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S-3,tv'/V-ctt E'' Z >M -A-ti•P.MTn-GY-g-2,1_, < l,t'l'f7tM, 

1,1z •J_. L iY -- 	Z. 

[0024] Az, INA_ a, DHNA Sictv,/ 	/tit Es .  z >fi -gti•VitTn_at 

(1 4) -4-ZtaPh (Arl*-) AbWIJWATZtaPh (riiaR-) vc_s-3k,\ -c, 00- 

*A0A.CMg -4- Zfl,',4131J1C11-4-zItiz •J__LIY ---eZ. 

[0025] A44gYg6cit, IN A_ a, 00-*A )3 V 1- MkgNo rhi3`j g [ (TL-A) 19 AtIfFPfitl 

. ARM,OTW1,11)±0D>loOkM-Ot V 1-Mkg{4, pn# : F H F 4 5 

SEL—V-] 	'ICE11-4-z51, 	zk,NttOkM-*At V 	i J / - [ 	(TL-A) 	1:1= 1 )11 

iT zt)i,t,C 	if.lpn , 	1-i>iis— KJ 	J-1 	.1MA..1-z_-.11.4131J1C1-4--z511,1 

Z•J__LIY -eZ. 

[0026] *RP] c_ 	lx c. DHNAS-3,t ti'/'Az 6 Es .  z >fietMatL -gti.-c 

k,Nz •J_. L L, 	D H N A Sictv,/ 'A-..tt Es .  Z >NePMPnrc_gEa -Lsti.-ck,Nz 

.J_Liyi_i<, DHNAetMatL-Astt.--COZJ_LL, DHNAetM 

PntLgEa -,Stt.-0,\ Z .J_.Lect 9 tcT 	LA,N0  

[0027] Vt., *R131JVC_S-3k,v-C I-  Es .  Z >NJ Lit. 	EsZ >K-ODEjMtiatZ 

Es .Z>fitiZJ_LiP"- , A44gYgrcit, 	EsZ>K 	TV_,<(,l'z 

•J__LIY -- Z. 

[0028] *R131JVC_S-3k,\ --C FtMAJ Lit. INA_a, 'i'L • ttliTAAti•PM, 	igka 

PM REM R'it, T1A',+, A'fh (:41.6 	-A-ti•P.MTA -A-ti•) , *51-:4 • 

*I-:4 • Allr:4-0-:43M, 	— L. —AM, 	7Mot, 7 Z i gt • i'7° 

K • g>/'NJ- -A-ti‘P.MTn (=it:, iffiA071<34M-\b;144Mit:_iy__A 

Litc.t —YPM) . litAtTafEHnL L -c, ;14iC3t,fb litc.;14PM 

. AVPM-03CAPM, 77 /1/ 	)1/Vt4, 	1 	[I[IC-h 	a<V,',-h-OD 

>+-ttNtt U6L 1, -c, P.V11--eZPMTnetf6ti.z. 

[0029] Ott.. 	.J_. 41, 6 	-E')—=Ii. 	172)1AX, 	1- 1=1 Z =IX, 	7 ') —X K-1=1X-vc_)ipT 

Otto, 	—")i. I-, 	—X, 	1)—A, ig—, 7- i 	1) —A, gicttl 

115.1it-oxit2'1Pn. 7 	f')>, 	7°L V K. 	fig, 	o),— 	I- M, -ff')— 

WO 2015/002151 6 PCT/JP2014/067443 

4 JI^IZ£-?Z. DHNA 

itmiZ>Z.£1?Z^Z>a 

[0024] t/c, DHNA£<fctf/3;fcttk:*$Vjll£^frffc&nnn#£&W 
(&#) tzmm (Mimm o^sifo iz&^z. 

