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FIA 	VI 	2 

ft HA 0 V.45 : 

/-17J— sy 7114R', /-f7J— •Y 704P,03143EZ5A, /-f7J— %y 1 

XP,, 13,tt1`/ -1A— v1lg4P*v I- 

1—kfilti33.1"1 
[0001] *RBA tt, /-f A-  3 '' 7°4 ti!4- VC_124 L. MRCit, / 4 A-  3v 15A50-91_1. 

II-rt-4-1C;c_itER -4-zi47J- viatiA-vc_124 -4-zto-ez. 

MAI—kfilti 

[0002] t4FIEL 044(z-gitt.zi-ANglAzPfitHEW4 A- 	v iiY -] 6 tvc 0 z 

o 	J_.0/47J- ‘yitt, 	iis, -1,43±, Jr0-otg,f2tqz, 4,±1,11M4 (11=1 

—1) LtsZ .>/, 	.>/NkfiA-, ''7°9 K. /'7° 	Kr344, TA 

nk, TAnkr344, MEC MA,734,4 -k-ibi,, •J_.04,±JERg-04(z, ti*ELI 

, 044a)t,\ --,'st-, t4FIEL 044(z-gitt.zi-ttNgAzto--ez. 

[0003] J_oct -3i-s/47J- ‘y7°Lt_i-c, 	DNA‘yl (DNA741=177 14) 

[0004] /-f A- 	V 1 Opit-sO'U L "D ----e 	ZDNAV1 -ftEll litc.D N A 	V 

151 L [latt.z3*51(,t, 	a$NA-_Erc_t73,kop N A CA- 	-,Ag'1.(,:-gM 

4h L, iiiii7o -k-ib --,'stt.tc.D N A CA-L44L0134-e, TAnk: Tom/ \ 

41,)Y-i —ff— 	a >az 	to  --L'st-TAK64,±,EzvetE 	51-c' 	Sao 

[0005] ct 9 A4 j6: tt, :.ODNA 3 V 151-e tt. INA_ a. gy6tA, NA, a 

3±4 bat 	Tom L itit >1)1. 	-g,-ti•4,f2tq4A 	D N A 	V it:- 14:k L. i\ 

4 7'J Y4 -ff—i a >6Lct -D -CMMINIElints7AnkiN±ia -,'S -ft, i\-f 11) 

[0006] 

'2 	ffMC Litxm -giti-tiAtib\6R-4-zt)1/ -Allq,a1.11MIZ--e,V, 

vz.-_, 	•J_oct -jtsDNAViLi,-c,M,k*oi=1=190A4-.111M- -ett, 

-ci:I=oAgEN,44,FOCL, -0g01.140—*-7J\6, 	--t77°-‘.7-7°i=1-1 

-g-ti•77 	1) A/7 z K-osalti 7H7.4A-1:1=173 A0)1=1=1 7 13VCAA L. 



WO 2015/079998 
	

2 
	

PCT/JP2014/080657 

1:1=17 1131 --e7)1.4b -- 1±, 	co-,1, 	1:1=17:Aor<i-b7L113t4-z1A7rc_t)M-4- 

z -J_Lt:ct .D ---MilitglitRARMIDNAvi(A,E — .74. 

— I-) 	e%-_1641-coz 	('-.,!,g 1) . 

[0007] .J_.0)--t,  L.°,) —  • 77 I 	4 • 	— I- Ttt, 	--t.77° -ti-7°1=1-1-A-ti•if 

)1/iY'ylff --,'srbit:_aiEl_i -rg_Ve ZaiETLVL -,'Stt.E_ -D‘Y 7°00i 

t:274±, li -COZOT, 	7°0:4-sr4IJN6A3B_TAI3t:±0,-,'S t1.tc./72 /11Z-gs 

tt.k. 	-t,  7° 	-t,  — 7°  1=1 — 1 	a )7r,‘ -Ls t.  z •J_. L e --e 	z L 0 -) *Me 	Sao 

[0008] --t.,  L.° 	,) — • 77 I 	4 • 	— I- Oct ', tS, 	Ai/J`.64,±1,11,W4t:_a)t,\ --L'st- 

z J_. L e,±, ' zi-r7J- ‘yiL44,i-iial-Loag-A.1.11tt, 	‘y7°.WiEll*)1. 

Y (-it,cg2) tLiE1W2(7)., `s 66L. 	.J_.0)*)1/YWJE110911.IMTVCAW, 

TZJILV,:ct -D -Cffb41.-TOko 

[0009] Li ii`. li tse6, 141,cg 2 VC_ENCOI-ett, 	'i' a) 	V i-,I1,3tvc_Vtil 

-4-zJ_Le- f, ,-5-th$n-e -Di-co 

[0010] —, 	'AJJ\ -D5Aiii$FYgt:/-f 7J- ‘y 7° 9ATI-4-zJ_.Le--- ZIL li-C 

, 	7° V— 1--st::.t73,k0DIHIg3TM litc.r,I)1.7°1— 1-0-',I)11,7.../4 7j-

v iJIT-gli-C91_1,TITZ5VYIZA -L'Stt.--COZ (-itiCMX 3 ) . 

fa- giUaX 

1MM 

[0011] =.qCgl : -il9A 2 0 0 1 — 1 3 3 4 5 3 '-4/*R 

=.qCMX2 : -il9A 2 0 0 5 — 1 2 1 6 0 6 '-4M 

=,A(MX3 : * 	-i,!, 	5 5 4 5 5 3 1 '-413)]*EM, 

RBA 0 'iv R 

RIEIJWMA I, 	L 1-  ZSTE 
[0012] ujj\j_i tse 6, _Lia-ig,WA3051--ett, r,1)1.11 -1-0 ,,1)1/0T4 

r.:.47J- vigR141,.1--C,/\41')Y4 -ff — :>a>91111"ff-D -TOZig) 

T, _EgiE-tiL.° 	') — • 77 14 • 	—1--10) 	V ir4t:41±1111MWYg=-1±1 

li -C 0 Z / -17J- 	v 7°091_1,11V: ttiLA li -C 04:0 L 0 ',1E8111/Y 	-D it° 
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[0013] *RHAtt•J_.oct -) tsrpriAWATZAArcis-L'sti.tc.to-e 	9, 	‘y 70r4 

l,L4,±,JEllgiMegl,±,1,--CoZ/7J- 	V l'AEL-D5Ait$1Ygt:_91_1,11-4- Z •J_. 

