wo 2016/104775 A1 [N I 000 00 Y0 OO0 O

(12) fF%E‘FT%;’JJ%%’J(:\EO“L\’C’AFﬁ snt-EfRHRE

(19) t RENI T A HEHS »
S % L CRR TR ||I|II||||ILQIIIIIIFIEIQIIIIIIIIIII 1N
g 10) EffARHES
43) ERARAB :55
WO 2016/104775 A1l
2016 5 6 A 30 B(30.06.2016)  \wipO I PCT
(51) BT S (79 REAN: BB — (TAKASHIMA, Hajime); T
CI2N 15/113 (2010.01)  AG6IK 47/34 (2006.01) 5410044 KIRIFARTHRREXRXRETETE 13
AGIK 31/7105 (2006.01)  A61K 47/42 (2006.01) 18 BATRHERKREEE EIL Osaka (JP).
AGIK 47/18 (2006.01) AGIK 48/00 (2006.01) 6D EEE EROLVEY . 2TOBEOERE
Q1) ERHBES: PCT/JP2015/086378 SEAVE[BE): AE, AG, AL, AM, AO, AT, AU, AZ, BA,
BB, BG, BH, BN, BR, BW, BY, BZ, CA, CH, CL, CN,
(22) ERHRER: 2015 £ 12 A 25 H(25.12.2015) CO. CR, CU. CZ. DE, DK. DM. DO, DZ, EC. EE, EG, ES,
25 ERHBEOERE: HAE FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN,
o BEANORE R e S s
30) BhIEF—4. MY, MZ, NA, NG, NI, NO, NZ, OM, PA, PE, PG, PH,
8 2014-266918 2014 4F 12 B 27 H(27.12.2014)  JP PL, PT, QA, RO, RS, RU, RW, SA, SC, SD, SE, SG, SK,

B8 2015-130496 2015 4E 6 B 29 H(29.06.2015)  JP SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA,
HilfR F6 A ( ) UG, US, UZ, VC, VN, ZA, ZM, ZW.

. ey i < - = E
O T A RO g4 52 E EROBLRY, 2 TOMBEOEHIR

488—4 Fukuoka (JP) % AYE] HE): ARIPO (BW, GH, GM, KE, LR, LS, MW,
' MZ, NA, RW, SD, SL, ST, SZ, TZ, UG, ZM, ZW), 1 —

(72) FEBPEB: FKRK #EE F(AOKI, Eriko); T 8390861 & S5 <7 (AM, AZ, BY, KG, KZ, RU, TJ, TM), 3 —
ERABKTEIIE1488—4 FBRENAF B« /% (AL, AT, BE, BG, CH, CY, CZ, DE, DK, EE,
779 F)— HAXEHARFT Y I RN Fukuoka ES, FL, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, MC,
(Jp). FEH & E (YOSHIDA, Yasuhiko); T 8390861 MK, MT, NL, NO, PL, PT, RO, RS, SE, SL SK, SM, TR),
BREEABKTEIIE1488—4 f&EE/NA OAPI (BF, BJ, CF, CG, CIL, CM, GA, GN, GQ, GW, KM,
779 b)) — HAXEHAKRF Y IR Fukuoka ML, MR, NE, SN, TD, TG).

(p). INEE  E#EKATO, Shiori); T 8390861 B R .
ABAHS|I 14884 BESAFDy BTLHER
g r)— #HALERF I Fukuoka JP). X — ERREERSE (FHF 215%0)

R B BA(OHGL Tadaaki); T8390861 fBFE/RAE _ preg= #5743 .
AHENE 14884 WEA(AT7o | OEGONEOHZELTRLEEINY AR

)— #HAEHARF Y IR Fukuoka (JP).

(54) Title: NATURALLY OCCURING miRNA FOR CONTROLLING GENE EXPRESSION, AND USE OF SAME
G4 AL BEEFRERIAHBDE-ODRAE M i RNASLUVZDORAE

[Ea1]
5 X N
Fod { P ]
| Bl B P
3 Y 4

(57) Abstract: The present invention provides a naturally occurring miRNA characterized in that: the naturally occurring miRNA is
a single-stranded nucleic acid having an X region and a Y region; the 3' end of the X region and the 5' end of the Y region link via a
linker region of a non-nucleotide structure; the X region contains (a) a guide strand sequence or (b) a passenger strand sequence of a
mature miRNA; in case of (a), the Y region contains a passenger strand sequence of this mature miRNA, whereas in case of (b), the
Y region contains a guide strand sequence of this mature miRNA; and the guide strand sequence and passenger strand sequence form
a double-stranded structure.

G B AFERIE, XREEYREBEERT O —AEKETHY ., HIXEEHO 3 Kk & Al50 Y R
D5 Rime A, FEXYLAF RFREED) UH—EEZN LTEBL, B XEHIE, B#m i RNAD
(a) A FEEIELG (b) NvtrSy—#ENESH, (a) OBS, BIEYHEEE. WMERR
mi RNADNy v —HEIEEHA, (b) OIFE, BIEYBEEIE, AIEAEM i RNADQHA F
HEIES A, FIRRAA FEEIEFENvE O v—HERA &N, —ERBEETVRT S & EHEE
5. RAEm i RNAZRHET 5,
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Bl # =
DL :
BLFREGSEHOLZDOORARE M i RNABLITEZDOHERE
53 ibaad
[0001] AFRIFZ. EEFRERZINHTEI2RAEm i RNABSIUVZORRICEAT
%,
BRiil

[0002] <4 20ORNA (miRNA) (. BEGTFORRAGT5REITFEL
THLNTHY, fIZIE. UTOLIREXRTOEREZRT, ExFHO—
K29 RIBDEEAINFEITREHREINTVWS, TA4bL, £9. &
WICBEWT, 57 RimICHF vy THE. 3’ RmICAKRY (A) BT Sm |
RNABGEEY (Pri—miRNA) BEKRINS, gidcP r i —mi R
NAIXZ. RNase (Drosha) IC&YIErTIhn. mi RNARIEAE (
Pre—miRNA) P4&lINh3, gisdcP re—mi RNA JIL—T7%
e AT LBEEEBETEIANTEVEEEZED, TOPre—mi RNAK
. BHMCREEIL-%. MBBEDRNase (Dicer) IC&YPEIN,
3" RIGICT ~4BEOA—N—N\VTEET D, ZKEOmM i RNA (5
Bmmi RNA) AMIYHINSE, COZAREOmM i RNADSI S, —HDEH
. HA REEEEIN, tRAO#HIE. NyvterPvy—HEMIN, gisEgH A
KA., RNA induced Silencing Complex (
RISC) ICELULEEERICHEET S, 2Omi RNAR | SCHEERK
A HEOmMRNAMDI FEMERMEE (37 UTR) IKEETHZ&ICE
T. BIEEMRNAMNSDH /X EOERHIIHEI XN B,

