_- (,) 1 µ, mo I /L OD E7J- 	.14E77  7°5' 7— 1 0 0 µ, L 	A))11 L„ 2 

Aii  -e 1 Hi rm 4 	* a 	— 1- L tc_1, 	1,7° 	7 E':') 	— H R P (X1 00 

0) 	t:.-..ctzfttartA,/ff -D -c. 	PAY61.slit.  Lk-  . tcl: 8, lit:71-.3stsoli1U,) 

(,, 442-41thiN B 2 (Z8 0•Z ELAALP100A-ItTZTI --D /to  

[0115] etc, 17 L LT', MEN A 	)iiiL Ltc, glEt-A14K -ZILL 

-cotsot:.--Do-ct, 	PAY61.0;141_1-Z--Dtc. 

WO 2013/183383 38 PCT/JP2013/062256 

[0111] ( 1 ) 7 7°^ V-

tulE^WiJ B 1 X£tJ& Ltc RHA0002 s 3 3 (13^0#^ 1 7 ) N R 

H A 0 0 0 6 s 1 9 d 5 (I3^US^3 3) s R H A 1 6 3 4 s 6 0 ( 

I3^S^2 1 ) % RH A 1 6 3 5 s 6 2 (IB^#^2 3) Ltc0 £ 

tc, tulE^MJB 1 tm =l> Ltc0 Ztl b(D 

7^7-03' ttmtks tM'ti¥XTy{bLs 

LT, ^tSELAACtfflLfco 

[0112] (2) 

fulE^MJB 1 0A/Anhui/1/2005fi^HA (HA 

1/H5N1) Z&m Ltc0 

[0113] (3) itrEffc 

HA/H5N1 VU-i-JlsfaWtLX, 

y)\sT-y (H5N1) pAb (Sino Biological Inc., #1 104 8-

R P 2 ) o 

[0114] (4) ELAA 

9 6^7°b—K (j^ppiSlmmuno 96 MicroweLL Plates MaxiSorp% Nu 

n c}±) iZs 1 ^ JL)[/fotc lJ J/Cifc 1 fx g LN 4°C> + 3.^-

h LT, tulEJnfr;&lil£'fb L/Co 7 FSpp^SProtein 

-Free (TBS) blocking buf fer (# 3 7 5 7 0 N P I ERCEft) ML 

% 1 BtP^ L/co fLT, fu§E7°b-htC, ^xJUfe/c 

<J 1 ^ g CDfulEH A Ls gmt 2 BIPEIH y^-n^ — h LT, fu§E7°b 

- K±®S£^^frtCfulEH A^^^tt/co Wi^Xs fulE7°b— K tCN £ 

xJUfe/cU 1 £im o I /LcDtf^XbT7^ V- 1 0 OML^^JPLS ^ 

1 BIPEIH y^riL^<— K L/c^ 7hU^h7^>'V-HRP (X100 

0) Ltco &fc\ 

te. tulE^WiJ B 2 IZ £ £ E L A A t o fco 

[0115] S/c, y 0 b LT, tulEH A££gsjbn£ Ltclk, tulE^fr £®^b L 

T IN & IN & tC ^ ivT t, s © )U £ £ fx o fco 
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[0116] z.:41.60tliiM, 	1 	1 6:.-..71 -. 	1 	1 i,, 	77°,9'7-t3i-al,tcH Au) 

2 	71 - '77 ---eZ,,, 	4 1 1 6:.:81X-C, 1; 	l6 	44EaliaiChM4 

5 0 n m ON)301. (01,E1,C1M6 	6 2 0 n m ) --e 	Z „, 

[0117] 41 1 6:.:71 - ck -3 V:, 	-41thiN0)1,\Ttt.0)77°5'7 — t, 	-fEH At:31 LT' 

, H=1-)1/0FAD'a•ck t,) t A01:93061. 	L, lit:.-_, 	RHA0006 

s 1 9 	d 5 	(g0d# 1-41  3 3) (,, frIa73-CAOPAY61.711,tc_-. 	etc, 	1 

7 	1,:.= -D1i\ --C, 	1-1A)J1:1108,trietti,14Kif IL L -col-solooTtt. 

6:.-..80-ct, P)301.6ffili.RYT- -e -D AL-. 	z.:41.60eM75\6, 	-A-AiNa) 

.7 	 2tK 77°5' 7 —  l, , MEtivi* 	it 1, 442'1, — 	TtV-S. < , 	7'1, — l_ht::_th`,1 

iil/ral/ZOZ H A t .-..4 L/Z, 	*iiat 	7i e 	 t -  a.' L ebb\ -D tc. a' oct -') 

i-c1;51 (Sandwi c h—ELAA) V: ck 413S, Alitttttc_- 1:93061.1, , 	7 

70 51 7-1,:.= 	tZttt.tz-_-  H A (Ztlii -a I., tc th`,14K 02 	7i -  z.: L75\ 6, 	134 	0<J6:.-_, 

H A 	tt8ctrfif laI T 	Z. 

[0118] [-A-you B 4 ] 

VE I., tc 77°51  7-1,:_ckt'il-IA 	tZ 1,, 	- )tti,12tK 8 ck ve = ;tti,12tK t:.= ck 

tj ME H A 1g)$ffl•li--D tc. 

[0119] ( 1 ) 77°g7—  

440-41thiN B 1 ZahcLtcRHA0002 	s 33 (gog#241 7) 	q 

jEll L, tc . 	tc: , ma-A-rou B 1 L Hu, 	I- 1=1-)i/orAn'a•JEll L, tc_- 

. 'L41.6077°,9'7-03' 	i*-', -t. tt.T.11.7zia (-NH2 ) 	4.Al.„ 

7; ilE77°,9'7-L L-MEHLtz-_-. 

[0120] (2) ffirligqioN 

*Nig 5' 	N L L, ---c, ma-A-rou B 1 0)A/Anhui/1/20051E1EAH A (H A 

[0121] 

/H 5 N 1) 	icEp 1 _, tc: c, 

( 3 ) 	ttv12tK 

t')  

r,t-*ti-i- N7')1,= (H 5 N 1) 	p A b 	(S i n o 	Biologic 

a I 	I nc, 	#110 4 8 — RP2) 	10Ell L AL-. -;M,1 6, 44,E- 

WO 2013/183383 39 PCT/JP2013/062256 

[0116] HI 1 1 C^to HI 1 His 777°^ V —A® 

i?:^t^77T'S)2)o HI 1 1 tCfelNXs tulBilp'n 

5 0 n m0M (#,TOS&6 2 0 n m) T?&£>0 

[0117] HI 1 V-t, ^-ffiHAtCftLT 

% =l> KP-;U0^II^^ <£ y RHAOOO 6 

s 1 9 d 5 (IB^#^3 3) &N %tc, 7" 

^y<PiZ-D^Xs H A£^jbn©&£J;rJ^tt£@^bLT^&^©^-f*l 

p»jt&*£d^i^)ST-fe^;/co ztib(D^-frb, (D 

77°$^-tes fulEJrE^S /ctifulE7°b-h"m&< N ~?\/—h±lZ$KW%: 

fi" LTilnn" LTlN^) H A LT, Z. t. tc0 d®ct9 

(Sandwi ch-ELAA) £<fc*U£, tl/cP»Jt T7 

[0118] [^»JB4] 

MfeitLtcTy* -?-lZ£ y H A£Jil£U — 

yfulEH A^^tti^tTo/co 

[0119] ( 1 ) 77°$^-

tulE^»JB 1 tMLfcR H AO 0 0 2 s 3 3 1 7 ) 

mLtc„ s/c, tuiE^»jB 1 tmts ^>\*n-)\,<Dtmft?z&mLtz 

o Z.tlb<D7 7* -?-(D 3' ^tl^tlT7^ ;i (— N H 2) £a#AU 

T7^ J{k77°$^-t Ltco 

[0120] (2) 

m^y^OntLX, fulE^MJB 1 0A/Anhui/1/2005fi3fcH A (HA 

/H5N1) Z&m Ltc0 

[0121] (3) 

HA/H5N1 <?U-±Mn.{*t IX s 

•7Ht^lrE/s>"7VJUT—y (H5N1) pAb (Sino Biologic 

al I ncN #1 1048 — RP2) L/c0 fu§E-;^ 
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tiv146:31iaUigtS7J1  ' ) 	1=1 —  J - Mid* L L-c, H R P fra:5 tat tA r, It* I 

gGttvf2tK (a—Rab i t 	I gG—HRP, #NA934— 1 ML, 	GE 

#) 	iCEll Ltc. 

[0122] (4) ELAA 

96 11K-7°1,—(APn immobi 	I 	ized 	Amino 	plat 

e, #4 3 6 0 0 6, Nunc #) (:,'R/ v 7 7 — ( P H 9. 	6) -ea 

1, itME7 Z i 1E7 7°5' 7— 	A))11 L, 4 °C-C —ER,4 J*J- 	— 	L-C, 

METZ )1E77.7°51  7 — 	t''IL Ltz-_-. MEr,i)14:.-..cil-ZIME77 Z )1E7 

7 —O).. 	0, 	0. 	002, 	0. 	02, 	0. 	2, 	2µML Lk° 	1 

1111A0)11=1v*M, , 	1 m o I /L 	Tr i s 	(pH 7. 	4) 	1 	jEll L„ 

zil?-1,-Itt, 25.8.-e 1 HirmL L, tco 	2 IIIIA a) ID v * JM,, 	ID v * 

, ,y 7 7 — L L, -C, 	Pn Protein—Free 	(TBS) 	block 

ing 	buffer 	(#37 5 70, 	PIERCE#) 	jEll L, VIA- 

ft (,, 	25.H.T 1 Him L Lk-  . 	-t.  L -C, 	44 27°  1, — 	t:.-.., 	r, i 11/7"c_-  t') 1 p. g 

onga H A 	A)J1:11,, 25.H.T 2 Hirm-r J*]_, - 1- l., "T , ME 7°  1, — 	±O) 

-/f1E77.7°51 7— (Z44,EH A 	.*,i-a-,_-t. t.c_-. 0,k,\ --c, 	442.7°[/ -1.6-,:, 	,,, 

)L' 5t t,) 1 00 n µ.M0)442—)M12tK 1 0 o m. L 	.A)iii 1,, 25.8.-e 1 Hem 4 

* a i— 	l., tc_1, 	3 34 	''f -  0, 	:5 66:.=, ME 	fj-i11 (x5000) 

4)iii L -c . 2 5.S. T 3 0 3•-f J*J_1— 	l., tc: . -t.  L ---C , 	TMB— EaNcEll 

kiN tc ft t a r,tA t:.-.. ctt,), 	a AI. 	;141J if L tc. 	44:8, 	!ti t: 7i :35 tcl: 0 FR t') 6, 	ME 

'AVM 13 2 (,:.= 8 1,J* ZE L A AL Pie0A-ItTZTI - -D tc. 

