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°21-rzi.n*Acor 	W,D---W/4%-P,Di 9 IT%-,YiN z A-24 
Egiv,t, 	p -Y114j,  ' > 1 TgA2SWa.(0% 24P- 1(..4=-',/r1WA9211(4-w72-44 

W -21 (IViTr) 	- (cocIP4:2S__4f4MV 	'Tlirli'Ai 	"L'Iczi il c'\147" 

2c 	D__cn%a,,V-44Mg_̀1—ingel.rrAaCC*MIN . Lir (i 4L ( 4‘ 

)) 4fai 	'> 43  % .1c- 	2(0 (*=t' 	-,‘- ,-21r1k-CY,TIX1(T• 4i co 1=1:1NM 'p 

Yriii,  'fl1G(4M '7-.'- 	°S.__AR2S_ElE14, 1(,40Mig*s'4.ccr24 

[ME gicr, 	•pyrim, sTm(,k:zo,l4 i,.-_qi.w, 	.>ct‘.-1:10L 	2‘IR:1W_MVOlil 

°T,fig_MN3gY01'41-:-.!r4 -1-Igig (p ) 

aq ` 

LI*IS__Migt-l-WYHMoNWTA-ir (DX- 	(-0-440---,-14i,15iA ( 0  ) 

'ET,ii 	YIN 

P1741( 4 )--rpiNcoci3?---v(--;);9/Igilll'OfP4- "--‘-'1 9,5naW1G(t22T ( q ) 

',IiI2 -4 -,%-lif4f3W_W=0 

g' V.- 	tt•IFZtiEli,,o,  N ci ilW*),*:,-1 4- -1 4 K 	' -I (‘ 4—J- 

:1 _* '3 1111,,,v4 ,7-q),,TAllsciA — 001 (e) 

°W-M*GocIP4- 	\I,V-WiTca22± ( 1 ) 

c'ScR,111R 	cao±r1TIEfai* `9_crf.ii_ [9100] 
0

---',/c-:1 

S_O_V2r-4EWi* '1 M`i6 	3 72 S__T41AITIMMicoMWAMcoGA)E1 'r1 I' 

896ZSO/ZIOMUIDd 
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6617801/Z10Z OM 

£2ict^^^^^-Mmmm^comm^ (e) 
0m^ffiCDyiiLn4 >A0S2lAMi^l! KQ&%M1Q)2£± (£) 

°>izuoy±-

-u£t\<\(£%i^ ^ci (z) U100] 

a# 3:? 24 3 TOO 9 ( (S/A) fp.n$ia.TOs^iK2A v<*q^4) 
mw ((eu«T/)A) ((^)S) 

\£m$ 
0£n 91)CD % §• <$9 ̂|%¥M s # 

K&•*m ?n 3^121 ̂ ii^cj: 
<2-1 (¥gm) °o^g= 

>0 v>T%x^^a.0%'/u£^-n£®s?ixirxocD^mm \£i 

\3M"m ^wA-Mzi^M&A-n/L [9100] 
(p) 

;0¥ s 

iiij$i^ y-u-mcoqt'j- (q) 
<2 A- ^ w© ̂  ̂  

N a.>a¥^#.H -£-f\6£ N *3--A>^/:^i|i^|g 

\T?f^f£X<2>31± ( L ) 
v<*<ro-£. [9100] 
°y^2i 

vnfp¥^^2^4TW5i'W#a>w^li^a)W@ V1T 

896Z£0/£l0£«If/X3d 9 66\>80UZl(SZ OAV 
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z VI, 

( b ) 7°  1=1 — 1 -A-tiN, 	i 7-2fteAtsZ4Naoit)1/44E12tKg'ff-Y, 

1=1:1 '4‘1,1fMaA4'43,NsgEorri'433gt:.-AA -zif'1', 

( c ) 44211:1 '433gt:_-_4A I., tc: )72 )1/44E12tKg'ff-YaFt‘ (Its-aaz) 	-1 /43s-ft, 	7° 

1=1-1-g-tiN7)1.itt (7°1=1-1 .-ziLit)14 	1=1:1'43 ,irgEorri'433gt::_qt 

zifl, arf 

(d) 	11=1'43  'Ir  gE* 	irsgEoRri;it:3-41_, -c3R -zri;i--e-b)Jkfi L -MA-iE 

z VI. 

RIEIA050A 

[0018] *RH)] t: ct 	o,S, 	)72)1/ 	fl_11E11 I., tc D N A 7 -f fj 1=177 1,-f_h--eorAngrmiga 

Ft (PcR) 	6:.-.80-c, 	ffiEloigi-;oi-opr,Ama)4-rtixffl5thsoigt:.-_t4Ht 

l„ HO'goDTARa)ffiliAttct (,) — moi_h:s -tz z_- LeTZ (tit:Ari 

ft1E15--Z a' Le --C' 	Z) TAngo)ffla, avei,mfflat:.-illoz7 

-r 	1=1 7 i, -I 	tIkI 'itt -  Z a.' Le--C' 	Z. 	i!,Wffl511,:.-.8k1\ --Ct, 	)72)1/21. 

(7)1.0 TL 	r11 /279:5 -ftZ IA 01g0DTAR Affl -42MT-Angrn a)ic_ -:s 

(ziaR) izatyt--cift-b)Jizatl-z a-  L 1,:.-_,t (,), 	)72)1,0)3,3,zkiv)  

o7_h:s -ftz a- Le- , 	ct (')!tiAttaAkiNfflat Ilitt -- 	Z. *ft p1o) 

$ffl511, , 	a)12tKvi,± -ziEllitt:.-.3LAL,tct,0) --ev,), 	*mt. 

JETttt:.-.1§_tt.tct, ay-ez. 

400PA*7`.1:1A13)J 

[0019] [41]Mfliallt7J11) 	1, 7 47J-  	_Ik4.,-XM-I 9 6 r, 	)1/7°1.— I- lzt4,4,-az's tt.tc:With 

MID N A74 	1=177 1,-f 	71 - 4 --eZc. 

[ >4 2]MfrirAlt7J1 ,) 7J-  1,74 	,I.''MM-1  9 6 r, 	)1/7°1,— I- 	r 	NIDIJ--7)1/1J- 

4 	7—  ( 7 4 75- v 	#,Izi, GeneAmp 9700) t:.= -t V 	1, tc L 	a ) = 1 t 14,, 	7 J 

[43]aFt‘r,=)1/ 1 	(azi-M) --007ffl -,1*D N A OpteMaZ (trIgaZU 

AD a) rA =U4 T 	Z . 

[ 	4]-EA-ATLM7 i, -f Zt ,J I- 122)1/i /0)±eArIgrat 0314tRO'g#171 -rAA 4 

WO 2012/108499 7 PCT/JP2012/052968 

(c) 3t!\ 7° 

P-7'£#fr^l4^ (^p-^@^b^l/) 

sii, 
(d) tp^Mmj&tkMmvmttmzttLx&xtznfo-ewmurgjwb 

[0018] ffrZmmLtcDN <7\=\7\y( ±U(Dmm^K 
J& (pcRi) izis^Ts 

u mzmm 

(>fJU0#?Lff*i£) £i^§£-t*£@^0^I£ (^aiM^©^) ©*$3 

(J&SS) kK 

[qU^-t^c^-e^ <fcy^te©i%^ai^«:^'e$i)o *fgTO 

fflttcit/cto-efeSo 
HEttffiillttlftH 

[0019] [|i|l]M[]Ji^/lN0|J^b7'r >^M9 6-7x;U7°b- K^^i6^ti/cS®?L 

IDNA7^ ̂  p^w £^i~ni"e&-g>o 
>1M9 6-7i;U7°b-

-Y^^ — "f 7 T-y 9 ItMs GeneAmp 9700) IZiz y K L/c £: 

t~^*e £>£><, 
[HISMJ^iJUft T?©^ai^D N A0i^§J^ (igiliJSJfcfi!] 

IS) 
[@4]lI?Li7H7^'J/ 
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--eZc. 

[>45]7J1v P72 /1/1TO)PC RaZaA-AUc--ez. 

[6]rri'43,1, 4E* (1=1:1'4114EgEN12tK) o2kadEllogEN -Z81471 -411111“<""C 

Z. 

[>47]DN A74 	1=177  i, 4 aA-7J1,y i-oit)1/21.L 7°1=1-14e11ff71 

LtcRAK 4 .--eZc. 

[ >48]it 4 X e AtsZ±Piligratoratati 	L -- tt. 6 ±Pirlgrat e 7°  D-1 L / \ 

4 I') Y 4 XL -) Z Iiiff7ii.,tc*-AyU --ez. 

[ 	9] 1 2 3 b p 0±16,11GrItt:-Do--cs‘z 005,17i/<tc_liiiM71 -  

--ez. 

[410]4 1 3  b POtitHatt:.=-DO-C3S‘ZOOD5,17V<tc_liiM71 -  

[ >411 ] 8 2 7 b p OD *Mgt L1191 	OD *Mg t L Vg at t:.= --D I, vr 

--

bp 

3-}\ZOYAA]/<t-ceM7iT  

[ 	12]ELVIN 1 TJEll 0 tc$&=it 7 Li -f _ha) 	t 'y 1/ a) VA fa t 0)4 it4tR Oig 

tg71V-AA >4  --C'Zc. 

RIEUMJAT6tc.-.1603:fge 

[0020] Jt-F, 	*ftlE9140:.-15A13-zo *RIE1)10a#tz:41.60,V,13)11,:.-A*-.3541. 

z z:Ltv's<, J-;t-FoiN7ii-;tAt:.-_ -Dki\ -ct„ *ftploagtAtst)tsoa# 

--eiLA'AM_R%L-A-1-0-zz:Le--e_zo tst, *13)INIfi6, *BRIEAtttga) 

amL ts z in 2 0 1 1 —0 2 7 5 8 8 1-413M0 (2011*2110EIffi1,$) 19) 

12 	'8,-gl-  Z. etc, *HMS I,: 8I, \ -C 	I JE11 tql.tc: 	---COT1147tt, IN AiSA 

"fftAlirii- e, Ezve.193ULM, li,EVOR-t.oitoDliget, Ofig L 1, -C*13)] 

Nifit:Ada.)-31Att.z. 

[0021] *RIElAt, 	7J1' ,y l-it)i/olitt (3 ,3‘zki\7AM) L7c=1-101iAttL 

o$HA53t1111_,tc_- D N A74 	1=177 1,-1, 	Ezvei,AD N A74 	1=177 1, 

4 ±TTAR±PiligaZ ( P C R 	Li \ 41') ,9r-r-ff— 	aFt‘LITAHit:.-.. 

"ff -) a-  L t:.-..ct zI(RoliAO/Afflat:.:13A -z tay-ez. Zt,y i- it)i/t 

WO 2012/108499 8 PCT/JP2012/052968 

X'ifo&0 

§o 

[g|7] DN A7-f ? P^W®#**0';/ 

LfctEira"C£>£o 

[118]V--f XAWcf £0HI ̂ ̂ tl ̂ 7°• - y't J\ 

-Y 7" 'J y•< X L 9 L/c^iitlHT'fe'ijo 

[H9] 12 3b 

T'fe'So 

[H10]4 1 3 b 

^"es>i>o 
[H11]8 2 7 b pcDi^gjt^ 119 1b pOigitigtl^OM^KC^T 

[mi2]hb$^ij 1 xm^tc¥m£7\y(±<Dxtfv K 

}j£;fi £ ̂  H ̂  HI "?• h & o 

[0020] £(.1^ *fg0.S£l¥lfflK§^1-£o 

-e^gg^Mu^-r^c^^-e^^o ^fc\ *im$fc^±3s© 

g&£&.5^i|2 0 1 1-02 7 5 8 8§B|lt (2011^2£ 100ttiSI) 

ft&mxi&s Azf&m&m, m&t LT^ 

[0021] h^K£4#14 (^/^l^H) 

L/cDN A7-f ^P77b^% DN A7-f ^ p y b 

-f ±-e^i£±^§j^ (PCRi) ^/wyj^y-tz—>a>sj^^^iwi0i^ 

'fj?Z.tlZ£2>m&<Dftm#l&&l5felZ.Mt2>*><D'e$>Zo 
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, 	1 fEM-;t_hoDE#P, ()<') 7 	'))1/ 77 Z 	17D- 1,73412tK, 1: 

4,p]AlJarfPifta)7°D — Vs-A-tiNi72)1/44IVI4KAM-a LTA 641.Z iy2 )1.-CZ 

0 

[0022] is 8, HMO*, 	1- DNA741=177 1,4_1 L0-3taa, DNA (527f* 

:> ') tr,AR) a) '7)- 	7f1E I., tc: 7 4 	D71,4 U1 -a)-C6ts<, 	[7°m— 

l] 	't'1LI.,tc_- 7-f 	1=177 1,-(U011 -Z. 	e 7-c_-, 	I-74 	1=17-1 1,-f_E-C 

oazi  L0-3tga, 	1-74 	i=i 7 I, 4 Lazwrf-Y -A-ti'arii.312tK--ea)a 

i Ukg L, 	7 J1, 	fillEll Lk- 71,4 --eoit)1,-2)1,1vma)a-).--coarii.3 

(,, lit::_sgt.,tsotoLz. 

it-Ft:.-_, *RHAt:.-JEHOZDNA7-f 	1=177  1, 4 OtI1M110--41-001 

tAIEIJI 	Z. 

[0023] 

1 . 	it)l/fillEll Lk- D N A74 	1=177  1, 4 O2I1M1 

<h2)14:: 	tin-  Z 7°1=1-1> 

[0024] *RP] (,:.= 8 o-c, 	I-  7°1=1 — li Lt, 527J-*')tr,AR (DN A) , 	I) t 

TAR (R N A) , 1'7° 	KTAR ( P NA) 	IDT-AngM71 L, taat::_ct (,) ,9' 

iON, IIM -A-tiNc. 	'L41.607°1=1 	Vst, -aiiNiTnxttuiN/J\ 

614Z z: L e-- 	Z. INAJS, tNIN/J\ 610D N A OtEhffl (,, Blin60)51 

(Nucleic Acids Res.3.2303(1976)) 	U.: ct t'), 	i-z-_-, 	R N A OA ffit, 	Fav 

aloro 60)51 (Methods. Enzymol. 65.718(1980)) 	6:.-_,,k t') -41-0-Z a.' L 7VT 

Z. li6::-*RIEIJIt::_800, 	D N A74 	D71,4 0Dit)1//kriel72)1/1  

3g-CF,AROIFIEIRaZeEL.' Ztc6b, 	I-  7°1=1 —1j l,  7°7 4 7 —L L -C OAR 

tHHit:.:Zta)-CZ. 

[0025] etc, 7° Q-1 LL-CJElloZTAntg, $141tarfiCtOoTtLIMfAto)to) 

-C-D --Ct ck<, 	FITZU -1 /4354-Ltsoe, INAJS, 	7°7 	Z K D N ARt't,'12tK 

DNA, 	RNA (r, 4 )1/0tiii-a) 	756i64-t.Z. etc, $11FRNA-g L 

< 61E*-Vg6:.-_1M L tc 	tc: (,-b)Jkft L tc DNAM A-, MERV, 	TEM 	(,:.= ct tj 

-E`i-,3_q-Ltc_-DNARtlE*-`-aLtc_-7J-,)11,7J-KCEIlk,\Zz._'Lt-C 

WO 2012/108499 9 PCT/JP2012/052968 

s 1 (**) 7<? IJ)\s7$ ^ 

fiSSUS.tfpfjfe(D 7°• - 7"£ ^ JHiuIEtt£ L X% b ft£ ?)\s-z$> & 

o 

[0022] &fc\ TDNA7^^P7b^J DNA (^tf* 

®^£@^bLfc^>r?pj7H'£Jit~<zmi&<s r7°p-

7"J £®:^bL/cv^^£EP*1~£0 s/c, rv^^P77b^±-e 

©j^jfcj ^IN9*I£\ P^U^ 

J^J £EP*U Ltc7[s4X(DV)\s^m^'f)\/fotmfrX(DKfcs 

IfelZMfti U^lNt (Dtt -2>o 

JU"FtC% *fgB^CffllN£ DN A7-f 0 UT W 

%WtZ>o 

[0023] 

1. f)\s*%m\stzDU^4VU7\s4<0®3kl5%i 

<*f )\y IZ g£it t Z> 7° P - 7> 

[0024] *fgBJ^C£lN-C r7°P-7"j t teU 71'* 'J (DNA) N 'J jtf? 

mt (RNA) N ^7°^K^II (PNA) m-sizzv* 
y;<<?Us cft^®7°p-7Hi. 

zmzzttf-etszo ^ffl^e>©DNA©aai^ BLine,©^ 

(Nucleic Acids Res. 3. 2303(1976)) J: kK ttz, RNA£>adU^ Fav 

aLoro^®^"^ (Methods. EnzymoL. 65. 718(1980)) <£ lJ •& il t. ifX 

$-g)0 D N A7-f ^7 p^b-T 

r7°p-7"j 

[0025] %tcs 7°P-7"^ $kWRZf%ktf.(D^?tl<DMW<Dt»GO 

^^TU<, ^77$KDNAXtt^M 

DNA, RNA (-7^UX0*Il^§) #tfPtf£ft£o *l#Slg L 

< Lfc^cMiff L/cD N Alff^r, <£ y 

M^ftfcDN AXfcMb^/SLfctf 'J ztZt7U^f 
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[0026] "fle - Zct -)(,:.-_, 	7°1=1-16, 	EtP, ()<g) 	7 	,))17Z K,1734.14KAb7)1 

1=1— 	1,734.14K, 	ar_MA-ALILIDA -aaZt:.-..c0), 	7)1/00]fflI6:.-. 	'-Z-1 /43s 

tt.Z. ct -D --C, 7°1=1 —It:: (, Affi-aTtAU  RtsMOVAIMe4A-,3541.--C 

kiNZ z: L 131 T 	LA N  (J-;CF, 1lM7cti — I L 0 )) . M, 1:1P,-VaL l, --C6 

, IN AiS, 	( )< 5' ) 	7 	,) )I. 7 Z Ka, 	‘ 1))1/a(,164-t.z. Mi 

frit-Vat, 7c=1— / • 7'74 7 —1001tAtst)i-soFIU,) , oTtt.10531i1 

t:.-..4A-1 /43stt,--co-ct, Aki\ c, tt L AiS, 7°1=I — ler,omtga, MMAIM 

tV--ARG)a)krietl4itio) oTtt.t:.-..4A-,3541.--C o --C• t A ki \ e, TARa3140' 

t:.-.. 4 A -1 /435 tt.--C 0 Z a LePT 	l, 00 1ln$7°1=1 — 76, 	1:1 105/6::-. ct (') III 

--e, INA.tS, 	liVL`,.r3M02/062817 1-41:.:Egog)a."'L < 1.'-'3 	Z a' L e--e 	Z 

0 

[0027] <DNA74 	1=177 1, 4 6:.:1 ti 	tt.Z h2)1/> 

D N A74 	D71,4 	1E11 - Zlit-fle:.-_6aFt,14K6:.-.TAR±T,IiillaFt, (PC 

R) 	,/ff77-c_- 6730M1J--()1/Zil)ipA_Zo 	-t- 107-c_- 673)72)1/6, 	Mle::_ck -D --C 

, 4E*01g, It±10/A_RiEez: L --0-0HaVA-Y7°1=1-7 74ffl Ltso, Mg 

LW/N. 	ffillile:.-.Affl -CfskiNaE)fAtb%_RIEL,fskiNt 10 -Ctt.tS11.1ffitso 

0 1412tKIYg le: 1, , 	P C Ralt\ -Ar0- Zlede::_, aFt‘ ,12tKe9 4 °C 44,105 

le::_Ze, 	z: a) Li72  ) 1/ 1 12tKoM111qA b h 2  Me:: 	-Z -:s tt.tc 7° D-1 or)gffle 

8 ' 6 tsOtt.tSrafltso0 

7)1/04M:.-..)ElloZ*1214K ( 	) 7—) 6, INAJS [VA ()<') 7 	I) 

A/7Z K1,7341* _I CE110 Z a.' Le-eZo 	Eiti)14.17tKt, TE—ARA ( I ) 

-C71 -,354-t.ZIE-ato0 

[0028] [1E1] 

Ri  

N 	
(I) 

R2 
0 

WO 2012/108499 10 PCT/JP2012/052968 

[0026] 7°P-7'&, mm (*$) TO lUUT7^ 

n-xmmWs s fjuommmitizmfez 
tiZo 7°P-7Hc&, 

LIN (j^y% Mft7°P-7^lN9) o LT& 

, (p<^) TO lJ)\s7$ Kg, <?lJ i/immmifmf <^>ti£o TIS 
7°P-7" • 7°^ 

izmx^nx^x^^\ tctx^ 7°p-7"^ii®ii^ 

tCaiA^tiTlN-SC^A^fS LlNo Mfr7°P-7"&, Ui^i: 
-e$, m&&m%M/M28\7mz^m<Dz:t<mi£tzz.ttfi*$z 
o 

[0027] <DN A7-f ^P/'b^r lZ{%$f^tl&f)[/'> 

DNA74^P7KM1-|.i(:( P C 

RH) ^^tcisbCDWiV-^ 

s lb^*k 4Mfa^b£&c: LTMJ5J^>S^70P-7'£;#tJH Lftl\ Sifl? 