m<DT&mmffi*GT2>mw*&mt2>i5fc*mf2>zttfi*%2>o 
[0025] mm&tiy [ ($o asimmm 

s v s&tgtt, pnn# = FHF45 

SEL-vf] ftZMZMKBtiy K^/<- [ ($0 *Jll 

FSnan£ T/O^-KJ mi 

Z>Z.t1fZ^Z> o 

[0026] *fgBJ^C£lNT, DHNA£i:tf/£fc&^$>§I^:£pnp(C#£tlT 

IN Z> Z. 11, DHNA £<fc tf /3; fctt tT* $ >IS^^pnp tlZ IN Z> 

Z.£tfU%L<, DHNAt^-knhiZ^^tlZl^Ztt, DHNA« 

Fnlzm'g^tlZ^Z>Z.ttfJ:V&3. L^N0 

[0027] t/c, *fgBJ^C£lNT rtr^SVjllJ £&s 

[0028] ^B^tcaiNT r^pnpj t&s flUtf. ?L • ?LMpnp£#fr»k ?LIta 

tfc£k 3§®?L. a?L. !?lt>+. H>+ (dft£>£#fr£K:£pnp£#fr) . *$&• 
&E& • =l -1; -ffc£k =l =l ^tmcDffe. 7 $ 7 It • ^ 7° 

51 K • * (^tC. 

L/cX^-7^) . LT. 
. ZJUP-JUt^ X-7° • D^Pf>+ • ;lt L>+^0 

>+t)§S£&i;&<h LTs £KfflT$££K:£pnp^We>tl£o 

[0029] t/c, hP^tt 7 U-X K^-ft^CjQI 

L/ct®, a-^JUk ^-X ^U-A, /<*-, 

^?L^©?LMpnp. v-ff'JX X7°U>>K\ >y>A|0/<-7hll, -tfU — 
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, iv 	/1:17, -052 0, 7*--X, 	isl/vf,>-0,7$1P031- 

, 5ANA, RILIAAM-tiz•J__Le--ez. 

[0030] JAI6DHNA8(tv,/g/tiz>MA-VitAAb,DHNA8 

ct -O/V-cAtzgEaLiktMAIN--4-z -J,LT,DHNA1-3 

ctvVV-cttz>00M/7041 (OA) 	,f71-g- z .J_Le 

z o 

[0031] 'A-... *R13110 D H N A S-3,ttii 	kit Es .  z >fia --ZiLgtt, psit 

PnoUJJ1g4vc_tig Liz o z tc.6, VLAJJ1W-eftEFITz 	—.7)1/1-k:(1-C7S < 

, 	 MAJJ13A -M-Mr4-4-z—Xvc_t*IJJE11-- zo -,6t:_, i4ii.ThigiRJERAPn • 

RO*AgAAGAgtftPAA-VAftAt,-AMJEll -ez. 

[0032] *RBA0VAA0T6SLItt, 	04, 0A"  

4- LiK6t12tc8cttf/Vt6 004400AMMg -4-z)RAMP10)74)1. 

At:ct-D -cM4Alitg4-LiKtt4,0,-4-zifigt-iML 

Tao •J_.0)L, VitTneDHNAS-3,tt)Vtc.ttEsZ>M -AstiN (gEa 

ti.--0,\ Z ) 	J_ L etzT 	I, k,N. 

[0033] *RHAG) D H N A S-3cve/ 	tc a Es .  z >ffi -A-tilMAtt, 0040A. 

COAgA-Tzt,M0v44.-1- LiKtta4.1-3/kttOkM-W0AM 

Mg -4-z,w,t,MBA074A/ArzfflbtLitg<ttlOW 

tAtglitz:LfrAL -4-zo •J_.0)L, AtAIZeDHNA Vtit E .  Z >M 

at,` (gEa-,Sti.--0,\ Z) 	.J_. Leo 	LA,N, 

Zitfu 

[0034] 1V,T, *RBA vc_%z-ATOJEzznAliNt: 	z,M-MA ,-T L, *RHJJ, 

6vc_,MEEIrcIABA -4-zo ts8, *ftliAtt, 	JA-t.6'ArtiNVC_FR --,'Sti.Z t OT 

tti-sk,N0  

[0035] <igitRiN 1 > (A — 1) MIMA 

gMt.04-slogEa-c11701 (1'1) L, 	•J_.oxilgtat.M.L -pk,\ -c, 

k-kmItrc.r4 -4-- zig4,MtWff -D ito is 8, zr_ ofg4rita-caZ Li it114A14 

6tICLR.-4-  Z. 