LIY - 	Z, /-f A- 	v iatiA, /,( A- 	v 7°atiAo2''i51, /-f A- 

zo  

MECINATZtc.-.60TR 

[0014] *RH)] (.: ct ti,a, 

/-(7J- ‘y7° J1T-g-4-Z1H1,,I3L, 

A El g3 0 R] a tz:IR . 161 	AIE g3 tz.: JIT-g L's 41. A-. / 	7j- 	‘y 70 1A,-(7j-‘y 

10):IegiAlEg30111J`6_EVC-1111V lik)1X,VTJz.tiTZJz.tiiiiI3L, 	a 
A.. --COZ, /4 A- 	‘y iatiAettfALsi.Z. 

[0015] •J_. 0 ct -) tsMV: colts, 	V7°F4l,L41±Ellgit:t47Yrii±il_i-COZ/7i- 

V l'AEL-D5Ait$IYgt:_91_1.11-4- Z J_. LIP—  e 	Z. 

[0016] *RIEI)J01.th0t7T 	LionetLct ta, 

ilthi,EJz.tiiiiI3e, 	/-f A- 	V 7°117_1<t:Jz.ti-4- Zo 

[0017] *RIEI)J01-toAcT 	LionetLct ta, 

ni,Ez.tiiiiI3e, 	E1H131130atigt:JMLsti.-ck,\ Zo 

it, EliarcAlEg30M-g3LAATZAIVARt1 6 tt.-c k,\ -c t ct k,N0  

[0018] *RIEI)J01.th0t7T 	LionetLct ta, 

nElE31113eil —  1--st:At,k)±MC--,'sti.-ck,\ Zo 

[0019] •J_.oct -3 tsaWL,tti,a, 	r,i)1.11 -1-91_1,111110NI4091_ulltV*IJJEll 

1, --05-th$a</7J- ‘y7° 91_1.11-4-Z•J__Le-eZ0 

[0020] *RIEI)J0t0t7T1,0,4RetLct ta, 

ME/ 	A- 	V latiAOWS < LtrEo —g3e, :> 	1=1 A- i. 7 4 > 

t') 7 — 	.-g-ti•7 4 Ji/INtLct -D -CW-VSti.-ck,\ Zo 

[0021] *RHAV-tODgetLct ta 

_EEG) of ti./J\ 0/ 4 A- 	‘y iatiAolEg30i4tL, 	i=i7J- 	7 4 

t I) 7 — 	-A-ti•7 4 11/INC744-  4  Z 	5-  V 1 	lAe  A.: CO Z. 



WO 2015/079998 	 4 	 PCT/JP2014/080657 

l'i A- 	V latiAO-TBS_IeTZIA,S tt.Z. 

[0022] *RHAV-tO,VetLct tt,a, 

/-f A- 	V 1J1R74-1- Z1H131113L. AlEg3ORaat:_gall 6 talH13,113VCAR 74- --,'S 

tt.tc./4 7x9 .2 ligA/4 7J- 	V 10):4egiAlH153015t/J\ 6 	_Et.c_i-erm 

liitAX,VT117_1<t:Jz.tiTZJz.tiiiiI3L 	lALA_A-../-r A- 	V latiL401E3g1 

VC-JR 74 -L'S tl. it. / 4 t 9 '2 illthgE1H1531 --eifTZTE11-,'SA_A-e-D-C, 

ITHEIE531(ZJIT-g-,'S ti.itnigE/4 7J- 	V 10Mat:__EIJ\64-4- ZWIX 

.j_. L 	ILIAL 1-  Z / 4 A- 	v 1#11-,'S A_AefliA-L'S tt.Z. 

[0023] J_. Oct -3 fciA -4-"Zi-r A- 	‘y 1#11--,'s A_AtL ct ti,a, 	/-f A- 	‘y la 

#C401H1531 -e0)/47J- 	V io); e__Le 9 	MJ.L."-Ce_. iLAVMAAVI, 

S-3,,MMICVAR 9 	''ff4').t.  Z j_. Le-e e_ zo 

[0024] *RBA Olt 0 tff 	I, l,\ ,V# 	ct tt,a, 

/-f A- 	v 1#11--,'S AAO-FIAII3VC_VM13eall 641.-C OZ. 

[0025] *RBA Oita) tff 	I, l,\ ,V# 	ct tt,a, 

nigE/4 A- 	V le. mitarc_vmep,1314A_, 

niavm ep,,i3e, niamiLs A_AengE/ 	t 	'2 101716(Z4 li it L e_ 

, nigE/4 A- 	V 10VMePiiI3L_E-FrbitLgM-4- ZIPLZVC_T[MG -L'Stl.--COZ 

0 

[0026] .J_. Oct ',1-S.WiCtLctti,a, VM Lit, TE11-,'S7LAGAM,13S-3,ttP-17J- 

V 1 0 'OM ePii133.E1_, -C , 44 	As ti`911.11111A4e, / 4 A- 	V 1 0:INfili 

VC_ t3th$ntL5A3A-4-  Z 0  

[0027] *RHAV-tO,VetLct tt,a, 

/-f A- 	V 1J1R74-1- Z1H131113L. AlEg3ORDat:_all 6 talH13, 1 1VCAR 74--,'S 

tLit.i'l 7J- 	V ligAi'l 7f9 V 10:41YgiAmiaorb\ 6_E6Littrim L 

itAX,VT117_1<t:Jz.tiTZJz.tiiiiI3L, 	lALA_•-coz/-17J- 	V iatiAL, 

nigElE53(ZJIT-g-,'S tt.k../4 A- 	V lilthgE1H1531 -e 	'-',f-4- ZTEIEI -L'S AAL, 

.1MA..tz_-_, 	/ 	4 A- 	V 14 	ti A 	V 17VIZIA --,'S ti.Z0 
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[0028] *RHAVthOttT 	LO,VatLct tt,a, 

nETE11-,'S A_Ae, nigE/ 4 A- 	V 10Riat:_E7N. 6 	4-4-Z1;-'-0X53M--e 

Z,„ 

[0029] j_opct -3 t-saWL,ttt,a, /-f A- 	‘y lop; 	,_E7Y 9 	.m_L --- _ , 	-tys 

A 41_1.11, 8 ct thWTSIN,(7)-gR 9 	iP'ff4-Dtt.Z . 