[0003] m i RNA, b, #EEIE. PR —SRAEOEBRRRPIAILARK
PE. HYEDEZLDEBISELED>TVWEH I ENBELMIR>TETY
% (Frefremh 1. FERFEFSCER 1. FEWEF AR 2) » CDZ &N D, FICER
PHICEITZIGANMERFINTVWS,
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FoAT A ST
SEECI

[0004] %5&Fxmil1 : WO 2010056737 A2

[0005]

[0006]

[0007]

[0008]

FERFET R

JEASFEFSTHERT - Deiters, 2009, The AAPS Journal, 12, 51-60
FENFIF TR : Takeshita et al., 2010, Mol. Ther., 18, 181-187
FPAOBE

FANFERL LD & T 5RE

AiEEm | RNAZBAT2ICH>TE. HlziE, ZAKEOKHAM i RN
Avpre—mi RNAZERYT2HEEN HS, L L. AIEDZE. &
BICKIL>T. ZAD—ARBERBDF2T7=—) V0 J7T2REEI’HY. Tk

 ZAEEREITLITLRIFICL D THCREERET 2 LS H .
—hH. BEDHZEIF. XV VLAFREDPKRELLRDEH. ERIEZ TR
CAZRMETHRATHZIEHDY TR, MEABTECEYEROBELE
7Y %,

FI T, AFEBAIX, KM i RNADOEEAFIB LKL, FAEARAEm |
RNADERMHZENET 2,

., ABEMAZICEVT. TRAEm i RNA| &3, RARICEET D
mi RNADHA REERvEYIv—HEEEH, DOBEBAM I RNA
ERAEDEM (A5, BHEGCFORBIGEY) 289 35— ESBRY T
ERKL. HA RESIURv Y Vv —BHUADBAICATOBRER %
BU I EEHITFRWL,

RBERRT BIDODFE

BISCEHMZZERKT H7/-0IC. AFEBEOXRAE M i RNA,
XfEig & YRS & A 85T 52— AEREETH Y,

AR XPRIFHD 3’ Rim&E AU YRIBD 5’ Rim& A EX I LA F REEOD

) h—mEEEN L TERL
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BUEE XfRIIE. M i RNA® (a) 4 REENFEIE (b) SvtY
Y v —HEET = & A

(a) DOZAE. AU Y HEEIE, FIESKEm | RNAD/NY 72T v —iHEeS
=T

(b) OBA. AIESY MBI, AIEEAFHEM | RNADH A FHERS % & H.
AIECH A NEHEEA & RIEE/ Sy Y Y v —g#HES &N, —EHBEEZTNRT 5
EERFHET D,

[0009] AFBFOMERAIE. BEFORRLINGE T 2ODOEMMTH > T, #iES
AXKBORAEM i RNAZED I E&2/HMET 5,

[0010] AFEEADMKYIE. EZHHERMTH> T, FIBAKBOXRAE M i RN
AZEL I EaRHET 5,

[0011] ARAORRBNEILER. ENELCTFORRENHTEHETH>T. 7l
SEAFBEOXRAE M i RNAZFERATIZ &2 EHET 5,

[0012] AFEPBOERBOEESZEIGZ. FIRARPBORAREm i RNAZ, BEICE
HE435TREEH. BIEERAEmMm i RNAICHITDRIEEHA REERTIA, 7Y
HRERBICES T2 EGTFORRZIGETHHEM i RNADH A REEHIT
HdIEEHFHET D,

RIEDOWR

[0013] AFEBEOXRAEmM i RNAIZLNIE, BRIEIRNTAERTE, BD.
FIEEGTFAI—RT 249 VNI EOBERROUFEINAEETH 5,
IS4 1 D fiy B4 752 B A

[0014] [K1IS1 k. RAEm i RNAOD—HlARTHERTH 3%,
[E12]& 2 1%, EMEM1ICHITBAXL mRNAZOHEREERRTVSTT
HB5
[B431B0 3 1%, EHEF2ICHITBAXL mRNAEOHEMEERT VST T
HB5
[E141 4 13, EEMI3ICHITBEAXL mRNAZOHEREERRT VST T
HB5
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[E51E5 1%, 2fHEFHI4ICBIT2HMGA2 mRNAEOHWNEEERTYS

TThHD,

[K6]16i:. EMEFISICHEIFTBCOLTAT mRNAEOHEWNEERT S
ST TH5,

(K712 7 iz, EfEFI6ICHBITHZAXL mRNAEOHEWEEART ST T
HB5

[K81X 8. EfEFI7ICHBIFBZHMGA2 mRNABOHEMMEERT VS
TThHD,

[KIIK9iF. EMEFISICHIFTBCOLTAT mRNAEBOHEWNEERT S
ST TH5,

[E11018 1 013, EMEHIOICHBIFBAXL mRNABOHENEETRT VS
TThHD,

[E11I821 1 1%, EfEF10ICHIFBCOLTAT mRNAEBDHEDES
RY TS T THD,

[121801 2%, =M1 1ICHFBCOLTAT mRNAEBDHEDES
RY TS T THD,

[13]81 3%, =M1 1ICHIFBCOLTAT mRNABDHEDES
RY TS T THD,

FAEERRT 7O DRE
[0015] AHBMETHERT 2HER. FICERLAWRY, HERMoFTEER
WHONBZEKRTHWS I ENTE S,
[0016] (1) XR#AEm i RNA
AFEBEORARE M i RNAK, iDL S IC,
XM E YRGS EZHT 52— AEHRBTH Y.
RIS XA D 3’ RIFERIECYSBEOD S RimeE M, XTI LAF REED
U A—MEEEN L TER L.
BUEC X PEIEIE. AEm i RNA® (a) A4 REERIELE (b)) Nvty
Y v —HEET = & A
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[0017]

[0018]

(a) DOZAE. AU Y HEEIE, FIESKEm | RNAD/NY 72T v —iHEeS
=T
(b) OBA. AIESY MBI, AIEEAFHEM | RNADH A FHERS % & H.
AIECH A NEHEEA & RIEE/ Sy Y Y v —g#HES &N, —EHBEEZTNRT 5
EERFHET D,

BIEE XFRIEA A A REEAN =SSO (a) . Nyt v—#HEENEZSOH
(b) & T LHEFIRINDWDS, FELLIE. A4 REERIE Ny =Y
Vv —RNE k. RRICEETSpre—mi RNALAUARA (BI5, 5
23 AEE LIS 25 AE) IKBEINS, Blb. RAILEETT S
re—mi RNANSY HEAMSGHS RE-IL—TEEH - vty v —HD
IEF CHREINTWSIEE., AFRBOXRAEm i RNAIE, BIESXMEHICH
1 REERNZZO I EMFFELL, BIS, RAIKFET S pre—mi RN
AN AEMSHA RE-IL—TRE— v I v—HOIEFTREI N
TWBIEE, AFEBOXRAE M i RNAIZ, BIEXERIc/ vty v—4
Bl =S EMNTFFRE LWL,