L ftIN, ^HHB#T? $ ftIN& lb L ̂ IN ̂  0-£fctiMUftIN 

0 PCRJ^£»t£K, J5J^£^9 4°Cfu^0^jt 

Z(Dt^ *f)\, g fo (D HilifiS-^ *f)\, tC mfe 3 tltc 7° P - 7"® ;#tJH 1$ 

fcz. b^^ti^fpM^LNo 

fjwwmizmIN£J£M1* (f;7-) &, rg^ (**) 

TIE—IS it (i) 
x^rstsn^it^^^Oo 

[0028] [<fb1] 

I I1 

nr"v«» (I) 
o 
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[0029] [-ARA ( I ) ifi, 	R i Ewe R 2 (,, miNt::_aAL,--C, 7.KAW,RtMf11-7)1. 

*1i,a7ic. i 

-fRA ( I ) --e71-,3_q-LZEitl ()<') 5,))1/7Z K,173414KL 1, --C6, FR 

tutort,i-soe, RAiS, )< ,9' 	1) A/7 z F (metacry1amide 

), 	N—)<)1/7-11))1/7-1 -ZK 	(N—met hly1 	ac ry 1 	amid e 

), 	N, 	N —:'))(J1/ 7-1,))1/ 77 -ZK 	(N, 	N—d 	i me t hy 1 ac ry 

1 amide) , 	N—i)1/7-11))1/7-1 -ZK 	(N—Et hy I ac ry I a 

mi de), 	N — :>1=1.7°1=1E/1/ 771))1/ 77 Z K 	(N—C yc 1 op rop 

ylacrylamide), 	N-4 v 7°D E)1,- 	')A.7 z K (N - i s 

opropylacrylamide),N, 	N— :')i)1/7-1 	')11.7 z K 

(N, 	N—Diethylacrylamide), 	N—)()1.—N—i 

11/75 i) A/7 z K (N—Methyl—N—Ethylacrylamid 

e), 	N—)(J1.—N-4`).7°1=1E)1/7-, 	i) A/7 z K (N—Met hy 1 — 

N—Isopropylacrylamide), 	N—)()1.—N—n-7°  

DEA/75 i) A/7 z K (N —Met hy I —N—n—p ropy I ac ry 

lamid e) 	7131,164-t.Z. 

[0030] /72 /1/07*M6, lit::_iiitZt:3541.1:4:0e, INAiS, 4E0 VA ()<') 75 

'))1/ 77 Z K,1734.14“:.-AA.-c, 	N -7 ,)1=1-1)1/ 7-1Zii1-*',9ii — )1., 

N-7-1 ')1=1-(/1/ 77 Z/7°1=1/J—)1., 	N — )1=1—)1/ 7-1 )1.7zK, 	N 

— E=JI/E1=1 ,) K, 	L Ki=i*i)1.)< 5' 5 ,) 1,- I-, 	()< 5') 	75 Di/ 

, 	7 ')11.T$ 	I-') 	0)*212tKt, JElloZ a.' Le-C,, 	-,3_ 6 t:.-..t, 	ffli-ki 

)(g) 	7 5 ,)11.7 	K,173412tKa) 1 fEffitz-_- 1, 	2 affii,;t_EL )( 	i. JE' 	()< 

5') 75 ,))1/7Z K, 	7J1H)ii.5'1)-114J ()(5') 75 ,)1,-1-a) 

*-ggft*E12tKI:Mal,tc_-)72)1/CE110Z a L eT 	Z. -t- olt, RAJ'S, 

7ti=i-, 77)1/*R, 52* Z 1-7 	, t') E=11/711/ x —11/arft I) 1  

1/J ‘i) 	—11/. 	Atrft::_z.:41.60,1734.12tKA-A,tc!7)1., 	V-L- tz._.'41.6 

1.3 4kaAlit:.-_,t (,)1,34kl,tc_-)72)1/CElloZ a.' Le-  C ,Z. 

[0031] 1:44-AIJ Lt, i 	l, 	ttmiolitlii-a 	211:11-;t-h-Z*-ggft*Ii17tc-C 

WO 2012/108499 11 PCT/JP2012/052968 

[0029] [HfiiS (I) ^ R i JkZ/R 2&N SlHcSuxL X, zKi)i?X(«7Jb 

^FJU] 

HKiS (I) (p<^) T7? LTti, H 

$ 0 'J JUT7 $ K (metacrylamide 

) N N — p< fJU T7 ^7 'J JUT7 $ K (N — met h I y I ac ry I am i de 

) N N, N — i/ )L ^-)\/T 0 'J JUT7 $ K (N, N — d i met hy I ac ry 

I am i d e) , N — JLj- )W7 9 'J JUT7 $ K (N — E t hy I ac ry I a 

m i d e) , N — :> ^7 • 7°P tfJUT7^ 'J JUT7 $ K (N — Cyc I op rop 

y I ac ry I am i de) N N — -f V 7°• tfJUT7 ^7 'J JUT7 $ K (N — i s 

opropylacrylamide)N N, N — S/X-fJU T7 ^ 'J JUT7 $ K 

(N, N — Diet hy I aery I amide) N N — ;>< -fJU — N — If-

JU T7 ^ 'J JU T7 $ K (N — Met hy I —N — Et hy I ac ry I am i d 

e) N N -p^JU- N — ^ V7°P LMU;7^ 'Jib7$K (N-Met hy I-

N-lsopropylacrylamide), N — fJU — N — n — 7° 

• tfJU T7 ^7 'J JUT7 $ K (N — Met hy I — N — n — p ropy I ac ry 

I am i d e) btl£0 

[0030] ±1 (P<^) T7? 

'J JUT7 $ FWt&folzliUXT, N -T7^ 'J P^^7$yx h^>x^ y-Jk 

N-T7^ ij iiKJU;7^ J N — 51 • —JUT7 ^7 ij )[,7 $ K\ N 

- tf-JUL°P 'J KX t: KP^xfJU^ * 0 'J Is— k 

St T'jjisTirzb'j^o&MfcbH^zzttf-ez. mm ( 

p<^) T7 ^7 'J ;u T7 $ Kif #^0 1 ffi*I S 7c ti 2 SIIJ^± £: ;>< 51 b > tf X (* 

*) T7^ 'J JUT7 $ k *°'J xfb>?''J =l-;uy (**) 

7;u^r>^ T^h7X *°u tf^ju^juzi-ju&tM'j x 

£<- kJ Ltzf JU•§> il ^lifX^ §0 

[0031] xf 
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Z. RAJ'S, 	N, 	N' 	-)(1,›E77 ')/1/ 7-1:-Z K, 	N, 	N' 	-:'J7')/1/ 

(1, 	2 -L KI=1*I -1,) 	-E77 ')/1/ 77 -Z K, 	N, 	N' 	-:'/'91  

Z›-E -711))1/ 7-7 Z K, 	N-77 ')1=1-(J1/P) Z 	(E KI=1..))14 

7Z 1 )< ,9i>, 	7J1H)=1.› ,)-)1, )<'9'')1,-1-4 -CZ. PT 	L 

<N, 	N' 	-)<q-1>E'77 	')/1/77 :-Z KME110641.Z. 

[0032] ;t..:, 	J=talialtAtC-DUN -CgiSt13-Z. 

AMaaltA0DIrdZiCEIlt Z1lM7°1=1-11, , 7)1/04M:. IEH 0 Z*217to 

afft)1/tiztz.3-4 L -c-  1/1 01,;L-F0 	)1/tiz-e1CE11 1-  z z.: L 751T 	ijk,N7y, 	gate) 

Mt-4 	/V_LTIEliortt0A-iti) 7T k Z a #z 	tt.t!ti G:.-..M IR f, 	-1/435 41, 

tS00 

[0033] jtMaaltAl,:.-A14] -ZVAA110)121, , 	)72 /1/071)F-ti t:-P]kiNZ*2171K (Zi ( 

51 ) 77 '))1/ 7-1 	K1,71410 op-ailttz_A- L,, 	)1.,kL (* 1114c : IVAIJ) 

---C 8 : 2-5 0 0 : 1 0)ejr-eZ a' Li31T 	1,00 	. EA 	)I..tbY 8 : 2 ,t (,) 

< tSZL172)1/ ,,y I-7 - 	13tl=7.--1E L„ 	nmfft t_;-\'D -  < , 	)1/ELff 

500:1VTK:tSZL7A/LL-004I7Y1 -C41:0'S -D -CL-3-t41.7` 

Zo 

[0034] *arTMAIJa, maaFt-Ammt:.-...7°1=1—/03-)174ffortizt utsotay-e 

art <, nqZu-t.ti.tcoiNiY, 01_,UNE-arAllAtItt, 	2, 	2' 	-7NJE 

[2 -  (2 -4 Z Y`J') ›-2 -4)0 .7°1=1/>) :')/\-f Ki=01=174 K, 

A P S (LIA_KPV7 '.J=r)L,,) , 	K P S (EgAnkit ,) r, A) 	"."e 	Z0 V-L- 

Mar4IMAIJL L, --CA PS 	t'-cdK P S Vlotc.- ta-a, w-alzAPJL L,-CT E 

mE D (5-  1-5)(q-1,>7Z>) 	,fCEII -zz.:LtT:JiR--c;Zo 

[0035] MaaitAolSoaFrA5Eiltt, liRtU-1 /435 41.1-skiNff, 77 VomarAl8A[ICEH 

otzttiaizt 4 0 tV_E/YPT 	Loo V-ciot P S, K.Ps*a-NEHol-ct4 

at::_t* 5 0 °CL;t_h751T 	L,00 	A P S, 	K P S t:.-..TEMED 	10EII Littga 

t: tV-A'5E- 3 0°Ca 	#'31T 	1,00 

[0036] <)72)1/21.0tiRt> 

_Egalts-aatAzct (,)ff--,mto-Lzit)i,itiot I) 7-3av. (7)1,21.) tt, 

WO 2012/108499 12 PCT/JP2012/052968 

•So MX&s N, N' K\ N, N' -V7X))U 

(1, 2-kh'P^>i5:l/>) - lUU^ K\ N, N' 

$ y-¥X7<7 tJJlsT7^ S\ N-TfJ n-tJls h'J Z 

tf\° 'J if U =i—$ 9 x) U— h =!"£•&£<> &7SL 

<&N, N' b>tfX3P^'JJU^ l^tlZ0 

[0032] ^fi£-J5j£ucou-ri#0E1"3o 

t-fu—v^oiwmzsIN&#*1*0 
LIN^\ tu^© 

<7)\,$gm®M&®$k®-*<7x) T-czz&mv&n&mzmmzti 
4lNQ 

[0033] ( 

*$) 7? 'JJU7$ ©^i+tcttu t (^M^.-I^M^J) 
t8:2~5 0 0 : 1 CD 160-?£>£> d £ 1fft £ Ll^o 8 : 2 <£ y 

K7-? jbU 

5 0 0: 1 £mc&£ £ L TCDl§j&tf <^TLJ? 

J)So 

[0034] 

ti^j:<s 2, 2' -77^ 

[2- (2 ->r $yyj >- 2 -jji,) ~?°usty] *j/\< KP?p^-r K\ 

APS 0iM7>^-^A) N KPS (MW^I'J^A) #-?&£„ S/c 

fi£-H£&£iJ atAPSJ/cttKPS^ ̂ tcm^s S&fem&J tbZTE 

MED (f K7^fl/>^7$» &@FBT&Z£t,RrffiV$>&o 

[0035] l\K/E:fc£ ^ T7 V ^ 

l*fc1§g-lZl£4 0Vm±tffrg Ll\> t/cA PS, K PS^J^Tm^cit 

0°CJ^±A^fS LIN0 APS, KPSCTEMED btc^ma 

IC&^~3 0°C©|5SIA^fS IA\> 

[0036] <^fJUmj^(Ds^> 
±m&m^&i&iz&vBj&3nz>'f)\stp(D7fsi) v-}§Jt (>f>;ijt) &N 



WO 2012/108499 
	 13 	 PCT/JP2012/052968 

17211/10*MAb, $ffl L c, -3 L -  zr,ARot - -I X (itar<) t:.-m-g\Lcit-Agm 

tzEwea.--zz...- Le--e_kz. *RIElA4z-4-3o-Ctt, ITA-77 1 4 ±.(z4N0h2  

)1/CIA (mot'' H 	,IRI,J•Z a.' Lt -e, --ots-aa, H-71,4±(z7 

)1444g.eAts,Z4Nfilot V 1- /72)(,vigrazT z a.-  L e-e 	Z 0  

P-,17Migts,172)1/2g.t, Iit:Fit/fa -,3541.1-s,oe, 	2 NE%edb\ -D 5 WE % 

A--CZC..' LePT 	1,<, 	,t91.,<42. 	5-4. 	5 Nj'%, 	-1 /43564:.-.0 

1.,<42. 	5 —4Kil%, li4:.:01.,<4g:2. 	8-3. 	8N 12%---ezo  

it)1/2fte-,-IAR#I -eztiii-aa, 	5 0 itiaL;t_hb\ -D 3 0 0 0 itiamo 

triaRGAtnizb*Ao/91,-,-Afflzfiii-atz.-. 	L < , 	ct 9 PT 	L < t 	50-2 

00 ozia, 	-1 /43564:.-. 	1.,<1, 	1 00-200 ozia, 	-,3s66:.-_,t91.,< 

4 	1 0 0— 1 5 0 ama, litz.-. 	1,<41 00-1 2 0 ()ma, A tttT 

L < 1, 	1 00-1 0 0 oza---ezo etc, _Egait)i,mg.oe,ot, 7 J1. 

*k -Z*1214“::_, 	INA..tSN , 	N —)< 	)1.7-1 	,))1/77 Z K-gt,,ts-at:.-_, 

litz_PTiLATZ0 

[0037] <ii=i — IrtiLit)1/V4aLtzl-a#011F1.1 > 

*RHA0T-Aggmffig4:.- lloz, 7c=1-17flE7)1/4, 031-1 I<OM -A- 

ti,azwAIL4f11:35 -ft -VAR±P, iliil &TitA (PC R4) 	•'f - -3 a.' L e--ett3S, 

Ea)„,1",4:)fak-et, c, < , 	IVZI, 	-,'_ tt.ts 0 e, a*nt:.-J,, ,p6i3Noaut:.-. 

	

tgaz3sozffak--ez a.-  LepT 	LAN 0  

il.1,x., tS, 	1)2)1/ 	riAl2t 0 11:19353  t: 	,±74 -4-  Z (1 Liz (t9 it )1.%titiA14K1Iv 

IN - zz: Lt, -- 	z0 -t.  ot i)i7ta, 

c <

4 

 < , 5.4:_JAa)$ffla)ly — )1/L 1, -C1111-C 	Z 0 Vit12t a) iti '4:113,  0 

7)1.OR ti 4g, 	.*-r L° 7 1) —122)1/ a7%,5*2..)] t:.-.4VH -,3_ tt Z .- -t,  E° 7 ')-7b 

'flf- -Z5.;*.ATVIIIIV-CZc. 

[0038] e tc, 7)1.2)0.eAtsZ*Nf210172)1. (11=1 — 1 	t lEit)i.) etElti -,354-0-L- 

7-rm -Tii.44/Ft -za- Lt -- zo RA. 4, 	a$&_ht:... wailm 

f(2.-arceitlIk a) -7°D — i A' V ) 7 - ga ( ) 7 HafteAtS z*tz 

moit)i/msvi4Kg'ff-Y) 	. 	6-e5 .-/f6tcgmt:.-.7J1 v5- 4 J - Zz... Liz ck 9 

WO 2012/108499 13 PCT/JP2012/052968 

m.Rm9LfetZ>Z£i?X':$Z>0 i-7b-f±(:M©*f 

;uo)|x® (ZTfsv K) £1n— 

^;§JtrtWcC3*ff£ffi(£>X*0>:/ h^;u£*gf6-f 3 £ 

2 511%^ 

cfciJSfS L<tt2. 5-4. 5KM°A 

SL<&2. 5~4ffM°A f#tc£f3;L<&2. 8-3. 8H%^§0 

5 OJMSJ^±fro 3 0 0 OJ&gjfcJi© 

L<s <£ UL < &5 0-2 

OOOi^g, £ blZft-% L< & 1 0 0-2 0 0 Oi*gN 

Ji 1 0 0-1 5 0 0iUSs &lZtkt£.L<&1 0 0-1 2 0 0M, £=&$?£ 

L<tii oo-i oooi&g-e&So ±i3yji/)lJt©i5H^ 

^c$?ire&3o 

[0037] cjn-ymfeitffrzmmbtcmt(Dwm> 

t>NJS ^ }$M £ t±"t ̂ I^±i iHJS (PCR|) £ ft 9 z. £ ifu $ ti 

i;'©J:9 4Ilt:tiJ:<N ti&i^ S;fc0*]lcteN -fql7bNCDSMtc: 

Jg*&3*lTlIA\, 

£ d £ tC y 

m^mTO-47097^^c§Ei60r 

LTffflT^o W*M*©4^£B^CD 

^ir tf^ 'J — t]^A 

*wmtz>w$%xmMvsmxfoz>0 
[0038] s/c, ?)[sm&tfmti:Z>mm(D?)\s (7°P-7'Hl:^b<fJU) tfJSftSftfc 

JiftM:CD7°• -7"£#=E y V-;#)t (t;7-;§Jt£Wc££*t££ 

-f y<ft&ZL £ tC ct y 
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, D N A74 	1=177 1,-(-11Za.'Le----C,Z 	(!ti6-5074861-41 .6. 

*Iii!,M5, 770, 721 1-41EIJIMSON) . ±Ea&t:80-c, 	-E(IEWA (r,i 

)1. -A-V) Rt -Ritht::_ct (,)ffM3541.-cortgat, 	-t.41.6ARtaith6:.-. 

mailqxts-arAP81-4,107°D-1-g-tiNi7—g'ff-YiliL, E(Ai 

--es-aaFt\ -41-0-za- Lt::_ct (,), _hEaetioARtaitht:=7°D-1 

t1Lit)i.eqfi-,3_ tt,tc (--4g,-,3_ 4-td-c_-) 	D N A 7 4 	1=1 7 1, 4 	1'F2'' -  Z a.' L 

e---e 	Z 	OtiN2000-605541-4 	.#R 	e) o  

[0039] -:5 66:.-_6, 	7c1=i—lifiLit/l/qti Lk-U=11* 	*, 	*1,, a 	* 

riti2tKa)R1-6it:3-4 L --c•R -zr;i--e-b)Jkfi L -c

4N

a A-in- 	z: L CIA 

tj 3gA - a.' L (,:.-. „ kt,) , 	DN A74 	1=17-1 1,-(Vlft -Za.'Le-C,Z 	(13. 

MOO/537361-40M . it,, At:=4Notit12tK*-1 /45 -ttc,/, -t.a)* 

taA-ifi'433gt::_i7211/1 tiL-ci3N6, _hEtMarfa-A-ILL-ctao. 

otga, -FE (1) — (4) oifi' ClICZ'ff 	a.' L lz ct (,) D N A 7 4 	1=177  

i.-re_lk4.,I--ez. 

[0040] (1) 4N*0)U1t14K- - 41.60)R1-6ie-1 -zct -)t:A* -  ZVI. 

( 2 ) 	*ItorA-Zit12tKoDifi'4:1131,::_, h2 /1/4MT.:1110Z*1214K, 1:44-Pave 

7c1=1-1 -g-tiNg'ff-Y,±7 -zifi'c. 

(3) ifi'433gi --elts-aaR -  ZVI. 

(4) 	*Itor)R11.1L3`R -Z11.1--e-b)Jk -Zifi. 