[0030] *RHAVthOttT 	1,0,VatLct tt,a, 

nETE11-,'S A_Ae, T*113(zt)M131ALA:r 0Z. 

[0031] *RHA01.thOttTlik,N,Va6: ct tt,a, 

nigE/4 A- 	V le. RiatLVM131MA_. 

nETE11-,'S A_AOM 9 	13/Y, nETE11-,'S A_AellthE/4 A- 	V 101716t: 

4 li it L 	nigE/ 4 A- 	V 10AM13L_E-FrbitLgM-4-ZIPLITVC-ff 

[0032] .J_.0),t VsWiCtLcttt,a, VM Lit, T111--,'SAAGAM138,tVei-f7J- 

V 10VM133.E1_,--C, 44 	As ti• 911.11111 A 4 e, / 4 A- 	V 10:INfili 

VC_ t5Ait$ntLAAT Zo 

RBA VOA 

[0033] *RBA VC_ ct tt.a, 	V 1r4t,=4±,111M1egli±, L t 	/~-' 7f9 V 1 

EEL "D5th$n VC-911.11T Z .j_. L IP-e 	Z. / 	A- 	V latiA. /-(7J- ‘y 

latiAOICSLI, /-f A- 	v 1#11--,'SA.A8,tve/4 A- 	V 11 	'Y 

I- efliA--,'S tt.Z. 

El E Ont tag FIA 

[0034] [>41]*RIEI)ja)/4 7j-‘y latiAtLct -D -rafi--,'stt,Z D N A 	V 1 igA* 

/-711-AArligt:41-14R, >4 T 	Z. 

C 421*RIEI1Jot7T 	1_, o'AttiNo/ 4 A- 	v iatiAGAUC,-7 -41-AArligtsgl- 

V,>4 --eZo 

[>43]>4 2 0/ 	A- 	v 1a#C401H153U1 	I, -c ,-T -414*, 4 ---ez„ 

[ >44] >4 3 o),-( A- 	'y iatiAt: >4 10)DNA‘y 1 	11y74.i_itcAX,f 	.,-T -4- 

MAnts >4 	•--eZ,, 
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[ >4 5] >4 2 opi-r 	- 	‘y 7°RtiAL L t t,zati- ‘y I- 	ftiC-4- ZTE11-,'s 7. ®0A  

71111 Irligt:._ ,-T -41-14R,>4 --eZ. 

C >4 61 >4 3 G)/ 	A- 	v iatiAtLJIT74-,'s ti,4 1 op D N A 	‘y 7°.#11-,s A.AT 

'-/f lii-cAX,V77 -4-rA.Ants >4 	--e'Z. 

C >471*-Artff,V0D/ 	A- 	V latiA0DICEITIXEMArligt:77 -4-  >4 --ez 

0 

C >4 81*RIEI)J01-t oDt1T 	li o'ArtiN0D/ 	A- 	‘y 7°qtc40Dwiz,-7 -4-mytoig 

tc3-14R,>4 --e 	Z. 

C >4 91*R131J0 t 	--DoDt1T 	I, k,\ ArtiN0D/ 	A- 	V 7°R#C40DWiC,-7 -4- 

rtAntsg14R,>4 --eZ. 

ft FA 	'AS t 	it tit) 0AfP,1 

[0035] 11-F, *ftlEfloDM 1 GYArt%,jeo)/ 	A- 	‘y 7°RtiA 	>4 	(,,=e.D•--CFAIEfl 

-4-Z. 

DN A3.y11 0 0DMhC 	,FAIEI1J -4-Z e, *RBA-CU DN A 	it:_ttlirk-,'S 

1,400 	4 1 64„ 	D N A 	V 7°  1 0 10)4 . 75 -4-1-gAnt-ca-14R,>4 --CZ. * 

BAUM: S-30-C, /-f A- 	v 7°R#C4ODIEg3 	r, i/l/ L V5-4 Z .J_. Lez. 

[0036] *-A.ro,fito)/ 	A- 	V latiA VC_ 	'D -C ati -L'S tt, Z D N A 	V 7°  1 0 tt 

RATLIAL A_A. D N A 9.J  1--eZ. RiETL0)±Xtlirk--,'sti,i-sk,N. INA_ 

a, RiETLOTJAC0)±!IXtt, 	F9)±!IX, OF9)±!IX, t,' A )±!1X0D k,\ f tve 	-D 

--C t ct k,N. tliti 0 li Ab 1- -,'s 	-GAR,, 	iJN. 6, 	,fli A_ a, 	_E,E*,!,cg.  1 vc_,ENC,-,'s 

ti.tc.ItLct -D -Cl'iStg-LZ, TJAM0D)±!IX/YF9)±, Ttsb-5F9*1=1X0R3B. 

Tli -4-Z D N A 	‘y 1751T 	Loo -0`)51t,zcO-t,a, 	DNA‘yll 0 

tt, 4,±1,11MtWA-ti•if)i/Rttt,'TLNoMt4e*-,'sti.tc.i=1=LAt)JC-4- 

ZJ_L V,:ct -D -CTM-LStLA.Pfil - -t,  L.° 	'J —  • 77 1 	4 • 	— I- --e 	Z. 