BROEREFTWNZIE. mMmiR—34a® | et —7 aldaizg XeEHICH
1 REEHNESOIEMNTFELL, mi R—29 bILRIEEXMEEHIC/Ay Y
Uy —HBNEEO I EMNFE L,

AFEBADRAE M i RNAF, fIZIE, EREGTORRZINFETE 3,
FRIFME & 1F. FIZ I, FIRREMNERFOMROMWE. T4bb. RIEEMN
BLEFAI—-—RTR39 R 0EOHROMFI =Rk L. & YEMICIE, AIE
EREGEFOMRNANSORIESY /37 BOBROMNE 2 BIKT 5, B
EREETORRMEIL, 2 ARENEGETFIS>OEEEYDOERE
DB, FIEREEEYOEEDR Y. AIENEET S OFEREM D LR
EORD. T AEHREDOEEDOBIVFICL > THIRTE S, RIEEY
VIRVEIR, BIZE, RS VRVE, T Toted v e L IEER
BREMEZITIRIOFMREY VINIVENHITOND,

AFBORAEmM i RNAK, —ANEOBBI T THIH. BIXIE. &
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#Zmi RNADEDYIKZAD—AHEET=—) V7T 24EH AL, R
BIETE D, X510, AKBPBOXAEmM i RNAIE, —AEOKBYFTH
2780, HIZiE, BCREICESTSTLR3, RIG-1, MDASZI(IER
BINDIEEMMBTE D,

T, AEBORAEm i RNAE, A4 FgEEN &/ Sy > P v —HEe
FlED, FEXIVLAFRBED) Y A—3F =N LTEBINTWVWBH.
EBHRWI VLA FRIV—T%BTS5pre—mi RNAZE&ICLE—
RERBED FICLER, BRIBEZH DORMICIRHETE., EMERECMIERE
ITHEICHEEBN S,

[0019] AFBAOXRAEmM i RNAICHITZRIEEXEES LUK Y EEORERS
BOBIE, M1ICRT, A4d. Bk, BBTH-o T Hlaid, S4EED
RE. BIREFIE, FIRINhAWV, RREAOXRAEm i RNAG, K1ICRYT
&I, 57 ANCRIGEXMEEAEEI N, 37 AICREIRKE Y BEAEE I 1.
BIEC XSEED 37 KRIFEBISYEEED 5 Riged, FEX I LI F REED
) rh—mEE (RICEWT TP] TKRY) ZNLTEFLTWS,

[0020] AFEBOXAEmM i RNAICSWT, BIEEXMEEIE. FEOKHEM i RN
ADHA REEH TGNy Y Y v —HEEI =S, RBIEE XSRS A
1 FEECS Z S LIFE. BiEC Y HEiEE. RIEEAAEmM i RNADONRy Y Yy
—SHECA A S . AUEC XFRIEA RIS/ Sy £V ¥ v —8HE N A2 STHEES. BIEL
YaEig Ik, RIEERFAM | RNADKH A REEIZSL DT, e X% & a7l
Y& X, RIEEH A NEEEI rigke/ Ny Y v —HEgs & DE T, 2
FRT7=—V2T7 (BEB7=—V>27&tWD) 5, BB, ARBFOXRA
Bmi RNAWEG, RIBOTFART7=—) YV LEEBICEWT, ZE#HEE%
BT %,

[0021] AFEBHOXRAEmM i RNAF, Z05’ Rif& 3 RHENRERTHS
. RR—AERBL T THD, AFKPORAEm i RNAF, fIXE. @R
IHOREE DM D/, 5’ REHNIE) VEEBETHZ I EAFFE LWL,

[0022] AFEBOXAEmM i RNAICHWT, BIEEXMAEEIE. siRD & SIS, RE
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[0023]

[0024]

mi RNADAA FHEES (RNy vy v —#HE5) 228, —KH. ARy
SEIEIE. BIESAEmM | RNAD/ Yy 22 U v —HER5 (H4 NEEES) 25
o KM i RNADHA RESLUTNy 222 v —HEgslk, Az, &
BT—IN—IIEEINTWS (BIXIE, http://www. mirbase.org/%) ,
Ledt > T BIAIE. ThOoDAFOMEmM i RNADBRICEIWT, &l
EXMEES L VR Y HRIHZHRETE S, AIEEKHAM i RNADOHA RiHE
Z. RNA-induced silencing complex (R 1 SC) (MArgonaute (A g o)
FUNRJEICRYRAZEFN, =7y hOmRNAICHEET 2EHTHY. B
BEm i RNADNRy Y Y v—gHEld, REHICR | SCHLERINS.
M i RNADHA FRICHEBHNGETH S, BB, WHEmM i RNADH
1 RFEHENYEY Iy —HER, BRBEFENTIRE, ZRENICTRVLL
BEOMFE L AWEEZET,

T DERATIE, RIS XBIHELFIEEH (1 FEENZ2TIFEEZHICE>T
MY BN, BEETHNE, UTOREHL S, A XBEigs aie/Sy £V
Vv —HESESURBRICE T 2ARBEORREmM i RNADEBRERZIC
BETDIENTED,

AISE XPREIE. BIA L, RIEEH A FEESIDOADNSE>TELWL, 5
ICAIESIZB L TH LW, BEODIFS. AIsC XMHEEIE. FIAIE FIESH A
NEHECS & RUESYNECH & AN 57 Y . RIESIINECAIE. BIA I, RIESHA K
HECHID 37 RImICER L TW 5,

AFEBAORAE M i RNAICBEWT, RIESH M NHES &RisEE/Sy Y
v—ENEZTIA A MLER A4 FEO 3 RRANCA —/N—n> T
=BT 55, it YR, siEE/ Syt P vy —8EHD5’ RimfliICRIEEA
—/N—=N\V T OEIICHFBNRRN 20, Tk, s X®RE/MIEes) =
BUHBE. A Y HIZIE. RIS XMBEHERERYRIFEET 54 X2 b LR
. BUEC XARIH D INELS & ABHMAES %= 28, FIEE X RO MBS T A R
A RERRIID 3’ RimlSERE L TWSI5E. RIGCHEBNQESIE. A
Ny I v —gHESIOS’ RimICER L TW5S, RIGCHEMRQESIX. 7l
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[0025]

[0026]

[0027]

A REEII RNy Y Yy —BINEDZEHITERT 2 —EHBEE
AR LEBZRY. TREFNTRCTELVD, BL2ERNTHDI LN
EFE LW, mIEEY M. gIsc/ Ny 2P v —EeFl & miIEC X s DT B3
ICHEBMREIE DAL >TH LWL, I HICHIEE XMEE & IEXIFE L
BWHE ==V TERFLTHLWN, ThbLE, FEADOKAEmM i RNA
i, BIZIE, BIGEYSRISE RIGEXMBIHE 2T 24 X > b LBRIC, AIGEY 8
A, 3 KKICA—N—NVTEBLTEHELL, TIT. RIS YHEEOA
—NR=Nn\rJEiF BIZE, RIS Y RIS ERIEEXBEIHEZT 54 AV MLE
BEIC. RIS YEEI RIS XEEL Y L BEICE T 2 RMOEETH D, 7
—NN=NVITDORI (0) & HAIE. FRERATRIIENTED,
F—=N=nTVJTORE (0) = [YHEEBEOEROEER (Y) 1 — [XH5EE
DEROBEEH (X) ]