[0041] Zit12tK L l, --(1, 	)17t, 	5- Ji/V,, iti9'211.1MeiN71-- zo lit: 

, Mich , gy(,)§010-74-A -1 /435A-zLifi'43 1, 4EVC,-zz:LepTL 

00  a.' a' T, ZIt14K L I., -citi 9'2 ilit CE11 0 z lac) 7 4 	1=1 7 1, 4 a) tkII,  

aLL--ct, 414Krii76:.-i, -FE (a) — (d) 07ifICIICZ'ff -3 	5175'1N71 

--eZo 

(a) 4N*011:19I1  iliff, 	11:1 9Iii'r 4E07 	TMElieP1- 01LI-SZ ck -3 lz 3 

;Tut:.-AUIJ L, 	-t. a)gEN 	.., PIT 	'-Z -z z: L t::_ct (,), 	41,  4E*V'F-I' 

Z_  I' , 

( b ) 7°  1=1 — 7 	A' tiN, 	) 7 —2fteAtsz4t020)72)1/44gMWA-Y, 

WO 2012/108499 14 PCT/JP2012/052968 

% DNA?^P yisj (f#H¥6-507486^$^ 

0 (^i 

X&®®?UCc£yjFM3ftTlN£iIi^ ^ti£>;fX&S®?Uc 

T?tt£-J5J&;£ ̂ fife-facial;: J: kU ±IEgfe^(£>;iXfcm®?UC70P-7'III 

^b^U^M^tl/c (Jg*63*lfc) DNA7^^P7K^#St5Ii; 

#-?$£> (f#M2000-60554^^$g#B§) 0 

[0039] ML, l£HS 

$) £ W *R (D m^ fq] £ ft L T £ Xt & [R]T? W Iff L T M ft itt & £ t £ ffli 

Vj&tZ.£lZ£i>), DNA7^^P7K^lt§:^^$§ 

Mm00/53736^#B§) 0 ffe£N 

±!E^lff;&tfgJWb£ LTt^iNo Z 

<Dm&> TIE (1) ~ (4) <DT.m*mfflj?Z.illZ.&V DN A7^^P7 

[0040] (D 

7° P - £ %i%t £ I go 

(3) 

(4) ^s^®s^fq]^^x-r^^fp]"e^iff-r^i^o 

[0041] 

i\ nt, m£WtLTtp£mm%m^z>t§'£(z>*"( <?u7i"(<Drnmj5 
}£tLx&s TIE (a) ~ (d) (DJL&mrXftoji&mym 
-e$£0 

;^CIB^U z<Dmmzffim-emi£tzz.£iz.£v, ^mm^wmt 
sm 
(b) -?n-7%^h\ =Ey^-;®JtAWc£»}£}?&£s 
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iti941, mmat-itivor worti.4-mt:.-.4A- vii, 

(c) maii=19.1113(z4ALL-if)1,445v12tKga&z, (Am-a&g-A) -:5-ft, 	7° 

1=1 -1-A-vit)vilt (7°D-/EtiLifm 	ii=1.7 TgEODO:19'23atZ.--  

6 VI, a z.$ 

( d ) 	ifi'43 cir ,fE* 	'Ir  *.ga)r<Ii=lt:-3-4 1, --C330-  6 	161-C-b1Jkft L -CitA-IE 

6 TR. 

J-;t_LODcV)1,:.= UT., 	*NO)rti9'2,1rgEgENt -tIL- 11:1 9'2531,::_, 	7°1:1-1 (ID 

—ITAIM) ellIVE:35tticit/lAqtil,k-  D N A7-( 	1=177  1/-f 	11F 

6Z1LeT_k6c. 

[0042] < D N A 74 	I=17 1, 4 a)q)E1151> 

1,v1v_. nALtcD N A74 	1=177 1,-(10q1ER5A(:.-_ -DO-C1-,CFG:1 1E1A 

6. 

D N A7-I 	1=177 1,-( Offtizi•la, 	J-;CF0) 	( a ) 	— 	( d ) 	0DIIIRt:.-_,It-D -C 

--,ARO*ffl 	''f-Y -3 L L e T k 6. 

( a ) V& 1, tz 7° 1=1 — 1 X 1'1L if )I. L , $*12tK ARtilikla) OM L ts 6 FAR) 

k rf t:.-AR±P,r1MEH 7°7 4 7 — -t v H 	t 	K *121K a Ve D N A idElREIM 

-*A-ti`&)7t4TAL 	f11-1/43_ -ft ZVI. 	PiAif'i'tz.-.8o-c, 	ID-1E111E7 

)1/1,, 	D N A 74 	1=1 7 1, 4 	1g)a$41,:.=%#4 -.541.tc=ltg--e-D -Ct ckiN  l„ 

i!,Aa$4(,:=1Rti-:541.--CotsoltIST -D -c t ct 00  

( b ) -hE7)14Arf&Zgat:-. rAWAMETi&Z ( P C R 	X177 it 6f) 10 Ph 

t0) 	it-( 	)1/Zil)iliA. 	Tf'1'0. 	FiA2f'1'1,:.-. 80-C, 	±,Eit)i/eD N A 7 

-f 	1=1 7 1, -f 	10a$41,::_qti-.354-t.tc_AtIkt:.-.80.6h2)1.---e6t4-at, 	Mit-( 

.0..1,±1)NA. 6 -,1-2W, AA', &itAgAL#01:35 -ttc D N A 74 	I=17 l, 

-f 	19`)11 	(uki\ --Ct&Ft‘12tK) 	Li-so 

( c ) trPETEittt.tcranfiA-®-)t, IfitottaRa)FARMA-CIHIJ6ifl.' 

o 	igAifi'--Co',!tita)i-lEAR0DTARMA-0314Mt, 172)14=K:4P/4'. 1, tc I 

D-7 	71E7)1/03.,S, 	05)JAK.: ct 	ggrMA-031U1.170,1] -60 

-C. 	i!,Ailt.P_It, 1R±Pie&ita tz-_, 	In — IffItlEit)i.orAti(z.: ct 9 ts -, 

WO 2012/108499 15 PCT/JP2012/052968 

(c) tulE^^p^c#A(^jfi"nJxJ£0 £t±\ 7° 

P-7"£#fr>fJl4^ (7°P-7lH:^b^» 

sii, 
(d) ^mm^mmom^^znLx^xt^^xmmbxm^ib 

"T^XfMo 
J^±0J:9^LT. 7°P-7" (7°P 

-7"^ll^) N A7< £f^~t 

[0042] <DNA7^^P7b^©W/!i> 

fui&LfcD N A7^ tnTlytO&miifelZ^X&LTlzmW 

t~ §o 

DNA7^P7W0ft* J^T® (a) ~ (d) ©^JliJC^oT 

(a) m\j&Ltz7n-7mfe{b?)\'£s ^ (1&fflg^<D8$WL£te2>$M) 
v--tz«> K ^^i/^fKfMt/'DNAiigi 

7°P-7"@^fky 

JI4£, DN A7-f ? U 

^ 3 tlT IN & lN^f§-e £> ^ T t> <k l\ 

(b) t-d% ^i£iftitiJxJ£\ (PCR#) otctibCDpfr 

0)vm^i]wx^TMo E^I^C&IN-C ±§E^>T^DN AV 

-f0nyisj^v&wizuwzntc'w.miz&tt&'f^xfo&^te, fi+M 

)\s$m$:i)\\xz>ttmz, mn, Ms^si^tfcDNA7^^P7i/ 

^m<D±w (t>iNTtis^^) tt£&o 

(c) i^s£ti7c^it®ffr©9t>% 

o ^;u}i^^te#L/c7o 
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tt.Zifi'TZ. 

(d) iiU11 -:5 tat TA R kft A- 	ffl 	Z i fl . 

Jt-F, ±ET-AngMffloat:.-_ --Do--cwat::,v,HA -z. 

[0043] <F,ARVIGOOMLfSZTAR (W4K) > 

aZgat:-A-V-LZTARVIGOOMLI-sZ AnW, 412tKM.:(12tKL L -rq 

JE -ztay-ez. 

T, TADVPA- 	L tc',4-04K 	1,1110.-A-  zo L'a)gAtN1.1J- 4 	,zLITHit::_az 

eITIA,354-0-s0•413S, all,3541.--Co-Ct ots< L tabtso. otzt'i'-a 

ttIti,it:Ai-s- E[x LT-ARtEliffl -  Z. t12M3/3\ 6TARtEliffl -Z5IL 

L,--ct, RAis7 i i - )1/tEliffl, 	J ,  9 ' I - 11/ARROAt. ilSOtlilfflaq 

lEll 1,14Z. 	mRNAtitiffl -Ztli-al,:.-_(, , 	7J-  ,) Id Tt711::_b\O --Ctcto 

o :05754-t3S%6:.-. DN At I., < 1, R N A t:.-.3AVItt -zo 	ck (,) 141*n t: (, 

, INA.tSZlita)tta)iti IA D N A, 	t'L-6i%--ralt  (mRNA) t I., 

< 1,  z.: tt. 	31h%-- I., tc c DNA, 	1 fORJ,;t_ho)tt Olt JADNA Mat, 

$i%- fa t (m R N A) VIA at 	teaV. -:5 6 t:.-. z:41.66:3-4 LEFIAVI,±1"ff 

.D tc: t oAblE*ItRIDMEll 	•'f - .D tc: t a) tyg tiN. 

[0044] z:tt,  6 oTADMtMt:.-. LT', TAR±PirlgaZt:ct (,J, 	z•;.atiopTanftm- ±,t, 

rivs -ft z, 	t.,:- (,, 	zlitott t:.-A,b\-A-v-o-soTanfim- 	,ri1/27, -:s -ft z 

, t I., < tVtita)itfRORTRE' (m R N A) 	'-/fi - Z ,'ff, z: Le-e 

Z. TAROMPEMILL, -C 6P CR51, LANAP51, 	I CAN51, TRC 

a, 	NASB A51, 	PALSA R511-sE0/71's5175 (,), ts75\ --et PC R 

51ePT 	I., oe, TARa)ffl_hli t:.-. Millet UtsOtt.tSoTtLa)51t TAR 

±P,Iiimazt::_nl 0 z a.-  Le-- 	Z. 

[0045] <TARVIGJEll 7°7 4 7 - -t V l> 

A*. $ffl I., ct -) L 	Z TAMEN ( ARM)r) 6 	6 /3\ Uo-e55A-Z I., -c 8 < . 

-7̀ s1-)t, 	z: olliA--effil,ct -3 L -ZT-ARa314RL.;•,At7A5A-Z1_, -c8, 

-t. a314R0TARCE'R--e 	z )72)1/WM • 'igl.t, 	6 /3\ U6e5A6b -c 8 <... TA 

R±PVII a) 7°  7 4 7 — -t v I- tVram a) a vrY t:.-. ma L c.  8 < a.' Lt D N A7 

WO 2012/108499 16 PCT/JP2012/052968 

(d) 

±mmm&(Dj5}£IZ-D^TMIZmmtz>„ 
[0043] (&<*) > 

£Mx L£a & t z>0 AN ££ a & ~t £ £ 
LTti, m^xy-juaa^ x^y-ju^m©^ 

rn R N :*'J =Td T^AtCfrttTtcUN 

o N At LK&RNAlZftlSm&tZo <fc 

, m7L&$>Zftfe<D£.yt}<DJf; AD N A, (m R N A) tl 

< D N A% 1 mm&±<D±m<D?S AD N AM^Zk 

&¥£$) (m R N A) ^ IZ Z. tl ̂  

©^b^lff ©fEffl ^ 101 #fr0 

[0044] Ctl^0^It£iiMtCLT, ^I£i^§J5^4CJ;<<,U &£^$©&®S»Ttt£ig 

s t L < ©fgii* (m R N A) oZtifT:' 

$£<> LTti PC R;£, LAMPS, ICAN,1 TRC 

NASBA;! PALSARM £f *§* & <J * fcrfTC tPCR 

Li^ ^@t©^HH±^tcPPMU4^tiNTti©7J;£t^@t 

i^SJ5Jfc IZ ffl IN £> d £ T? $ Z> o 

[0045] <^I£i^§ffl7°^ -7—tzv K> 

d©^-e^ai L<£9 

I£i^§ffl®7°^ V — -fey I^tDNA? 
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-11=i7i,-(a)7J1v1-t:.-.7°D—ILLtt-,:t1,--(1-3<z:Lt ---ee_zo 	7° 

D-1 (7°5 -17 — L L-ct*) Lts,z2J-,)11,7J- Kopi-kagE 

Me, ±116:35 -ftZgEM (7°54 7 ---t v 1 .--e4V-t.WiAti) ODIVgl,:.= -A-V-t. 

Zck -31,::7°547 --t'y'Y 1-.55tl-z. 15-17— tikg', 	20-50 

l't .. Kf'1'1.0r<-1/435 --egRt 1,, 	VilliEWs -ft Z 3.11RiAti 1 -D r3-41,--CIR*7 

A-  7 — K7°54 7—L ,)/ - 7°5 -17 — o) 2a (1 C) , t L< a-t. 4-0-;t 

[0046] 

± ( 1 g[J-;t_h) 07'54 7 — 	05L - Z,, 

*RBA 	-A-1-0-  z PI-  61Az.-. it, 	a.-  a) 1 *1[1:j_h0 /5 -( 7— 	5ipa-±-,3_ -ft --c 8 ,, 

-t.0±Pirlarat L / \-( I') Y-f --ff—i 	J 	zliAO'gtsi-lattgEN -4-z 1 

M-‘,Lha) 11=1 —le, 	rl'1L -1 /43511.--Ck,\ Z a LIPDR --eZ. 

a' a' T, 	1 co .7°-, 4 7 --r1 /4.31 LZAROMffiViAtA±DIG -,35 t- Z a-  L e-e 

e_ z ct --) tsgoAilitRz L ct (,)aFt‘ini*t:.-.1-szo X1-14K0196:.- 6, 	Lii 

, 4N 07 tt ol 6S 	r RNA OEM 	th$A l„ Iti& I., tc;Atit:: /5 4 7— 

( 1 C) VRItl„ ttfEz..'fLt:.-_-t.a)7°5-f7---e4V-LZIVNt:1111/7ot 

ItfE*ffl -ztco-5a)7°D—IV,RItzt'i-aet164-t.z. 

-1/4356(z, 	•flo)ffle'-g-At::_tszct -31,:, 	q1,11 -Z7°5-17--tv I-a6/3\ 

L;a73-t.07gi161tR (c y 3, 	c y 5 4) -\,-DE7J-ji-sE--e675\ uo73 

MU 1_, --c8< L ct 0. CIIMItvtit:FitZ:stt.T, Villgartx.8o-c -t-  I., < 

azem it -1/43s II. z ts LsoiRAegi- 61-Lts ol-La, 	EG)„ -)ts.M --et, „ O. 

[0047] < 	1,7J- 	K*14K> 

1,7 	K*14Kt, ICA07 D1Garit-A--efiloZ527J-* 	i/A- - 	K- I) 

' g,3M/3, (,164-t.z. 	a'tt.t 7°7-17--tv I-LP10, •flka)ffle'4A1,:.- s 

ck -3 ts,734,1* vEil 0 z z.: L tUi R-eze, troazviait Ltsota) 

icE -z a- LePT 	Loo 

[0048] <D N Al*RNA, -- oft> 

D N MEPREFIAa, WV) PC Rat:.:1110641.ZtOLFASIZ, tfAttNi 

-ffit:ElizDNA7J1,))(5--ff-ez-r a ciDNAto))(5--ff, 	T t h 

DNA710))<5--ff, 	P f uDNA7J1'))<5--ffiCEIITZ. 

WO 2012/108499 17 PCT/JP2012/052968 

-f 0 uy \y ^ Mc:/P —ZtfCZZo 7° 

P-7" (7°^ -?-t LTt>$ltit~£>) tta&t 'J =f7 0 K©i^Slfl 

m*s i^§3-&£13^J (7°^^v--tz>> ©F^Ca^ti 

£<£9tC7°^ -v-iz-y >y 2 0-5 07 

? K*MJt©:H3-?!£:£ U -^CttLT®;%7 

*7- K7°^-T ~7-£: 'J/<-X7°^-r ~7-© 2ffi (1|I) N tLOi^tlJ-M 

± (1|1J^±) (D7°^-(^-%:<j&mtTZ>0 

[0046] I© 1 IIJU±©7°^ V-^)Fb^^-d:TfcN$. 

^©i^gjt^/W 7"'J yV-tz-^a >1" 1 ffi 

mJsLt©7°p-7"^s @ 3 ti T ̂  £ I <hifij&W 

lit, 1 £I©7°5K ^-lCttLT^&©it£^$£igili3t!: 

s *f££©£^© 1 6 S r R N A©|B^]£J;b$$U W®L/c^Ii^C7°^V-

(111) £§£ftU 

M HH t & tc £> © 7° P - 7" £ §£ftt & P Iti b tl £ o 

^^©T^m^T^f! (c y 3, cy5|) ^ tt=f- Vftifefe bisb 

*IfiLT£< t <U\ *I!lt£;£&f#M££tif\ i^§J5J£Uc£iN-tig L < 

JxJ^PI# 3 ti £ ft if © b *i& tU£\ if© <£ 9 4^)i"e t J; 

[0047] K^> 

7 <7 mn(DmimfRifc-zm^z>^**^z<?\s*3L KHU 
>I£#7^f £>ti£0 Itit^^ v--tz«> K <b [Wl^ 

Z> <£ 9 #<* ^ £>££=& RTtg-Cfca if itiJ^Jfo £ PI# L 4 IN t © £ 

£££#$?£ LIN0 

[0048] <DNA#SI#H, ^©^> 

DNAHSBIH:, ®;%©PC R^CffllN^ft^©^^, Itf^'IM 

a^a^"T-?)DN A/1N°'J ^--tz'-efe-ST a q D N Ajtf 'J p< ^--tz\ T t h 

DN A/1^lJp<^-'tz\ P f u DN A/1"N'J 
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10ElligtS1412tKrIVSEFIAA'D *v I L 1, --C6 , 	Hot StarTaq DNA Po lymerase 

(0IAGEN#,TO , Pr imeStarMax DNAt ') )( 7 --ff ('9't 5/ 4 A-#) , Speed 

STAR HS DNAt I) )( 7 --ff (51  t 7/ 4 A-#) , KOD-Plus-Neo (A4M#) , 

KAPA2G FastHotStartPCR*v F (19*:')i .5- 4 v 	( 	) #) 	5 	f 

641.Z. 

[0049] <Mit-f 	)1/Z±±> 

$tf2tK ($tptu-Angi) 	-A-tiNaFt,g',4-Y, 	D N A74 	1=177 1, 4 4 6:1 4 -,_ tt 

tc: 7°  1=1 —  1 	if IL I 72  11.1,::#01-,3_ -fttc_-1, 	PC R40FARttlimarit. --3 tca73 

a) pff tomit 4 	/qi_1,±1, 	,!,ADN A74 	1=177  1,4 4 -A-tiNalt‘12tK 

(:.-.111,,Z. 	a.' a Ts 	7°1=1— 1 	'if IL it/l/t: arVet% 	# stil -,3_ -ft Z a.' LLt, 

aZgAt:_- 7°D-1-ZiLif)1/ ( -7‘c1: 1-)t 	,!,Ait)i/e1 #4-:5 tt.tc D N A74 

1=177 1,-(4) 	5CO -Za.'L--etctol.,, 	7c=1-111Eit)l. (Zki\l, 

i!,A122 /1/75'1 ti-,3_ tt.tc: D N A74 	D71,44) t::_aFtgzaittel -Z a' L 

--et ct <, 	FRitU:354-t.tS0. 

z_.' --e, *RH)] t:.-.1-30-r 6, 1E/7 IDEA0)7°D-1 	l'1Lit)14:80•Z, 

i,Ai72)1/LaFt‘glYL 04f11*--1 (aZgAt:.-Alll -  Z 	i!,Ai72 /1/19)*-1 

) 	(S(gm2)) 6, 	A7/1/0)12M-1 (V( gm') ) 6:31 L --C -  TI-S0 a Le 

PT 	L < , 	Tztga672)1/03,3,z05 	(7)1.11gler,An'a•0) 

it-( Xii.U11 -Z5) e+36::_ft1:3541.1:4',08 - 4-LeZ. IIJAJS, ME 

04-rtipg6 	(Gennady Yershov et al. , 	Proc. 	Nat l. 	Acad. 	Sci. 	USA, 	V 

ol. 	93, 	pp. 	4913-4918, 	May 1996) 	A'4-r!ti,!ce 7 	(A. 	Yu. 	Rubina et al. 