[0037] Vt, RATLIALA_A-_-‘,  L.° 	,)— • 71, 4 • 	— I- Vc_ FR 6f, 4,±1,11M 

tliYA- 0D0D(7.)-Rttr4t: 	ti,i-c.)1N, 4ZJ1M, 	>&J- 

I&tit,11 -- 	Z. *RBA Vc_ Sik,\ --c tt, 	r4t:4,±,JERmte.-k---,'sti.i-c 
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I&ICE11-4-Z •J_. L e, 	*R13)Jo5-thAct 9 	1,-\b -4-k,\o-e, 	tcT 	Liki\ c, 

--Opa&-Et,z, PfitormFat .D -c-, Ph7f04,±,111M1-fMN-Iat,= 

t Li tc t a) ( 	t ‘y 5- 4 > 	51 	 ;Science 	270, 	467-4 

7 0 	( 1 9 9 5) 	-Ofl,',4) , Vt., 	/&_Lo) . ZGAPLZ---e, Pfito4 

,±,JER,rol-amiarc_a;z-zt,i-c.to (7t 1- ') V 	7 4 —51- ; Sc i 

ence 	251, 	767-773 	(1 991) 	01),',4) 	tftEll-e,Z 

0 

[0038] D N A 	'y7° 1 Ott, ' 1rTFX0D*1* 1 2 	li-C*0 Z0 	>4 Ttt, 	D N 

A 	V 7°0))±X6t'lr<ffxt_i--ck,\ze, *RBA (ZS-30. Z D N A 3 ‘y 1 

):[!ix-, ftER H rrg 	tut\ U-ciraintR-4- Z •J_. Le- Zo *4 1 2 01:1=1 *53 

lza, Fl=i2At:_ct -D -C):M-L'stilcAtkaYEAATL 1 4 ii9:M-,Stl.-COZ0 1%1, 

4 1 Ttt, ri9 1:ba t, 	1:1=1 ' 64“:_ct -D --c)±MC-L'stLZ -EAATL 1 4 	.4[Ygt: 

3 x 3 ogEZ-e 9*0(7.), ,-71,-ck,\ Zo 	lib\ litse6, RATLotktt, 	9t: 

FRZ Lf,. 	ofti.-e 	-D -c t ct ,\0  INA.. a, 	9 x 1 2 ogENT Isit 1 0 8 

oRATLet,R11641.-ck,\ --ct,tk,\„ 	-,'s 6 tL, 	ct 9 i'flo)/.1\ -L'sk,\I=1=19°Arc_ct -D 

-c, 	2 4 x 1 9 ogEZ-eat,t4 5 6 oRATLeall6ti.tz.-..t OZ 1`, ct 0„ •J_. 

41, 6 0-AAR 1 4 effMC-L's tt.-c o Z *4 1 2 0 1:1=1 *53;:atie, 4,±, PI Mtl-R 

tifiAti 1 6 L tS. Z0 

[0039] DNAV11 00)rri;][4*-'01f11J53 (V,P,D vc_tt, *i* 1 2 

rbirc_RiE liJa-D1fideb`61t:_g_t/ZVM13 1 8, 	2 oe, 	-tt.Tti., ):[ 

he --L'sti.-ck,\zo 	r,i)1.1tLAti.V,4I,f20Y, 	-b7J133,E1,-ci-r A- 	‘ 1a 

-FMI1Jrc_ t Ai& 1,, / 4 A- 	‘y la ):4 	(-Fififf, 1-  tsb-5 r, i)i.oatt: 

,-J- ii I, A-..) 111J --etiLA-b)7ts9LuliPffbti.Z)±,V--ett.6 , 	VM130t,k, 	):[ 

, 	ItL IMJ- a, 1=irc_FR-Z-,'s ti.fsk,\ 0 -b7J13 03,W, 	2-Div,_LetzTL00 -07 

3,,13011iT6t, 	,-J- 321111J536zz .J_. L etzT 	L<, 	*Art)±,110),t -3 Vc_, 	1)] 

,,i32 cle, 	-0M,131 8 ct 9 	t's7J-511_,•-ck,\z •J__LetzT 	t_A,\„ 

•J_. opffill--ett.a, A5441AM) X11/ 	, 	D N A‘Y 10 	is V] 9 	13 
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2 0 0)_El,L, 	I])kl i X/1. 	D N A 	‘Y11 00 ii\ -,'S 1:4: -OM53 1 80)_E 

[0040] 

(ZEIT-4-Z .J_. LtLct-D --C, 	ct 9 3th$IWS5A541-7Y-eZ0Y-ect (')Tl_il,\,, 

ZL, D N A 	V 11 0 	. J.#i-4--  z*Artff,h1o)/4 7j- 	‘y lafiA 2 2 

0`)WMV,HATZ0 >4 2 tt, /-r7J- 	‘y 7°4 fiA2 2 10)4hG 	75-4--rgAnts 

pm,4 --evj, 	3 tj'„ I-r 7j- 9 ‘y latiA 2 2 om3,,E13 2 4 Url-,, 	Li ---c -4-- 

Pl4R,c-ez. 

[0041] /'17J- v7°atiA0DIH13113036t13Rift1.f, 	11111-e1`,-D -c1`,1111-e 

-D -ct, (to. M,k11:101H13,13 -4-zi-(7i- ‘ylqtc4ftER-4-ztiiatt 

, *NO D N A 	V 1 	Pi li VC- 91_1.114 Z j_. L 7Y--- 	Sa o  IN A. a, 	>4 2 (Z7T --,'S 

t1.-COZ,t -3 (Z, /4 A- 	‘y lafiA 2 26t, r,i)1/ 7°1-1, MEN:it, 

ANS I /S B SMArt:341t,‘ Utz: 9 6 	(8X1 2) r,i)1.0),,i)1,11— I,  

-eZ,„ 	liii` litSIP;, 	3 8 4 r,I)1.0)r,I)1.7°1— IJ-0)ita)r,I)14,k0) 

r,I)1/ 7°1-10EIll.\ -Ctct<, 	--,'S 6(Z, 	/-(7j-‘y10)):X(.,z-E;4').-ff ---c, 

it0):X0r,I)1/ 7°1-1-1C11-4-z•J__Lt -ezo 

tom., 	1 -Dor,i)i.e, 	r,i)i/oM-53tLIR:ez,t-3(z, 	1 '1-z.-..tt*t.,k0)5A 

11.1_,--co-ct (too *tkor,i)1/ -4-zi-(7j- ‘yl4 tiL4otaatt 

[0042] 