[0123] t'L-, 	17 	L l, --C, ME — )n-E14“::_it A_ -C, 	1=1 —)14-Al2tK L l./"C 

, 	',It* 	4 A) fJ 1=1 1 1  ) J (Beckman 	Coulter, 	Inc. #, 	# 7 3 1 6 4 2 

) 	11Ell L tcA 1,:.= "D IXT t , 	IR061.10;i4lJt - -D too 

[0124] a.' 41.6 OtliiM, 	>4 1 21,:.:71. 	4 1 2 (,, 	7 7'51 7 — t:Illia Ltc H A 0) 

ii 	7i- 	7 7 ---e 	Zo 	>4 1 2 (,:.:81X-C, 	1; 	l6 	MIZEtliiai/SM 4 

[0125] 

5 0 n m ON)301. (011C)SM l, 	6 2 0 n m) --e 	Z c, 

41 2 t:.-..7j - ct -3 lz, 	7° l. — I- t: 	iffE L, tc: ME R H A 0 0 0 2 	s 3 3 

WO 2013/183383 40 PCT/JP2013/062256 

<puLT, H R pmmzntciaoy* \ 
gGjjtfa (a-Rab i t I gG-HRP, #NA934-1ML, GE 

*t) tk&mLtc„ 

[0122] (4) ELAA 

9 6 K (j^pp^S immobi I ized Amino plat 

e, #4 3 6 0 0 6, N u n c}±) iZs j^I£A''>7?- (pH9. 6) T^ 

IKL/cfulET^y^^V-^JPL, 4°CT-0ft^ K LT, 

tulET7^ ;ib7 7*^-*m%.ibLtzo tulE^xjUtC^-r^tulET7^ J \t7 

7°^V-0}fJt^ 0, 0. 0 0 2, 0. 0 2, 0. 2, 2/xM^L/co 1 

HU @ CD 7" • y 1 mo l/L Tris (p H 7. 4) L, 

MHHmis 1 mmt L/Co 2@@ffl7'P7^>/Wx 7'P / 

A''>7 7- ̂  Lt, ^pp^i P r o t e i n — F ree (TBS) b I ock 

ing buffer (#3757 0, PI ERCEft) L, 

mi, ^;UT 1 mmt Ltc0 -?• LT, fulE7°L-KtC, 7i«^JUg 

CD fulE H A L, Smt 2 0#^ -f > — h LT, fulE7°L-K±0 

mfeityyf V-tCfulEH A^^^tt/co ^T, fulE7°L-KtC, ^ x 

JUfe/c y 1 0 0 n AtMcDfulE-M/El* 1 0 0 IX L L, Smt 1 BtPeM 

y^r K L/c?j|, fuEE—/^itrEifc (X 5 0 0 0) 

SJILT, ^/mt3 Ofr-l y^n^— K L/co ^LT, TMB-Egff£ffl 

p»jt£>fjJ£L/c0 &*>\ tuiE 

B 2 IZ £ £ E L A A £ mH©£#T*M£fT o fc0 

[0123] 7"^ y 0 h LT, fulE-Mntiacft^T, =1 > h • -MKfo t LT 

, 'f A7 y pyjV (Beckman Coulter, Inc.}±, # 7 3 1 6 4 2 

) L/c^CO^Tt, 

[0124] i1 2lZ7isto HI 1 2l£, T7 7°-$7 V — tCi|p"n L /c H A CD 

l^^1"^77Tfc§„ HI 1 2tC33lNT, tulEilp'ntb;&^:t"/^S4 

5 0 n m00^7*0^ (#,B,?,;j£JIti 6 2 0 n m) T£>£0 

[0125] HI 1 2lZ^t£?lZs 7°L — K L/cfulE RHA0002 s 3 3 
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[0126] 

[0127] 

[0128] 	 

[0129] 

(g0g# 1-4 1 7)  Val. t:=4P4O'g 

IL Ltc**M0)77°51 7-6::_ck 

t)75\-Dtc_-. 	Z:0),:t 31-1;51 	(S 

tq't, tc: a Y6 I.6 , 	-74 tZ -,3-g-t, tc 

019 I,: , 	I-1 A 	if ft 8 ck riet1-C 

[-Aro] B 5 ] 

I,: a 

.D -C, 

a n dw 

H At3i 

Z . 

—I,: c0) 

(gog#24 

71 	s 

7°51 7 — 

1 ZahnLtcRHA0002 

AI. 7V±P,M L, tco 	zi.  0)*IiM 75\ 6 , 	t 

( 

i- 1=1 —)1/a)/(0'a• 

— aAia-a-t. , 

HA 	'iA'1.4P40/gt:.-AtZ----esZ z: Le 

i c h—ELA A) t::_cktta, Alit 

a L tc tA 12tK o7 2 	7i -  j.- L 75` 6, rm4 

HA 	tZ L, 	$ffin177.7°51 7-6::_ct 

s 33 (gog#24 1 7) , 	R 

33) , 	RHA038 5 	s28 

51 	(gog#24 2 7) 	icEll L, tc o  7° 

1,, 	3' 	6:7  7 z i a (- N H 2 ) 

3' 	ii`A 	EA- 	,fE Ltc:o 	etc, 

IlEll L tc: . ME 	tZJEll 7 

J-;t-F:=71 -0 

ifIE 1, tc 	tZJEll 7 7°51 7 

( 1 

1.— 

4A 

[4] 

(2) 

()44,EH 

445E-AYOUB 

HA0006 

gog#24 

AODffl 	'f7.-D it. 

) 77°q7- 

s 19 	d 5 

2 5) , 	RHAO4 

HZ 	tin-  Z -T4tZJEll 7 

ME-AAR 

7°51 7—L1142ffilEll 

L tz-_-  . 	etc, 	$ffin177.7°51 7-6, 

B 1 LH u, a J 

77°517 

TMEI17 .7°•97— *Hf1177° 7— 

::/1-1=1—)1. RHA0006 	s19 	d5 

RHA0385 	s 28 

RHA0471 	s 51 

RHA0385 	s28 :../1-D—)1. 

RHA0006 	s 19 	d 5 

RHA0471 	s51 

RHA0006 	s 19 d 5 :.i[-.M—Jl.,  

RHA0006 	s 19 	d 5 

RHA0385 	s 28 

RHA0471 	s 51 

RHA0002 	s33 RHA0385 	s28 

Migq JiON 

WO 2013/183383 41 PCT/JP2013/062256 

it Ltc CD 7 7°5>^-lZ£?T, H A £ }f Jt fe# ^ IZ JilJE'T? $ & Z 11f 

tot)s-otz o Z CD ct 9 (Sandwi c h — ELAA) tC <£ tUi\ >UJAE! 

3ti/cP»jt^ m^titcUk^zm^Lt^KwcDm^tzti^b, mm 

[0126] [^»JB5] 

H A£Jil£U V-tC<£ 

lJfu§EH A^^tti^tTo/co 

[0127] ( 1 ) T7 7° -S7 V — 

fu§E^»J B 1 T?^/£ Ltc RHA0002 s 3 3 (13^0#^ 1 7) , R 

HA0006 s 1 9 d 5 (B39!J#^3 3K RHA0 3 8 5 s28 ( 

I3^#^2 5K RHA047 1 s 5 1 (13^0#^ 2 7 ) Ltc0 7° 

3' ^ffiUCT^yg (— N H 2) % 

#AL/co S/c, 3' ^M^tf^V-fbL/co s/c, 

tulE^»JB 1 <^[W1 U% =i > K •— L/co fulEJilJEfflJ7 

7°^ V-^fulE^tJHffl7770^ J-M~RC^~to 

[0128] [H4] 

=i > h P—;u RHAOOO 6 s 1 9 d 5 =i > h P—;u 
RHA 0 3 8 5 s 2 8 

=i > h P—;u 

RHA047 1 s 5 1 

R H A 0 3 8 5 s 2 8 =] > b •— )l> R H A 0 3 8 5 s 2 8 

RHAOOO 6 s 1 9 d 5 

R H A 0 3 8 5 s 2 8 

RH A 0 4 7 1 s 5 1 

RHAOOO 6 s 1 9 d 5 =l > hP-Jb RHAOOO 6 s 1 9 d 5 

RHAOOO 6 s 1 9 d 5 

RHAOOO 6 s 1 9 d 5 

RH A 0 3 8 5 s 2 8 

RHAOOO 6 s 1 9 d 5 

RH A 0 4 7 1_s 5 1 

RHAOOO 2 s 3 3 RH A 0 3 8 5 s 2 8 

[0129] (2) 
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PM g JKL L---c, E41 	1B 10)A/California/04/2009WH A 

[0130] 

(H A 1 /H 1 N 1 ) 	1cE111_,7-c_- ,, 

(3) E L AA (t-  J K-ry 	51) 

r,i)1.6:.= 	tZJEll 7-1 7°5'7— 	'if ILL, 	ME 	tZJE1177 7°51 7-1,:.:51 -7v 

I- 	# f11 -5 -ft, 	-5 	t:., 	ME--AtZlEI17 7'51 7 — t::_eca L tcmga,9' —it v 1,t:.-.. 

J
6 

11,--C., 	IMEffilEll 7-1.7°51 7—#01:35 it. ME 	tZJE1177 7°51 7—LIME 

ffin177.7°51 7— T44251—itv I- Vt 	K-f v 	Lk-. -t. L -C, a.-  oval* 
t:.-..8o-unaffin17.7°,9'7—ffiza.- Lt:.-_,t -D -c, 	,9'—itv I- 	ffl 

oto 	z.:0)51, 1t-F, 	E L A AODIJ- 	K-f v 	51L 0 -3 . 