, 	Analytical 	Biochemistry, 	Vol. 	325, 	pp. 	92-106, 	2004) 	(,:.:Eik,O)t-Alird- t:.= 

8 kx-C 1,, 7)1.0)):Ot 	ct t') F9:.= L --CIIM- 	A < 1- Z (aZgA6:3-4 

-z4f11*--AV,0-1)3±,Mili -:5 -ft, 	7)1/00]fflaIi 	< 1- Z) 	a' Lets 	tt. 

-coo e, 	a.' 413:: ct (,) / \ 4 I ') 5r-( -ff— 	(,:.-..5 -ZHI2AliTiAiir- Zt, 

a) a) , / \ 4 1 ,) Y-1 X -z/(0,30/P72)1/11:1-0AllirATMfilt::_it L-C L 

tca73, 7)1/103,3,z05Mmeft-z-,3_q-Li-so. 	3z 	L, *RBA 1,, 

172 /1/LaZgAL OD#01*-0 (S(gm2)) 6:=1,11-Z 	i!,A172 /1/0)121Kt1 (VGIATV 

WO 2012/108499 18 PCT/JP2012/052968 

'> KilLTtis Hot StarTaq DNA Polymerase 

(QIAGEN*±§^) N PrimeStarMax DNAtf 'J * =?—& (* 2J tftt) , Speed 

STAR HS DNAtf'J^—lz (* *j , KOD-Plus-Neo , 

KAPA2G FastHotStartPCR^r'> K (AO *±) 

£*l£>o 

[0049] H> 

fc7°P —PC R#©$^igiliixJfc£fT9fca& 

GDF/T^O^+M ^iDNA7^ ? • T7 b -f 

IIT\ 7P-:/@^b^l4Cj£jS}§&£&fli3 •££>£££&* 

ouy\y^m) 7°n—y'mfe{b?)\s 
DNA7^P7Ki) K&J&Sg&Sr&fc&r ZZ£ 

TtxkKs 

ice, — 

) (S(ju,m2)) ttN mt?)\s(Di*m (V(/xm3) ) LTA$"T¥'4^1 

•tMX^Msy-t^ii) tui-i 

6 (Gennady Yershov et aL., Proc. NatL. Acad. Sci. USA, V 

oL. 93, pp. 4913-4918, May 1996) (A. Yu. Rubina et aL. 

, AnaLyticaL Biochemistry, VoL. 325, pp. 92-106, 2004) tC§EHl60££MHC 

f)i>(DmK%:&yi¥tc LTMrtW£i%< TZ (JxJ&l&fclztt 

T^Zifs dtUCJ: y/\>r 7" 'J yy -tz—>a 

00, /\>r 7"'J LS 9 

/c#\ ItUCftU 

?)\st&ti^sLt(Dmmmm (sum*)) 0/(^3 
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) ) IDEL$ 	-7`S. 1-)t, VO1iSa)4FATIt Lk- 4j (V/S) ) e, 	fiRtU-1 /4354-LtS 

oe, 	IN A_ a 5 0 J-;t_E-C 	t,) , 	PT 	L< l, 	7 5 L;1 _h, 	ct t,) PT 	L< l, 	1 0 0 

Jt_h, 	-,3_ 6t::_ 	L < l, 	1 25J±. 0  V/S0)4Fiege#1LtsZct -') 

t:.-_, 	7c1=1-1 -/flEi 72  )1/MfAtV,R1- 	- Z, Iit::_a&a)qtiffak (t4,4,iM 

fe) 	Val,--Zz: Lt::_ctt,), 	h 2  ) 1/ 19) ,3,Z05-̀ 3M+3 6:.-_5t7-Z -:5 -tz z: L 

e--e, zi,o--C l, IA OigoitiaRoTARoffiliAttct t,J1-46-6Z L'Le--e 

Z. 

tS8, 	DN A74 	1=17-11,-fLat‘gaa)Att.Z-7e-'L L--Ct, 

—1.6z*N0)1J- 7c11/V1,±1- Z a.' L, 	D N A74 	D7-1 1, 4 	eAzf'i' 

1.10 -.35a),,=)1.“)-Da.- LA.zL, INAJS 9 6 r, 	)1/7° 1,— 1-)f 

ita)ta)T-t.107J-51tS Bsain.-Atikti.,tcto)e 	Loo 	9 6 r,)1/7°  

1,— I- lo)-r, 	)1/(,, 	AM', 	AM-1 0)Et 6 ----et (to. 

[0050] etc, 	r, 	)1/7°1,— I- 0)1gAiRahtVifiti - Z AL- 675, 	L— I- :> 	L 

# -Z-FIDIA1EZeFIU'Jts< ot:.-.3e_<, Pla.)-tnota)e 	Loc. 	t'zI- 

, ENAL L -c i, 	1 0 3 °C1,;t_h--eZfWIdz: 6 tsol-LtSlit:raflt,Ro. z: 

a) ct -') tsA-Itatc_-  V, =A/7° i. — i-a)A3MolVa.)-t, FitZt -1 /43541.7`soe, 

0. 	05mm-0. 	5mm0)t0)751TL<, 	ckt,)PTI.,<(, 0. 	1 mm- 

0. 	4mm, 	%6:.-.1.,<60. 	1 5mm-0. 	3 5 mm -CZ. 	E,A1V 

e_EFR4riedA.zLNt-fRatte4g< 1-sZTAtt.et,), TFR1IMMT(,136:.-. 

r, 	)1/7° 1,— i- t:.-.0)eat uzTatt.ez. 

[0051] r,=)1/7° [/-1-6, 	aFtflozY*-4/gts5l6:.-_,t 	ffl ,"ff -',z_- L 	1)17A-Z 

L, 	it6MIE1 )1,hteiViN6 	131T 	L 0. it,, 	_EII-±0)tc6/)6:.-.N.Rt 

—)1/1EllkiNZ a-  LePT 	L00 N.R(,—)i/o)M-NtaFt‘t:.-Ate-NU3z 

6 	tsotay-ett3SA00 etc, iftlE -zaZizligl,--C4A.64-t.Z5EAT 

*CtC'74ffit 12 tsof'1'1.0ffilfgt4t8 ct rieEATntt 	tie -Zt o) 

.--C 	tt. a ct 00  _h/J\ 6 Ye4Vg Ali tZ"--e Ali tl-  Z tiii  a (,. IN AiS, 	1) 77)1/51  

41APCRJE6:IiNt -1 /43541.--CoZMZ 	)1/CElloZz:Le- Zo  

[0052] r, 	)1/7° 1,— 1-0#KL i., --ctfAuiOttlte 	L <, gAftt 'ROWS 

WO 2012/108499 19 PCT/JP2012/052968 

) ) GOJW {-ttztts (V/S) ) ifs 

I^if, mxix 5 0 y N Jf t L < 7 5 J^±N J: y 1 0 0 

J^±, 2 5J^±tS)5o V/S©ffitf^i60fc 

H) ^>0^^£lv^JI£+^cfg}f3-&£!«>: 

X>ivX & g W(DMS(Di&B.V>tJH£ j; y ^# % z t if X $ 

§ o 

&fc\ D N A7-f <7n7ls4^£Kfcfe%i<D^j5%\n2>^£ LT^ 
-JglZ&&(D+t>J'JlsZflim-e^ZZts D N A V-f 0 • 7 \y -f #A£ 

0!la.l£ 9 6 ^xjb^l/- KM 

tfoto-e^o^&s BSi$(:$iL/ct©^?s IA\> 9 6-7^7° 

\s— \-(D&0 PlM, <£l\ 

[0050] ttz, vji)\'7i'-\*<Dmmz%kfcmfe.zwftt2>tzto. t-v^yoh 
£ct~£>~F®©i%<£^tfHy &< 0 lZfe< N 07^73; IA\> 

- K0Jg^0JS<^^ 
0. 05mm~0. 5mmffitffi if iff- JL<( cfc lJ £f ;£ L < & 0. 1mm~ 

0. 4mm% ;£ L < & 0. 1 5mm~0. 35mmffe50 

-7i;U7°b-

[0051] ^xJl/^lz-Klt 

«J:N *5 iftff^ blN0 

*>-)\s*m^&Z.£t><t&£ IA\> MXteis-)\s(DttmZKJfcmzWsB9%:A 

£3&^t,©-e&*U£&l,\, £tz, jgffl-f £J5Jfc£|&LT-£A£*l.S^j£"e 

T?&*U*Ja\, ±® b1"S±I^tis 'J 7)\s*P 

[0052] -7i;u7°u-v(D*mt u<, 
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Ot OCE110 Z a.' Le" - C' 	Z. gjOttilaYPtSkiNtlIME110 Z a.' L I,: ct t'J 

F61± -,3_ -ft Z a'. L e--e 	Z. gAftt'ia),-.PfsoMUiOttltL 1,-Ct, INA. 

tS, 	7J1 1)ii. 	, 	7J1') 7°Q E I, mo 	0) &Mit 7J1 I) 7J-  I, 7 4 	; FAlt7J1') t 

Etlit7J1 I) 7J-  1, 74 	1,, ENt4t, EMAtt, 1EgYeht, MIIJItt8ctrieMfit 

6::_lit:.-..1f_tt.ztc6e5, 	r,=)1/7°L.—i-oUNL 1,--CML<JE110641,Z. 	IIN 

0)9 6 r, 	)1/7°1,— IL L L-C 1,, 	IN A_ tS, Aurora Biotechnologies#096-I0 

7°1,-11111,\ZZ:Le- Z. 

[0053] *ffl51.--e"ff ',M1J--( 	/V1,±10)5n11.$M110)511,:: -.D1,\ -CgAIEIA - Zo 

a 511111 1. $1Rtli (,. 	IN A_ tS, 	1E40)5E11 ft t:-Prir %- 	td-C-11:* ( L — 	1 1=1 v 	) 	1,: 

a'. L 7VUI R-CZc. MaAkeLL,-c- t, MizoNt* (L-1-1mv 	) 

/7 Pff 7f 0)5EIZIte V: 	&AIM L/Z 8 ,, -t.  0)± 	r, = )I. .7° I, — 	ellICMFJJ 

LT.  0 < L kJ \  -') 	51t:.-..c (,), MRI:.-..31<aZWAI021117P4"ffz: L t ui 

gLtszo 	tc_-, NI* (L—i-Imv 	) tv , 	) 1/7c1.-1-a)-Fa)a)- --ets 

< _h/J\ 6 t #01-:s -ftZa' LT, 	ct (,) iTi,Hirm --eaFt‘g -Ya)5Erilinv • 2 I. $1J 

Igli - ZZ_'.L7V-C,Z0 

[0054] *ffl5119`)N1.1J--( 	/V_Lilt::_nloz5nTa'IAMMEt, 	r liNolt-7/1/1t 

4 	7—CE111,\ZZ:Lti-C,Z7V, 	r,)1/7°1,— 1-t. 0) -tv I -C,Z 

a) 751T 	L 00 IN AiS, GeneAmp 9600AbGeneAmp 9700 (7475-v 	#) 

T Professional:>')—X (/7t)( I7#) l'SECE110Z ,IL7V- Ze 

. MiRat, N.0)):Ott:.= -D OZ.  rale t l; 1:4:01-LtS ElOcV, 44: 32A0)t OYC 

-D ."-Ct,cNo 	etc, 	D N A74 	1=17-1 1,-(-\'aVAIAtt.Zr,)1/7°1,- 

1e1J--7/1/1J-4 	7 —1ZA 6 44:0 R-1 /435 	(lama)-) 	--ezvi'at:.-..t, 	_t 311133' 

1 1_1 1'J, 	R-,3 3-44< LZ1Vg-)-3< 1,7-z-_- ',/1/7°1,—ICE111,\ZZ:Lt -C, 

Z0  

[00551 <titHrZtta)ffla> 

WO 2012/108499 20 PCT/JP2012/052968 

$>lhB$(Ds<v <7 <7^>y F*fcT-Z-\*:2>Z.£t><?%2>tclto, biz 
[p]±$ttzz£tfT$z0 my6%£w<D'j>&^j&Rrmi£®BM£Lriz, m*. 

*° 'J if Is ys *° 'J 7°P t°U 'J^U70 ; If^*° 'J 

M££nQn1t 

^xjb^U- h®faff£: LT&fS L < Tla|5 

0 9 6 "7 K i; LTtis Aurora BiotechnoLogies}±CD96-IQ 

7°b-

[0053] ^ 
§£^jt»P^ (t-K7"p>>^) tc 

C^^qTt^-efe^o Syo^^LTfciu *!££©« (t-K7"P>>^) 

LTIN< ^-p^ic^y, &mz&< J5Jfc}§&©^j£ll$l£fT9 

ffl>£tSL%>o (L-h7°Py^) ti[7i>'U70b-K0T^"0^"e4 

< ztX\ J; y ®B T Jx JS ;£ ̂  © Jt ilIn • ;mJtfrJ 

[0054] ^&j5&(Dmv-^ ?)\sm^zm^&)^mmmmte, mmv—^)\sv-
<<<7 s-tzy s-e$*> 

LlN0 $y^Ji\ GeneAmp 9600-^GeneAmp 9700 (7-f 7f 

% T Profess ionah> 'J —X h^tt) CI titfXx* Zttf 

> M<DMWzr)^TF3M1}<£.Uti:ttti&£<D£?ti:M3,<D;&(D-C 

fcoTtxfc^o %tc, D N P^W 

(JS<^) -C&Zt±«3# 
£iiy, LTJS<^£?i< L/c^iJ^l/-
§ o 

[0055] <i^§jt^0*£d^;£> 
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*mat (±,t6,6:5 tt.11-D )72)1/ a) 3,S,  z ki \ 51tMt:.= ct t) ifUll -:5 tt. tt TOW A- 

) a)$ffl5IL 1, -c• (,, •fi.JA.l,S, 	g161tRAbftY61tRV,TaaNL 1,--c11,11 

l„ fttALIZAbgAtr141_1-Zt:.-_,t Z51, 	ZkiNtVAN,t:.-_,t Z51C,110Z 

a-  Le--- 	Z. 414KOig6:.- 6, 	7 )1/ 7J- 1=14 )(— -J-/J-7- f If — AbCC Dt 

7CE110-C±Piligirat0):EzVetil , a-  Le-- Z. 	t.,1- , -M 	1, 

< l,  , l_ff. * *ll -,3  4'L7" 	ZPCR ar/gitHitffilff (Real Time PCR1M 

CEII1,\ --C, 	7il'Y HL'Ll, :1Y62411HilY91,:.-_=q I) 	- zz_-L--e, 	ct 

(,)1,10,[ta)Aw--,ARot iie-- Z. 	-1 /43s 61,:.-_, 	EFIAaFt‘fill,-ZRtfl_11,11 

Ltsofttg,itACEilo-ch2)1.±--eftt 	a' L t -- Z. z:oct -)tst'i 

-at, 	ffIN,--eD N A74 	1=1 -71,-f_ta)ffi7J1‘y 1-a)TLE*Lit1-zz'LL 

Ab, Y**-t., t---e*-t., 	-z a' LeUi R--eZ. 

[0056] *RHA6:80. zDNA74 	1=17-1 1, 4 a)11,11510!)--41-001, >C 1 a 

-(_ 	4 26:.-.7 -. 	1 	_hl, , 	7 m mAa) D N A74 	1=17-1 1,-f, 	1 V, , 

A 3296 ,,i)1/7° 1,-1-6:.-.7mm1 0DNA741=17-1 1,47V96$Z1741r,3_ 

41, --ck,Nz ----ezo 	V-c_- 421,, 	a'tt.Vt —7)1/1J-47—t:.-.JIML,7-c_----e 

Z,:, it —7)0J-4 	7 ---Mit-f)/Zil ,'ff -D 7-L-1, r, 'A/7° i. — I- 

EV•)ffll,--C, 	-t.0)_htL- 6 -FiJN6C0 Dt)< 7--eNIVIt:.-Affl -Z a Le 

[0057] 1_4V_, 	*ftlEIJ]a)/(Raffil071,$±J6:.-_ -D kivz,V,13-  Z. 	)72)1/finEll D 

NA74 	1=17-1 1,4 ,,i)1/7° 1,-1-07 ,,i)1.6:.-.Att., 	--t• 0,1, 	',=)L. 	t:.-. 

aZga 	)iii A_ Z, azgat:.= D N A 7 4 	1=1 7 I, 4 	f11 	tc: WC0-,_ -ft 

, 	-t.  0,1, 	At -1')14/1,±1 ,'ff -3 a' Lt:.-_,t (,) P C R 	a)r,AR±Pillgalt‘rArft 

Z a' Le-- zo 

giAalt‘t, 	D N A74 	1=17' 1, 4 1 rfaritA-Y14, 	6 /3` l; 6-e5 6 LA IL -,3s 

ttd-z-_- 	-5Eil.--e, 	[-7—') 	‘4,Ik4.u _i 	a) 3 MI, 	7-c l, 	1-kht 	7 

a—  ') 	• 	2' J4 	a) 2 RIM a)Mit 4 	/VLilt:.-_,t zaFt‘81(,)3EA- z: Lt:.-. 

ct 

 

(,)T 7-)o 

[0058] 3 6:_-_71 Lk ct 	t:_-_, Mt-4 	/0_1, ±1a)VJAARIVI---et, t t:::AVH (aZWAI 

WO 2012/108499 21 PCT/JP2012/052968 

zttfvzzo 7j^p^^-i;>^7t7^f-jpccD^ 

<fciU tl9 9j>§ P C RMPi^igl (Real Time PCRgg) 

'j y</tzz.£~z, <£ 

L&l^fet£2£#£ffl^T^l/±'e^fe£fT9 ZtfCZZo £©£•?&*§ 

IttD N A7^ ? •77b^±0^aiX/lNo>> S©&M£¥y^t~£c:£ 

^ ft¥z*vi—-ez:)r*>Tzz£tfRif£~e$>Zo 
[0056] ^fgBJ^CfcttaDN A7^^P7l/^©ffflM©-»I^ i1& 

tf|g|2 IC^f o HI 1 7mm^0DNA7'f^P7L/^ HI 1 £l£% 

^M9 6^iJ^l/-hi:7mm^0DNA7^^P71/^^9 

tiTiN-g>iii"efe-g)o S/CHI2&N <7^-IZHXMLfernv 
foZo +J—"7JI/+M ?:7 — Vj&-y-<{ ?M!kS£fTo7M^ [7x;U7°b-K;& 

ixy ai ut, ^©±®stc&r®^ e> c c D ti * ̂ tip®ic&aif •& c £ # 
qTt^tfe^o 

[0057] ^B^©^©^ai^©llStCOlNTU£B^-ri)o ^UfUfflD 

N A7-f 0 UTXsj, JL)\s7°\s— h 0 ̂  XJ14C AtU 

%1N7LT, tCDNAv^P7W£ti/cti;!)*3•£ 

tZZttfiXSZo 
D N A7^ 0 Uy\y^RXfKfii^±W^s fobfrbtbmMib^: 

ft fc & ̂ j£ t\ 7 - - 'J y J © 3 f£P^ t /c ti ry 
—— 'j y? • mmi (Dztmomv-'t tj^mz^&jRjfczmvMtztiz 
ct y fr 9 o 

[0058] 1I3^L/CJ;9^ 
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iti) 	6:.-.1-3o-c/A±PirlgaZ (PCR) elda- zo 	z:tt.LP1Hit:.-_, 	—3,130±,egrig, 

rat (* Jr)0/gLtszTARMA 	e, 	7J1' ,y 1-i72)14:: -ziEz'sto-L-701=1-1D N 

AL/\411)Y4X -Z. L'01E, it i1ADNAoct -)tstsit-fX0T-A 

Ab, 4-rtiAnt:Virl1 /21 I., tc/(Ra) -) tit)i/iV,,131,:#1R--e 	7‘skiNct -) tsicV-s 

it-fXotott4Ht-,3stt.--c1-3 (,), )a)R13Pit:.-AtiNz.:Le-eV-so ( 	4 ) o  

e tc, 	7J1 v 1-oit)1/21.t, V& 01V,) , $ffifflOiga)/(R01J--f X (zia 

R) t:3-4ZW -c, 	-i-stpt7)1/0)IV,,131,::_tle-1 /435 -tz,< TARoic -.352 

1_, --catz3stvcozo 

0,0-c, arVW,4-Yrrit:A-V-L -coz D N A7J1H) )< 7--fft::_ck (07,01gD N A 

ML L ---C 7°  1=1 — ID N A 0)111EIRalt‘ea a Z. 	1,A,(oEiRazt:.-..ct (,), ',4-0H 

*07°74 7—D N Aei\-f I') Y-1 -ff—:> 	J-e,Z•*±5-ie--C,Z (< 5 

_E)3zrie -F) . 