, 	-r,i/l/E', Lie5AMtLct 9 3,0i-L's tyck,\ zW-Zet ctl,\,, 

*Art)±,Vor,i)1.11-1-oMNtt=ircitlirk---,'sti,i-sk,\e, MIElAtto-A 

k,\)17, 	t ') il=1 Eli>, 	t i)ili.:.,, 	t i)i5-)1,, 	t I) )4 	)1,)( g 

') I,— I, t ')t—t.t,-1, t ')/1/*":., 	-10)t') 7 — V "z -_- 6t a t 'J 7 

---e):M-4-z•J__LetzTLoo 	•J_.41.6o1=1=ret, egY6Itb\-DAM'Aft, FA 

VAYItL0-31tNti-Di=i7J-  V 7 4 > 	t 1) 7— A-ti•Ms4.-e):M-L'st1, 

---ck,\zoect9t1Tu<, 	))1/t/I. ,>Li1>L4=kffial_itc.i=i7J- 

17 4 >t')7—/Y-L'S6V,:t1TV,00 ,t9MIII6Cit, 	 '3  

1>)<'1=1-t>ftt7g6::"-C4=kffialitc.1=17t17 4 >t 1)7 — Ll_i -c%-d 

641,--cozy)1‘y 	(Ti) _1'10 I- T 0 P A SJ 	(01:TnV Abpda 

oftNfi--D19*-fft> ( 	) 0) I- Z E 0 N EX_I 	(itlAV CEROZO)e 
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[0043] *R131J -e6t, 	D N A 	‘y i 	4 ,±, x t t A d.z. -4-  oaf  	t Li, t , /-r 7j- 	‘y iqti 

Aor4b\.6W,',441- 1, -c4,±,Rttge-Z-4-Z•J__Leztc.6, Ws< L t r, 

i11.0140-3g1-c. 6t4*IY_L3LR. 1_, A-A-N-effMC--,'s tvc ,\ z •J_. L etzT 	L 

k,\„ _LEMN-effMC--,'s ti.k..7 4 ll, IN 	i A- 	V iatiA01E530A53 74 

4-4- z •J_. LtLct -D -Ct, 	,!,AlEigoatigoi*V-c.tt —igt:__LEMN -A-

t- Z•J__LIY --eZ. 

'1-,-:, aktotz_-.6-F75\6)3M-4-- ZzriLtztz_-.671), 4,±A-'ff -3V-e, a 

ffil-faltditoax7 4 )I. L. Tag* 1, -c 8 < •J_. L /AT 	LA,\„ 

[0044] >4 3 t:..77 --,'Sti.--C- 0 Zct -3 lz, 	/-f 7j- 	v7°{tiA (r,i)1,11— H 	2 2 

GA- r, i)l. 2 4 0)—M6t, _Bh-7RALIt,i-cili4OX0153951w•MA_AzIE53 

-eZ. IHIg30)±Xtt, 	DN A 	V 11 0 	iI__A•baC-J100 4 Z j_. Le-  - - e 	ti.a 

, 	LALitz_-_, t -5 tz.:, 	1-1440X--e-D---c- t"toli, 	t,, A*1=1X-e-D---ct"toli 

, 	F9*1=1X-e-D-ct,tk,\„ 	6tL, 	EligififftL, 	r,i11.11-1-oM-g3LA 

AL, ',4-05A3M- Z5AMV,Rt.1-ctctoc, 	•J_.oct -)i-s5ATgeffMC-,sti.-c 

ortmarcit, I-r7J- 	V i•Rti!A_L 	(1E3g0TIL ,1-r6] --ZN /3 

L 6 ti,tz.-AX,trenllx-C t ct 0 „ ',=J1.2 4 0)15395 amolkhoD7J-51• J'FX 

tt, Rti-4-zDNA 	'y 1 1 0 ,g)T[XL tga- 1_, < a-if -,'s tyck,\ z •J_. L 

751T 	Lik,\„ 	zr. (DMA, 	DNAV11 0 tt, 	r, i)l. 2 4 it,zi17_1<=1XE--C 

t JI0MtgL Is Z . 

[0045] /-f A- 	V i4 tiA_LelE,1-1 L 6 ti.A-AX,VTIVII 1-  z via, _L 	ri-i L 

zi-c.6tLICER -,'sti.z53M0)±X, MN-ttlirk---,'sti.tso. WX053MICE11 

-4-ZJ_Lt -ezt_i, 	—HX)53ICE11-4-ZJ__Lt -ez. Vt., 	•J.a) 

g3M0) -,'stlirk-,sti.f, lEg30194=13e-Ht:Abti.--0,\ti.act<, 4 

,±AZGABA-t:Jr,\u---ciyAA'intiR-4- z•J_. LIY --e 	Z. IHIg3M,k -  4 - Z/  -I 

A- 	V iatiAotmatt, -0`)M,k0)1H153/Y-Ht:Abti.Z ct 	lz-4-ti.act 

k,\ 0  --,'s 6(z, 	•J_.0)53M03-,'st-ircitlirk-tqlf, 4,±AZoe 	A-Vc_7r,‘ U 

[0046] J_053MOMNt-ircitliRif -,'St1.f. r,I11/ 7°1— I- LP] —0M-WeT 
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--0,\ ---CtAtsZWeT 	--Ck,\ --Ct ctk,\c, IIJA_ a, 7 IEI)JitOM,\)1, t 

') im Eli>, 	t'Jil.,":,, 	t'Ji5-)1., 	t,))()1.)( ,) I,—I-, 

t 1) )3 —t.t,— I-, t ,) 	)1.*":.1-10Dt I) 7 —V-c-Jtt ,) 7 ---e):MTZ 

•J_. L /AT 	Li ki \ c, 	•J_. 41,6 01:1=r-e t, egYItb\-DAMAit, Atf*ItL 

'ItNti-Di=i7J- 	7 4 >t 1 )7 —-g-ti•Ms4 -e):FMC -L'sti.-cozoect 

(,Jt7T 	L<, 	I)1,t)1,>Lit,>L4=twat_ii-ci=i7J-1.74 >t 

1)7 —e--L's 6 lzt1T 	I, k,\c, 

ct 9 gUcit, i)l/t)i. ,>Lil>)< 	i=i-t>ftgr,=-c4=Ma Utz: 

i=i7J-  17-r >ti)7 — L i,-M641.-ck,\zt ,)1‘y 	(TM 

2l0  1--F 0 P ASJ 	(0PnV AbRe0DitNti-D19*1ff7J- > (TM 0) [Z 

EONEXj 	( n 	CEIlk,\ZoetzTV,o 	•J_. 0 	0D,tVsM4.t - Op V 	 1 ,11 -4 Z

J_. J_. L 	9, 	r,i)1.11— I- ig)_Lii\ 60i1dYT.iil-  Boil-`M"e 0-4-Z 

---

t:_ct 

LIY 	Zo 

[0047] r,i)i, 2 4 owtat,ztj-„ 	D N A 	‘y 11 0 	.-F75\. 6 	fi-4-  z jfi3,/,13 2 6 

egrA61641.--COZ0 Jz.tig3 2 6 tt. 	',IA/ 2 4 ORMOD 	-51-43gt:_)±MZ-,'S 41. 