[0131] T, 	9 6 A7°L.— I- 	(A a 	immobilized 	Amino 	plate, 	#43600 

6, 	N u n c#) 	t:.-.., 	r,i/l/W-_-(,) 0. 	2µm o I /L 0)44E-AtZlEll 77°51  

7 — 1 0 0 m.1_ 	A)ilil L, 2552 2 Hirm-r J*]_/— 	l., -C, METZ ilE 

7-1 7°5'7— -ZIELtz-_-. 	1 LIR 0)11=1 ‘Y*JM, , 	1 m o I /L 	T r i 

s 	( p H 7 . 	4) 	JEll L, VIA-It6, 25.H.T 1 Hi rm L L, tco 	21111A0)1 

m‘y*M,, 	.jsimy*''/ ,y 7 7—L L -r, 	A ,:y,:A Protein-Free (TBS 

) blocking 	buffer (#37570, 	P I ERCE#) 	jEll L, VIA-ft 

(,, 	22 T 1 Hi IV L L tc: . 	-Z-  L ""C , 	ME 7° 1, — I- t-,.= , 	r, i ) I. Wz-_- tj 1 ,u.g a) 

ME HA 	A))1:11,, 2552 2 Hirm-r J*]_/— 	L-C, ME .7°  1, — 1-±0)44 

BE 	tZ PI 7 7°  51 7 —I,: MEHA Vlii -a ,_ -ft tc: . e, 0 --c , ME 7° 1, — I- V: , 	r, 

'A/W-(,) 1 gm o I / L 0)MBEffilEll 77'51 7-100g L 	A)J11 L„ 2 

Ai T 1 Hirm-r J*]_, — 1- L, tc_1, 	I- 1, 7°  I- 7 E :'JJ — H R P (X1 00 

0) 	t:.-..ctzfttariii.3 -D -c. 	IR4 AI. 	,IJ if L tz-_-  . 	fci: 8, 	!ti t:.-.. 7i -,3P'S 0 li1U') 

(,, 442-410] B 2 6:.:80. Z E L A AL Ple0A-ItTZTI --D tc. 

[0132] a.' 41.6 0AiiiM, 	>4 1 3 (,:.:71 -. 	41 3 (,, 	tZJEll 7-1 7°51 7—T 	tZtq't. 

tcH A (,::_eca L tz-_-MEffilEll 7.7°'91  7 — t-3i-aLtc: H A0) 1271 - 77-"C 

[0133] 

Z,:, 

4 1 3 t:-.71 -ct ',(,::-, 	-4101J0)77 •7°51 7— 	tZJEll 7-1 7°51 7-8,trfffl 

PI 77.7°51 7— L L-C10EII - Z L.' Lt:.-_,t -DZ. , 	I- 1=1 — )I. c 0) til-40PAY61. 

WO 2013/183383 42 PCT/JP2013/062256 

t LT, 1 0A/California/04/2009A 

(HA1/H1 N 1 ) 

[0130] (3) ELAA (+f > K/ v 

o x juizffifem y —z mfeit L, tuiEJiM 770$^-iz$-?v 
h t±\ $<olzs fulEJilJEffl J7 7°^v — iz^-a L/cfulE^ — fv Ktc: 

£tLT, fulE^tJHffl V —fulEJilJEffl J7 7°^V — ^fulE^ 

h£+f> K/ ^^L/co fit, d©^<* 

L/co J^TN ELAAOtVhWy^^l^o 

[0131] f f\ 9 6 7^7° b— K (j^pp^S immobi L ized Amino pLate% #4 3 6 0 0 

6% N U n c}±) tCN 0. 2|imo I / L CDfulEJilJEffl 7 7°^ 

v-1 00/iLMU ISt' 2 0#PEIK > h LT, fulET^y-fb 

777°^ V —L/co 1 0@©^P V *>7'l£s 1 m o l/L T r i 

s (pH 7. 4) mmakftn* iSTinpi^Lfco 20107" 
• 7"P'y + >y/\''>77-i!:LT, j^pp^SProtein - Free (TBS 

) blocking buffer (#3 7 5 7 0, PI ERCEft) U 

^ST 1 BtP^ L/c0 ^LT, fulE7°b— K tCN ^xUfc^J 1 /xg0 

tulEH A L, 1ST 2 0#PEIK y=^n^< — h LT, fu§E7°b—h±CDfu 

lEJilJEffl^^V-tCfulEH A^^^tt/co $^T, fulE7°b— K tCN -7 

xjUfe/cU 1 jumo I /L0fulE^t±iffl777o'$7 V— 1 OOjitL Ls ^ 

ST 1 BlPeM h [stc'&s 7hU^h7^>'V-HRP (X100 

o) icj:£fgfej5J&;£fToTs p»jt£>fJJ£L/c0 &3b\ 

fciU tulE^WiJ B 2 IZ 33 tt £ E L A A t o fcG 

[0132] HI 1 3tC^"t0 HI 1 3&, v-TJil£3ti 

fcH AtC^L/cfulE^aifflT7^^ V-tC^L/cH A0i^t^77T 

S)§o 

[0133] HI 1 3 tC^f J; 9 tC, ^MJ®777°^ V-33J:T/^tJH 

LT^fflt"i)C:i:tCj;oTs =l> hP-JUJ: U 
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711_,tz-_-,, lit:, 	tZ11177.7°51 7— Lffin177.7°51 7— LOKL-a-te, 	R H 

A0385 	s28 (g0d#1-425) LRHA0006 	s19 	d5 (ga 

M#'4 3 3 ) L 0 Ca -ft , RHA0006 	s19 	d5 (EN* 1-4 3 3 ) 

LRHA0006 	s 1 9 	d 5 (g0d# 1-433) 	7-c_- 6RHA0385 

s 2 8 (gog#242 5) oc-a-totga, 	 • ,IX 	z._-0 

ct -3 tc,-.51 (Sandw i c h—ELAA) 	(Z. ck 	t3S, 	;Pit -,_ 41. tc: a AI. l,  

. 	tZP177.7°51  7 — 1,  :.-_-7A tZ :5 tt.tt H A 6:.-_*,i-at.,ffliEll77.70,9, 7-01' 	7i, 

- z._.- L 75` 6, 	124401gt:.= H A 	-/fft8 ctrfti"--e_ zo  

[0134] e tc, 401951 /ONL L-C, MEA/California/04/2009FLAH A (H Ac 

a I i fo rn i a) 	t",11:1A., 	A/Anhui/1/20051ELAH A 	(HA Anhui ) 	.10EIIL, 

tZ)117-1 7°51 7— LffilE1177.7°51 7— LOAL-a-t, 	RHA0006 	s 1 9 

d 5 (g0d# 1-41  33) LRHA0385 	s 28 (g0d# 1-41  2 5) LOC 

at. 	.i-s-.7)11 t_, tz-_- .1-..01-t, 	MAL Hat: L-C, 	ELLA 	"ff .D tc: c, 	a.' 41,6 oe, 
m, 	>C 1 4 6:.-..7 -,:, 	>C 1 4 (,, 	tZJE117-1 7°51 7— T 	tZtql.tc_-  H A (Ztliia 

LitilnEffin177.7°51 7— t:.-_ea L tc: HAORI 717-7 --eZ. 	>4 1 4 

6:.:7 - ck -3(,:.=, 	HA california t:.:11:1A., 	HAAnnuit:31L-Ctit'JOIR061. 

7iLtca.' L75`6, 9AtZJE1177 7°51 7— LffilE1177.7°51 7— L 	1E11 -Z Z.:LT 

, 	H A 	1.mtvigt:.-_ -ztt8ctrfifil T,Z L'LelD75\ .D AL-. 

[0135] [-A-youB 6] 

[0136] (1) 7 7° ,9' 7 — 

440-41thiN B 1 -C-Eì  	L it R H A 0 0 0 6 	s 1 9 	d 5 (EN* 1-4 3 3 

) 	IlEll Ltc. 277°51 7-03' 	ii`Al,:.-_, 	2 41-11aR0A11)527j- *:>7 

52= 	(7J1 ') d A ) 	'171)in i.„ 	-:s 6 t:, 	4427J1 ') d A OD 3 ' 	ii`A' 	Et 

iE L tc: . Ott, 	Et 	IL t ') d A MU 7 7°  51  7 — L L, -c , icEll L tc: . 

[0137] (2) 7-1 -t-3„krje7J1i)d T 

4427-1.7°51 7— L$INCY9tSgENTZ77-t 	Z (gEN*I-44 4) 	a 

L, 	5' 	iY.A 	7 Z J IL L AL-. 

73 -tJ Z (gEN*I-44 4) 

WO 2013/183383 43 PCT/JP2013/062256 

A 0 3 8 5 s 2 8 (B39!J#^2 5) ^RHAOOO 6 s 1 9 d 5 (IB 

^#^3 3) t(D%^-£s R H A 0 0 0 6 s 1 9 d 5 (I3^U#^3 3) 

^RHAOOO 6 s 1 9 d 5 (I3^U#^3 3) ttzte R H A 0 3 8 5 

s 2 8 (B3?!l#^2 5) L/c0 Z(D 

<£ 9 (Sandwi ch-ELAA) tC tU2\ >UJ£3 tl/cP»Jt & 

tZtfrb, mm ft] iz H A £ £ XffewX $ Z> o 
[0134] m^y^CntLX, tuSBA/Cal i fornia/04/2009ffi^ H A (H A c 

alifornia) A/Anhu i /1 /2005 H A (HAAnhui) Us M 

RHA0006 s 1 9 

d 5 (!3^lJ#-§- 3 3 ) ihRHA03 8 5 s 2 8 (I3^US^2 5) t(D%.i 

fu^£|W|*mcLT, ELLA^^/c0 ZH^O^ 

i1 @1 4(t A^Ci^££• 

L/cf^^§E*£tJHffl:'770^ V-tC^L/cH A0i^t^77^§o M 1 4 

9 t<-\ H ACa | j f 0 r n j aLj)D^.N HAAnhuit<_^)'UX:fciWitN 0^7*13^ ^ 

MM 7 7°^ v- 7 7°$ v- ^ T 

s H A £ tC£14 £ J: £/£MT foo tco 

[0135] [^»JB6] 

[0136] ( 1 ) 77°$^-

tulE^»JB 1 ^LfcRHA0 0 0 6_s 1 9 d 5 (13^0#^ 3 3 

) Wifd,7 7°$^-(D3' ^mtC, 2 4J^SS0/1NO|J^:X**/7 

T-y (*°'J dA) £ftjQU 3£>tC, fulE^ 'J d A® 3' 

itLtc0 ZtlZtfXTyfktf'J d LT, 

[0137] (2) 77>51iz>X33ctt/^'J d T 

(I3^#^4 4) ££• 
J^CLN 5' ~fcm%: 7 $ J 'fb L/co 

(I3^US^4 4) 
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CCCAAACCCAACCCAACCCAAAAACCCAAACCCAACCCAACCCTTTTT 

[0138] (3) *,210'gq/ON 

*Nig ,q/KLl., --C, MI,E*YOU B 1 OA/Cal i fornia/04/2009WH A 

[0139] 

(HA/H 5 N 1) 	icEilljtz-_-,, 

(4) ELAA 

9 6 11K-7° L,— 	( A a 	immobilized 	Amino 	plate, 	#4 3 6 0 0 6, 	N 

u n c#) t::.., 	r,i/l/tc_-(,) O. 	0 2 grn o I /L0)4427ZjlE7-t 

1 0 0 ,u,L 	A))1:1L, 22-C2 Hi rm 4 J*]_/— 	L-C, METZ it 

7'J~-tJZ 	1 1111A0)11=iv*M, , 	1 mo I /L 	T r 

i s 	(pH 7. 	4) 	.10E11 L, Z±1?-1,-41, , 25E-e 1 HirmL Lk° 	2 HIA a) 

limy*m,, 	.y'D‘y*‘'/ ,y -7-37—L1_,---C, 	A ,:y,:A Protein — Free (TB 

S) blocking 	buffer (#3 7 5 7 0, 	PI E RC E#) 	jEll L, VIA-it 

6, 	25.S.-C 1 Hi rm L l, tc. 