BL., Z<OHRM i RNAR, RytEyIv—#Hn3’ Kigic, A4 K
HENPHRLAWA ==V T%2HBLTWSDT, RIS Y BHICEWT,
AIER/ Ny Yy —8HO 3 RimAIS, I HICAIOA —/N—/n\> T %N
TERENRBVWHZENS,

AFEBAORAE M i RNAICEWT, BEEORIIF. FICHRI QL
o AT, FHEHBIRTZH. ARPOXAEmMm i RNAEF., IhHDES
ICIFBREINAW, Foo ARBICEWT, BEEORESEHEIL. TOEHEIC
BI2EQ0EHELTHRTZ2EDTHY., FIZIE. T1~418E] D&
#gik. M1, 2, 3, 41BE] OLTOETEEKT S (UF. B .

RIS XSEIHICH W T, RIEEH M FEBIORI . FICHIRINT, Flx
., MEINTUVWBEIHFEM i RNAILBITDHA RERIORINDFIRTE
5, EAEBIE LT, FRA, AIXIE. 198BER., 20B8ERTHY. LR
M FIAE 25BER. 241BERTHY. S@ED. HIAE. 19~25
IBHER. 20~24BEERTH D,

AUEE XSEIHIC & 1T 2RI MBI ORI IF. FICHIBRINT. TR, £l
ZiE, OBER., 11BER. 2BERTHY. LRN. AIZE. 7HBER.
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[0028]

[0029]

[0030]

[0031]

5RER. 4BER. 3BERTHY. &#EN. HIXIE O~T7EER. O
~6FER. 1~5&RER. 1~4BER 2~3KER. 3~5iEERT
H5, gIETMEIIORIDERIFZ. 3I~7TEBERMFFEF L. 3~5EH
ROALYIFE LW,

BUEC X 3B IC 3 17 B RIS INBC S DB AT IE. RFICHIR I hRvy, FIEE
HIENDORI N IEERDFE. HlXiE. UAA, UGG, UCC. CA
A. CGG., CCCENZEITOND, FIRRNNMEIIORIN4BEROBE
. BlxiE, UAAU, UUAA, UUGG, UUUUZELZEIFSN B, BIE
NNENDORIMNSEEROBE, AlZIE. UAAUU, UCCGG., UU
UUU, UUUUA, UUUAU, UUAUU, UAUUU, UUUAA,
UUAUA, UAUUA, UUAAU, UAUAU, UUAAA, UAUA
A. UAAUA, UAAAU, UAAAA, UUUGG, AUUAA, AU
UUU, CUUAA, CUUUU, GUUAA, GUUUUZRZEIFS>NI 3
o AIESMIESIIDORIN7TRERDIGS., HIZIE. UAAUUAA, UCC
GGCCEHEIZEIFON D, AIEMINEIDIRELS S L RIS IIEST] & 48
HHAREIOEBEBIIE. AU YFTHDZEMNTFELL,

AIEE XFEF ORI IF. FICHIRINT., TR, FAIE 1 918ER, 2
TIRER. 23EERTHY. LRA. HIAIE. 3I5FEER. 3 0EER.
2 8iRER. 26EERTHY. &HEN HAXIE 19~36FER 19
~308BER. 21 ~2818ER. 23~261EERTH 3.

BIER Y4BIBIC BT 2RISR A —/N—N\ VY (FIiRESv ey v —HBEN A
—N=N\VTEBFTIHERIEFTNESE) ORI, FICHRERINT, TR
N BIZIE. OBER., 1HEBERTHY. LRA. A2, 45BER. 3i&
AERTHY., g@ED, flziE, O~4iEER. 1~31BER. 2BERTH
%,

IR A —/N—N\V T ORI, FHICHERINT, FAE 37 Alrs. U
U, CU, GC. UA, AA, CC., UG, CG, AU, TTE HlIRTE
%, BIRA —N—N\UJik, FlzE TTET22ET. RNADREERIC
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[0032]

[0033]

[0034]

[0035]

Y BMHEEMINTE S,

RIS YSRIBOR I, FICHIBRINT. TR fIxE 1 98ER, 2
1IRER. 23BERTHY. LRN. HIZAIE. 3 7ERER, 3 2EKER.
SO0BER., 28KRERTHY., &#EN, HXIE. 19~37HER, 19
~328BER. 21 ~378&EER, 21~30EER, 23~28EERT
Hb,

AREBAORAEEM i RNADER (T) E, HICHRINT, TR, B
ZiE, 38BER. 4215ER. 46 BERTHY. ERA. HIXIE 72
RER., 6 21EER. 5 8iRER. b 4EERTHY. #HED. HIXIE 3
8~721REEAR,. 40~68KEER. 38~6215ER. 42~58ER
. 46~541BERTH S,

AFEBORAEmM i RNAICBEWT, AEMEm i RNADERIE. BIC
FIREINT, BEHET2EEFOREAICH LT, BERRTE S,

AIECEEAM i RNAE LTI, BlzZiE. hsa—miR—34a (miRBase
Accession No. MI0000268) ., hsa— 1 et —7a (miRBase Accession N
o. MI0000060) . hsa— 1| et—7f (miRBase Accession No. MI0000067
). hsa—miR—150 (miRBase Accession No, MI0000479) . h s a
—miR—29b (miRBase Accession No. MI0000105) ZMZm i RNA
BHIFoND,
hsa—-miR—-34a (BN&ES1 EIES2)

UGGCAGUGUCUUAGCUGGUUGU ,~CAAUCAGCAAGUAUACUGCCCU
hsa—let—7a (BIESI3 EINES4S)
UGAGGUAGUAGGUUGUAUAGUU ~CUAUACAAUCUACUGUCUUUC
hsa—let—7f (EE5&ESSL EIHINESC)
UGAGGUAGUAGAUUGUAUAGUU ~CUAUACAAUCUAUUGCCUUCCC
hsa—-miR—-150 (BANES7 EHNESS)
UCUCCCAACCCUUGUACCAGUG " CUGGUACAGGCCUGGGGGACAG
hsa—-miR—29b (BEEHN&ES10 EBINES9)
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GCUGGUUUCAUAUGGUGGUUUAGA ~UAGCACCAUUUGAAAUCAGUGUU
ZZT. BXVLAF REIIE. B4 REERI Ny trPv—B5 (h
sa-miR—29bDH/NNvtrIv—HET H4 NHEEF) DIET.
FhENE -3 FEICEH L TWS,