[0059] -c OA, )iriNt,  - z z.: L (,:: ct tj 2*$ADNAelIVAIN-zLFAHi6:.-_, 1FIEIR I., tc 7°  

D-7 (7°74 7—) 	i*1,:::,4-0HrribN 607°74 7 — e7= —)1. l„ 3110.1a) 

$140±PiligaZeI•11-  zo 3110Ja3146, 	7°D — IgUiJa)3' 	i*-'3,,I33• -"C L 

etWletsotcobitiit.**ts -1 /43---a/393 7 -ze, -- a) go) MfAt: ct t) 

—3g',4-0Hrritge L, TAR±PirRaZ ( P c R ) ottm, 7'74 7—L1,-c a) 

fAII.ltAtc - a.'Le-- Z (4 5T) . 

a.' a) c k -3 1-s5-  v •7° *.V,)1_1,47 -3 a LT, 	D N A ±,Marfitm,:: 	1I l, 

tc •7°  1=1 — V'D N A 01FIEA, trIgrat (±PirliEVARMA-) a)/ \-11') Y-f -ff— 

AWri-eor,AR±PiligaZ (P c R) elqiiit:.-..A4 --zo  

(, 126-e5t:::AIMitit:.-..701.--cli< 7°74 7-0'VA-3;.)'61tR --0,21,10 L --(1-30* 

tS, 	$ffliiit:.-_z_z• ofra a) 	,,,,K$ffl -  Z, 	tc_-  1, '1-' ii 	z z::. (_ t,-_ ct (,) f,2101gD 

N A 1g)ffl. 7fi ,/ff7z_Le- Z. 

[00601 li6:.-_*50)] t:.-.. 8 k, \ -c (,, 	4 6:.-..7j Lk- ck -3 t:.-Aptimaz (PCR) Hit:.= 

mmt±tigratet t; --c-  t, 	12211/03,3,Z 1,\51)A6::_ct -D -C.' IA O'g a) it.-1 XJ-..t 

_hor,ADVP72)1/1VNIztge LI: < < / \ 4 I') Y-f -ff— 	LI,: < OtC6), 

/''Y 	7 r, 	K OD la g a Veli A ft OD F67 ± e 4 6 41.-c-  0 Z 0 *RHAODNA 

WO 2012/108499 22 PCT/JP2012/052968 

40 (PCR) Ztltm&lZ, -SP©Jfi|i 

(tl^&^Itlfftt) t\ xtfv \*?Mzmj£ib-Ztitc7n-7DN 

A£/\>T 7"'J yy X"t£o d©l^ >rVADNA0J:9^$^^X©i 

I£^ L 91) ̂ JH*i SBicMce $ & IN <£ 9 4 A $ & 

+M X©t>©tej#l&3*lT£ys J&olfcpgiciiifrc: (HI4) 0 

%tc, X/1N°>> h®^U;fJt^ *£tt@^©^I£a)+MX (i^S 

S) IcfchfoLT, 

LTIS^^tlTlN^o 

^INT, DNA *°'J p< ^ —-tztCcfc yjiftD N A£ 

liMi: LT7°P-7"D N & y N M 

c^©7°^-r V— D N AA</\< 7"'J yjiz — i/3 >T^ £ (HI 5 

G±J&tfGT) o 

[0059] zam* tinmtzztiz^v 2MMDNAmmtztm$iz, wmttc7° 
• -7" (7°^^V-) V-^77-->'ULs 3MiJ(£> 

fI®i^§J5J^3ttT~t£o MJ©$0is 7°P-7'@5^©3' 

zo&Mamz* y 
-^M4Wi£i£U (PCR) 7°^v-,>:LT0 
IStUtJUfc-rci^tf-CSa (HI5T) 0 

d (D J; 9 4 X f v 7°£ m y & L *T 9 d t X\ D N A if JU tC @ £<b L 

/c7°P-7"D N A©#S, (i^g^Itlff^) ©/\>C 7"'J V< -tz-*> 

a X (PCR) A^B^tCJitT-rSo 

^ i; tb iz M'* iz A ti x 33 < 7° ̂  -f v— 0 z myt^a n m -etui L T & ̂  
ti\ y^I^D 

NA©*^ 

[0060] ftlZ*mn%lZ&^X&s HI4tC^L/cJ:9tC^I|±f^J5J^ (PCR) 0|tC^ 

Itij^zitf £ UT ct o T @ fa©+M XJU 

±®^II^>f;U^l^tcraLtC < < t\< 7r'J yy -tz—> a > UC < 

rty<?V=70y K0'(gMS.O:f#Sft®fp]±^lil^tlTlN-g)o fflfflDNA 



WO 2012/108499 	 23 	 PCT/JP2012/052968 

74 7 I=1 7 L. 4 tt4M0A 'I: 	*.l't: -  Z tgatZ.: 81,\ Z , 1E1AfetcAffiMAb<M 

J-;LE I,: 8o-ctt, —*htifakL L,--c4tz: P C R; 	CNt: 	Vi's-C MBA 1, tc e 

, S N Pffifilo&Z --ect 9 A l,tclatiliEIZI-c, tt.a, P c R Mt:FR 

i;TAJEH-0-zz.Lticitg---ez. 

[0061] *fof-JorAno*ffiZ5At, fiLAiS—IIMIR*9:1 (S N P) GAM, 7 

-1 	Dt-5-7 4 Hy,1*, ;,121KAVIM(C G H : Comparative Genomi c Hybr 

idization), oigg 	p (n c) RNAattsEoilevwcta*v—)1,,,  

oiymt ; ,-- 41.6ty—)1/VOIL,ttgag • AtSIBRI- -TRIA110fivi, Is.A 

INti,AR*,y l- 	(ifi-±A*)1/>) , A-ARNalZA_IVR:i*.-y i-, 

I` I) 7LitiRgEMAg** ,y I-, Vtikk.-  • 	B9:F119)t-,:tolY4*-,y 	A 

TitA-:.174*-sy I-, Ati* • 3.11RA*1744;h4.-y Is... 3.11R-ntM (ta-KM 

• ,tin) .t- ,y I-, Mt&htrAitialR•V22,1-1 fFt3*-y l-, 1J8KftFAMALCR 

g 91.-174** V 	EFA'f31- • RP4W13.11R-TVIIIM.t.,y I- td: E OfflASII t 

19 lad V 7'0)1__UH ; t N.J ••1 	Ali 	V 7°, VARAft (Kirl-K • *UM) 14] 

7°, liCilltARIRfly•Ji-s.Ea),!,;kft • IMAKnIt Z ill..% 1^- 0 LOH 

; fattmglitvAbftata47.10=ovattwIts.eoma • tausifir, 

RV' ', K • tRAPAAMO*ffi, El fEIRIS:0)*ffi tS E.DitiNtiAtrIONI 

1, 8<t),ItPriit'i • ENVRV1*, VA • 	.;C,"6. vi, #P7EfsEop 

7.1Kc,z.-_t clziltA*, 8 ctztfsgief -Aitirlom, -RiltA'A' MX 

tr,iltsL01Unit, 8<tzffillt-M -A-tiN —ANIIp7 -Z, IIT 4.Ar)-()i, , 

'\') 	51 —E=1,) , ilT4.1i.57-111, 	i-(Zr,4)i., 	SARS'94 

)1/, r)I 	kt4 )1/r,4)1., 	) Dr, 4 )1/ 	(tt*EIT*0)1%**) , 4 

.7)1.IN/Ifr,-1/1/, AM • t E'tcl:Lsogroi-AtsEoint%17-11-4k 

,y 1-0DA)EiVci:Efftf641.Z. 

J,;(-F6:.-_,  	,IN 	.61--C*5t111.12tKIY9 t:...WEIA 	fie, 	*ftHAt_tt.itzlilit 

-,3stiztory--ecv'ci:00 

WO 2012/108499 23 PCT/JP2012/052968 

-gj&MWit LT^tC P C Ltcif 

, s N p^ttffi©JxJ^tc£ uPCR&M 

btj&mtzzttRiffi-e&Zo 

[0061] rn^i^-ikSmB^^rn (SNP) ©$#T% ^ 
•i 0 Wtt:T:7 -i S$?#r\ : Comparative Genomic Hybr 

idization), Mt^O (nc) R N 

©M ; ^m 
H1fi£ifc*y S m&frJU^y) , k $ h=i> 
F'j7mfc?mmm*'y k k % 
ji&izmMtiT*? k m&\* • itfc=f-mnmx*v s^ m^im (*j*tu 
• ta^m) k k 

k MB® • mm®rnfc?$mm*<y 
E^PDPM^ ass* • turn) m 

f y 7\ y 7°& £; ©§#iff • gjjjfcE £ X ̂  Af v 7°^©M 

; ̂ If §st!^#on0^[ zK ̂  © ̂  £^S4 <h"©^PP • ^pDp$^itlfis 

#P7K4^© 

^.'J =iy<^^-tfn>J, M^7^>7E SARSO-f 

JUX, Kf -i)\>OOV7^ JUOOVX (££3rfi3fc©:t^$) , -f 

>7;ux>+f^^;ux, ma - £ t^&£©liJ£&S&£©^£$ill£*fcg* 
>> S^©iiffl&£jb<Plf £*i£0 

SftafcO'eti&Uo 
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AJAR 1 

[0062] 1 . it/l.1 fiDN A74 	1=1 7 1, 4 011FN (INO)itMagiVAtSZ 	7J1''Y 

ITZDN A74 	1=17-1 1,404104) 

D N A 7 4 	1=1 7 1, 4 	J-;CF a) ck -3 t::.. 1_, ""C tkai I., tc: . 

1 -1 . 	7°  1=1 — la) 014. 

LtSZE 11  1 ENC,0)7J-  ') 	1, 	- L Vilt11,1  I., AL-. 

a'. OM, 	t') =‘ 	1,7J- 	107 5' 	ii`Al,::..77 -Z J,N*:>/l/a7Y4Atq't.tc_- 7t 

') 1 	1,7t 	KV,Ftti  Lk-. Zi\ T, X07-') =‘ 	1,7t 	Kt::..„:,10.04  

'91 	')/1/RaTitA:35 .-ft, 	:35 66:=1H P L C -Clittkl, 	3•14 -Z a.' Lt::_ct t'), 	-FE 

OgEN#14 1 -C71-,3_41.ZillnagENZ 5' 	ii`AE=JI/iE7J-  ') 1 	1,7t 

K (7°1=1 —1 (7°7 4 7 — L L -CtIM8Z) ) 	EfR1141 1_,tc_-. 

[0063] 5' 	-AGGAKGTTGGCTTAGAAGCAGCCA-3' 	(gOli# 1-41  1 ) 

(-Itilli,E1-41(t, 	'77=(G)R1, --.Z 	1-1(T),:, 	) 

[0064] L'.077t ') =‘ 	1,7J- 	Kl,-t V', 	ffi-0) 2 3 S ')tV-7/1/1D N Agog ( 

2 3 SI)tV-7/1/1R NA—K -Zi72 ).LI,DNAN,M) 07 — A135 • L / \ 4 

1')Y-f X - Za'.L7Y -C,Z. 

[0065] 1-2. 	*1'43 lqiff*rtA-:>— I,  (D N A74 	1=17 1, 4 ) 07 41 

4 6 (,:=.7T -gENVII4fillEll L-C, *PI' 141f*-ICI Lk-. tca-3, 	46 

*Ox, 	y, 	z6i-4.7k.073;70[11-eV,), 	x$FlitorgEO)RF6iL-1Z 

0 

[0066] 4 6 	1,Elg 1., --c, 	ft110. 	3 2 m m oTL 1 	1 7Y, 	TLorriibrOffitt 	0. 	4 

2mmLL-C, NV 2NT9m-e-aiti 081ngfA6f64-1.tc_- wito. 	1 mm 

o*R*2 1, 	2$itihe l,tz-_- 0 	a.'41.607*TON*I'a-al-p -t-C, 	-t. a) - /< 

--c oRt:.-_, 	t') t -7i 	- i- iti9J2,Nli 3 1 	(E*-..i:')=77 ') J'7°7 

v 	#,Ik4.', 	t —7JJ 17 v 	1 Ni)J1-1) 	1 *T-D, Aig_ -,3 -ft/L- 0  

[0067] X$M=1(,:.-.A 'I, 	6:. =0. 	1 N loR)] 	/3\ 0. tclak--e 2 $a)*TL&a)liiff 

47EJ -,_ -ft-c, 1=1:19I',114E0- 0*11375\ 6 2 0 mmoliCEL 1 0 0 mmoaff 

07 2 /7 pff t:.-.. 	'-',f L tc: . NI] t , 	2a)*TmormFm_ 	8 0 m m L Lk-. 
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1 

[0062] 1 . DNA7^^D7i/^ (DfeM -> 

DNA7-f O • T\s4 CPfeM) 

D N A 7^ 0 • 7 W %UT(D£ 9 IZ btc0 

1-1. 7°m-7"@llM 

7°P-7"^4-g)IB^lJS-§-1 'J zTZ? K£fJ^L/c0 

£0^ J 'J =T*^ K® 5' y^^>J^g7^A3tl/c;^-

'J =T*^ K£iJ^L/c0 ^0^ 'J =T*^ M7.M 

^/7 3 <MCH P LCxmm, ftWtZZ.tlZ.&V, TIE 

f K (7°• — 7" ) ^IXtfL/co 

[0063] 5' -AGGAKGTTGGCTTAGAAGCAGCCA-3' (IB^ll#^ 1 ) 

[0064] =T*^ 2 3 S 'J tf'V-VJUD N ABB91I ( 

23S'J tf'V-VJUR N A£=|- KtS^VADN A|3^U) GQ-^^/W 

7" U $ £ o 

[0065] 1-2. h (DNA7-f^D7K) CDMife 

*©xN yN zl£M$i(D3ft5tmXfci<J, xmzmm(Dm^j5fat-®LtZ> 
o 

[0066] m 6 £#!$ LT, its 0. 3 2 m m 0?L 1 1 ?L® *'0P^it£ 0. 4 
2mmat1 1M 2^^#9^-e^It1 0 8 fSggtf ^ tl/cJS3 0. 1mm 

WJS2 1, 2^£3MiL/c0 ^01"^ 

T0?U^ *°'J ;&-#*- h^l®tt3 1 (Eli>yz7'J y^7°^X^ 

vOttMk, ^]-/f>77'^1«i%iilD) ^ 1 3|s:-r^>% 

[0067] X$^fp]tC#i|||tCO. 1 N0i^]^frljfctlt2tt0#?L|0ti^ 

2 0 mm0ti^ 1 OOmm0|ii 

CD 2 L/co EP"^ 2^CD#?UJxCDP^PS£ 8 0 m m £; L/c0 
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Zi\ -e, *TEARaY,43 1340j71# 3 	&It 	4 1 -e#-Dtc. Z.:Oct -5 t: 

l., -c±3,13a)a)-erAmitet:.-.Azb'sZV4itc. 

[0068] Z:.-.., 	a 0)-74Z0)±3g13\6'-gZit:A:--„ItIgA5AL,3AA,tz-L 	1111L L/C 

, 	t i) r, i',9' 	4--,d1MZALI (B*7J1i) r, i.,9i 	i   (T) tl, 	=v7J174 

276, 	1=1 ,— I.41- 4 0 3) a) gisjit:.-_ -  ij, 	2. 	5Kji%Ot —7J1 

7 v 	A)J1:1 1., tc t a) 	1 1E11 1., tc . 	2 5 t-e 1 EVAISE LTA-A 	RIE-1 /43s -ft 
tc_-. Z,\ -e, *TM L &=ItIt 	EfRt' J It 	, *91' 'Ir  Mi*V4I AL-. 

[0069] 7)1,mgv14Kmatt g AL 1, z, -F,IE 	 1 6:.-.71 -Kii%, 21.--em-al,k-g 

'AY 	,117iLt,  L, tc. TAngt7° 1=1 — IL  1., --C 1,, 443LR OEM* I-4 1 --C'71 :35 tt.Z t ') 1 

1,7J- 	F 	1 fEffilEll ON 	it)1,mgvi4Kmattwrf-y6 	5 gffigicti L, tco 	7°CI 

—/v-ilALtsoMpfft:.-_ -Do-c tv--,Angt7°D-104-U--)(,Jt:71<q),Ill,tc_-. 

7J1' ,y l- L' 2  )1/SE' 1., 	7° 1=1 — 1 gEff 7 t: 7i 1, 7 	1\Ot 75\ 6 >4 	4 tc: . 	4 

'kbkivt,--et3•0. i., -cozEtitV72)1/21.0)34071 -. 	t.,-_- 	[P_1 --e7Tljtc 

MPift:.:(VAR.7°1=1— le tiE -,3_ 41., 	1- 13_1 --e711.,tc_-MPMV72 /1/0),7).-CFAR 

[0070] 	 [1] 

Ymgro( s%) 10.00% 5.00% 3.80% 2.80% 2.00% 

N, N—i:;.)4 .)1,79/1-7-Z.K(1./7—)N1% 9.00% 4.50% 3.42% 2.52% 1.80% 
N, N—.)( 1..":"E‘A79)1,77.41:(Man NI% 1.00% 0.50% 0.38% 0.28% 0.20% 
2, 2' —7-../E'A[2—(2--(3YV9:1,-2--f)i473Ei 
ii.1,1')/v-flz05-11z(vA—o44:1Vd*PDRI% 0.01% 0.01% 0.01% 0.01% 0.01% 

zil)o* K2% 89.99% 94.99% 96.19% 97.19% 97.99% 
./V—/gOnilfli (J1,.Et) 14/1 14/1 14/1 14/1 14/1 

ttfikm-7:(14.;;Aft) 5pmol/g1 5pmol.///1 5pmo1/1./1 5pmol./MI 5pmol/ji I 

[0071] Z:.--, Angt7°1=1-1 -gti`h2 /1/44E-12Mattga52 -51—it:.-1RE 

Ltz-_-. 52:>1)--,9'—Allitilk6: LL- Ot, 	rri9I1,141I*0),T gE*7 -/f -,3_ 

41.--COtS1,\—a)* I3 i 13 	a' Og'ff-Yrrit:RJM Ltc. 52 iT—'91-16:.-..2.At 

I.J-AL, 	.4=',Nvorri.4-gt:.-..F,Angt7°D—/ -g-ti•it)i,mgvi4Kmattga 

4A Lk-. Z,\ -e, 	',T-4' 	5 0 t L 1.,, 	3 Hirm75\ o- -cm-aar,ic\--D AL-o 

z: a) ct -) t:.-.. L-cr,Angt7°D — leit)iAtt 	L-c 11=1'43  'Ir  gEOrri'4=1131,:qti 

4' t. ALA =PI' 1 r gE * 	-f'41  tc . 

[0072] Z:.--, 1141 64-Ltcrri4'orgE*, 	Z fJ 1=1 1-1ACEIlki\ --C irgEORI-61LTA 

WO 2012/108499 25 PCT/JP2012/052968 

bx±^w^ifmn^PMzh^^^mtc0 

[0068] :XIZS m^t LTtt 

% 'j o is $ (s 'j o is $ >ii ($0 M, — v *° =? y 4 

2 7 6, =l P^—K 4 4 0 3 ) L, 2. 5 Ml %(D±>—7$y? 

7 L/co 2 5°C-e 1 flUbS •£ 

tco *^mmMzmtc0 

[0069] LT, T§EH MZ^tM.w:%, jjUtTiFbl^ L/c;# 

^^Pi^L/co ^I£7°P-7"<>: LT^ fu^lfl^ll#^ 1 'J =f 

swmmwkLtco 7°p 
-7"^^i6L^lNMp/T^olNTti^Il7°P-7"®^^bl'J L/c0 £• 

X/1NO>> KtfMm&s 7°p-?mm.mzmnzmLtzo 07^, 

ttz r pj -e^L/c 

Mp/rtcti^ll70p-7"^lil^jb^tis r B j 

7° P — 7 ̂  # A/T' IN & l\ 

[0070] [H1] 

f;uSS(H*%) 10.00% 5.00% 3.80% 2.80% 2.00% 
9.00% 4.50% 3.42% 2.52% 1.80% 
1.00% 0.50% 0.38% 0.28% 0.20% 

2, 2' -T-yt*7.[2-(2—r55VJ>-2--f^)^P 
/<>]v/Wh*n^n^K(VA-044:ISteBi|)KS% 0.01% 0.01% 0.01% 0.01% 0.01% 

5'JQTK ft*% 89.99% 94.99% 96.19% 97.19% 97.99% 
14/1 14/1 14/1 14/1 14/1 

5pmol/ fJ I 5pmol/ U I 5pmols^U I 5pmol/ ii I 5pmol/ /i I 

[0071] ;^cN m%7°n-y'%^&'f)\sW-Mwn'gim®)fc%:7:^jT-$-faizmm 

tlT IN^IN—Jj(Dmn$£ £ 0;#>W Ltc0 4" — * — ft X 

#AL/co ;^lN-e% 5 0°C,>: U 3 BtPeW^Ttt^J^^T^ tc0 

Z. (D£ 9 IZ LT^117°P - 7"^*f )\sm%LT 4^flS#t0 

[0072] $<?P K-A^ffllNTil||0S^^fp]^i& 
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3 -Z1-6] --eiltts$Mtc_q7-ri.,, pl:s(). 	2 5 mmOrtA-—  I. ( 

D N A74 	I=17 I, 4 ) 	3 0 0 $V41  tc (41 	_hOlEi) . 