[0140] ,ft,, pift21. (0, 	0. 	0 0 0 2, 	0. 	002, 	0. 	02, 	0. 	2, 	2 

µ,mo I /L) OMEHAL, 2 nmo I /LIDE7fiEt') d AMU' 

.7°g7—Lupb-aL, 4t-e—EIM J*]_,— I- L, MIEN ALME77.7°5' 

7—L*Ii-a-.5 .-ttc_-. 	-t. L-C, 	a.' om-aff-Y 	1 nmo 1/LLtSZck36::_, 

ME', i)11,::)11 L, 	25.09.T 1 Hi rm 4 	* a 	— 1- 1., tc_1, 	5A349- 1.„ 	Z I- 1, 

.7°1,77 E:')J (SA) 	—HRP 	(x 1 000) t:.-..ctzfttar,-.D-c. 	a 

Al. 	;1],1J 7f 1., AL-. ts 8, li I,: 7i -,_ ts 0 FR (,) 6, ME 'AAR B 2 6:.:80- Z E L 

A A LP100A-ItTZTIDAL- . 

[0141] ELVIN L L/Z, METZJIL77-t6:.-..4tA.-C, 	5' 	ii`A' 	7Z )1E 

L tc 2 4 ±./.9.aR a) t i) d T 	1 PI L tc J-;0•1, 6, 	FA a t:.-.. L, -c a A I. vi]sipt.- 

-D tc . 

[0142] a.' tt,6 0)e,M, 	41 51,:.:71. 	41 5 1,, 	IE Lk- 7 J -t J1,:.-Aiii 

aLtz-_- 77 7°5'7-0)127177"-CZ. >4 1 56:.:80-C, Naln, ME 

[0143] 

tlii-ah1711SM4 5 0 n m ONRY61. (01],C7SM 6 2 0 n m) ---eZ,, 

4 1 	5 1,:.:71 -,:t -3 t:.-_, 	ME7-1-tL114,1E77•7°5'7—Lmaa-).-al--)-t. 

WO 2013/183383 44 PCT/JP2013/062256 

CCCAAACCCAACCCAACCCAAAAACCCAAACCCAACCCAACCCTTTTT 

[0138] (3) 

LT, fulE^MJB 1 0A/California/04/2009fi3fcH A 

(HA/H 5 N 1 ) o 

[0139] (4) ELAA 

9 6 7^7°b— K (j^pp^S immobi L ized Amino plate, #4 3 6 006, N 

u n c }±) tC, "7 xJUfe/c lJ 0. 0 2 £t, m o I / L CD fulE;7 $ ^ 'fb T7 > T iz 

>X1 0 0M,L£;^JQL, iSt' 2 0#PEIK > h LT, tugET7 ^ ^ -fb 

77>51-tz>X^|i|£'fbL/co 1 [°]@®7"P 1 m o l/L Tr 

is ( p H 7 . 4) 1 0tP^ «>: L/c0 2[g]@0 

7"P '> > tfh&s ~?U y tf y<y 7 7 — £ IsTy j^pp^Protein — Free (TB 

S) blocking buffer (#3 7 5 7 0, PI ERCEft) L, 

&, 1 0#r^^ L/Co 

[0140] (0, 0. 0 0 0 2, 0. 00 2, 0. 0 2, 0. 2, 2 

ix mo l/L) CDfulEHA^:, 2 nmo I / L CD y{ttf 'J d AftjQT7 

4°CT-^^ K L, tulEH A^fulET7^ 

V — ft/c0 ^LT, ClCDjIbnlS^: 1 nmo I / L 9 tc, 

fulE^xjHc^jQL, iSt' 1 0#PPM K LTcfjl, &&L, Xhb 

7° h T7 (SA) — H R P (X 1 0 0 0) IZ <£ T, P$. 

ftj££>D^Lfc0 &fc\ fulE^»JB2tCfe^^E L 

A A £ IWI^CD^^TMll^fr^ /"Co 

[0141] hbl^iJ^LT, tulET7^ y-fb^V^-tzVXtC'ftxT, 5' »i£:P$y<fb 

L/c 2 4ik&m(Dtf 'J d T L/cJ^&, |W|«tC LTP»Jt©>fJJ££*T 

o tc o 

[0142] ii 5tc^"t0 ii 5ti, m^bL/c^y^-tzvx^ 

^•L/c777°^7-0l^|^77ffe§o HI 1 5tCfcNlNT, fulE 

tb;&^:t"/^S4 5 0 n mCDPST'CJS (#,B.?wj£Ste:6 2 0 n m) T&£0 

[0143] i1 5^"tJ;9^, fulE^V^fzVX^fulE^^ 



WO 2013/183383 	 45 
	 PCT/JP2013/062256 

tztga, 	H A 0)21.etnlil 	Z t:.= L tc e -D -c, PRY61.e$HrAttt 'D --C.  A 'P 

Lit. a-tuv-;t-FoiNit:.-_,tz. 	HA7Y4-r/v±otiii-a. 44277.7°51 7—t, 

7° 1,— 1-1,:. 	-ZIE-,3_g-t.tc_- 114277-t J Z L* Ii-E`:-C,Z,, 	a.' Otca73, MET 

J -tJlil,--C114,1E .7° 1, —  H,:.-..-AtZtql.tc_- 44277.7°51 7-0)EAL 

S A—H R P 759iia LT-, ftt et UZ. 1,75N LtSe6, H A7Y4/± - Z 

to a. 44277.7°51 7—t, MEH A LtliiaZtc_- 673, 442 .7° 1, —  1-6:_if1E 

tql.tc_- 114277-t JL*Ii-E`:-C,T, 442.7° 1, —  1- t:.-Atztg-o-so. 	a-.0) 

tca73, S A—H R Pt::_,:t zfttazetutso. 	Ltc_- 7`.D -C, H A VA'10) 

11))1:11,:.-ArAriigt::_, 	PAY61.13%/P -Z. ts,8, 	t') d TCEIlliNtctga, 445E7 

7°,9' 7 — t:.-.1111:1;3_ tt,tc t 1) d A Le-a-e 	z AL-673, 	H A 0)±11411 V: ct -D -C t a 

ftanfil/PtR,641.1:4:13\ -Dtc. 	a.' oct-')fs.51 (c omp et i t i ye — 

E L A A) 	6 : ck t13S, 	Alit -,3_g-1. tc: a "I.6 , 	7 	-t 	t:.-.. 9AtZ tql.tc: , 	H 

A L vl,i-aa)77°,9'7-02 	a.' L75\ 6 , rmtvigt:.-.H A 	-/fft8ctrft 

[0144] [-A-rouB 7] 

7-1 7°51 7-1Z-DO-C, tiv12tKL 0).7k.ZaZVCEk- L. lit:.:71-  ,3P`SOFIU'), 

442-41thiNA 1 	(4) LPlet::_L -Cff -Dtc. 

[0145] Mig,9' .ii0N1, , MEA/California/04/2009FLAH A 1 	(H A 1  cal ifo 

rnia) 	6:.=.4-U-C, 	A/Anhui/1/2005E1EH A 1 	(HA 1 Anhui) 	. 	BSA, 	H 

i s —M I F 	jEll L, tc_-,, tii-,12tK6, 	442.-A-roj A 1 	(4) 	(,:.= Ea L tc , 	R a 

bbit 	19G, 	Mouse 	19G, 	Chicken 	I g G, 	Rat 

[0146] 

19G, 	Goat 	I gG1CE11 L, tc c, 

z.:41.6aAiiiM 	41 6 1,:.:71 -. 	41 66, 	-tti,116:.-.1,11-Z-77°,9'7-10 

*Ii-a1 7T77--ez„, 4 1 6776:.:81,vt, Naln, 	>4 4 LP10 

t:::> -)1/t1. (R U) 0)$D-44Fi7i -c, 114,1E-77  7°5'7-0 9fEffi0)/— 

, 	75\6, 	BSA, 	Rabbi t 	I 9G, 	Mouse 	I 9G, 	Oh i 

cken 	I gG, 	Rat 	I gG, 	Goat 	I gG, 	His—MI F, 

H A 1 /H1 N1, 	H A 1 /H 5 N 1 IgAiiiM7T-,„ 

WO 2013/183383 45 PCT/JP2013/062256 

td§£\ H A ©jlJttfigflPf £ K L/c^/Ts t o Tl'> 

Ltzo CItLttJUTOSatCcfcSo HA ###£©*§£•, fu§E:P70^v-&, 

7°b-KtCS£^^ti/cfulE77>51-tz>X(>:^"e$^o ZCDtcSb, fulE;7 

>^-tz>x£^LTfu§E7°b-

, SA-HRP^LT, 

*I£\ fulE777°'$7 V —tulEH A htcSb^ fulE7°b- h izmfeit 
^ti/cfulE77>51-tz>X(>:^"e$ti\ fu§E7°b-C® 

tziks S A-H R PtC<££fgfeJ5J^£i;&l\ L/CT^T, HAOlft© 

illJPHtlft]t<-, §o ^£35, 'J d T ^ LN/c^ls'n', iUnE/7 

7°^ V-tCttJP^tl/c^'J d At^t$5fci{), H ACDittiPtCct oTt 

(Compet i t i ve-

E L A A) KJ:*U£, $J£3ti/cP»jt^ yyT^y^zm^ntc, H 

M"e$^0 

[0144] [^MJB7] 