--COZJ_L751T1_,00 J_.0)ff,fr-eZL, f*c./Ii*---e5c0 

1-  Z Elzi,\Rts'ACM/YW-s < 4:9, 5-thSni-s91_1,11"ff 	•J_. LeT 	tcT 	Li 0 

0 

[0048] INN_ a, 	D N A 	‘y 7° 1 0 tt, Hine, 	-J.tiiii93 2 6 0`)TA 	2 6 a t:..4 

-4-z •J_. L t: cl: -D -c, 	Jz.tig3 2 6 VC-Jztitql.Z 	(3'44) 0 	.JADMA, 	.J_.0DJz.ti 

311E13 2 6 v,:ct -D --C, 	r, i)i. 2 4 ir,=JIR'-g-L'sti.tz_-.D N A 	11   06t, 	.7tfie, 

l),240)24 a 75\ 6_Lt.c..1erm LA-AXIST, 	Jz.ti-L's t.Z 0 	-Jz.tiiiiE13 

oTR0DFA -LslAZAIA..Z •J_. Lt: ct 9, 	DNAVill7_1<t:-Jzti-4-  Z •J_. 

Le--e ,Z0 *RBA t:-.1-3k,\ -c tt, 	D N A 	‘y 7°4 fi-4-ZI3Tt,z, /24 Lt'  

7_1< 	t:-..14: Z ct -3 t: J,ti 1-  Zi,6Rtti-sk,\e, 	' 171<t:..afi-4-z7591-_1,1103ths 

ea < ts z tc6 tzT 	L, \ 0 	Z:(1)L ,, jzji3,13 2 6 0)TA 	2 6 a tt, 	D N A 

‘y 11 0 0D*t±iPlraMatViAti 1 6 OD M-MIIJ Wati 6cAft-4-  z •J_. L vc_ is z 0  

EtL, 	jz.fi3,/,13 2 6 0)TA 	2 6 a tt, -OM , 3IN 1 8, 	2 0 L _L-FF61t:..Mt-S 6 
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tcOMAZT, D N A 	'y7°1 0 rAft-4-zo 

[0049] >4 3 	lz,-T --,'S ti.--C k,\ Z ct -3 tL, 	*'Artff,f-Soi-r A- 	‘y 11 	( r, ill. 

1 1, — 1- ) 	2 2 ---ett, 	j# A13 2 6 tt, 	r, i)1. 2 4 0)1.6,13GA-Alz, 	r, i)i. 2 

4 (DrEt 	2 4 a S-3,tTfiVflfft:-.4-4-- z ct 7 vc..gEZ -L's 41' lEA*1j±X 	i,, 

/-r 7j- 	‘y 7°RfiA ( r, i/l. 7° 	— F) 2 2 L P1—MWC—f7M± --,'S ti.--C k,\ 

Z .J_. LetzT 	t_A,N. 

[0050] 1_,75\litse6, 	jz.tii,E,132 66 	, 	•J_.0))±,gt:..FRZ -L'sti,z•J_Li-s<, 	/-(7J- 

'2 ia):tem530)TI/J\6_Erc_ittiam LitAX,V-ei 17_1< 	(r, i)i.oat 	2 

4 a L'  1,'ff) 	tLi 	4 A- 	V 1 	J.ti-4-' Z j_. Le ---e 	z):[ lir e 	4-1.6 	ct 1,v 0  

[0051] 

	

jzfi3,13 2 66t, IN A_ a, 	HA*11,),_Lot,' A*1=IXRttffi*I=IX--e -D -c t ct 

k,N„ 	'/-,,z, 	jz.ji3,/,13 2 6 tt, 	r, i)l. 2 4 75%)±mIkh -4-  ztmarcit, Ri 

aWqAitoNt:_gRI/ 6 ti.--c k,\ z j_.LetIT 	u kiN 0 	it . 	tiiii13 2 6 otktt. 

2 --D1,),_EN  -ilztzTli<tt4 --D - Z0 	J_03,k -C 	Z L, AGAH-Mt:..tiN 6e 

--e,”tk,N0  

[0052] r, i)i, 2 4 or5t/J\ 6jz.fi3,13 2 6 IDTA 	---e0A --,'s 	( 	fi3,,13 2 6 Off -,'S ) 

tt, 	r,I)1.2 4V7F --,'S-\b/4 7J- ‘Y 7° (DN AV7° 1 0) og--,'“:..kt U-c 

LA 'AntR 1-  Z J_. LIY --e 	Z. 	L < tt, 	r, i)l. 2 4 i0))-4/j\.6, jzji3,,i3 

2 6 L4-4-Z/-(7J- 	V 7°.7tvea)95 EcLaP.-.. -L's ti.zase 1 o m,L— 1 

o 0 g. 1_, 	L. < tt 2 0 µ, L — 6 0 µ, 1_ 	g.L t-SZIA -,'S larif -,'S ti,Z 0  

00,121 --eZ L -Hvc_NIMIYAR -L's 41, 150-5th$ef_CF1,400 

[0053] *Artff,fgo)/4 A- 	v latiA 2 2 TUN r, IA/ 2 4 VCAT-g-,S tt.tc. D N 

A‘y7°1 0 	. _E75\.6TIEfi -L's A., J.ti53L GAIT D NA‘yll 0 -k-R 

6 ati li, 	1541-91_1.111:1=1-t,=D N A 	‘y i.ph-k-IILLfft: 	.-k--4- zTEIEI--,'s A_Aipf 

JE11 , ti.Z0 	>4 5 tt, 	J_VEIE1--,'SA.A0-1N --eZTE11-L'sA.A2 8 0)WClii In 

vc_77 -41-14R,4 -ezo 

[0054] >c 5 t:_,-T --,'s tt.-c k,\ z ct -) lz#11--L'sAA 2 8 tt, W1Xg3M--eZ J_. LetzT 	L 

k,N„ #11Ls A.J4 2 861, M-ifido7J-51Xer,i)i. 2 4 a) iVfldo7J-51TX L a a 

1_, < tRZ -Ls 41, 	6 tL,-T --,'sti.-ck,Nz ct -) tL, 	Jz.ti3,1326LOrICLIDNA 
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V 11 0 	'4'ti Litz:AX,fre r, ill/ 2 4 OlVfilj t: fk'a tql.Z 0 	Z.: --e, gPIXt: 

tt. 	1) >'=1X, 	U-2, VPIX0-3Le 	I, it ct -) ts):[XJ-t) -g- ti.Z. 