WO 2015/002151 7 PCT/JP2014/067443 

, 7°'J X /</<• 7^<DT*f- 73^-X K U >y *> > 

[0030] ^ n D H N A J: t//t/c (i DHNA& 

.fctf/SfcttfcT* $ >§S£13^Ufctft:tpapll£^JXT£ d <hT\ DHNAfe 

^ o 

[0031] t/c, 

pp©lM#ctILt^i.fc^ h/ctt-e&< 

. sis^-esMiTit'r^51-X(ct^ffl-e$^o ^ ^tc. • 

{^l^t^pnp^©^tgtt^pnpiz t mx $ So 

[0032] *fgB£©|fc&nan©£!^;&&tt. 

gu< tt^gte£<fctf/aifctt^^©&l^&tg£^T£ite^BE©7 -f JU 
Ale <fc o TSfctifc^g L < te&£folz3z&T2>T.m%^tez t 
t5o Z(Dt^s ffc£n°#D H N A&tkZf/Ztcl&^Z < >!!£#& (13 •" 

£tlT^£) Ll\ 

[0033] ^B^©DHNAd3<fctf/Sfetttr^$>^i?:^^nantt. Mft$&<DT& 

m^rnt z>m&mm(D7 * JUAIC <t ^ x mt>ntc^% L < iz&gmz% 
m^ntcztzn'^ttzo z<Dt$. MPWDHNA 

(13^£tlT^£) o 

£%0!l 
[0034] £IT. 

^ *Q (Cg^ilffl^H^B^'^So Z. tl ?>^jte0ytCPSl^^ tl& tj COX 

[0035] <i^,»j 1 > (A - 1) m%&mm 

1 ©13^-eiiM (S^) U d(Z)?LIta^(c^iNT, % 

&tij£1~£0 
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[0036] 	 

[0037] 

[0038] 

[1] 

(A 

H N 

Vt1-0 

KV-Ti-1-7-1 
gEftit 

MT 	°/01 

i*-I'L 	C 	(1;) 	liAiiM1 35. 000 

-''Z 	'./ 	( Y-----* 	jfiR1 ) 0.310 

ITYitfis 14. 790 

t ---- 	il,  0. 033 

!RR 	E 5 0 	(v/v) %1 0. 100 

!I ---E- /K-' N a 0.050 

s' . 	Vki 0. 165 

7 11  1.±D 7t- .NA"Mig[jriM# 
(D IINA 0)41t : 64. 8p.g/g) 

0. 230 
 

AK 49.322 

/i±t'iii 100. 000 

AkZIttLrATZR4MR-ett, 

o 	L'i0)L 

Tti.GYAK6MM 

3 I.Cgdiflitc.0 

(R4  

— 2) ,i-AR51 

-019344811 	(0 H) 	7J141J1FIL 1, -C, 	D 

A of 	(AE) Clidt li it,1 (Z., 1,),-F 0) 3 Lk 9 oR4Ait Vat Li 

,. Tilinkat.M. 1 * ( 1 8 0 m L) f -D tz.-.,±A I, -rat li, 	-col. 

(-E,A*1-) lz --Do-c, 	2 1 EA, 	27 Eat:, 	DHNAO) 

48, DHNAG)MlitH P LCItLct 9 Alit L. KOM 

1* (1 8 0 m L) 	1-z_-.9 (DDHNAVA'1*±, litz_-.„ 

A4) 	[ 1 — 1 ] '-g-.2'; : MHAt 1) Z 	V >11 , R43.fi'..g. : 1 0 °C, pa 

WO 2015/002151 8 PCT/JP2014/067443 

[0036] [^1] 

[ f a%l 

«i#?L [ («) W£® 35.000 

0. 310 

$S*1 14. 790 

ij y / A 0. 033 

fLSt [50 (v/v) %] o
 

o
 

o
 

^ N a 0. 050 

0. 165 

~7°u 
(DIINA^M : 64.8]jg/g) 0. 230 

zk 49. 322 

100. 000 

[0037] (A-2) 