^7°^ -7-lZ-D^Xs 

fuiE^»JA1 (4) tmmzLTft^tzo 

[0145] fu§EA/California/04/2009fi3fcH A 1 (HA1Califo 

rn i a) iZiXPLT, A/Anhui/1/2005fi^H A 1 (HA1Anhui), BSA, H 

i s-M I F^^fflL/co JnlW, tulE^»JA1 (4) tClEicL/c, Ra 

bbit IgG, Mouse I gG, Chicken IgG, Rat 

IgG, Goat IgG L7c0 

[0146] 1 6tC^t"0 i1 6l£, &ln,WlZtttZ>&'j7705> V — (D 

M 1 6ox?^7iz&^Ts $£$s&, mitmm 
iz*/?i-)\,&g. (RU) mm&77$^-(D9mm(Ds<-
tt, ii)N|3, BSA, Rabbit IgG, Mouse IgG, Chi 

cken IgG, Rat IgG, Goat IgG, His—MIF, 

HA1/H1 N1, HA1/H5N1 (DfaMZmto 
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[0147] >4 1 6 t:.=.71 - ck -3 V:, **MO 77.7°51 7—t, OTtLOttLi2t“ 	L/Zt a 

L 11,E*,i-a17i -  ._ z Lts<, 	H A t:AkiN*,i-atc71 1, tc: . 	L 0

:31  

 /L- 673, IN A_ 

a, 	*RIEIAID 77 7°,9' 7 —1111_,-c-r J7/1/Ilfr,-f/l/V-z-_- 6HA 

ffiZlig, 	tAi2tKL014111751-gTZ a.' Let)75N.Dtc_-. 

[0148] r-A-rojc 1 ] 

-FE 77'51 7 —1,:.= "D OZ. , VIIY9 51 	i'N/a)tlii-ag VCR. Lk. 	it:71 

's 0 FR t,) , 442-41-01J A 1 	( 3 ) L Het: L -Cff -D AL-. 

[0149] ( 1 ) 7 7°,917— 

R H A 0 0 0 2 (gOli# 1-41  1 2) 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

CTGTAG 

RHA0002 	s 1 6 (gog#241 3 ) 

GGTTTGGTCTGGTTGG 

RHA0002 	s20 (gog#241 4) 

GTGGTTTGGTCTGGTTGGAC 

RHA0002 	s26 (gog#241 5) 

CGTTTGGTTTGGTCTGGTTGGCAACG 

RHA0002 	s2 8( 16) 

CGTTATGGTTTGGTCTGGTTGGCTAACG 

RHA0002 	s33 (gog#241 7) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

[0150] (2) Migg JiON 

arlig'91/0Nt, 	ME I-1 A 1 An hu i 	lEll Lk-. 

[0151] Ltt.6cAiiiM 	41 7 t:71 -,, 	>41 7 (,, SO195' J/ON(,:.3-,11-Z-77 •7°  

g 7 —otlii-al 	7i- 	7 7 --e 	z o 	>41 71077t:.-.1-3o -C, Naln, :> 

-)1/t1. (R U) 0$D-411171 -c. $D-441=, ME-A-ARAI 	(3) LP] 

t: 1, -C*673 AL-. 	4 1 	7 t:.-.1-3o ---c, 	1-0-poo I. _1 	(,, 	MEE N 3 0 CAiiiM 

. 	4 1 7 (,:.:71 - ck -3 1,:, 	-41th1N0)77.7°51  7 - l, . 	1,\ Vrt, t H A 1 Anhu i t:Aiii-a 

WO 2013/183383 46 PCT/JP2013/062256 

[0147] m 1 6 9 ^MM(D77°5> "7 —JrEflacft LT t 

tt£. < , H A L/c0 Z(Dtc£b^ #!]x. 

LT^ >7;Ux>Hf-7^;UXS/ctiH A^^t 

fcW t(Di#m ifRftg-e & Z Z t 1ft) fr^tc0 

[0148] [^»JC 1 ] 

TIE777°^-7-iZ-D^Xs 

fuiE^»JA1 (3) tmrniZLTft^tzo 

[0149] ( 1 ) 77°$ "7 — 

R H A 0 0 0 2 (B39!J#^ 1 2 ) 

GGTTAGCCCGTCCCGAGATAACTCGGGGTGTTTGATGGTTTGGTCTGGTTGGCTTAACACACGGCGG 

CTGTAG 

RHA0002 s 1 6 (B39!J#^ 1 3) 

GGTTTGGTCTGGTTGG 

RHAOOO 2 s 20 (B39!J#^14) 

GTGGTTTGGTCTGGTTGGAC 

RHAOOO 2 s 26 (B39!J#^ 1 5) 

CGTTTGGTTTGGTCTGGTTGGCAACG 

RHAOOO 2 s 28 (B39!J#^16) 

CGTTATGGTTTGGTCTGGTTGGCTAACG 

RHA0002 s 3 3 (B39!J#^ 1 7 ) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

[0150] (2) 

tulEH A 1 Anhui£^fflL/c„ 

[0151] Ztl^(Dt$^m 1 7 i1 7 

— o i1 7 *> 

(RU) ©ffifcMiGZmto ffifcMilfciU tulE^»JA1 (3) tm 

ffilZLTRtibtco i1 7£i>^Ts r0-pooLJ fulEN 3 0©^^^:^f 

o M 1 7K^-f £MM(D7 7°$^-te, ^t'tlt»H A 1 Anhu 
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[0152] 

[0153] 

[0154] 

[0155] 

g 	711,7"cc. 

[ 	{ C 2] 

TE7-1 7°51 7—t:.= -DO -C, f,2101951 	iON8ctr1et-ri14K0AiliagVIVEL 

tc. lit:.:71 	44: OF.LU'J , 442-41thiN A 1 	( 4 ) 	L Hat: L --C"ff -D AL-. 

( 1 ) 77°,9' 7 — 

RHA0002 	s 3 3 ( 17) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

RHA0002 	s33 	d 9 (gOli# 1-448) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACACTTTTTTTTTGTGTTTGATGGTTTGGTCTGGTTGG 

CTTAACAC 

RHA0006 	s 1 9 	(gOli# 1-41  1 9) 

GGGTTTGGGTTGGGTTGGG 

RHA0006 	s 1 9 	d 9 (gOli# 1-41  3 2 ) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGG 

RHA0006 	s 1 9 d 9 AT (g0d# 1-446) 

GGGTTTGGGTTGGGTTGGGATATATATAGGGTTTGGGTTGGGTTGGG 

RHA0006 	s 1 9 	d 5 	(gOli# 1-41  3 3 ) 

GGGTTTGGGTTGGGTTGGGTTTTTGGGTTTGGGTTGGGTTGGG 

RHA0006 	s 1 9 	d 	R20 (gOli# 1-44 7 ) 

GGGTTTGGGTTGGGTTGGGGATTGGAATTAAGGCGTGTGGGGTTTGGGTTGGGTTGGG 

RHA0006 	s 1 9 	t 9 	(gOli# 1-41  5 1) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTT 

GGGTTGGG 

( 2 ) Migg jiON 

f,211Yg51 /0K(, , 	MEH A 1 Anhu i 8,tr)442 1-1 AAnhu i 	)11l., 	th`,1* 

6, 44041th1N A 1 	( 4 ) t:.-. Ea L tc Rabb i t 	I g G 	q)Ell L, tc: c, 

a' 41.6 0AiiiM 	4 1 8 t:.-.7. 	4 1 8 t, V-IlYg51 /0N8ctriettv14“:31 

-z-77.7°,9'7-aAiii-atc7J7-7 -ez. 	1 8 0)77t:.:81x-C, 

WO 2013/183383 47 PCT/JP2013/062256 

tbL/CO 

[0152] [^»JC2] 

TIE 7 7°$ v - tc o TN *1 ft] $ y J ̂ 0 M 8 J; ^(£>&•tb £ 5611L 

/c„ fu|E^»JA1 (4) tmrniZLTft^tzo 

[0153] ( 1 ) 7 7°$^-

RHA0002 s 3 3 (B39!J#^ 1 7 ) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACAC 

RHA0002 s 3 3 d 9 (I3^US^4 8) 

GTGTTTGATGGTTTGGTCTGGTTGGCTTAACACTTTTTTTTTGTGTTTGATGGTTTGGTCTGGTTGG 

CTTAACAC 

RHA0006 s 1 9 (I3^US^19) 

GGGTTTGGGTTGGGTTGGG 

RHA0006 s 1 9 d 9 (I3^US^3 2) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGG 

RHAOOO 6 s 1 9 d 9 A T (I3^US^4 6) 

GGGTTTGGGTTGGGTTGGGATATATATAGGGTTTGGGTTGGGTTGGG 

RHA0006 s 1 9 d 5 (I3^US^3 3) 

GGGTTTGGGTTGGGTTGGGTTTTTGGGTTTGGGTTGGGTTGGG 

R H A 0 0 0 6 s 1 9 d R 2 0 (I3^US^4 7) 

GGGTTTGGGTTGGGTTGGGGATTGGAATTAAGGCGTGTGGGGTTTGGGTTGGGTTGGG 

RHAOOO 6 s19 t 9 (I3^US^5 1) 

GGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTTGGGTTGGGTTTTTTTTTGGGTTTGGGTT 

GGGTTGGG 

[0154] (2) 

*Ift]^>/^ff^ tulEH A 1 Anhu ; fcNd;t/tulEH AAnhu ; Us 

tis fulE^Ste^iJA 1 (4) tClES Ltz R a b b i t I gG^fiL/c0 

[0155] 1 8tC^t"0 i1 8tiN 

t&&77°$ ̂  — i1 8®^^7^CfcNl^T^ 
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MAgt, iI'J-)1, -!gpr. (R u) 07$D114Eir. $D14-C;t, ME-41MA 1 

(3) 	L He le:: L, -c-  *673 tc: . 	4 1 86:81,\t, 	[control.] 	(,, 	MEN 3 00) 

*iiM71c. 

[0156] 4 1 8 6:.:71ct ') V:, 	-ArtiN0)77.7°51 7-6, 	OTtt.t, tA14“::_l_/"Ca 

L 	, EtIliag 	71-,1"4:75\ -D tc: 0)(e:.:141_,Z, 	HAlAnnui8ctVHAAnhuit:e 

-E`ig7i Lk-. 	etc, 	7-1.7°51 7-0)') J)J-0)R-,'1E-,'_ .-ttc_liiiM, 	I) 

)j—R7V9115a--eZ RHA0006 	s 1 9 	d9 (g0d# 1-41  3 2) ck 

t') t, 	') 	)J—Re5/15.a--eZ RHA0006 	s 1 9 	d 5 	(g0d# 1-41  

3 3) 077Y, 	ck t')1Ett.tcllp ; gT Lk-. 