[0055] it, #11--,'s AA 2 8 00g33 --e In 	ti.it*omffx951wtt, Jz_tig3 2 6 

Low:JD N A 9 ‘y 1 1 0 	# ti I, tz.-± 	, 	>4 6 6z,-T -LSti.--0,\ Z ct', Vc_. /- 

ts<LtDNA 	V 11 0 04± ERM4atiiiRIP-1 1 6 eff,±,-4-Z ct 	ts7J-51 

):FX --eZ J_. LIAT 	Li 00 	.j_. op)±X --ez L4,±,oRt.c_t*Itea-cz0  

[0056] --,'S 6tL, #11--,'sAA2 8 o-Parcit, -OM Pg3 0, 	3 2 effMC--,'s4v-ck,\ Z 

0 	•J_. o -b)M , 3att, jfig3 2 6 L ormtLD N A 	‘y7° 1 0 	# fi [_, tcL 	, 

D N A 	‘y 7°1 0 op-b)jg3 1 8, 	2 0 0`)_Elz.IAZ1,, TEIEI --,'sA.A2 80T 

j.y, vm _ig 1 8, 	20 VA-1$141,i-sk,\ct -) OUC-Ls tt.-c k,\ z •J_. L /AT 	I, 

k,N0  /-f 7J- 	V 7°0-b)Jg3L_E-Fitirc_gM-4-ZIAZt:..)±MC-,'sti.-ck,\Z J_. 

Le-it:1T 	lil,\ 0 

[0057] --,'S 6 t: Vt., TEIEI --,'sAA 2 8o _Larch, M-tLitib\ -D --051 ,±, -4-Z —WY513  

a 34, 	3 4 e—f4gYgt:J[MC-L'styck,Nz •J_. LetzT 	lik,N0 5.,k_dez .J_. L V,: 

ct 9 , 1R14- AbAii_,\FIG)ftt.MTh-4- Z •J_. LeUigLi-sZ 0 

- -105,,,,E, 3 4, 	3 4 a),- tt,Tti.tt, #11--,'s A. A2 8 _LoaclIAZt:_all 6 

ti„ 4--,'s AA 2 8 er, i)i. 2 4 it:_fk'a-,'sti.tc.L ,, 	r, i)i. 2 4 oiell,11  

11-4-Z•J__LtLct (,), 	#11--L'sA.A28 ,,i)1.24b\6tAtfl:.< < L-ck,Nz0  

lib\ litse6, /-(7J- ‘y ia);__EiY (,) 	MIL-- Z)±,itr-ett.tV=it: 

FR7ftqlf, TIEIEIA_AOMIN-ONNOMOMWL-4-Z .J_. Llz ct -D --c; 

_EiY(,)miht_i--ct,tk,N0 	- a)FfiL 	i,ATIEfi -L'sA_Aoffxtt, 	o=ixxtti)> 

'1X --e -D --Ct ct kiN L. VPIXRtt ') > '1X0)-53/YVA li Az U 	92, C 'VI 

Rttl_'192-e -D -Ctctk,\„ 

[0058] 4--,'s AA 2 8 tt, *ATOM-CU, t') im E I>, i')'3- 1-'>.. t') 

)< 	)1.)< 	,) 1 — 	t') )3 —t ,  — I- ts L'Ofalt,U,  gito4z1VA*1---ea 

--L's tt.-c k,\ Z 0 	I, /J\ I, 1-se 6, /\-f 1') Y-f -ff—i a >az. ti-,G t-i-Aaa,\- 

0)4,±,azcu,v,-4-zi-ttw -g-tiNto-etst.Itt.a, MWt-irc_firk---,'Sti.tsk,\ 
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[0059] ts8, 4,±0E, g-3;j4,±,cEilk,Nztaa, 7° "opirtv43`6759goLs/ 

Nthee-FL, 4,±,fitl.ee-F-4-Z. It -D -c, 	.J__0(tVSJEllikre6t, 	ll'tV.4. 

Y6e/J\ --'stsAMint1R-4- ReZ. 	itv.4.Y6b, k,\M-Wt, :43;.Y6 	[1)k 

VT Z t)NAIJ, INA.. a )3 —t>1 	V 	Ci. )] Ill l_i . 	11 AR :43'6 	< Cr; 

--L'st---citEll -L'stLZ. 

[0060] •J_.0ct -)ts#11--,'sA.A, 	_EgE/-(7J- 	V iatiALE(7),a4-Dt-i-z.-.. 	V IL L 

1, -citEIIRttAA-L'st--ct ctk,\„ 

[0061] ZL, *Art)±,110, -(7J- 	'2 7°atiA01V11516z-Dkx-c,!,01J-4-zo 

' -4' , 	D N A 	'y 7° 1 0 	, 4 ,i-*0) r, IA/ 7° I — 	2 2 GA-r,i)1. 2 

4 t:.,4A i,, 	',IA/ 2 410`)#ii,E,132 6 _Et: D N A 	‘y7° 1 0 	.gEIT-4-Z 

>44) 0  ;l.\ T, 	-r,i)l. 2 4 t:..#11-,'S A.A 2 8 	.t*A 1,, 	DNA 	'y7° 1 0 

fi,,132 6 LAEI-L's A.®2 8 LorArcAti -  4 - z0 

[0062] J_.0 L_ , 	ti53  2 6 8 ct ZPEIEI-L'S A.A 2 8 tt, 4,±1,11M1-atifiAti 1 6 0 

M-itLITTD N A 	‘y 7° 1 0 6:4-4-Z. -,'S6tL, TIE11--,'sAA280VM13 

3 0, 	3 2e, 	DNA 9 ‘y 7° 1 010-b)]813 1 8, 	2 0 0`)_E6LI1RL, 	D 

NA 	'y7° 1 0 0-b)m, 3, /,13 1 8, 	2061,    _ETVANLitz.-)1X,VeMiti-L'stLz 

. 