1iiii7ogg0)7°D-1 -/f1E7)14:.-..86fz, it)i/Lazwrf-YLotol 

*--1 (s(gm2)) 	6:.3-cil-zi,v72)1,0)12m--1 (v(gm3) ) a)EL$ ( - ts1--)t, 	vaAri 

sa)41-1--eltl,tc411 	(v/S) 	) 	6, 	*-41-01J --et 	1 	-F6:.-..7j1_,tcct -3(z, 	1 

2 5 -e.Dtz-_-. 

[0073] 

2. 	/72 /1/05/S‘ZI,\13MfinEll I., tcliAtt rpi ± a)W  

2-1. $14R1J-4 XeAtsZ 5- 	7°1, — I- D N AMM 

itif=77-74 ,9i—J-:>t)i. 	A-R-#a)A -rcc3N-gt--EfilJEll 

L-C, 	-tl/rffia)iti./ADN A 	gAL, (. 175 #24' : A T CC 	1 4 5 7 9 

), 	P C Raz075- 	.7c't.— 1- t::_nlotc_-. 

7 4 	1=1 7 1, 4 t:.:tgik,-,3_ -ft it 7°1=1— VsgaN ( 	t';t) t, 	5' 	-AGGAKGTTGGCTT 

AGAAGCAGCCA-3' 	(g0g# 1-4 1 ) ) 2, -tl,r, Z ffi-0) 2 3 S ') tV-7/1/D 

NANA (2 3 S ')tV-7/1/IR N A— K - Ziti.LI.DN Agog) FLA 

oilagENLIVINt::- -gtiN, 4 M07YEaR07TARMA-V41  6 tt.Z ct -3 t:.-_, ± 

ET-  J.7'1,— H,:.-.1cil-Z44[0.7°7-17 — Valif Lk-. 

1-;1H6:.-.., giR if l., tc 4 KO 7'7 4 7--t VF (77J- 7 —  K(F) .7°7-17 — a r f 

[0074] 

') /—(R).7°7-( 7—) 	711_,tz-_- ,, 

1-123bp07 P C R rZttV4I Z tc_- 6/3077°7 4 7 — j 

• F7'747 —(i) 

Pr i me r FP1 23bp cereus : 5' 	-GTATTAAGTGGAAAAGGATGTGGAGTTGC-3' 	MN* 

'4 2 ) 

• R7°74 7—(i) 

Pr imerRP123bp cereus : 5' 	-CCGGTACATTTTCGGCGCAGAGTC-3' 	(goi#-'4 3 

) 

[0075] 1-413bp07 P C Rat v4i z tc: 6/3 a) 7°74 7 — J 

• F7'74 7—(i i) 

WO 2012/108499 26 PCT/JP2012/052968 

X U JS3 0. 2 5mmffil^i/-h ( 

DNA?<^P7W) ^3 0 0ftffc (HI 1 £±#B?J o 

j® /? © |x ®© 70 • -7"® ̂ b^Ji4c£N i:J5^©JgMM 

ft (S(/xm2)) (V(/xm3) ) ©J;b>£ ("T^to^ V©^ 

£s©irei&L/Mit (v/s) ) *^»J-mHi 1 1 
2 5 Zfo -o tco 

[0073] 

2. L/c^g#f^1±©SilI 

2-1. K D NA©fl 

£EF§]7 7—— j~*> 3 A T C Cfrm~t — 

LT, "tzb-7X^0^7 AD N A£IfAL (^KS^ :ATCC 14579 

)N P C RJ5J^©7^>7°b— KtCffllN/co 

0 UT\y^{ ICfKcSttrfc^P-^lB*!! ("t&to^ 5' -AGGAKGTTGGCTT 

AGAAGCAGCCA-3' (13^0#^ 1 ) ) ts "tz b 0 Xl© 2 3 S 'J jtf?V-VJU D 

NAIB^U (2 3 S U/1fV-v;UR N A^ZI-K"T-g)^V AD N AIB^U) 

IET1 > 7°b— h £ 4 flC0 7O;7^f V —^Ixlt L/Co 

JU"FtC% §£ftL/c4£I©7°^ V—tzy K (7*7-K(F)7°^ 

'J/<—Z(R)^^^ 7-) £^L/c0 

[0074] Tl23bp©PC R^^t#-g)/c^©7°^^ V-J 

• F 7° ̂  -f V — (i) 

PrimerFP123bp cereus : 5' -GTATTAAGTGGAAAAGGATGTGGAGTTGC-3' (BB?!I# 

^2) 

• R 7° ̂  -f V — (i) 

PrimerRP123bp cereus : 5' -CCGGTACATTTTCGGCGCAGAGTC-3' (BB?!I#^3 

) 

[0075] T413bp©PC Rjt^£t#-g>/ctf)©70^ V-J 

• F 7° ̂  -f V — (i i) 
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Pr i me rFP413bp cereus: 5' 	-AACTCCGAATGCCAATGACTTATCCTTAG-3' 	(gamt 

'44) 

• R7°74 7—(i i) 

Pr i me rRP413bp cereus : 5' 	-AGCCTTCCTCAGGAAACCTTAGGCA-3' 	(gam#24 

5) 

[0076] 

-146) 

1-827bp00 P C R vt V4 Z tc 6/3 a) 7° 7 4 7 - J 

• F7'747 — (iH) 

Pr i me r FP827bp ce r e us : 5' 	-AACTCCGAATGCCAATGACTTATCCTTAG-3' 	(gamt 

• R7°7-(7 — (iii) 

PrimerRP827bp cereus: 5' 	-TTCACTGCGGCTTTCCGTTAAGAAAGCA-3' 	(gam* 

I-4 7 ) 

[0077] 1-1191bp0)P C RatV4Z7L- 6/3107°74 7 - _I 

• F7'747 —(iv) 

PrimerFP1191bp cereus: 5' 	-AACTCCGAATGCCAATGACTTATCCTTAG-3' 	(gam 

*1-48) 

• R .7°7 4 7 —(iv) 

Pr i me rRP1191bp ce reus : 5' 	-CCGCCTATCCTGTACAAACTGTACCAA-3' 	(gam* 

I-4 9 ) 

[0078] -t 1, r, 	ffi-0) 2 3 S ') tV-7/1/ D N Agog (2 3 S ') t`)-7/1/R N A 

— 	-ZitilAD N A gaM) t, * 	tti*IiiNt 	51—, NCBI; Nat 

ional Center for Biotechnology Informat iont::_ck tJaIltktq'tZGenBank52 — 

,91— Z 	(ht tp: //vvvvvv. ncbi. nlm. n i h. gov/genbank/) 	6:.:81,vrAccess i on No. 

: 	AJ310099. 1 L l,---cRti) 	fillEll Lit. 	Jt-F t:.=, 	t 1, r, Z ffi-  0) 2 3 S') t `) 

—7/1/DNANA (23S ')t`l-7/1/IR N A 	— 	-Zi 72  J ADN Aga 

M ; gEN* 1-41  1 0) otanagEN7i -c, 	1,AikagENr1=1, =s-F*A11- 0- 7-c_- 

ZAMA 	7°Q-7 (gEN*14 1 ) L / \ 4 I') Y-1 -ff — 	uniCtsgEN--e 

z (=*$14---eztc&531$14 (*HAM) ei\-r 1') Y 4 -ff— 	- Z) . 

WO 2012/108499 27 PCT/JP2012/052968 

PrimerFP413bp cereus: 5' -AACTCCGAATGCCAATGACTTATCCTTAG-3' (IB^J# 

^4) 

• R 7° ̂  -f V — (i i) 

Pr imerRP413bp cereus : 5' -AGCCTTCCTCAGGAAACCTTAGGCA-3' (IB^J#^ 

5) 

[0076] r827bp©PC 7°^ V-J 

• F 7° ̂  -f V — (i i i) 

PrimerFP827bp cereus: 5' -AACTCCGAATGCCAATGACTTATCCTTAG-3' (IB^J# 

^6) 

• R 7° ̂  -f V — (i i i) 

PrimerRP827bp cereus: 5' -TTCACTGCGGCTTTCCGTTAAGAAAGCA-3' (IB^J# 

^7) 

[0077] ri191bp® PC V-J 

• F7°^^T V — (iv) 

PrimerFP1191 bp cereus: 5' -AACTCCGAATGCCAATGACTTATCCTTAG-3' (IB^J 

#•§• 8) 

• R70;7^r V —(iv) 

PrimerRP1191 bp cereus: 5' -CCGCCTATCCTGTACAAACTGTACCAA-3' (IB^US 

^9) 

[0078] iz\sO*m(D2 3 S 'J jtf?y-^7Jl/D N A|B^| ( 2 3 S'J #'7 - VJU R N A 

£=l-K"t£^V AD N A|B?y) NCBI; Nat 

ionaL Center for Biotechnology Informat iontC<£ lJ }J1#^ tl'ijGenBankT1'— 

— Z (http://www.ncbi.nLm.nih.gov/genbank/) tCfol\TAccession No. 

: AJ310099.1 1 Ltl®) ZmmLtco VLTIZ, "tz b 0 XmO 2 3 S 'J jtf?V 

-7JL/D N AIB^U (2 3 S 'J JLKV — 7JL/R NA^p-Kt§^VADNAlB 

^y;IB^S^1 0) 

iHSlB^Ki 7° • — 7" (IB^y#^ 1 ) £/\>T 7'U yy "tz-v a 

(ffiMII) 7'J iz—> s >T&) o 

http://www.ncbi.nLm.nih.gov/genbank/
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[0079] 	[Bacillus cereus AJ310099.1 	23S rRNA gene] 	(gamAt-qi 0) 	: 

CACGGTGGATGCCTTGACACTAGGAGTCGATGAAGGACGGGACTAACGCCGATATGCTTCGGGGAGCTG 

TAAGTAAGCTTTGATCCGAAGATTTCCGAATGGGGAAACCCACTATACGTAATGGTATGGTATCCTTAC 

CTGAATACATAGGGTATGGAAGACAGACCCAGGGAACTGAAACATCTAAGTACCTGGAGGAAGAGAAAG 

CAAATGCGATTTCCTGAGTAGCGGCGAGCGAAACGGAATCTAGCCCAAACCAAGAGGCTTGCCTCTTGG 

GGTTGTAGGACATTCTATACGGAGTTACAAAGGAACGAGGTAGACGAAGCGACCTGGAAAGGTCCGTCG 

TAGAGGGTAACAACCCCGTAGTCGAAACTTCGTTCTCTCTTGAATGTATCCTGAGTACGGCGGAACACG 

TGAAATTCCGTCGGAATCTGGGAGGACCATCTCCCAAGGCTAAATACTCCCTAGTGATCGATAGTGAAC 

CAGTACCGTGAGGGAAAGGTGAAAAGCACCCCGGAAGGGGAGTGAAAGAGATCCTGAAACCGTGTGCCT 

ACAAATAGTCAGAGCCCGTTAATGGGTGATGGCGTGCCTTTTGTAGAATGAACCGGCGAGTTACGATCC 

CGTGCAAGGTTAAGTTGAAGAGACGGAGCCGCAGCGAAAGCGAGTCTGAATAGGGCGTTTAGTACGTGG 

TCGTAGACCCGAAACCAGGTGATCTACCCATGTCCAGGGTGAAGTTCAGGTAACACTGAATGGAGGCCC 

GAACCCACGCACGTTGAAAAGTGCGGGGATGAGGTGTGGGTAGCGGAGAAATTCCAATCGAACCTGGAG 

ATAGCTGGTTCTCCCCGAAATAGCTTTAGGGCTAGCCTTAAGTGTAAGAGTCTTGGAGGTAGAGCACTG 

ATTGAACTAGGGGTCCTCATCGGATTACCGAATTCAGTCAAACTCCGAATGCCAATGACTTATCCTTAG 

GAGTCAGACTGCGAGTGATAAGATCCGTAGTCAAGAGGGAAACAGCCCAGATCGCCAGCTAAGGTCCCA 

AAGTGTGTATTAAGTGGAAAAGGATGTGGAGTTGCTTAGACAACTAGGATGTTGGCTTAGAAGCAGCCA 

CCATTTAAAGAGTGCGTAATAGCTCACTAGTCGAGTGACTCTGCGCCGAAAATGTACCGGGGCTAAATA 

CACCACCGAAGCTGCGAATTGATACCAATGGTATCAGTGGTAGGGGAGCGTTCTAAGTGCAGTGAAGTC 

AGACCGGAAGGACTGGTGGAGCGCTTAGAAGTGAGAATGCCGGTATGAGTAGCGAAAGACGGGTGAGAA 

TCCCGTCCACCGAATGCCTAAGGTTTCCTGAGGAAGGCTCGTCCGCTCAGGGTTAGTCAGGACCTAAGC 

CGAGGCCGACAGGCGTAGGCGATGGACAACAGGTTGATATTCCTGTACCACCTCTTTATCGTTTGAGCA 

ATGGAGGGACGCAGAAGGATAGAAGAAGCGTGCGATTGGTTGTGCACGTCCAAGCAGTTAGGCTGATAA 

GTAGGCAAATCCGCTTATCGTGAAGGCTGAGCTGTGATGGGGAAGCTCCTTATGGAGCGAAGTCTTTGA 

TTCCCCGCTGCCAAGAAAAGCTTCTAGCGAGATAAAAGGTGCCTGTACCGCAAACCGACACAGGTAGGC 

GAGGAGAGAATCCTAAGGTGTGCGAGAGAACTCTGGTTAAGGAACTCGGCAAAATGACCCCGTAACTTC 

GGGAGAAGGGGTGCTTTCTTAACGGAAAGCCGCAGTGAATAGGCCCAAGCGACTGTTTAGCAAAAACAC 

AGGTCTCTGCGAAGCCGTAAGGCGAAGTATAGGGGCTGACACCTGCCCGGTGCTGGAAGGTTAAGGAGA 
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[0079] TBaciLLus cereus AJ310099.1 23S rRNA genej 1 0) : 

CACGGTGGATGCCTTGACACTAGGAGTCGATGAAGGACGGGACTAACGCCGATATGCTTCGGGGAGCTG 

TAAGTAAGCTTTGATCCGAAGATTTCCGAATGGGGAAACCCACTATACGTAATGGTATGGTATCCTTAC 

CTGAATACATAGGGTATGGAAGACAGACCCAGGGAACTGAAACATCTAAGTACCTGGAGGAAGAGAAAG 

CAAATGCGATTTCCTGAGTAGCGGCGAGCGAAACGGAATCTAGCCCAAACCAAGAGGCTTGCCTCTTGG 

GGTTGTAGGACATTCTATACGGAGTTACAAAGGAACGAGGTAGACGAAGCGACCTGGAAAGGTCCGTCG 

TAGAGGGTAACAACCCCGTAGTCGAAACTTCGTTCTCTCTTGAATGTATCCTGAGTACGGCGGAACACG 

TGAAATTCCGTCGGAATCTGGGAGGACCATCTCCCAAGGCTAAATACTCCCTAGTGATCGATAGTGAAC 

CAGTACCGTGAGGGAAAGGTGAAAAGCACCCCGGAAGGGGAGTGAAAGAGATCCTGAAACCGTGTGCCT 

ACAAATAGTCAGAGCCCGTTAATGGGTGATGGCGTGCCTTTTGTAGAATGAACCGGCGAGTTACGATCC 

CGTGCAAGGTTAAGTTGAAGAGACGGAGCCGCAGCGAAAGCGAGTCTGAATAGGGCGTTTAGTACGTGG 

TCGTAGACCCGAAACCAGGTGATCTACCCATGTCCAGGGTGAAGTTCAGGTAACACTGAATGGAGGCCC 

GAACCCACGCACGTTGAAAAGTGCGGGGATGAGGTGTGGGTAGCGGAGAAATTCCAATCGAACCTGGAG 

ATAGCTGGTTCTCCCCGAAATAGCTTTAGGGCTAGCCTTAAGTGTAAGAGTCTTGGAGGTAGAGCACTG 

ATTGAACTAGGGGTCCTCATCGGATTACCGAATTCAGTCAAACTCCGAATGCCAATGACTTATCCTTAG 

GAGTCAGACTGCGAGTGATAAGATCCGTAGTCAAGAGGGAAACAGCCCAGATCGCCAGCTAAGGTCCCA 

AAGTGTGTATTAAGTGGAAAAGGATGTGGAGTTGCTTAGACAACTAGGATGTTGGCTTAGAAGCAGCCA 

CCATTTAAAGAGTGCGTAATAGCTCACTAGTCGAGTGACTCTGCGCCGAAAATGTACCGGGGCTAAATA 

CACCACCGAAGCTGCGAATTGATACCAATGGTATCAGTGGTAGGGGAGCGTTCTAAGTGCAGTGAAGTC 

AGACCGGAAGGACTGGTGGAGCGCTTAGAAGTGAGAATGCCGGTATGAGTAGCGAAAGACGGGTGAGAA 

TCCCGTCCACCGAATGCCTAAGGTTTCCTGAGGAAGGCTCGTCCGCTCAGGGTTAGTCAGGACCTAAGC 

CGAGGCCGACAGGCGTAGGCGATGGACAACAGGTTGATATTCCTGTACCACCTCTTTATCGTTTGAGCA 

ATGGAGGGACGCAGAAGGATAGAAGAAGCGTGCGATTGGTTGTGCACGTCCAAGCAGTTAGGCTGATAA 

GTAGGCAAATCCGCTTATCGTGAAGGCTGAGCTGTGATGGGGAAGCTCCTTATGGAGCGAAGTCTTTGA 

TTCCCCGCTGCCAAGAAAAGCTTCTAGCGAGATAAAAGGTGCCTGTACCGCAAACCGACACAGGTAGGC 

GAGGAGAGAATCCTAAGGTGTGCGAGAGAACTCTGGTTAAGGAACTCGGCAAAATGACCCCGTAACTTC 

GGGAGAAGGGGTGCTTTCTTAACGGAAAGCCGCAGTGAATAGGCCCAAGCGACTGTTTAGCAAAAACAC 

AGGTCTCTGCGAAGCCGTAAGGCGAAGTATAGGGGCTGACACCTGCCCGGTGCTGGAAGGTTAAGGAGA 
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GGGGTTAGCGTAAGCGAAGCTCTGAACTGAAGCCCCAGTAAACGGCGGCCGTAACTATAACGGTCCTAA 

GGTAGCGAAATTCCTTGTCGGGTAAGTTCCGACCCGCACGAAAGGTGTAACGATTTGGGCACTGTCTCA 

ACCAGAGACTCGGTGAAATTATAGTACCTGTGAAGATGCAGGTTACCCGCGACAGGACGGAAAGACCCC 

GTGGAGCTTTACTGTAGCCTGATATTGAATTTTGGTACAGTTTGTACAGGATAGGCGGGAGCCATTGAA 

ACCGGAGCGCTAGCTTCGGTGGAGGCGCTGGTGGGATACCGCCCTGACTGTATTGAAATTCTAACCTAC 

GGGTCTTATCGACCCGGGAGACAGTGTCAGGTGGGCAGTTTGACTGGGGCGGTCGCCTCCTAAAGTGTA 

ACGGAGGCGCCCAAAGGTTCCCTCAGAATGGTTGGAAATCATTCGTAGAGTGCAAAGGCATAAGGGAGC 

TTGACTGCGAGACCTACAAGTCGAGCAGGGACGAAAGTCGGGCTTAGTGATCCGGTGGTTCCGCATGGA 

AGGGCCATCGCTCAACGGATAAAAGCTACCCCGGGGATAACAGGCTTATCTCCCCCAAGAGTCCACATC 

GACGGGGAGGTTTGGCACCTCGATGTCGGCTCATCGCATCCTGGGGCTGTAGTCGGTCCCAAGGGTTGG 

GCTGTTCGCCCATTAAAGCGGTACGCGAGCTGGGTTCAGAACGTCGTGAGACAGTTCGGTCCCTATCCG 

TCGTGGGCGTAGGAAATTTGAGAGGAGCTGTCCTTAGTACGAGAGGACCGGGATGGACGCACCGCTGGT 

GTACCAGTTGTTCTGCCAAGGGCATAGCTGGGTAGCTATGTGCGGAAGGGATAAGTGCTGAAAGCATCT 

AAGCATGAAG 

[0080] <pcRaz> 

-ti,,,t4-11t./11DN A 	50n g/µ,L5-.i .7° 1,— 	L L„ 4424C 

0)7°7 4 7—t V 1 -ti-l. -t11.1E111,\ -C PCRaTit.-Dtc_-. 	PC Rapi.74:.-ipt 

mpD i rect* v F 	(Z*11 11FFM CEI10 tc. 