[0036] miR—34adHA FeHIE, HIAIE, AXL, MET, CDK4, CD
K6, SIRT1, CCND1, SIRT1, BCL-2%%4—4v k&
L. ShSDEMEBGFORIBIEICLY., FlZE LA, KBHFA. B
DA, FPA. ADPAFTOEREFHELITEERTE S,

let—7adHA R, BAIE, HMGA2 (high mobility group
AT-hook 2) . KRAS, NRAS, HRAS, MYC, TLR4%%%
—7y hEL. ThODENBERFORRMEICEY. HIZE, KA. K
BEA. BORA. DA, ADPAZTOERBRZFHHELITAETES,

l et —7fOHA REEIZ. BlAIE. HMGA 2 (high mobility group
AT-hook 2) . KRAS, NRAS, HRAS, MYC, TLR4%%%
—7y hEL. ThODENBERFORRMEICEY. HIZE, KA. K
BEA. BORA. DA, ADPAZTOERBRZFHHELITAETES,
miR—1500DH4 FHIE, Bz, COLTA1T, COL4A4, S
MAD2, SP1&%&4—4Fv h&lL. INSDENEGRTORREINGICL
Y, BIZIE, FHIRHEE. FHRMEESORRE FRHELISEETE S,
miR—29bdDHA REEIK, HlxiE. COLTAT, MCL1, DNM
T3A, DNMT3B, TCL1A, TGFb3%Aa4—4 vy hr&lL. Th
5DEMERFORRMGICLY. BIAIE. FHrA. KEEFA. BOA. BT
DA, b A, FHIRHERE. FHEMESORRBE FHELISEETE D,

[0037] AFEBAOXRAZEmM i RNADBEKRENMIZ. FICHRINT, fIRIE. X7
LA F REELSHITOND, BIEEX V7 LA F REREZE., FIZE. YVERXIL
FTFREREBLIUVTAFVVRIILAF RERELSHIFON D, KFEBPOX
AEmMm i RNAIZBWT, BIREX 7 LA F REREE, FlIAE VRXI LA
FREENMFFE LV, BIEEX 7 LA F REEE. AIZE. BRI hTuwan
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[0038]

[0039]

[0040]

[0041]

FEEBMXILAFREESLCEBHINAZEBHX VLA F REELNHIFLN
%, AFBAOXRAE M i RNAG, fIZIE RIRBHIX I LA F REEES
T EILE>T, XV LT7—EmtEEmLEL, REMHZALATRETH D, &
foo REBOXRAREm i RNAE, BIZE, fIEEX 7 L4 F REEOMIC,
ILIC, EXVLVAFREEZSATE L,

AFEHORARE M i RNAD, Fl2IE, RIEEIHBEHYRX VL4 F REE
OMBICHIEZIEM Y RX VLA F REEASUHEE. RIS RX VLA F
NEREOEHIE, FICHIBRINT. Al T1ES LIEHE] THY.
BEHEMICIE. BIRE. 1~5M@ FELET~46 LYBFELET~
SE. XBFFELLIF1FLIF2ETHS, AIEHBERIRX VLA F RE
EICWT 2RIEEBMI) R I LA F REER., IR VR—IBRENTF
FUNR—RABREICBRINLARTAFVIVRXILAF REETH>T
H &V, AEPFORAEm i RNAD, FIAIE, BIESIHEESHRI) RX I LA F
REEOMICAIRTAF Y URI I LI F REEE2SOIES. BIRET4 Y
VIR 7 LA F REEOBERIL. FICHRINT, AIAE. T1HL0<IEH
@] chHY. BEMICIK, BIZIE, 1~6M@, FFLL<Ik1~4@E, LYK
FLLIFT~3E FREFELLIF1ERLIE2BTH S,

RIS X 7 LA F REEIE, fIAE. BRERE LT, B BESLT) v
BEST, RIRRY RX 7 LA F REER, HlAE, LTV R—2EE%
BL.BEELT, 757z (A) . 7= (G) . ¥bov (C) B&
*U (9520) #28L. BIRETAF DV AR—XBEEIE, AIZIE #BELT
TAFIYR—2RBEEBL. BEE LT 77=v (A) . 7=V (G
) . YTy (C) BLUFIV (T) 287 5,

RIESIFBRRX 7 LA F NEER, AIRSERERDL. A, RAIKERE
TH5HEDERA—FLREIEENICA—THY., BEEMICIE. BIZIE. AMFICS
WTRRICFET D2 LD ER—FLIZEENICA—TH %,

RIECIBREX 7 LA F REEIL. Bz L, ISR EHX I LA F REEDE
REROWTNNMEHINTE LW, RIREBHIX I LA F FERER, FlxiE
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CRRICEETDX VLA FREE, AIWICEBESLAEX I LA F REES
NHiFons,

[0042] RUESBERX U LA F REEIE. HIAIE. FIRKREHI VL4 F FORKEY
DEETH>TH LV, BIEBREYIZ. HIAIE. AIKBE/ ~—BRELDH
Fonsd, BAEFIELT, BIZIE, PNA (R7FREEE) . LNA (Lo
cked Nucleic Acid), ENA (2’ -0, 4° —C—E
thylenebridged Nucleic Acid) Es@HiFoh
%,

[0043] @IEEX VLA F REEICSWT, FIEEREIE. FICHRI AW, fiEEiE
Eig, Az, RADEETELW L, FRADEETE LW, FIEEEIL
CBIZE RBBARTHELWVWL. ERETE LW, FIESEREIF. AIZE. —
BHREERE, TOBM7FOJENERTE S,

[0044] AFRBOXRAEmM i RNAILBEWT, RIEHEX I LA F REEDY) v H—
. TI/BERE. RVTIVEE BIURYADLKRVBEEN SR
ZEMNLBERINBZDVDAGLCEE—DEZEOCIENTFE LY, RIS Y H—HE
Hig, 7I/BEE. RYTIVEE BLURY DIVRVBEREEUADE
BESATVWTHIWVL, BATWAKTE LW, BIZIE, RIGEY v H—%E
ik, RUDIWRVBERE, TLI7YIVBRELLET7I/VBEREEOVTH
NEZTHEDTH>TEL,

[0045] AHBRICHSWT., TRYTIV]E 7I/EEEH (2D £4IE32
L) ECEROLEYEWD, fiie 73 /&1 & —NH,EICRESh
. A3/ (-NH-) 230, AFERICBWT, RIBRYT7IVIE &
ICBREI NGBV, BIZIE. 1, 4—ITF7I/RvEY, 1, 3—UF7=Z
RNoEV, 1, 2=V FI/RVEVENZEITOND, T, ARBICBEL
T, TRUABNLKRVEE] E. AILRFIEEEH (2D, £AIE3DMUE)
SUCEBRDLLAMEWD, KEBICSWT, BIRRY ANLKRVERIE, ISR
EINBWD, FIZIE, 1, 4—JHILERFIRVYEY (FLI7YIVER) |
1, S=VAIRFIRVEY (AVITHIVE) . 1, 2—YAIKRFIAN
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[0046]

[0047]

[0048]