(oa) D 
HNA0;M (#M) zmfcistcmz. OT©3®y 

o Z(D£$. ¥L$Mtm£1* (1 8 0 m L) 1* UT&W U ttl 

^tKommtm (^§im) IZ-D^Z, 21 at, 27DHNA© 
>j§Jt Ltco &fc\ DHNA 0*lJt H P L C & £ <fc y » U ¥LBta 

$$•© 1 * (1 8 0 m L) fefciJCDH N A©}j§Jt £ Jl!±! btca 

[0038] (&#£#) [ 1 -1 ] : mm# 'J ^ i> >Ms = i o °c, et 
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pff 	ibmiN 1 j 	[1 — 2 ] 742'; : M HA t 1) Z 	I, ':.,_11, R421.. : 1 0 °C 

, fl,',41. : 2 0 0 0/1. 	(MM-nt'' 	OD )3 / —{II ) 	FArtiN 1 _I 	[ 1 

— 3] 742'; . 32.Y6:> a I) > 	7 4 11/ INNOMBAt i) Z 	Ii >t<u, R42,g, : 

1 0 t, p,',41. : 2 0 0 0/1. fJ Z (MM-* t v 10Dt/ —itEll) 	[AVM 2 

J 

[0039] (HPLCO3*A-4) 

M1M*4 (lnkatM) 04 m L 	1 	‘y ”110) 	a —1 (1 5 m L 

74) t::.4 9. 	-c: -JAL 0 . 	1 	(w/v) % • 77 /1/Es >K6 -9 0 	(v/v) 

% • )( 	) — )14745A 	8 m L -nu A.-C1214- Ea I, t.. j_. 0 7° 	V 	-II OD 

a — 13-tir_iN3At CHAIM ( 	) II, Mai 1-191-Lii\M-1:13*APitil:AC F 

7 D 2 _I , '13Ei ( n 2 0 °C ] , 	3 0 0 0 rpm, 	5 wm, 	1 8 7 0 X G) 	L 

it'ItL, 	J_O_E31*.10)7° 11 10)a-1 (1 5 m I- 74) t:-.41,, 

zri ji vc. 0 . 	1 	(w/ v ) % • 77  Z a )1. Es >03t74A .  4 m L T  

li it . 

[0040] J_GAIY--mat,tz.-.34a0iii, 	$HtiElii±itiN [19*',7J--—X ( 

) 11, 	Oas i s 	HLB)lx, *PA: 1 5 Omg, 	.LNI)--(X: 6 

c c, &It t ±,f1 : 6 0µm] t:-..ftrii-  I, ts 7Y 6, kA --,'s t-  A:. 48, 	j_.• 0 

MtEli ,±, )3 	L. t:-.$11-Gtz_-.. 	)(1-11.6mL, 	0. 	1 	(w/v) % • 77 Za 

)1/ Es Akt I- ') r,L. 745,A 	6 m L ODIIIR#TiCVS -ff-C, 	>5' 4 	a = > 
li it.. 

[0041] ZL, 	•J__O$HtElii±itiNtL, 	0. 	1 	(w/v) % • 77 )1,Es>okj-  1- 

') ' , -LN.Wrfl .  6 m L --e 2 g, 	0. 	1 	(w/v) % • 77 	)1/Es>0C'74A. 6 

mL, 	0. 	1 	(w/v) % • 77 /1/Es":.ink— 7 0 	(v/v) % • )( 	' i — 

)147454 .  6 m L 01118#z E5 	i± t.. 13 	L/to  

[0042] -1_,--C, 	SOD 	$HtiEli,±it 	/Nl,L, 	0. 	1 	(w/v) 	% • 77)1,Es>okj- 

I- 1) r, L. — 90 	(v/v) % • )(' i — )147454- 6mL -ei&A --,'S t-  Z. 	'74 ,±, 

-fftcAtL, 	.j_.. 0) 7.41±1Aiis 2l0)A1V, 	(1 0 m L 74) Vc_P1-D jt o  

[0043] .J_.V741±15A0 14, 2Aiis 0Dtt,5A-Ft:..S-30-C, 	4 5 °C-C-A- tLtit 	-,'S 

WO 2015/002151 9 PCT/JP2014/067443 

rjzbi^y 1 J [ 1 - 2 ] nm = mm# u ̂  u = i o °c 
, mm: 2 000)107 -* r^»yij [1 
- 3 ] : T&ft*/ =L u >7 7 -f JU U U >S^ : 
1 o°c, Bs^: 2OOOJ^7 mmitiv -> mmmz 