[0157] [-A-rouD1] 

77 7°'91 7—CE110-C, 	ELAA6:c0,), 	'-/fiEL,tc_- -f7/1/Ilfr,-f)l. 

[0158] 

07$ffl''ff -Dtz-_- ,, 

( 1 ) 	r, 4 )I, 

4 	7 )1/i 	1J2 r, 4 )I/=, J-;1-F07t 0)111 L, 	-,IMINO)r, 4 )I. 	L L 

-C, 	it-Fo)4-r-r J7)1,i 	ifr, 4 )1/ 	JEll Ltc. 

(4 	7/1/ilfr,-(J1/) 

H1N1 

A/Brisbane/10/07 

A/California/04/09 

A/Georgia/20/06 

H 3 N 2 

A/Wisconsin/67/05 

A/Brisbane/59/07 

A/Moscow/10/99 

H 5 N 1 

A/Japanese 	white 	eye/Hong 	Kong/38/06 

or-r J -7/1/ilfr,-(J1/) 

Sindbis 	virus 

WO 2013/183383 48 PCT/JP2013/062256 

mmt, (RU) tuiE^wyAi 
(3) £|W|*§tC Lt^/co M 1 8tC£l\Ts TcontroLj fu§EN3 0® 

[0156] i1 StftldftLTS 

X, HA 1 Anhui33ctt/HAAnhui t,Z$n 

y±)-mif 9i&g-e&£R H AO 0 0 6_s 1 9_d 9 (I3^US^3 2) & 

'J yt)-Mtf5ikgXfoZ R H A 0 0 0 6 s 1 9 d 5 

3 3 ) (Djjlf N ct lJ ®tl/ci|p-n tb^:^ Ltc0 

[0157] [^MJD1] 

yyt^-zm^x, ELAAtaU^ Hl^bL/c^ >7JUx>Hf-^JU 
XO^d^T^/co 

[0158] ( 1 ) 

t, J*TF©3M L/Co 

>7;Ux>Hf H7^;UX) 

H 1 N 1 

A/Br i sbane/10/07 

A/CaLifornia/04/09 

A/Georg i a/20/06 

H 3 N 2 

A/W i scons i n/67/05 

A/Br i sbane/59/07 

A/Moscow/10/99 

H 5 N 1 

A/Japanese white eye/Hong Kong/38/06 

(#-f >7;Ux>Hf H7-r;ux) 
Sindbis virus 
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[0159] (2) 	r, -I JI. 	v 	lOgIt1-1z1 1 

ME H 1 N 1 , ME H 3 N 2 8 cb .044E44 	7)1/i J1j2 r, 4 )1/1,:.-_ -"DliN 

Z, 	J-;CF a) 	516:.:. ct t') r, 4 JI. 	v 	VA-1z' L tc: . 

[0160] r, 4 )1/ 	a) ff'li,"' JEMliN L 1, "T , 	4 	1g) ggii75` 6 t A -,3_g-t.tc: MDCK 	(Mad in 

Darby 	Canine 	Kidney) -t/1/7 4 	(A T CC (Rtlif.0,21) 	CC L— 3 

4 ( if.0,21 ) )4cEll tjtc_-,, ±74*,itt, -FE*M (Waft) LLIt . MDtV 

*itta)3 • LI./ - - C , 	r, :> ji8 1,E,1 	I (F BS) 	6, 	AAVD F B S (Mediatech 

#)111 1,, 	-t.olta)31, , 	Inv i trogen#0)11PA4CEll Ltc: . to 	1t6 

, 3 7 t ± 2 t, MET, 	5% 	CO 2, — ER,LLAL-  . etc, t, 	7°l'— 1-6 

(t74-±,,qt) 

1 x 	il/N0A*,tth (M E M) 

5% 	F BS 

2 m m o I /L 	L—)1.,91.- 

3% 	NaHCO 3  

lx 	MEM 	Vitamins 	Solution 

[0161] 77 	--C, 	J7/1/I 11:4:114BEMC D KMIN (e9 9. 	6 X 1 0 6 MiN 

E' /n1 I-) 6:Ar,-(/1/ 17zM:35 .-ttc. MENIliNa)itlIt:t. -FE*M (W& 

vALMittit11,11 Lk-. 44,ESViiitita)31, , lit:=71 -it,t, 	Life Te 

chno Log i es0)1IPA4CE11 Ltc: c, 	-t.  1, Z, 	A/Br isbane/59/078A/Cal.iforni 

a/04/09(Z -DIxt (,, 171M51t$ (M 01) 	0. 	01 PFu/ MIN L 1, tc o  A/ 

Br isbane/10/07, 	A/Wisconsin/67/05, 	A/Moscovv/10/99, 	A/Georgia/20/068 

ckVeSinbist:.= -DIXTt, ItiM5It$ (M 01) 	O. 	05PFu /MIN L 1., AL- 

° PF =, .7°7 — ):mwiiic, 

(sv,,qt) 

1X 	MEM 

3% 	NaHCO 3  

1X 	MEM 	Vitamins 	solution 	(Sigma#) 

WO 2013/183383 49 PCT/JP2013/062256 

[0159] (2) h v <P(DMM 1 

tulEH 1 N 1 N tulEH 3 N 2 

T, y h v0*kmWkLtco 

[0160] 01 JlsX(DW$ZmmmtlT, -<Z<DUmfrt>ffi±L-$tltcMDCK (Madin 
Darby Canine Kidney) > (ATCC (Iliii^tflO CCL —3 

4 MI) )£^fflb/c0 TIEII(«l)lJt) ^L/co tulE^W 

±p±teCDj55c^^; LT, "7 i>Sp fulfil/# (FBS) &N j^pp^S D F B S (Mediatech 

*±)£^fflU lnvitrogentt0^pnp^^ffl L/co 

% 3 7 °C± 2 °CN JP)MT, 5% C02, -0ft £ Ltc0 ttz, ±M7°b-Mi 

IX ft/jN^I±S±te (MEM) 

5% FBS 

2mmo l/L L — tf )\y9 $ > 

3% N a H C 0 3 

1X MEM Vitamins Solution 

[0161] 7^X=I |^T\ =1 >7;UX> K^tulEMC D (^9. 6X1 06* 

/mL) fu§E«©i£StC^ TIEflJ^ (*!)! 

Jt) tulE!i^±te©^^ Life Te 

chnoLogies^^pp^^^ L/c0 ^LXs A/Brisbane/59/0733<£lM/CaLiforni 

a/04/09 (MO I) £0. 0 1 PFU/«^Lfc0 A/ 

Brisbane/10/07% A/Wisconsin/67/05% A/Moscow/10/99% A/Georgia/20/0633 

J;T/SinbistCOlNTti, (MO I) £0. 0 5PFU/*^L/c 

o P F U tiN 7°^ — 

mm%m) 
1 X MEM 

3% N a H C O 3 

1 X MEM Vitamins solution (Sigma}±) 
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1 X 	L — 	‘)l.'91 -Z 

1 0 0 U/m L 	i'=:>') 

1 00µ,g/mLZI~lr7° I~7-(ii  

5 0µ,g/mL 	i)2 '91 7-f:> 

[0162] 	MENI 	6ZMEr7-IJI.Z 	1 HirCRLM -1 /435 -ttc_-1, 44E77 	t:.-.., 	2 µ g 

/m L L i'S Z ck -3 k.. 	2Va7 I-') .7°:> 	A))1:1 L tc . mg,a2,A., I-') .7°:> Ji,, 

L — ( H>Jl. 7 Z K-2-7 i=)l.) 	1-)l. 	1=1 I=1)( 	Jl/ 	iT 	(T PC K 

) TVILAL- I 1) 7°:> J (A lTn TPCK 	treated 	trypsin, USB#) 	icEll L 

tc . 

[0163] -t• l, -C. NilW_Rtti)-thM (C P E) eeg 1 0 0 % L 1::1: -D tc Hi AT , 	r,-( )1. 

-A-t,•*,_Ez,*, 	itib3AtE ( 2 0 0 X G , 	1 03`, 	4 °C ) 	t:.-.. ck t') II1117 L L- 

. ME_EMODR 1') 	. ME_EzA, F.RM-6itaCE110tcittib3AtEt:ck 'D -C. 

1 0 0 k D a J-;CF0)51 	iONa)ItLr,-f )1/V&E'S' ,/ff -Dtc. 44,EFRA 

63ffliji*-t, 	A lTniAmicon 	Ultra 	centrifugal. 	filter 	devices 	100,000 

NMWL (M 	itib3Alia)A-Itt, 	3 0 0 0 x G, 	4°C, 	3 

C:13J • L L tc. 	L.' Otaff 	al t') 3._. l, "ff ki \ . 	ME_EzA -C 	E I&41' L AL-. 	L.' V//A'S' 

It 	#M1.1 10 r, 4 )I. 	I- v 	L I., tc . ME r, 4 )I. 	I- v 	a) —3,,E13 	#;4Y 

L, 	J4JI.Z 	 Val. 	B c A 

a s say 	(A m,, Pierce) CE111)\ -055if Lk- . MBEr,-1 Jl/ 	HY 

. — 6 5 °C1-;CFq# I., tc . 

[0164] 	(3) r, 4 )1, 	1- v 	omazi 2 

I.') 4 	- 7 )1/ 1 j 1 j 2 r, 4 )I, 	- - - e 	Z ME H 5  Ni (,:.= -DIXT, 	J-;t-F0)51(,:.-.. 

ck t') r, 4 )l. 	HY 	Pp tizi L tc: . 