[0049]

[0050]

vEY (THLEE) EREFOND, T ARRPICBWT, [7I /B
&, BT 2EDIC. FTFHRICTI/VEBSLTVANLREFVEZETNTNT D
UEECHEBROEREEME WD, A [7I /&) IE. —NH,EIIRES
ng, 12/ (—NH-) &8,

AFEBAOXRAEmM i RNAICSWT, AIEE7 2 /BEEIF. BHOo7I/
BEENERZLEEDOTH>THELW, B, AEBICBWT, BREO7 2
JBBRENMER LTI /BRES . IR RIFREBEESUERES
W, &YEKKICIE., RIEZEROT I /BEENAER L7 I/ BEREE
Bz BRT A EEX (1) OF7I/VBEREICSWVWT, RikT 2{EFER
(la) RFFR (FIxE, TYOVZBEELETY D V=EB6K%) T
HDTI/BREEVND,

AFEBORAEM i RNAICBWT, A7 I /BEER. 7)o UvEE
TLIALETIRERRE, OV UREFLERI IV UEETH-TH LW
o FEfo. BIRBT I V/EBBEEIE. BH7I/VBEESIALETI/VBOFEET
Ho>THLW,

AFBOXRAE M i RNAICBWT, miEgY vHh—BEIE. flxiE, T8
2R (1 —0) TRHINS,

[161]
- \./‘\./ﬂi( At RN
?% Q2 g % O X
([ —0)
AIEdfb®Ex (1 —0) M,

QBLTQ 2, FNENMIILT, BEE. CH, (XFLVE) [ NH
(12/78). C=0 (AWKR=ZWE) . C=S (FHFHILKR=ZILE) . C
=NH (1I/AFLVE), O, FkiFSTHY.

Q'HLTQ2E, TNEFNMILL T, BHEE, CH, (XFLYE) . NH (
1X/H8) . C=0 (AUMRZILE) . C=S (FFAILRZJIE) . C=
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[0051]

NH (1 I/ XFLVE) . O, FkIFSTHY.

YTELUY2E, ThENMIILT, 8BS, CH,, NH, OFAIESTH
Y ;

LE, nBORRRFEEITDT7IFLUVETHY., FILFLVYRERRTL
DKEEFIE, OH, ORa, NH,, NHRa, NRaR®, SH, $L<I&S
R2TE#MINTHEERINTWALLTE L, T,

L', BIB7ZINFLVEO—DLULEOKRRRERFN. BREFTEHRI LR
JI—FIEHTHY.

L. Y5 NH, OF/LIESDHBE. YILHETEIL ORFIIKET
HY., ORVIBETEIL OEFIRKETHY., BREFRETIIBEEET ;

L2ig, mEBEORZRRFEEITDT7IFLUVETHY., 7ILFLVYRERERRTL
DKEEFIEZ. OH, ORe, NH,, NHRe¢, NRcRd, SH% L<IESR
CTEMINTHEEBRINTVLWARLLTELL, FEIE

L2k, BIB7ZINFLUVEO—DLULEOKRRRERFN. BREFTEHRINLR
JI—FIEHTHY.

=L, Y255 NH, OF/LIESDHE. YAURETEIL2ORFIIKET
HY., OR2IIBETHL2OFEFIIKETHY., BREFRTIIBEEET ;

Ra, R, ReBLUTRYUF, ZNEFNHMIULT. BEREFLIEIRERETHY
mig. O~3 ODEHDEHTHY ;

nitd. O~3 0DEHDEHTHY ;

BUEC XfRig &S L URIGE Y $RiEIE. ThEh, —OR'—F/<IE—-0R2—%N
LT, BRI v h—REICHEE L.

ZZT. RT8IUVR2E, BFELTHEFRELALSTH L., FRT DIEE.

R'8LTR2IF. ZNEFNHILT. XV LA FREEZLIFRIGEESE (|

—0) THY.

AlF. FRORERFEHTH %,

RIEE X4EE S L ORISEY4EEE, —ORT—HBL U —0R2— & DRFEADIE
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[0052]

[0053]

[0054]

[0055]

AHiE. BICHRINT, Al MTFTOWThHIrOXRELHITFOLNS,

& (1)

AR X PRI IE. —OR2—%ZNL T, FAIGEYHMEEIX., —OR'—ZNL T,
aiggx (1) OBEEREET 5,

& (2)

AR XPRIEIE. —OR'—ZN LT, FAIGEYHEEIX., —OR2—%ZNL T,
aiggx (1) OBEEREET 5,

AIsEEZER (1 —0) IZBWT, FlZE. Q''AC=0 (BIKRZILE)
THY., QMNH (1 I/ E) TH-oTHLW, T, AIZE. QT'ANH
12/8) THY., Q"HC=0 (AIRZIE) TH>THLW, FH
ZIE, Q2 C=0 (ANKRZILE) THY. Q2HFNH (13X /&) TH»o
THLW, T, AIZIE. Q"2H8NH (12 /H) THY., Q2HC=0 (£
WIRZIVE) TH>TH L,

giggltZERX (I —0) A, QM'BLTQ2E, HIZIFE. ThENRAILKR=
WETH->THELWL, TOFEICHEWVWT, Q'HLTQ2H, FhETFhA143Z/
BETHBZEDNTFE LW, Fo ZOFBEICBEVWT, TilhbERX (1 a) O
BEN., TEEER (| a2) TRINLZIENIYFELL,

[12]

‘(1&2)

AigdltFExX (1 a2) &,
R1'0OE, EROEHRETHY. FELTERRELLBCTH L, FET S5



WO 2016/104775 17 PCT/JP2015/086378

[0056]

[0057]

[0058]

[0059]

BiF., 1TETHEHTE L, BHOBEIE. EWCE—THELA>TVT
LW, R1OIHBIFTZRIGEMAERDEBRE S LTiE, FlAIE, giGcRa. Re,
ReBIUPRUTEWVWTHIRT 2R BOBHMESZEIF SN, LY EFMITIE,
BzE. ~NayFy, eROF>, PLAXFY, P/, AILRFD, ALK
c=bhO0 AUSNEAIL. AT FEAIN, TILFIL, TSIV, TILF
b NATIFIIL, FI—=Ib, PIV=ILTIFIL, PILFILT)—IL, ¥
77XV, a7V AT ILFILTIVEIL, 0 )ILT I
F, EROFTTIFIIL, PLAXFDTIFIIL, PI/TILFIL UL
UV FOTILFIL, EO—=IAI. A STV YILELHIFOND, &
. sidlbERX (1 a2) OBEEDN, FEEER ( a3) TRINBZ L
DESITIHFFE L,