[0063] 'v-c., #11--,'SAA280_EatLa.0. 641.1t—WY5M3 4, 3 4e, ',IA/ 

24 oieTIE1111-4Zo-e, 	TEIE1--,'sAA2ser,i)1,2 4 t: ',1-  I, -c li-Db`9 

Lit 	t1., 	-,:OpeA, 	DNA‘y7° 1 Ot r,i)1.241 -C'AtLiftl, 

Zo  

[0064] >4 7 tt, *A'rt)±,V0/47J- ‘yiatiAoicEiTix,ivro.AntL,-T -4- 4 

."-e 	Z0 	>4 7 t:..,-T --,'s tyck,\ z ct -3 tL, *Art)±,V0/4 7j- 	‘y iq#C4 2 2 

---e tt, 	jzfii,E,13 2 6 tZ.:ct -D -C, 	',IA/ 2 4 0)1.6 	2 4 a ct 9 _Etz.-.Rfi-L'sti.tz_-. 

DNA‘y7° 1 00-F6LVA/P±MC--L'st1.-ck,\z„ 	Lite-D -c, /\-(7 ') 

4-ff—:> a >01,11,10 D N A 	‘y 11 00-F0J_.09°13C,L, 7° V—l-r, t 

Az— 	ODINJ911,IlltTOA541- AfAM i X)1. 3 6 /J\ 6 	Efi A ---e77,S tt.Z ct 

-3 t L ini --,'S tLita50-AeRA L, DNAvi1 0 0:INfiliO3 541-1Y3th$n 
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V,:"ff*Dtt.Z. 	48, 	r,i)i. 2 4-105A541-AttEfiB ---e7T -L'sti,Z,t ,(,711R1) 

X)1.3 8 vc_ct -D --041±,t.. 

[0065] 't,c., AAAV:kei XA. 3 6 	, 	DNA 3 V 1 1 0 0 )K 	tst)J 9 	3,/,i3 2 

0 o_Et,z, [I)k I i X)i. 3 8 	D N ANY 1 1 00)/J\ -L'StSVM,g3 1 8 o_E 

6',7AEIT-4- Z •J_. Lt: ct -D -  - c , ct 9 5-th $ n ts A A e !Mt g L ts Z. 

[0066] z.: a) ct -3 tsa549-Vi'- 	.,/fu -D A-A, 	r, Ill. 1 	— 	tz.:, 	li < tt r, ill. 
7°I•o-F/J\60i10.6f1:.441- 1, -cg.Y6Er,-4-z-o4,±,VIVP-*-"ff -,'s 

ti.z. 

[0067] *R13)JoilthE'Attff,ferc_FR-Z-L'sti.zJ_ Ltd: <, -it,V,M*00,12tLENC-L's 41. 

tz.-.. --Orlin ,E,PAR00,121 -ef M/7 ogr_E, gMeiThIg-ez. 

[0068] _LE-Artffigoi-( A- 	v i4 tc4 2 2 tt, *NO r, I)14Y=%7Gn ( 

±!1X) (z):MtglitTiff,180i)1/11 —  1-0)±,itre-Dtce, r,i)1.--pl, 

/J\.1_,i-sk,\/-17J- Nyiati!44- 0 	(4 8) , MW ,k (81E) or,ike—m 

t:..t/<64-t.tz_-./47J- NylatiAzi- 2 	(>4 9) OTWIR-C -D -ct ctk,\0  

[0069] Az, _LaArt)±,g----ett, /-f 7t9- 'y 1L L -C D N A9-'J leftEll -L'S tl:r 

0 Z e. *RHAtt, ftho/-17J- 	1, INA_a, t-i`,471-1, t-i`,TA71-1, 

i'7° 	K77 1-1-ati-4-zi-z.-Arc_titEllUi h4g-ez. 

IAJAVI.1 

[0070] 

	

1-;CF*RHAGYArtiNVAHATZ. ArtiNi=1=1, 0. 	1 2M 	Tris•HC 

I/O. 	1 2M 	NaC I/0. 05% 	Tween-20n4ATNT/ 

Ny7 77 7454I, 	0. 	1 2M 	Tris• HC I/0. 	1 2M 	NaC1'745,A. 

T NiNy 7 7 '745,AL 1-  zo 

[0071] (AVM 1 ) 

r,IJIM0AEZ7VANS I /S BSAtt.tz31-g,\Lit (r,i)vtiir_,\rimFa 9 m 

m) 	I77.-f7°10)96',I)1.7° 1 -10ERSLA-..0 	.J_.0)r,I)1.7°1-1 

(Ztt, 	-r,I11/0140)Ellat:_ff --,'S 4 0 0 gmO_LEAVTMOjz.tig3 2 6 

L Reig)jzti3113e)±MZ -LStl.--Cl,\Z„ 	.J_.0)r,I)1.7°1— Ht, 	7°I— 1- ,f2tqy 
:>1=i7J-1.7-f>ti)7— (ti)7c. Ny 	( 	) tc if.1PnTOP 
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A S) ."-e 	9, 14/J`. 6:4jaMeiThIgL ,ti.--COZ0 

[0072] EN 	4 	i > (7•1- ) I'z'  0) D N A 	V 7° 	ER S l_i it, 	D N A‘Y 1 tt . WI 

7. 	4mm, ff --,'S O. 	2 5 mmTV,), 19M, „E1 2 "ff 0) if ) I, 	t ‘y I,  

AsiuT 0 tco  

[0073] --,'S 6 tL, 	>4 5 t:..77 --,'S ti.Z#11-,'S A. ®L P100))±X („ 	M 7 . 	5 mm, 	•b/J 

3,,E130-hCSM3 0 0 gm) 	L. 	]-t%7 	V 	7Vt)ilitgt,t,:t I) jj-t 
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