[0165] 	N-rEliEttt.tc 	rg 	A/Japanese 	White 	Eye/Hong 	Kong/38/06, litfm 

EA* e 7 i) - (S P F ) T 	Z M4[91,:tVE 1,, MEN4P 	tia -,3_ -t.-c r, 4 )I. 

i,r-sLM'ffk,\, 	4 8 Hingoz, 	'J -f )1. Z 	-A-ti1.117.TAA3i-s- EfR Lk-. 	-- L 

---c, 1111171_,k-MEA, AfRATAfR Lk-. 44,1BACAt, 	1 o o u/m 

1_ , =:>i) 	, 	1 00µ,g/mLH/ .7° 174:>8,trie5 0µ,g/mL 1 w/6 n o £1 H Y~\ UJ/6 n Q Q L 

w/noo L v?lM#2§n| ^^fflSini-ynXtTlg] VX 
ni vn^a#08i7 
ir>6XA-£M^itlg2!n! vn£9? a (dds) -fi£##if 

v^90/8e/6uo» 6UOH/8A3 01!MM 0S0ueder/V 6J [99L0] 

2i¥<¥cp±m vi\^cn L N s y c< y u H 
3f®ii<2>£ H YY^y^ (£) [t79L0] 

°^n#^aims 9- v 

v\o H YYKyozm (©o^d ^asw) ABSSB 
voa?»i vnq>i.^a^|sBAn^^ir>6^^¥^rm2 vn 

H YY^y^m °--/n ^ir> 

ussiior °^naii^x^T2ini 
£ vOol7 VOXOOOS vn a^^(8J0dni !^|) npiN 
000 '00L S0OiA0p J011 \± leBn^uiuoo enm uoo\wy^oa^ 

i^sasini yo?¥$ACDM6y<4CD±r4* a >1 o o L 
v^^T2ini hmcomTmrn ° 

-.nxiTisifirri (o^ ^o L voxoos) n^'W 
Y^yQ kiW^^?%0 0 (3 d O) mt&m&WM [09L0] 

°~j-

na^f^CTiasn vu!SdAn pe^n »odi^HnH^i) fH -.nifwa ( 
>iOdi) ir^^nn^ ir^x )-1 

v?i < r, H mmm °-y n ^ rn ̂ v-1 ̂ r ̂ n i ~\ w / 
sriz "z)\zY^L^m L%YVy^mm-mmzm [2910] 

i w / 6 IT o s 

1H^ "I w/6 nfQ 0 L 

< r, <>—v 1 w/n 0 0 1 

< > ZKjs- 1 X L 

9£ZZ90/£I0Z<IfAL3d OS C8CC8I/CI0Z OAV 
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if'9'7-f :>''A-t; 1 x PBS 	(pH 7. 	4) 	1 	jEll Lk-. ME (2) 	(,:.= 

7i VAIN 	"ff -3 a LtS < , MilEA3' a) afRIt 	, ',4(J1.ZZ HJ 	L Lt0 

ME', 4 )I 	v 	6, —6 5 ti,;CF-eq# L AL-. 

[0166] ts8, ME H 5 N 1 6, 443LR07ck -3 6:3,40--etv-6-,3-ft---cortc_-6/3, Mow 

,9i/ONVb'<-A-tiNtco-e5, ME [ (2) 	r,-(JI/Ha),17M1 1j 	t:.-.. 

80•Z, 	t 71-1. I,: ck Wittlifilt) 1:4:75N -D tc. -t-  a T, ME H 5 N 1 Or, 

4 )1. 	1- , 	t:.-..1341.,-ct, 	IJEE, 	r,-f)1/21.26V's<, 	442,9i m 

W&E'1.--C71 Lk-. ts8, MEH 5 N 1 6, 	-/f1n-Zr,-1/1/tT, to 

r,-r)i/LP1f11.0A-4L -ztc_-6736:.-_, 1tor,4)1/07,,-()1/21. (V 

IL g /w e I 	I ) t:.= -4 L/Z, 	1 0 0— 1 0 0 oiga),9' JiONS'I. ( 1 0 0 

x v 	µ,g/we I 	1-1 000XV 	µ,g/we I 	I) Ltszct-31z1cEll 

L tc . 

[0167] (4) ELAA (MCI) 

7 7°,q 7— L L, ---C, ME 'AVM A 3 (,:.:7T -  R H A 0 0 0 6 	s 1 9 (gaM 

#1-41  1 9) , ME-4101J13 1 6:.-..7j -  R H A 1 6 3 5 	s 6 2 	(g0d# 1-41  2 3 

), RHA038 5 	s28 (g0d#1-42 5) , RHA0006 	s 1 9 

d 5 	(gEM# 1-41  3 3) 	qlEll Lk-. 	l,---c-, 	44,EVIAig,9' 	Nt:.-..4tA.-c, 

MEr, 4 )I. 	lE i.,7-c_-i,;0•14, 442-41-0j B 2 L Hat:.-.. i., ---c, 	ELAA 

''ff -D AL-. 	etc, 	—)1. L L -C, 442-41thiN B 1 L FA 1.; 	H=I — )1/ a) 

An'a• 	(gEN*1-41  3 9) 	IJEll Lk-. 

[0168] ( 5 ) 	r, -r)i,t:.-.1,i1-ze-ag 

- -J7 .7°'91  7 — t:.-_ -D 0-C, 	-fr,-r)1/(,:.1.-cil-ztlii-agotliimi,;t-Ft:.-_ -  

0 

[0169] (5 —1) 	H 5 N 1 

RHA 1635 	s62 (gOli#1-423), 	RHA0006 	s 19 	d 

5 	(g0d# 1-41  3 3 ) 8,trf RHA0385 	s28 	(gOli# 1-41  2 5 ) t:.-_ --DliN 

--C, H 5 N 1 --eZ A/Japanese 	white 	eye/Hong 	Kong/38/0607i1iag 

WEE Ltc. MiEti-7-1.7°51 7-021.t, 	0. 	2 µ,ni o I /L L Lk- c, jitt,6 

WO 2013/183383 51 PCT/JP2013/062256 

1 XPBS (PH7. 4) £^fflL/c0 tuiE (2) iz 

CI £:& < , tulEM^CD^IR^^:, ^-fJbT.Xhy^^L/'Co 

tulE^JUXX hy*ti, -6 5°CJ^TTi£#L/c0 

[0166] &fc\ fulEH 5 N 1ttN fu^0 J; 9 tClI#Ti^it3 t*T fctf), II#fi 

^ fulE r (2) "7 -Y )[/XX Vv 9 (DMWk 1 J IZ 

tzx\ tu!EH5Ni©^ 

-fJl/XX Sv^KHILTli, tfflli, tulE*>^ 

*ff}fJtT^L/c0 &fc\ tulEH 5 N Hi, Hl^b-t^^UXi^, ffe© 

OkfDO^JUX(DO^JUxmiK (v 

Mg/we I I) CjPtLT, 10 0-100 01£®* >^*ff;fJt (100 

XV |xg/we I I ~1 OOOXV /x g / w e \ \ )£&&£? 

Ltc o 

[0167] (4) ELAA (jt&£) 

7 7°5>^? — t LT, fulE^MJA 3 tC^-T R H A 0 0 0 6_s 1 9 (SB9!J 

#§19), fulE^MJB 1 IZ^t R H A 1 6 3 5 s 6 2 (BB?!l#^2 3 

), RHA0385 s 2 8 (BB9!J#^2 5), RHAOOO 6 s19 

d 5 (IB^#§33) ^^fflL/co fLT, tuiEH ft* >'«7 fftCttiLT, 

tulE^JUX^HI^bLtcvma. tuiE^MJB2i:ll^JCLT, ELAA 

£frofc0 =I>K-;U^LT, tulE^MJ B 1 t H L =l > K • -)\s(D 

(i3^ys§3 9) ^^fflL/co 

[0168] (5) 0-1 )\sXlZltf~$~ %>%n "ntb 

^7^7-CoiNT, 

o 

[0169] (5 - 1 ) H 5 N 1 

R H A 1 6 3 5 s 6 2 (I3^U#§2 3) , RHAOOO 6 s 1 9 d 

5 (I3^U#§3 3) fcJ:0'RHA0 3 8 5_s28 (BB9!J#^2 5) IZ-D^ 

Xs H 5 N 1 Tfe'SA/Japanese white eye/Hong Kong/38/06^0i|p-nfb^: 

56!IL/co tu IE# T7 7°* V — (D)mlzz. ti% 0. 2|imo \/LtLtc0 Ztlb 
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(0e,M, 	4 2 5 t:.:71 -,:, 	>4 2 56 , 	'7-()I.G.CecaLtc_- 77 7°'9'7-4)12 

[0170] 

7j - 	7 ----eZo 	>4 2 5 t:.:80-C, Ntta, ME*Ii-aR7-ilMzi- 5 0 

n m ODRAI. (01E1 ',Ra 6 2 0 n m) --e 	(,) , INia, 	tib I., tc r, -( )1, 

19)2.t:.-.11-17 -z,5. >/ONE (g g/w e I 	I ) 	ii,:, 

>4 2 5 tZ.-..71-4-(t -3 tZ.-.., 	114,12% II=1— )1/0)FAR3-} a, 	-( %7/1/I%lfr, 

-f JI/ 	H 5 N 1 GAG 	L A, Llii-aft 	7 -,3_1',1:75\ -D tc_- 0 	a-  413:.-.14 L, -c, 	Ath1E-77  

[0171] 

7°'' 7—a, 	-( 	7 )1/I J1J2 r, 4 )1. 	H 5 N 1 G:.-..lf_tlitecatt,-7Uttc, 

ts8, 	RHA000 6 	s 1 9 	d 5 t:.-...-DO-C, 	H 1 N 1 	(r,-()I. 	: 	1 

t.i, g /w e I 	I ) t:.111-Z*Iiatt7i -PAY61. (>4 J-v-tT) 	L, 	4 2 5G:.:71 

-4-442H 5 N 1 	(5'%/Ofk: 1 0 0,u. g/we I I ) t:=A- 4-Zecatt77 

--1:9301.t, 	f7f11.-e -Dtc_- 0 	z.:MiliMt:.-_a-- , nAlock -3(z, 	J,,t-FGY-A- 

t-,=8o-ct, 	H 5 N 1 J-;01-0)r, 4 )I. 	0 r, 4 )1, sm. (V 	g g /w e I 

I ) tacIL -C, 	H 5 N 1 t, 	1 0 01g0)5'%Nag., (1 0 0 X V 	µ g 

/we 	I 	I) 	Ltcl',Z,t-jG:., 	.-ZiEtjtc_-0  

[0172] (5-2) H 1 N 1 , 	H 3 N 2 8,trf H 5 N 1 

RHA 1 635 	s62 (gEN# 1-42 3) 8ck .(1RHA0006 	s 1 9 

d 5 	(gEN*1-43 3) t:.=-DO-C, 	-f %7/1/I%lfr-(/l/H 1 N 1, 	H3 

N 2, 	H 5 N 1 8,trf4-r-f %7/1/i%lfr,,(/l/TZSindbis 	virus"-0) 

eralig.5gEgLito niiatr77 	7 —Val.tg, 0. 	2 gm o I /L L LAI- 

. 	etc, 	H 5 N 1 J-;01-0)r,-(JI/t, 	rZiEr, 4 )1, 1I 	1 pc g /w e I 	I 

L L, 	H 5 N 1 1, , 	'-/f 1Er,-(11/21:4-U-C, 	a.' 413::Mlit.3-0- Z '9' .N.ii0 N 

1 0 Om, g/w eI 	IL Lit 0 	a.' 41,60)4eM, 	2 6 t:.:74-,:, 	>4 26 

1,, 	r,-()1.1.:.-11iiaLtc_- 77.7°5'7-0)21 717-7TZ,:, 	4  2 617-80 

[0173] 