[163]
HO~—C
BE. QUBITQ2NHILRZNETHY., HOQ'BLTQ2HT I/

ETh2HBE. sidttERX (1 —0) YV H—BEER. HILKRVEBT7IR
BETHDIEVWDIZEETEDIN, WVRVBEETHDIEWVWITEETE
%, Bz, BBROEREHICHIFS [TPA] #BEIZ., TLI7YIET I REE
THDEVWIZEHTESRD, AIEREER (1 «3) TRINZTLIIIL
BOBRETHDEWVWIEETES,

gisgdlbZEX (1 —0) fA, QB LTQ2H, ThENA I /ETH-T
HELWV, TOHBEICEWVWT, Q'BLUQ2N, TRENAILKRZIETH S
ZENFELWL, . ZOBAICBWVWT, TiRlbER (1 B) OEED,

TEEERX (1 82) TRINBZENIYFF LWL,
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[1b4]

(182)

[0060] wiE‘bZER (1 B2) .
R100iZ, FROBHRETHY. BELTEHEEFELALCTELL, BET
BlE. TETHEEETE L. BHOFEIE. EWCA—THEEA4>TWVWT
b, BEMICE. AR, fiEtER (1 a2) FOR'OCEERTHS
o Fle. FIRRMEER (I B2) OBEN. FEfbERX (1 B83) THRIND
ENILITFTFE LWL,

[0061] [{t5]

(188>

[0062] AFEAOKAEmM i RNAIZLEWT, gisg) v H—BREN, 7I/BEE
THdiga, AIsg” I /BEER, Az, TEtbZERX (1) TRbIhD
o BB, FERMAEER (1) OBEER. fAiEtERX (1 —0) TRINSBEE
D—HFITH %,

[0063]
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[1£6]

xt

P
Lt R
”, . ‘,.J"'; S
?f” Q ye h

& H

(1

[0064] gu2zL (1) A BIZAE. X' X2 Y, Y2, L'sLUL 2, fisgts

FERTH %,
AIEEmicroRNADEZSIC K 4 2 BMAMESSIIE. EhEh, —OR'—F/kid—

OR2—%ZMNLT., AIEET I /EEEICHESL.
ZZT. RTBIUVR2IE, FELTHEFEELLBLLTH L, BHET DIEE.
R'8LTR2IF. ZNEFNHILT. XV LA FREEZLIFRIGEESE (|
) THY.
A, FROERERFETHY. L. TlhbERX (1 a) & PTI/BEIEL
ERTFRTH B,

[0065] [{b7]

HNT (Ia)
[0066] wIEE\EZENX (1) . (1) FiE (1 a) FORFHAIF. FIAE E
AERFH. BRIARTH. FEEMERFE. ~AT7OFEEMERFE. LT
AT OBERARFEANLRIBENLBRIND DAL ELI—DZEATVWT
HE2ATWRKTHERW, RIBEARERFHIZ. FHICREINLQWS, AIZE
CTIFI, TS, TIEFZI, AOTLFL EROFTTILFIL
CTITAFTTIVFIL, TIITIVFIL, V)b, DO FFOTILRILE
AEFLNS, FIEERANRERFHIE. HIREIhAWD, AIZIE 70
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ZILxXI, oA gZib, a7 FELTIVLEIL, YD ILTILFIL
ENBIFONS, RIRFERMERTFEIIE. BICREI NV, FIZIE 7
J—Ib. V=W TIFI, FILFILT)—I, BRRXTY—IL. BRERXT
V=TI FI, FERRTIVFLT Y —ILVEIFEITLND, AIENTOBFE
BHERFEIR. FISREINRWA, BIZE. ~Fa7)—IiL. AF7a7Y

—ILTIFI, TILFILATOTY =, BREATOTY =L, BRI
TATY=ILTILFI, BRRTZILFIATOTY —LELFBEFLND, £
oo AIEEIEER (1) . (1l &) F&id (1 a) FOERERFHAAILSWT, Bl
RERTFEHIE. SHICEBREFTLRIFREEZALTVWTHEELTVWRLTS
R\, RIGEMEZRREREIL, BHOBEREE-—THEEL>TH LW,

BIEEE#E S LT, BRI, AisgRe. RP, RBLUVRITHIRLAERR
ENZFoh, LYEFNICIE. BIXIE. ~NOFY, eROFD, 7ILOF
. TR/ AIRFY AR ZhAC ASNESAIL. RILTTEAIL
CTIIFI, TITZ, TILEFZI, AQTILEL TY—=Ib, 7=
FILEI, FILELTY—=)b, >oOF7LFIL, YY7AF7LT5ZI, 90
FILEFILTIEIL, SOV TILFIL, EROFTTIFIL, ZIAFVT
WFEI, PITIFIL, D), SULAFSTIFIL, EO—ILA I,

1IFV)ILELRHIFOND, piEdFERE. A FiEcR2. R, Re<dH
JURITHRLAEREREERKRTH S,

[0067] AFEBBICEWT, T7I /B & g0 EBY. 9FHICTFI/EB L
VCANRFLEZZFNRNETNI DULECAEROERILENE WD, BRI [7
S/E]IF. —NHLEIREINT., 13S/8 (—-NH-) 3L, fIxE
7Ry eROFTOYVER DFRIC-NHEEZEFT, 13/
H (—NH-) 28300 AEBICBITS [P /B OERICEENS,
AFEBICEWT, gid T7I /B8 13, BT 2&BY, RATI/ETH
Wi, AZI7ZI/VETELV, BlZIE. BRI 212X (1 a2) FhiZ
(1l a3) TRINZELENE, DFHFICTI/ESLVCHNRFOEES
Oz, AFEBRICHITS [P/ OERICEENS, LEA>T, flx
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[0068]

. BIERIEER (1) IK8WT, BFEADN BROEER (A2) FLiF
EFER (A2a) TRINDBER, AFEBICBITS [7I/BEE] OF
BILEEND, F HAIZE BROEBBICHITS [TPA] #EBEE. NFEH
IKHIT2 7 /BEE] OERICEEZND, T, AFEBICBVWT, R
TFRIIE. 2HFULEOT I VBARTF REEICLYBELAEEDAE
BIEEWEWD, BIEERTF RESIE. B7I REETHERVWL, BB1 I K
BETHRW, &, fiRtER (la) TRITFI/BELIRTF S
FHRICT I/ EDEREET 2548, aisgtZER (1 a) FIKERLTL
37I/EIE. WThOT7I /ETH->THERV, Tk, fAisdbER (1 a
) TRITFI/BELRBRTF ROFHRICHVRFVENEREET 255G
i, BIEEEERX (1 a) FICEARLTWSAILRFIEIF. WThOALR
FOETH>TEHERL,