J 

[0039] (H PLC0M^tt) 

(?Ll£atm) 04mL^^7Xf^l0f2-y (15mL 

#) dd(CO. 1 (w/v) % • TX=lA^ym- 9 0 (v/v) 

% • Z.<DZf=?7>1-v <7^<b 

LBiiJim ($o m. mm% 
7 D 2 j , (#J 2 0°C] , 3 0 0 0 r p m% 5 1 8 7 0 X G) L 

tcmz.s Z.(D±m^\(D-f^7,^^ <7m(DTiL-y* (1 5mL§) IZ&LS 

ZZIZO. 1 (w/v) % • m 

L/co 

[0040] £©!S#/I-n [B*1}*—*—X (tt 

) Ms 0 a s i s H L B t>=>l±, ®SaM : 1 5 0 m g, a^A+MX : 6 

cc, mmtLTfe: 60|xm] jl& £ 1± fc0 &fc\ 
"y A(C^fu(C% ^ $ J — )\z^c 6 m Ls 0. 1 (w/v) %-777>ZI 

)V £>mi~ K U £ 6 m L ©JHI#-e®;S£l±T, =l a -
L/co 

[0041] 0. 1 (w/v) % • TX=iA^ymi-h 

'J^AM^6mLt2@, 0. 1 (w/v ) % • T7 =l JU 6 

m L „ 0. 1 (w/v) % • ZXZUUfVlt- 70 (v/v) % • * $ J -

6 m L MLfc0 

[0042] fLt, 0. 1 (w/v) % • TX=iA^ymi-

h'J^A-90 (v/v) % • S-Jl>)g)fc$:6 m LXM^^Xs }§l±l 

£l±/ct£(C, (1 0mL§) lZ&?tc0 

[0043] H(D^th^(D±m^:. mm^7(D%)MTlZ^^X. 4 5°CX^±lZ&m^ 
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tit° 	J_ODtittttl•L, 	0. 	1 	(w/v) % • 77 /1/Es>nk— 5 0 	(v/v 

) % • ) 	) — ) 144 A . O. 	5 m LT )3 11 A. V41174 -,'S t-• tz_-. . 	L'i 0) '74 A 	..T L "11 0 

. 4 5g,m0)PTFE11 0)7 -I )1/ 	— TITA L, L'i OSA (AA) BH P 

L C 0)3$filE11 MOM% L I, tz_-.0  

[0044] HPLOJtt, J-).-F 0 Alt --e -*-rt t, tz_-.„ 

4ffiM:UV254nm 

t.LN:CAPCELL 	PAK 	C18 	MGII 	(2. 	OX100m 

m, 3 g m) , 	(ii) AtIll  

tiN021.:45t 

f4I)JCI : )( 	) — )k A< 8 ct VefffnkOMA ( 5 0 : 4 9 : 1) tL, :')7J- 

4 I- —A. 	5 0 m g/ L OM1J: 4 Z ct 	lztM L ---C,74M --,'_ -ffit',74A 

Alt : O. 2 m L/3 

MM74A0AAM:5g1- 

HPLCOItT:7>IT- J1=1:')—t2'i 	1200:>') —X 

[0045] I.ji.t, 	DHNA GAMMA (:> "7t.tD 	, 	H P L C 03$filEllo)fai$H6: 

'741174 --,s t- ---c , 	DHNAVAg.TO. 	25µ,g/mL, 	O. 	5µ,g/mL, 	1 

. 	0 µ, g/m L, 	1 . 	5 g.g/m I- 1V74'rAER-II li, _LEL Par: HPLC 

--e3$fit,---cWili4,Ftli,, 1,41Mr4 ( 	nk-MM) Vc_S-30.ZDHNAVA 

I. (A-IC fit' li i -c. . 

[0046] ( A — 3) ma, QA 

1,41Mr4 (ilnk-M.04) VC_ 8 0.  ZDHNA Val. (WftL : µ g / 1 8 0 m 

L) OgIdifeiA-s 	2'':0 

[0047] 