[0081] < P C R 	rii.740M> 

t 1, r, ZpfT ) ./ADNAga (50ng/ µI) 	1 µI 

F7°74 7 —(i)—(iv) 	(20µM) 	0. 5 µ,L 

R 7°7 4 7 —(i)—(iv) 	(20µM) 	0. 5 i..1.L 

2 X AmpDi rect buffer 	 50µL 

B i oTaq 	(AmpD i r ect* v 	MX ) 	1 i..i.L 

Mi WWI< 	 47 ,(1. L 

ait 	 100µL 

[0082] PCRaZt:.:(,GeneAmp 9600t--7/1/1t4 	7 — CEII Otz-_- . ;1:E 	4t 	L:1-F6:.= 

WO 2012/108499 29 PCT/JP2012/052968 

GGGGTTAGCGTAAGCGAAGCTCTGAACTGAAGCCCCAGTAAACGGCGGCCGTAACTATAACGGTCCTAA 

GGTAGCGAAATTCCTTGTCGGGTAAGTTCCGACCCGCACGAAAGGTGTAACGATTTGGGCACTGTCTCA 

ACCAGAGACTCGGTGAAATTATAGTACCTGTGAAGATGCAGGTTACCCGCGACAGGACGGAAAGACCCC 

GTGGAGCTTTACTGTAGCCTGATATTGAATTTTGGTACAGTTTGTACAGGATAGGCGGGAGCCATTGAA 

ACCGGAGCGCTAGCTTCGGTGGAGGCGCTGGTGGGATACCGCCCTGACTGTATTGAAATTCTAACCTAC 

GGGTCTTATCGACCCGGGAGACAGTGTCAGGTGGGCAGTTTGACTGGGGCGGTCGCCTCCTAAAGTGTA 

ACGGAGGCGCCCAAAGGTTCCCTCAGAATGGTTGGAAATCATTCGTAGAGTGCAAAGGCATAAGGGAGC 

TTGACTGCGAGACCTACAAGTCGAGCAGGGACGAAAGTCGGGCTTAGTGATCCGGTGGTTCCGCATGGA 

AGGGCCATCGCTCAACGGATAAAAGCTACCCCGGGGATAACAGGCTTATCTCCCCCAAGAGTCCACATC 

GACGGGGAGGTTTGGCACCTCGATGTCGGCTCATCGCATCCTGGGGCTGTAGTCGGTCCCAAGGGTTGG 

GCTGTTCGCCCATTAAAGCGGTACGCGAGCTGGGTTCAGAACGTCGTGAGACAGTTCGGTCCCTATCCG 

TCGTGGGCGTAGGAAATTTGAGAGGAGCTGTCCTTAGTACGAGAGGACCGGGATGGACGCACCGCTGGT 

GTACCAGTTGTTCTGCCAAGGGCATAGCTGGGTAGCTATGTGCGGAAGGGATAAGTGCTGAAAGCATCT 

AAGCATGAAG 

[0080] <PCRJ5Jfc> 

AD N A 50ng/iaL^T>yi/-hhL, fu§E4fI 

C0 7O;7^f V — -tz y K P C R -o tc0 P C R JxJ^UC&A 

mpDi rector K (Jfc^S^fEF/r) 

[0081] <PCRJ5J&&$&/£> 

iz b ̂  ZMf J ADNA;#^ (50ng/^L) 1/AL 

F70;7^r V —(i)~(iv) (20/xM) 0. 5/xL 

R70;7^f V — (i)~(iv) (20^M) 0. 5/xL 

2XAmpDirect buffer 50/xL 

BioTaq (AmpDi rector M^JS) 1 M-L 

Mi LLiQ7k 47 nl_ 

•"It 100M-L 

[0082] PCRJSJfcK&GeneAmp 
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7J 	L AL-  . 

[0083] <PCRaZ21A-it> 

95°C 	1 orm 

(94°C 30v, 64°C 13, 72°C 30V) 	X 351J-4 	. 

72°C 	13rm 

4°C 	aFt437,flifEti 

[0084] ajtat:.:*7"t#0)MinElute PCR purification kitC110-Clittl L„ 	14 

iL1-7174ffl Lk-. -t.  0,1, 	7-1:')1,1#07/-( 7j-  7J-7-r if —CEIlk,\-catoh<  

Mt 	*t L k-  L a.' 6H 0190 	-,'_ 0) P C R fa t 	W ,!,- Z a- L e --e 	tc: . 	8 t : 

%.5hdt AiM L-FlItODIV,130`) 7°1=1-1gOilt:.= -417 -ZIAM0DrAA>4 	71 I., 

tc. 	4  8 iti, 	i.— Ji_l,VJ--( X7 — t — T V') , 	L--,1 — 46, 	-Z41. T'41,111A 

t:.-.., 	1 23 b p, 	413 b p, 	827 b p Ewe 1 1 9 1 b p oPcult---ez 

. 

14' 64-LtcPCRrataNRY61.;141J-Z1_, --CS'gtX l„ 	-,‹-c 5fmol./µLt:2 

[0085] 2-2. 7)L 	qti Lk- D N A 7 4 	117-1 1, -I TO P C R &R.,‘ 

ifi'414.fiflUEll ljtc_-it/l/qfiD N A74 	1=17-1 1,4 	(4 1 	t 	A) 	, 

tMillit:.-_,t t) 8 m mO7VW)-6:.= Lk- Aurora B i otechno log i es#0)96-I07° 1, — 

Or, 'A/0 1 --DizAtt., -,3_ 6 lz, 1-;CFO*M07 P C RaZa 1 0 0 µ. L 

))1:1A. k-  . 

[0086] < P C RaZa*M> 

123bp parzttga (5fmol./µ1) 	1 ill 

5' 	Y-Acy5f21r0.7°7 4 7 — (i) (20µM) 0. 5 µI 

5' 	Y-Acy5f211OR7°7 4 7—(i) (20µM) 0.5µL 

2 XAmpDi rect buffer 	 50µL 

BioTaq (AmpDi rect*v 	MX) 	 1µL 

MilliQ7K 	 47AL 

WO 2012/108499 30 PCT/JP2012/052968 

TJN L fco 

[0083] <PCRJ5J&^]££#> 

95°C 10#^ 

(94°C 30#, 64°C 1£\ 72°C 30#) X35+M^JU 

72°C 1^ 

4°C 

[0084] >tt©MinELute PCR purification ki LN 14 

M.Lfco ^©^ Tiy\yy \-^±(Dy<^^T±^^+r-^m^xmn^ 

ft ©PCRjt^ £56§I~t ZZt ifX ̂ tc0 M 8 IZ 

t &0%(D ft tm 7° • - 7'IB^II £ &M©*iitiii £ ̂  L 

fco ni8^s i^ —>U£+MX-7—a—"e&kK u->i~4ti% ^eti^tijii 

ldN 1 2 3 b pN 4 1 3 b pN 827b p RXf 119 1b p©PCR^"efe-g) 

o 

PCRjWfa©P»Jt£>D£ L T;f Jt £ItW L^ t ̂X5fmo L/IXLIZm 
^ ̂k. nMISI U fco 

[0085] 2-2. >f bfc D N A T^ • 3P U ̂  T'© P C R 

A?-f^P7K (H 1 ^t#^) Z, 

^lUJPItCct lJ 8 m mCDMfrtZ L/cAurora BiotechnoLogies}±©96-IQ7°b — 

K©^x;u© 1 -DlzAtis $bizs J^T©llj5jc©PC RJ5^tl 0 

ip^/co 

[0086] <PCRK!tmm> 

123bp PCR^^;#)^ (5fmo L//x L) 1 /x L 

5' 7feuMcy5^iH|F70;7V — (i) (20/xM) 0. 5/xL 

5' 7feuMcy5^iH|R70;7^r V —(i) (20^M) 0. 5/xL 

2xAmpDirect buffer 50/xL 

BioTaq (AmpDi rector '> M^JS) 1 M-L 
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100µ,L 

[0087] azi-y),IiAjtopt, 	1) 7)1,9,  41.1. P C R JE110)MZ:>—)1. (ABI PRISM Opt 

ical Adhesive Covers, 	77'74 Ki-f 7J- :> 5-1,.X# #4311971) -C_Eg3 

:> —)1/1_,, a VAWS tt. 44: 0 ck -3 I,: L, tc . 
1 VIP, ,, it —7)ot-r f7 7 —GeneAmp 9700 (0. 	2 m L 11=Iv 	) t:.= 9 

6 r,i)1/7'l,— I- 	-t v I- L tc: . 	[•Y I- 	- Z13',i'- , 	i!,Ar, i)1/7°L,— 1-07A 

LITAL;ic, -,3_ 	(1 	1 . 	5 X 7 . 	5 c m) 00. 	8mmpl-Ti)i/Z&IM,, 

-t•07_E6z.EAr,i)1/7° 1,-1-ffiotc_-. -,3_66:.-_, 	Microseal 	̀13+' 	:>— ') 

‘‘i'‘Y F (i-f t • 7 V K#I.1-I ) 	0-ft, 	affleTtLfSOct ', 6:.: 	-D < t•) L 

-h,-  74 K -,3_ -ft-C1,/— -Ftl, ±75\ 6#1 tql.tc_Ate759.fititql.Zck -31,:.= 

L tz -_- . 
[0088] It-7)1/114 	7-07°1=1 	‘71A6, J-;CFOL 8t•) 0)5EillRifTIRif L, 

r,icAl2tKemit-r 	)1,z±1-,3_4-t.7 ct -3 t:.-.. Lk-. -at14ot-4 	)1,0)mit-r 

)1/7c=17./A-41-ft L, tc: . 
[0089] <+t-f 	)1/Zil> 

94°C 	75•! 

(92°C 30g, 	60°C 13, 72°C 13) 	x201J-4 	. 
(92°C 30g, 60°C 30g, 72°C 30g) X 201t4 	. 

4°C 	aFt437,/flitti 

[0090] P C RaFt43 7,1, =imi3N 6 r, i)1/7°L.— I- 	E[Rt') ffl L, 	P C Razi-y 

liE,'‘Y5- -f J'l,:.-_,t t')I3, 	*77 /7 107MinElute 	PCR 	purification 	k 

i tCE11 0 -Oltr.a, 14 m, L --egffl L, tc_-,, 21. 	.;141_17f Lk- L a.' 6156nmol./µ,LT 

-D it . 

DNA74 	1=17-1 1,-ft, 	TN buffer 	2 0 0 m,T2111Ev5- -f J‘6:.--,,kt• - 

1,\ AL' '1, MZ:>—)1/1_, -"C 5 0°C, 	2 o 31.maiml,tc_-. 	-t•OA, TN buffer 

2 00 µ,1_ 1j'Es'iv5--f .il,:.-_,t t')13, 	TN buffer 	2 00 µ,LT2111 

WO 2012/108499 31 PCT/JP2012/052968 

aSf 100£lL 

[0087] >J 7J^^APC (ABI PRISM Opt 

icaL Adhesive Covers^ K/^ Tt'^XjAXti #4311971) T'_hp|3^; 

—JUv 9 tC L/co 

"tf — VJU+M ̂  ̂ —GeneAmp 9700 (0. 2 mL7*P'^) tC 9 

6 "7 x JU 7° b — h £ iz y hl/co -tz«>K-r^)P^^ sMtO xJU7°b-K0Jg 

(1 1. 5X7. 5cm) CDO. Smmiyi^KIJ, 

xJU7°b—h £MlN/c0 tSiblZs MicroseaL 'P+' — 'J > 

?'/•?>;/ K (/Wtf • KttiSl) 9 izty-? < y £ 

K3"&TbA-£-RfN 

Ltc o 

[0088] ^-©7°P^A&N J^T0£&y ®^Jt§x£"e§££U 

? MILS 3 ft £ J: 9 IZ L/co -&I+40-9--T ? 

;U7°P^^A^^L/c0 

[0089] <f§&+M?M!kS> 

94°C Iftm 

(92°C 30#\ 60°C 1£\ 72°C 1£) x20Ht^JU 

(92°C 30#\ 60°C 30#\ 72°C 30#) x20Ht^JU 

4°C 

[0090] PCRJ5J»7^ giii^^xJ^U- K^lxy HH U. PCRMrM 

M^: '> 7^ -f > ct y P&3\ /^yttCDMinELute PCR purification k 

i t £ m IvXmm L14 M LX}$ft L tc0 >f Jt £ >D£ L t Z. 3156nmo 1/ IX LXh 

•o tZo 

DNAv^P^Wte, TN buffer 2 0 0 ixX 2 m >> T~ -f > </lZ <£ y "T 

!^>-J^Ut5 0°C, 2 0MiL/co TN buffer 

2 0 >?HC<£yp&3\ TN buffer 2OOju,L-e20 
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Eiv5--f J‘1,:.-..ct t) 	-1,Ntz._'•1, 	ffilV, 	TN buffer 	1 	0 0 il.L 	)iii 

A.-CffitafF/AEA,tc_'. 

$ffitAlliFt, niAlICCDt)<7A0)DNA74 	1=177 1,-(11E1AffiliM 

, 

JEIIkiNtcc, 	D N A74 	1=1 7 1, 4 	r, i)1/±53 /3\ 6 ZAHilV 1 f',-)M TEM 1, 

7J1''Y H,:.-.1-30- Zc y 5 ay1Y -)1/ffl Lk-. 	- - a)$ffl*IiM 

9 t:.-.. 7i 1, tc . 
[0091] 7J1'Y I- oDgilt1. 	7J1'Y I- ioDgilt1.01:1=1 *411L 1,Z-tit 	k-  L 

a' 6, it )1/21.1P40/gtsg.Yt1. 	7i 1, tc. 	9 0)'77 7*, 	1LA0)B-Mec6 

17 	7J1,y 1-ogilt1.-ez. 17 J7J1,y 1-ogilt1.+17 

7J1''y 1-0f,Mit1 Z021gt v 1-7J-  74AL LT', 	$ffl---ckiNziJNE-3/3\ 

*ut L, tco 	-- a) tI liM 1 2 3 b p -e675`6 -3 12 --C -/‹.-CODit/l/S'1.0)7J1v 

--effl."--C1,\ZL*1.4fi:54-t.tc. 	lANL,fse62K ii%h2)1.---ettv 1-'3\ 

6 0)111-, 	i72)1/0)fitat:.-_,,k t,), 	gi16t1.1,::_ic,fsi7%Y*75qH,Ittt.tc_-  

0 

[0092] a' otliiMct t), 	it)i/a),S,zkiv)-LOAfillEll LT', 	$ffl Lct -3 L 	Z FAR 

19) ,3-“:3-411C‘Ltc--  I ) 2  A/2 1.t:-WA' if Lk-  7J1v IgEff - Z a'. L t:.= ck 1') , 	172  

MA11P40g  I,: glYtfte1E-F 1, ---C 8 t,) it 4 X t:.-.. ct z latR /MS -:s tt.tc. 

7° 1=1 — 1--e or,AR 0314M, 7)1/21.1140/g tsTARit 4 XolUIJ L kiN 	ffi  

a) 4,  HEI1 t:.-.. ck (,) , 	$&=Itor) 7 1, 4 LEM L. 	%t::_liArligtsffl75 ,  AM D N A 

7 4 	1=1 7 1, 4 	Pkitt-e 	z z.: L 7Y3 75\ .D tc: . 

AlAffg 2 

[0093] 'AAR 1 0)2-2. * (7/1/ 	qti 1., tc D N A 7 4 	1=17 I, 4 TO) P C R az, 

) t:-.80-C, 	P C Rag.740J-;CFODKLM:.-_R% -ZJ-;0•14, *roil L 

PI 0 OtAl 4lF 	-41th I., tc. 

[0094] <P C RaZa*M> 

413bp parZttga (5fmol./µ1) 	 1µL 

5' 	iALAcY5t2+ZraF .7'7 4 7 - (ii) 	(20 µM) 	0 . 5 µ,L 

WO 2012/108499 32 PCT/JP2012/052968 

TN buffer 1 OO^L^Jp 

;^iPC C D -h * =7^(0 DNA?^^P7K gUl^aiSM 

DNA7^P7L/^CIbS^cBir^ 1 PMT?SH$L 

9 L/co 

[0091] Ztfv S©gft3ilj££X;tf v Kft(D^%^(D^\$.t LT^ilkL/ch 

15, £ym®B-Med& 

y^y<?*7fsv \-(D^%^xh^o y^y<7*tfv hO^%^+7"^> 

¥y^L/c0 2 3b p-mfr39 i;T"r^T0^f>iU;I^®X/lNo>> K 

T-*£aiT-$Ti^<>:¥y8fr3ti/co LfrL&7^2ffM%^>Tiix*0>;/ hfr 

o 

[0092] c©m^ LT, ttzm% 
0A$^tC^J^L/c>f;U;I^tClS^L/cX/lNo>> \-%mmtz>ztiz£ yN v 
JU}f LTfc y -t^-r XK J; ti/c„ 

70p-7"-e®^n®iisys x<ow^\t^^—w, 
<DWmiz&y, wi*©;7^'^tbi^u Htc^w^aiAMti^DNA 
v -f ? • T7 u -f £JH&-e o fco 

2 

[0093] ^fifefflj 1 ©2-2. 11 (^'J^ML/cDN A • T7 We© P C RJ^ 

) iz&^-c, pcRs^ii^^j^T^iij^tc^M-r^^^ •^mm^ t 
mWtoiu^^MLtco 

[0094] <pcRKmmm> 
413bp PCR^^;#)S (5fmo L//x L) 1 /x L 

5' 7^«Mcy5^ii||F70^^ V —(i i) (20/xM) 0. 5/xL 
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5' 	acY5t2igUR7O 7 4 7—(i i) (20µM) 	0. 5 µ L 

2 XAmpDi rect buffer 	 50 µ L 

BioTaq (AmpDi rect*v 1111X) 	 1µL 

MilliC)* 	 47,0_ 

ait 	 100 µL 

[0095] R1 L Piet:, 	P C R aFt43 7,1, 'IM/J\ 6 r, 'A/1i.— 1- 	Efx t,J ffl 

ij, 	Pc RaiV4Iii 	L',' ,y5--f J'1,:.-_„0,)13, 	*7-1i72 #0)MinElute 

PCR purification kitCE110-Clittl L,14/..11-egffl 1, AL-. 21. 	;141._17f Lk-  L a.' 

64 0 1 nmol/m.LT-D AL-. 

'AAR 1 LPlat::_, 	7J1' v H,:.-.1-30 . Z c y 5 og:J -)1/ffl 1.„ 

--m$ f, 	>4 1 01.`7 Lk-  . 

7J1 ,y 1-0116t1.7J1,y 1-ia)gY6t1.01:1=1*4FIL L -Cti'lELk- L 

a' 6, 122 /1/21.4P401gtsg)16t1.71 Lk-. -At1$11 1 L He, 17 	7J1' 

v 1-01`16t1.+ 17 7J1' ,y 1-0SitiaZoD213,,t v 1-7j- 74AL L -c, 

$ffl-e, -ckiNziJNE-)75\*IP-/f Lk-  . -t.0)*IiM, 	4 1 3 b p --e6 	1 ONE %7 

)1/21.0)7J1v 1- --elffl--etski\L*Rfiz'stt.tce, 	2. 	8N12%arf3. 