Z, Ntat, ingalliaiC771SM 4 5 0 n mONRAM. (01,3,C)M,  6 2 0 

n m) 	--eszc, 

4 2 6 1,:.:71-4-  ck -3 t:.-_, 	Mfia 	J 1- 1=1 -11,1orogit, 	44 %711.= %If 

r , 4 11/L -1 J -7)1/ilfi-f )1.0k,\ -Prt.t:.-_taLA,Lstli-att77:3_7`sbN 

-D/L- 0 	Lttt:.-_ ,-1L, -C, 	niFia-7-1.7° 7— tg, 	lr-r J.7)1,i>ifr-r)i,t;.-_t 

WO 2013/183383 52 PCT/JP2013/062256 

M2 5iZ^to i2 5(t 0-1 )lsXlZ^Ltc7 7°$^-(Dw%: 

^t^7 7T'S)5o HI 2 5 i£$iti, fu§E$n'n tb^r^t"/j£:R4 5 0 

nm®OMuJt (#PMSli6 2 0 nm) TffciJ, mfeitLtcO 4 Jl> 

X(DM iZttlihlt & $ yt'? Mm (fxg/we I I) o 

[0170] m 2 5 iZT^t^- 9 tC, ttllE=l > h •—-f > 7JUX >Hf-7 

-fJUXH 5 N CtUCttLT, fulE^-T7 

7°*^-&s <>7;H>f7^MH5N 1 (C'fSn/cl^tt^^L/co 

[0171] RHA0006_s19_d5Col^ H1N1 (^JUXil 

)U,g/we I I) tC^tt"'2)ilp'n'l,4;&^t"^7lD^ (Hl^ttT) ts HI 2 5^;^; 

TttflBH 5 N 1 (* >/"?* Jt : 1 0 0 fx g /w ell) 

mfc&xfo-otco zm$mzm^^s aiTom 
mz&^T&s H 5 N 1 (V IX g/we I 

I) ICMLT, H 5 N 1 (i, 1 0 (1 OOXV ix g 

/we I I) <h&£cfc9^, g^bL/co 

[0172] (5-2) H1N1, H 3 N 2£J;tfH 5 N 1 

R H A 1 6 3 5 s 6 2 (SB^U#-§2 3) fcvJ:t/R H A 0 0 0 6 s 1 9 

d 5 (I3^US§3 3) -f >7;Ux>Hf-7^;UXH 1 N 1 , H3 

N2, H 5 N 1 >7;Ux>Hf O^^^-^^^sindbis virus^® 

M^-t^SSIIL/co 0. 2|itmo l/L^L/c 

o H5N1 MMO'Ol/Xtes @£fb7-fJl/XMl /ig/we I I 

£u H 5 N Hi, mfeiko-ijuxmizttXT, znizttjfct&fy^tn. 
Mtk 1 00/ig/we I It Ltc0 Z tl b CDilp^^, HI 2 6 IZTF~$~O HI 2 6 

ti, [7^;UXtC^L/c777°*V-0M;&^t"*^7"efe^o HI2 6tCfcNlN 

T, mmZs tulE^t^^-r^S4 5 0 n m0PMg (#M5(i6 2 0 

n m) T'^'So 

[0173] HI 2 tuIE=l > K P-;U0)^II^?ti, >7JUX>Hf 

0 -f JUX ^ -f > 7JUX >Hf -7 -f )\sX(DiN-ftltC t ti £: L 

ofc0 CtUC^LT, tulE#777°* V-{i, #-r >7;ux>+f17-r;u7.tcti 
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ecallE, 	4 	7//ilfr,-f//0),7)-(,.:1§_tt.tc*iiatt7il,tc. 

tt, 	ZIOAVViN6, *RIE910777151 7—t, 	4 	•7/1/ilfr,-f)1.0)$ffl 

(,:.:80-C, 	114511,::_tiLAJEIIT,Z a.' Let-AN-DAL-. 

[0174] [ 	1] D 2 ] 

-/fiE LA:- 	tZ)117-11,9'7-6:ckt,)-f 	•7/1/ilfr,-f)1/ 	tZL, 

ffl PI 7 1'9' 7— (Z. ck t') 445E4 	7 )1,i 	ifr, 4 )1, 	a)$ffl 	47 -D AL-. 

[0175] ( 1 ) 	r, 4 ji. 

44,E-A-A R D 1 T ER 11  L, tc J-;CF a) r, 4J1. Z 	1 PI I., tc. 

(4 	'7)1/ilfr,-(J1/) 

H1N1 

A/California/04/09 

A/Georgia/20/06 

H3 N 2 

A/Moscow/10/99 

H 5 N 1 

A/Japanese 	white 	eye/Hong 	Kong/38/06 

or-r J-7/1/ilfr,-(J1/) 

Sindbis 	virus 

[0176] (2) 	ELAA (lj-  J K-( v 	51) 

tZ77°,9' 7 — L 1_, ---c, 	RHAO3 8 5 	s 2 8 	(g0j#1-41  2 5) , 	R H 

A0006 	s 1 9 	d 5 	(g0d# 1-41  3 3) 	jEll L„ $ffilE1107E7IE 

7 7° q 7 — L L, ---c, 	RHA0006 	s 19 	d 5 	(g0d# 1-433) 	jEll 

L, tc. -- L, -C. , MO7701951 	iON1,:=1tA.-C, ME', 4 )1/10EI11_,, ME 

H 5 N 1 (,, 	5' JiON'i 	1 IL g /w el 	ILL, 	-t. 4-0-;01-0)r,4)1/(,  

, 	r, 4 )1, 12 	1 µ,g/we I 	I L L, ME-AtZJEll 71,9' 7 -a)21. 	0. 

1 gm° I /L, 44,1BE7J- 1E7-115'7 -a)21. 	0. 	1 gm° I /LL 

L, tz-_- J-;01-1, , ME *It IN B3 LPlat:L ---C, 	E L AA ,'ff -D tc. etc, 	17 

L 1_,Z, 	4 J7)1,i 	ifr, 4 )1/t:.-..4-U-c, 	i‘y 77 — 	A)]11 Ltc, 

WO 2013/183383 53 PCT/JP2013/062256 

^'1-f £ 

fc, *m%(D7 705>^-&, -f > 7JUX y+f 0 -f 

tC £ IVT, it®^ K t, jgffl -e S £ d £ to A^/Co 

[0174] [^»JD2] 

mfeik L/cJiM;7^* v-tcj; y -f >7JUx>Hf-7^,iux£Jij&L, & 

yftilE^ >7;ux>Hf-7^;ux®^ai;&tT^/co 

[0175] ( 1 ) -7^JUX 

tuiE^»jD 1 um&LtzMTWj )\sxz&mLtzo 

(>f >7;Ux>Hf H7^;UX) 

H 1 N 1 

A/CaLifornia/04/09 

A/Georg i a/20/06 

H 3 N 2 

A/Moscow/10/99 

H 5 N 1 

A/Japanese white eye/Hong Kong/38/06 

(#-f >7;Ux>Hf H7-r;ux) 

Sindbis virus 

[0176] (2) ELAA > K/ v ̂ ;£) 

^77°* LT, RHA0385 s 2 8 (IB^US^ 2 5 ) , RH 

A0006 s 1 9 d 5 (IB^#§3 3) L, it 

7^7-^LT R H A 0 0 0 6 s 1 9 d 5 (BB?!l#^3 3 ) 

L/co f LT, fulEHft* fulE^-YL, fulE 

H 5 N 1 &, 1 ix g/we I I ^ L, £-f 

, ^-fJl/7,1^1 iu.g/we I I £: L, fulEJilJEffl J7 7°* V — 0. 

1 Atm o l/L, fulEbi,^51>'fb7770* V — 0. 1 iitmo l/L^; 

L tcVmte. tulE^»JB 3 ^IWI^itC LT, ELAA^^/c0 S/c, 7"^ 

>*£LT, -f >7;Ux>Hf ji.xiZitPiXs 7 L/c^, 
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I- 1=1 —)1. L LT', ME 7-1 7°51 7—(,:.-AA:-C, 442-41-01J B 1 a) 	i I- 1=1 

— )1/a)/(0'a• 	(gEN*1-41  3 9) 	1 l,11 1, tcA t:.-_ -D o-c, Hat:EL AA 

47 -D it . 

[0177] Z:41,6 aAi liM 	, 	>4 2 7 6:.:710 	4 2 7 (,, 	77'51  7 — t::_eaLtc_- -( 	7 

[0178] 

)I/Ilfr,-f )1.0)127177.--eZc. 	>4 2 7 6:80-C, NtNn, ME 

tlii-al 	711SM 4 5 0 n m0)1R4Y61. (VEI,ChMl, 	6 2 0 n m) --eZ„, 

4 2 7 6:.-.71 - ck -3 t:, 	44 ga 	J I- 1=1 —)i/or,Angit, 	44 	7)1,iif 

r,4)1,L4 -7)1,iip,4)1,a)kiNT4-t:.-_taLA,etlii-aft7i-:stsbN 

ifr,)1,:.-_t -Dtc_-. 	a.-  413:31 I., -c, 	1142-77.7°51 7-6, 44 	7)1,i 	4 

ecatt7i -:sT, 	-r 	-7),iifr,-()i,a),7)-t..1§_tt.tc*Ii-aft7it.,tc. 

(, 

tc, 	L'otliiMbN6, 	*ftlEIJI0)77°,9'7-6, 	4 	7)1/i 	ifr,-( )1/a)$ffl 

t:.-.8o-c, 	It 	K-f vat::_tiLAJE11- Za.'Lebb\ -Dtc. 

[0179] Jt-h. -41-0018 ct rf-A-1-01J 	OM I., -c• *OR HA 	!API I., tce, *BAR BA 
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