WO 2015/002151 10 PCT/JP2014/067443 

-ttfco 0. 1 (w/v) % • 5 0 (v/v 

) % • 5 m L-eiJD^.T^^1tfeo d©;£;S£7U10 

. 45/Am©PTF EH©7 'f —T/jKi/ilLs (JS®)^) P 

L CCDftffiRCDUffifey&t. L/co 

[0044] H P LC0» J^TO^-emfe L/co 

tetMS : U V 2 5 4 n m 

^7A: CAPCELL PAK C18 M G I I (2. 0X1 00m 

ITU 3jxm) % ($0 

: 4 5 °C 

: **y-Jk 7K£<£tfMt©;f3b)S (5 0:4 9: 1 ) IZS Vtt 

Xl/-f h —JU^r 5 0 m g/L©)jiS(C^^i:9(C»LT}^?^1±/c}^ 

;,ful : 0. 2mL/» 

iSI4;^)S©}EAl : 5 yu, L 

H P L C CDS S : • 7^ 7 P 1 2 0 0^>U -X 

[0045] mm. DHNA0P„D„ HPLC(Oftffim(D&W)mz 
D H N A CD)J||3£T 0 . 2 5 jxg/m L, 0. 5yu,g/mL% 1 

. 0yu,g/mL% 1. 5 yu, g /m L Us ±IB<h |W]^i(C H P L C 

T^*/TLT*im$§£^MU (?LIta^) ICfctt^DHNA©*! 

Jt (#M) ^ilfco 

[0046] (A-3) gSg^JH 

um.un (?Li£atm) IZ&VZDH NA©;M ^g/isom 
L) l^^2(C^1-0 

[0047] 



W*,1112 (3 - El 

°7--zic-%ia- -iw/ 6 r1 99 	'8 	'T1 

- ,TVc0 ,01  N H a S -PR -2141P-04M14Trlt '7-zi, °S_f-P*TI*144M--111 

.._.'62,)--glrgaVo -2 	'R',1: 	°,---zic--ggilaVs_f_ail-21Tal 	'2oc-'21 

,401 C0 2 	'fl MJ5' 	(;1,401) 141101 '2'1 ;=7-1  2g '21 (- ID s T/21 

% N99 	. 0 	41P-04MI4Trlto_1;c4g<-K. 1=1,6 ‘::1 ( HI 1(.4— 	.1c,o 

ri 	c _f_ E(g 	z ri gr1(4'.4ErEu 	: 'LL,10 	‘WriErEI 	( 	) 	) 	;1,401,t 

41101 ( 1 -8) <3 11001-1> 

°7--zic- \ci',W1 

1$?"Y R T1 'TM,TVO V N H CI 	'2R .2. s_f_EiEfErEa,---‘;c1E1E41-vE(co 

-I (' E(Nit ‘ (-21 	( [ s - i 1 *1-1k v) :=7-' NI ---zo av a_ LEJ 1E1 L 3'21 	(Y 

41(0 0 0 3 : - gEi) YlifgEl ‘ fl !Tr-2.1tIMVit< I f Y ri*E(HEowc71( 

c 	< ri -c 	.REY14115'01.12 'R 	 kv ( [ 3 - L i *i,-1) 	='1I---zo 	a_m av 

1E1 L 321 	(41(0 0 0 3 : VEYE) YlifEhEI 	''1!r _1 	(ZYKSYUT#1=1:1 ) 	 

-.11.-01,t< 1 f Y ri*ErElEowovuir J- L 4 < ri -c 	.•To .141120112 ‘2 -1 

° ---ztc- \cgwi 	-./1$?'Y R T1 	'TI,VgoVNHa 	‘T121 ( [ i — I 1 *1,  -1 a 

) :=7-' NI ---‘=,i q 	(any) av a_ LEJ El L 3 '214aEl14112011 '20R:-21 i WOW 

) 	Cosool 

C6v007 

J- 

tt 

a- 

N,  

Cevool 

L 73 0 7Z 8 '3 [ C- I] 

t - I Z 6 *OZ 8 'Z [ Z 	 T] 

t 'CZ 6 'ZZ 8 'F, [ T- T] 

LZ IF, 0 
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