8Kil%0122)1/tv 1- ---eAM:.-_ffl-e,Zz.:L7V7itg-t.tc_-. 	V-z-_-, 	2NE 

%7)1.-e67J1,y 1-'3\ 60)11V4, 	7)1/0):=Itat:.-_,t L. 	gilt1.6:icV-s 

/7%Y*elE,I-1 /43stt.tc. 

[0096] a' otliiMct (,) , 	i 72  )1.0)3,S,z ki\)-LOAfillEll (,-C, 	$ffl Lct 	L -  ZIA 

a)ic 	-1 /4351,::_ilt‘Ltc h 2  11/21.1,:tRifLtc: 	7J1''Y IgEff - Z a.' Lt:.-..,t(') , 	172  

11/21.1P401gt: g:jt1.e1E-F L --C 8 (,) +t -f Xt:.-..ct Zif4tReES-:5 tt.tt. 

11=1— IT a)/(Ra)1U1J, 7)1/21.11401g fsIalt 4 X0ILUI.IL 1,\ 	ffi  

o1'HEI16:.-.. ctt'J , 	$&=It0)7 V 4 LEM L. %(,::!tiAntsffl eUi RtS D N A 

7 4 	1=1 7 1, 4 	t'lltt-- 	Z a' L e3•/3\ -D tc. 

AlAffg 3 

WO 2012/108499 33 PCT/JP2012/052968 

5' 7^Mcy5||fitR70;7^f ^ — (' ') (20/AM) 0. b/xl 

2XAmpDirect buffer 50/xL 

BioTaq (AmpDi rector M^JS) 1 jotL 

Mi LLiQ7k 41 ul 

•nit 100£lL 

[0095] 1 dilate, PC Rraill K^IXU HH 
Ls P C ^ >tt©MinELute 

PCR purification ki L 14^LT';#t±i Ltc0 /H^^/UJAE! L/c t Z. 

54 0 1 nmoL/ixl!2h-otc0 

1 tmmz, c y U 
1 OtC^L/co 

Ztfv K©^c&j££Xtfv Kft©^c&Jt©*P£:l$.t LT^ilkL/ch 

d 5^ U/co 1 ^ Hm 7"^ > ? X*° 

v h©tWI^©2^££>;/ K^7ffi^LT, 

*£diT-$T^5 7^(>:9 7;)N¥y:£L/co 41 3 b p-m 1 on%>f 
;U)I^©X/1N°>> 2. 8Um%Rtf3. 

8nm%(D?)\s*7fsV hZ&UlZ$>{hZ^&Ztif^ntc0 %tc, 211 

^77 + ̂ '11^ 3 tl/Co 

[0096] Cl©^J:yN LT, &ai L <£ 9 ^ "T5^11 

©A$^tC>^J^L/c>f;U;I^tClS^L/cX/lN0>> \-%mmtz>ztiz£ yN v 
LT£ y -t^-r XK J; ti/c„ 

70p-7"-e©^n©iisys x©iisy^t^9-tt 
©fFffl^y, WWR<07\s4 ttt&Ls A 

V <f ? • 7 l> -f £*1#^ $ 5 d £ ^5 fco 

JM 3 
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[0097] -41thiN 1 0)2-2. * (h2 /1. 	ti Lit D N A74 	1=177 1,-ITOPCR az 

) t:_-_80-c. 	P C RaT/CAVMJ-;CF0)*Mt:.-_R% -ZJ-;tAt, *roil L 

PleotafF -A-IthLtc. 

[0098] < P C RaZTOM> 

827bp parzttga (5fmol./µ1) 	 1 ill 

1191bp parzttga (5fmol./µ1) 	 1 ill 

5' 	ii`Acy5f,Mg-OF 7°7 4 7 - ( i ii) 	(20 µM) 	0.5µL 

5' 	ii`Acy5f,Mg-OR 7°7 4 7 - ( i ii) 	(20 µM) 	0.5µL 

5' 	ii`Acy5fRIAF .7°7 4 7 — ( i v) 	(20µM) 	0.5µL 

5' 	ii`Acy5fRIAIR.7°7 4 7 — ( i v) 	(20µM) 	0.5µL 

2 XAmpDi rect buffer 	 50µ1 

BioTaq 	(AmpDi rect*v 1171)X) 	 1µL 

MilliC)* 	 47,u1 

ait 	 100 µL 

[0099] R1 L Piet:, 	P C RaFt43 7,1, 	'ffliJ\ 6 r, i)1.1i.— I- 	Efx t,J ffl 

L, 	PCRaVA-YiEv5--f J‘6:.-_,,OJ13, 	*7-1i72 #0)MinElute 

PCR purification kitCE110-flit 	1, AL-. 21. 	;141._17f Lk-  L a.' 

6 8 2 7 by Oral 	1 4 7 . 	7 nmol/µ.1_, 	1191bp0)Vte 7 0. 	6 nmol./µ1 

(al:Whdii0) 	KiiN6AXL7t) --C -D AL-. 

R1 LPlat: , 	7J1' v H,:.-.1-3 6J* Z c y 5 ay1Y -)1/ffl l„ 
--m 	ffl AiM 	>4 1 	1 1.`T1., tc: . 

[0100] 7J1,y 1-og.Yt1.7ilv 1-1a)g.Yt1.01=0*411LL,-cti'1Ll,tcL 

a' 6, 122 /1/21.4P40/gtsg.Y6t1.71 Lk-. -AWN 1 L He, 17 	7J1' 

v i-oglYt1.+177J1,y 1-oaf,MitiaZa)213,,t v 	7J-  74AL L -C, 

$ffl"-C 	-CO Z75NE -3 75N*IJif 1., tc: . -t.oem, 	8 2 7 bpaVe 1 1 9 1 bp0)M 

It -et, 	3. 	8 Kil %-- 1 ONE%/7211/21.0)7J1v 1 .-Ctffl-C,7,̀:iniN 

L*LIkfitg-Ltce, 	2. 	8Kil %7/1/TtAPTI,:.-Affl- Z a Le71:54-t.tc. 

WO 2012/108499 34 PCT/JP2012/052968 

[0097] 1 ©2-2. II (^'J^ML/cDN A • T7 We© P C RJ^ 

^©JifF^^feL/co 

[0098] <pCR 

827bp PCR^^;#)^ (5fmo L//x L) 1 ML 

1191 bp PCR^;#^ (5fmo 1//x L) 1 VLL 

5' 7^«Mcy5^ii||F 7°^ V — (i i i) (20 MM) 0. 5 /x L 

5' 7^Mcy5£|fitR7°^ V — (i i i) (20 MM) 0. 5 /x L 

5' 7^«Mcy5^ii||F 7°"7 -Y V — (i v) (20 MM) 0. 5 /x L 

5' 7^«Mcy5^ii||R70^^ V —(iv) (20 MM) 0. 5 /x L 

2XAmpDirect buffer 50 /x L 

BioTaq (AmpDi rector '> M^JS) 1 VLL 

Mi LLi07k 41 ul 

-**=+ n PT 100 /x L 

[0099] ^»|J 1 tmmz, PC RM^Tll K^IXU HH 

Ls P C ^r77^>tt©MinELute 

PCR purification ki L 14^LT';#t±i L/c0 /H^^/UJAE! L/c t Z. 

5 8 2 7bp©^tl^ 14 7. 7nmoL/^L% 1191 bp©jt|^7^ 7 0. 6nmoL/^L 

(l:^}7]<S]©/<> KAN^^WL/C) Zfo-otco 

1 tmmz, c y 5 U 

^•©^ttiilp^^H11 HC^L/co 

[0100] X/1N°>> LT^ilkL/ch 

£ 5^ U/Co 1 ^ nm 7"^ > ? X*° 

v K©^T1D^+7^>^X/1N0>> h©tmi^©2^££>;/ K^7ffi^LT, 

*£ttT-$T^5 7^9 7^iJ:£L/co ^©^^ 8 2 7bpM'1 1 9 1 bp©;Jt 

3. 8ffi%~ 1 OffM%^U}fJt©X*°';/ 
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[0101] 

[0102] 

[0103] 

[0104] 	 

[0105] 

. etc, 

a' otliiM,t (,), 

7°1=1— 

OfFiEll t:.--ct 

7 4 	1=1 

(ELVIN 

i1ji&10/\-r 

ted Microarray 

1.,, 	z.:07_h6:.-.. 7J-  

2 Nil  %it/I/TWA-AR 

Oic, -,3_“:.-.14Z1_,tch2 /1/SE'l.t:Ntl,tc_- tv 

)1/21.1P40176::_gtAtl.e1ET 

1 ave 2 L He, 	Z 7J1' v I- 75` 6 0)11,5'475qH,I -,3_41.7-c_-  

g.)6t1.(,::_/7 ,y*etRS-;s4-td-c_-. 

7/1/073S,Z05fillEll LT., 	$ffl Lct ', L -  

I- 	gEff -Z a.' Ll,::_ck ('), 

1, ---C 8 (') It 4 t: ct Zilt.tRIMS-:54-Ltc. 

IT or,ARolUIJ, 7)1/21.1140/gtsTARit-f XoltML kiN 

(j. 	$&=Ita) 7 l, 4 LELV L. %(,:liArygtsffleicgts 

7 l, 4 	Plitt-- 	Z z.: L 7`3• 75` .D tc: . 

1 	) 

Ki=02)1.-5-4 J7-r F' (CodeLink (Rtgif.021) 

Slides (Surmodics, 	Inc. 	IIDN01-0025) ) 	7 mmAt::_tM 

I) ID N A 	7J1 v I- L, --C 	$&=1t0) D N A Tit, 4 	4lF,1' 

c, 7 l. 4 071F2izIa6VtirA2006-17478810R07AAR 1 0)511,:.: 

 	I., tc: . 

71, 4 (,, -A-roj 1 LFAM:.-..Aml 9 6 r, i/1/7°1,— 	07',=J1/1 

P C RaVrf-y 1 0 o m, L t:RM L-C P C RaFt\-41thl.,tc_-,, 

1 aVe 2 LITAeloat:.-_ckt,), 	11:11.1071j- 4 X zz' L 	( 1 2 3, 

1 1 9 1 b p) 6:.-..PcRag3-41WATth L. $Zt,y I- t:.-.1-30.z 

Ltc. 	-t.a)ffitliiM (7J1,y I- ia)g.)1t1.01=0* 

	2 t:.-..71 L tc: . 

5 ayg.Y6-)1/ffl 

ZIA 

172 

ffi  

D N A 

Act iva 

 	I., tz-_- 

4 1 3 

c y 

J" 

( 4 1 2) 

It.D -C1/F1.1 

4/F2'' Ltc 

t:.-..Att., 

-4101i 

8 2 7, 

1F1) 	-F,!E 

[2] 

6:.-.1-30-c-6, 

Ti 1 i.— Hzjii of,: PCR &tot-4 X *YHtftorPAill 

1 2 3 b p 12304 

4 1 3 b p 11245 

8 2 7 b P 11025 

1 	1 9 1 	b p 12031 

a$&_ht:.-...7c=1-1 (7.747 —LL-ctIMR 

3,S,z 051tMetsok- 673, Eolt-f 

- z) 	'1-1_,tzl-771,-1 

X0)5-7c1,-1-CEil 

WO 2012/108499 35 PCT/JP2012/052968 

2i RXI 21nm 

[0101] c©m^ yfflLT, 

LT£ y -t^-r XK J; ti/c„ 

70p-7"-e®^n®iisys 
©fFffl^y, W-faWi<D7is4 timb, A 
v-f 0 • 71> -f $ 5 d £ o fco 

[0102] Chbl^yi] 

rfrUxCD/W KP^JUP — 'X'T y^'X^-i K (CodeLink (lliii^tfi) Activa 

ted Microarray Slides (Surmodics, Inc. #DN01 —0025) ) £ 7 m m^j iCtfllfi 

U dCC^Ktf'J =TD N A£X*°>;/ K LT¥ltfflDNA7l/'f^ML/c 

®12)„ 77b^0^^;i^#M2006-174788^^$g0^»J1 0)j5)lklZ 

lE^TMLfco 

[0103] ^»ij 1 £HD*1I^M9 6 -7xJU7°b-KO^xJUft 

iZXtls PCR1 0 0 ^ L LT P C L/co 

mmmiRxf2£mm<Di5feiz£v, mmwjxzt (123, 413 
% 8 2 7, 1 1 9 1 b p) KPCRJSJfc^ifc^ifeU MC£tt£ C y 

5 L/Co (xtfv Kft 

lit) £T§EH2^L/C0 

[0104] [H2] 

T>7\S- MCfflUfc PCR gfcKDtMX M3t5#SO'P*tt 

1 2 3 b p 12304 
4 1 3 b p 11245 
8 2 7 b p 11025 

1 1 9 1 b p 12031 

[0105] S«®±^7°P-7" (7°^ LT^mmtZ) ZmfeLtc7is4 
£©+M X(D^yy°\y-
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--CtP1f11.0):> -)1/t1.75qffitg-Ltz-_-. -7̀ ci:1-Dt, '( 	V:it) 11. D N AA'Dlt 

-f X 0) ic 	ts4PtiAnlirklaltet • ',g A L ---c kiN ztga, 	z: tt. 6 a)4-rtiA 

Oigts/ \ 4 I') Y-r -ff—:> 	Ja);TeS,110--\01tIgt:.-_ z LA. 

faX_L0f1.1ffligilt 

6 tt.tc_-. 

[0106] *ftH)107/(R07ffl3 	, 	a ve,!,Affl51(,:.-_)Ell OZDNA 74 1=171, 

4 	6, 	IN AiS, 	1219)$t12tK 	si_1, ± -  

veVEThtt:If_tt.tc_- t ae 	z. 

z JE11 it t:LA L tc t op -eV,) , -A-JEThta 

* I-1  0 SA IEIA 

[0107] 1 	1 	TL 

2 1 	*TM 

3 1 	ifi'43,1,  Mt 

4 1 	&it . 
[0108] .11g#24 : ATCC 1 4 5 7 9 

IBPJA7 V —7-* 	i% 

[0109] gaM# 1-41  1 	: -aDNA 

gog#24 2 : -aDNA 

gEN# 1-41  3 : -aDNA 

gEN# 1-41  5 : -aDNA 

gEN# 1-41  6 : -aDNA 

gEN# 1-41  8 : -aDNA 

gEN# 1-41  9 : -aDNA 

WO 2012/108499 36 PCT/JP2012/052968 

mzfjixDu 

-f • ;FbA LTl^ii-n, 

7"'J y^ii-i/3y(DBW%:%:ttirt^VtmiZfoZ>t%?Lt>ntc0 

[0106] tori, 

icistifc =&©-?&£>„ 

^^(DnriM 
[0107] 1 1 ?L 

2 1 #?Lfe 
31 tp^mm 
4 1 

gf£#^ 
[0108] jg!£#-§• : ATCC 14579 

IB^U^7 'J —ir ̂  X s 
[0109] 1 : -g-J^DNA 

IB^S^2 : "• J5&DNA 

IB^S^3 : "• J5&DNA 

IB^S^5 : "• J5&DNA 

IB^S^6 : "• J5&DNA 

IB^S^8 : "• J5&DNA 

IB^S^9 : "• J5&DNA 
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iii5ROCKI 

[11**1] TE0Dif'l'A-tiN, TARa)fflI... 

( a ) 7c=i-7e 	VE:5 tt.tch2 / 1/L, TARtrIgla3kMLtd ZTAngrak 

rie V: TARt 11111E11 174 7--t V H 	l't 	K*14Karf D N A 1FIEIR 

Ell*A-ti‘aFt‘gaL 	f11-.35 -ftZifl, 

( b) -hEitll/arfaZgat::-. TADOMMaFt‘ -') tc&50)NtAt'i fJ 

)1/0_1,±1MA. ZVI, 

(c) ±,016:stacTARMA-0-)t, 1 .-/foltiar<o) AIWA- 	LUIJT 

ZVI, atie 

(d) 31.U11:54-11L- TARMA- ffiZiflo 

[11**2] 11=1 —le 	rZiE:s 4-Ltc7)i. L 1, Z, it )1/2tz.eAtci:Z*NfEa))72  

)1.1f1J -Z, FA** 1 Ei1C035. 

[11**3] ii=i-7erz1E:stt.tch2)1/L&ZWAILO#Oft*--1 (S(gm2 ) 

) t -j.M - ZgA17 2)1/01**--1 (v ( Awn 0ELS (V/S) e 5 0J-;I±--e 

Z, 1,4** 1 Rl, 2 Egca)51. 

[113VAL1] ii=i—vv .1.1E -1 /43stt.tch2)1/e, 	V&I=1:10 ,,i)i/Rtaitht:.-_qti 

-1/43stttzt aY --eZ, 1,4** 1 —3 okiNT4-03\ 1 lAt._,EiSca)51. 

[11**51 ii=i—li'-)VE-1 /43stt.tch2)1/e, Zitl ()< 5') 7 	Di/7Z K,1734 

14KEztie/Rt7i1D-1,734.14K -gt)Nt a) --eZ, 1,4** 1 —4 oo 

TtLiJ\ 1 mizgaRca)51. 

[,14**61 ii=i—lil'iL:sttich2)1/a)if.)1.21.e, 2 Ni%ed, 	5Ni% 

---ez, go** 1 - 5 0 0 Ttl.75` 1 lAt::_gEg,051. 

[ii**7] 7)1/21.eXtsZW020)72)1/e#Fiti-,3stt., ll-D, 	,!,A)72)1,67c=1 

—1e1111-1E 1 /43stt.tcto--eZ, 74 	1=1 7 1, 4. 

[1.0**81 -FigaiDifi' 	-*A-t,N, 113NIR 7 Eils40D7 4 	D 71,4 011111. 

( a ) VR*011:1911 ,NIfftom, 	1=1:1 9IiiNVOA- 'ir ME1175TA — Itii L 1-;Z ck 

tz. 3 ;Tut:.-_gEN l„ 	-t.ogoA4:410--et1-za.-  Lt:.-_,t 9 , 	1=1:1 9'2 'Ir  

4M4'F2 -  ZVI, 

WO 2012/108499 37 PCT/JP2012/052968 

!t#©S6SS 
^in] mm$uhJ5)£0 

7°^ V--tz>y k 3^^1/^f KfftMDNAM 

mm * #£ £ mm s -& 5 
(b) ±§E^>&t/J5J^;#>fc $$JgiliJ5jfc£fT9fca&a)$&-tM? 

(c) #^CD±^SftcDMSt»TM";&ilSlJ"r 

sii, 

(d) 

M112] 7°P-ti/c^JULt, AWc£3*t$(ffi(£>^ 

si^<111 HE^S6©^/io 

^113] (S(>u.m2) 

) (V(^m3)) 0hb^ (V/S) ^5 0J^±"efe 

5, li^il 1 Xte 2 §Ei6(OT;£o 

^114] 7°P — 7^ISl^'fb^tltcf)\/if., g^O^xJUX&SifiJUcM^ 

ft^ljt1 ~3©lN"ftlfr 1 lItC|E*6©^;io 

^115] 7°p-7"^g|^jb^tl/c>f;u^\ mm (^30 'J;UT$ Klf® 

1*^111 ~4 0IN 

1 iI^IEi!6®^;io 

^116] 7°P-7"^ll:^b3ftfc^>®yjU;fJt^\ 2|i%E 511% 

•?>% Eii>f<ljt 1 ~ 5 ©l/NlTftAN 1 ijt^HEUE©^]/£<> 

;£lI7] 7°P 

-7lf@:^b3titc*>(bzfoz>, 

^<JI8] TISCDX^#^ I*^Jl7IES0V-r ^PTb^©M3i^io 
(a) *!$(*(£>J: 

9tc3;^c|3?y U ^©BB^£®jm?@£-rad£l;:J:kK *£8B 
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( b ) .7°  1=1 — V' 	-A-V, 	i 7 —2fteAtsz4NfEa))72)1/44,V12tKg 

',,f-Y, rri'4NlfE*aA-V4NlfEa)rri'433Mt::AA -zTf'i', 

(c) 4421=1:19'253t:AALtcit)1/44,V14Kg',4-YaFt\ -.3s -ft, 7c1=1-1 

A-tiNi72)1/1tItifl'4311r gE0)11:1 '433gt::-qt -  ZVI'. 	Ewe 

( d ) 	11:1 '41r gE*I'lr 4E0DRI676:.-.3R -Z 	1-67 --e-b)Jkft I., -MA-IE 

Z VI' . 

WO 2012/108499 38 PCT/JP2012/052968 

(b) J ^ -;lJt § W&MWf 

fatts tp^Mmj&(D&tp£Mm(Dtp£mzm\tZJI&S 
(c) 7°P-7"£ 

"t&IfMo 