AFEBPEORAREM i RNADRIET I /BEEICSWT, RIEET7 I /BIZ
BIZE BiREBY ., RARTI/VBTERWL, ATPI/VETH-T
ERW, B8, FRERICEVWT, TRATI/EI E. RAICEFET HEE
D7 I /BIELITTORZEEREE VD, BIRRAT I /BOSER RS
WKBREINT. fIZIE. RALSHMELTERWL, 8K LTHERW, &
CAEBICBEWT, TAI7I VB E RAICBEELRWEEDT I /B
HWD, TADLLE, RIRBAI7I/BIF. P7I/BILAHLET7I/EEZED
AR VBFEEE (DFHRICTI/EBSITALRFIEEETNRETNRT DL
FECEREEY) THoT. RARICEELBRVWEEDHIL RV BFEEEE
W, RIBAI 7 I /EBIE. BIAIE. ATOBREZSEA/VIEATFELL,
AIEE 7 I /JBRIE. BRI, SVNIEEZENTE2T7I/BTH> THRL,
RIEE7 I /BBIK. IR, VY Y, a—TF3=v, PILFZV, RIS
¥, TANSFEVE YRFAV, YRAFU, TJIVEIZIV TILY IV
CERFIY avOqav . Q4 v v YTy ERAOFVYS U AF
A=, 7=V TI=v, Y. MoFZv FRYY N v TO

Vv, 4d—kkrkoFxo7OYy, NVTFvT770, B—T5=v, 173



WO 2016/104775 29 PCT/JP2015/086378

J—2—RIRFIoORVE Y PII/REER. 7I/E)D VAL
RUBBLUTREZER (| a2) TRINDZTI/VBHLRDIEBFNLER
INZDAKEBTBETH>THRL, IHLIKEBEREFLIIFREEEZRL
TWTHEAELTWARLKTHERW, FIGBHREL L TR, Al AiZcRa. R
b, ReBIUPRITHIRULAEBRENSEITFON, LYEFMITIK, BIZIE. /
Oy, eROFS, PLAFS, TI/, AILRFD ZR, = b0,

HIVSEA I, RN T7EAIN, FILFI, PILTZIL, PILFZ, NO
FILFI, U=, PU=ILTILFL, ZILFLTY—I, o207 ILF
o >oa7rz)v, a7 FLTILEFIL, SOYLTILFL, ER
OF>7IFI, PLAFTTIFI, TIIFIFIL YN, 2 YA
FOTIFIL, EO—ILMIb. 415V )ILELNHIFOND, RISFREREIL
. BlZE, AIEERe, Re, ReBLIUVRITHRLAEREELRAKETHS, &
7o, AIEREER (1 a) ORTFRTARVWT I VEBIC. XEEME, HAE
MEE, THREMFZORMEGNEET 2HER. WThOREERTERW,

[0069] [{k8]

{1l a2)

[0070] @IEE{EZER (1 a2) &,
R100iZ, FROBHRETHY. BELTEHEEFELALCTELL, BET
BlE. TETHEEETE L. BHOFEIE. EWCA—THEEA4>TWVWT
W, R1OUIHITZRIBERDOERE L LTI, BlxiE, siiddR2. Rb,
ReBLTRITHRLABRELSZEITON, LYEFKBICIK, AIZIE, /~O
Fv.o eROFy, 7AFY I/ ALKRFD, K ZhO, B
WIREA I, AT F7EAIN, TIFIL, PILTZIL, ZILFZ), ANOT
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WFEIL, TYV—=Ib, PYV=ITIFI, PILFILFTY)—I, >o0FILFIL

L 2oarLgZ, oaTLLFILTILFIL, Y YLTILFIL, BERO

FOTIVFEIL, PILAXFITILFIL, PRI TILFIL Y, YL F

STIVFEI, EA—ILAI, 41 IV )ILENHITOND, Fo, BIRER

X (1 a2) OB\ER. AIAE, FEEER (1 a3) TH>THLL,
[0071] [{E9]

(1a3}

[0072] 7d. mIESEZEX (1 a) OBEED. AIEREFER (1 a2) THIEBEAE.
AisgsibFERX (1) PORFEADEEIR. FittFEX (A2) TRIND,
TelbZEX (A2) POROUE, HIERIEFER (1 a2) AORIOCEFLT
HB, . AIERLFER (1 a) OBED. FILEER (1 a3) THB5
&, giEtER (1) PORFEAOHEEIR, TEIEFERN (A2a) TR
ns,

[0073] [1t10]
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[0074] wiEdiEZER (1) OEER. iz, FEkeEX (1-1) ~ (1 —7)
ABIRTE, FEIEZER (I —-1) ~ (1 =7) ZBVWT, nBLUmIF,
giedttEX (1) EALCTH B,

[0075]
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[1B11]
83
I Y
3 P
‘227/")\’\/) \'\N«"‘/\Y N\e/}g\,\ s
<~ \ n H b J’;;
i
o
(1—1)
=
a /‘"\\\G
i Y
SO N G o
‘zi/ ¥ \] g ’\;.;/ \QU\‘\?)
e \ /s 5] ;3 y 1‘{“;
o
{(1~2)
&
i o
A3 ;" NELD
W N i N
N
\22?‘ x # M —\.l/ ‘\, BN
¢
(1=3)
& Q
o ig H | B 2
A § B -
Q. ﬁ”’\‘?}\\w/’\{/ ?%/‘{\j o
T !’is H %;
Q
(1 —4)
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a
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[0076] ®IEE/LZER (I —1) ~ (I —=7) IZBVWT, nBLUmIE. FICHIEREX
ng. AHRDBY THD, BEFHIE LT, giddbZER (1 —1) IZBWTn



WO 2016/104775 26 PCT/JP2015/086378

=1 1B8LUm=12, FLE, n=5LUm=4 &, gigdlbtx=x (| —
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D EBIVRYILAFIV) o TALAFY (Bl A MFY ThFD TORFY
CTREY) BT UETLIFY B OCF) . TITZLTEFY (
Bl EZFF, PUNFFRY)  TY=IFFY Bl TJzZbFFY
)« TILFIFFIAHIILRZIL (Bl X MFSHIVRZI., ThFIHILKR
Ze tert—=TREIHILRZN) . TIV=ITILFILEFFY (fl: X
YIONFERY) LTI PLFLTE) Bl AFILTI/ IFILTI
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Jo UAFIVTI)) . PTYNVTI) Bl TEFLTI/ ROVALT

/) TY=LATIERLTI) Bl RVINTI/) NYFILTI))

JTIFIL B T/ AFIV) . TILELT
S/OTIFI Bl DIFIVTI)AFIV) L AIWNRESIL, RLT7EA
o FFY, D), DINLFFITLFILEDNHIFONS,

[0112] AHFBHOXAZm i RNAE, fIZE EBDEEEH. RICEHMET
ZEEINTHE LW, FIREEDER. FICHRINT, flAiE. BmihE
. BR. BAEESrHIFOND, AIREHEMER. flaiE. ELYy. TAM
RA, JIALEa4Y, Cy3f%&, Cy5sBFREFOHERIELHIFTLN. Al
EXRIE. BIZIE. Alexad88FDA |l ex aBRELSHIFOND,
RIESEAAIE. BIZIE. REBAMAS L OHRFEMRAELSH TSN, IFFL
CRERERAMAETH D, Tk, RIRERAMGEIE. FIZAE. BHLLLEED
OYEENRL, PL—H—E LTOMEICEEND, RIREERMEIE
. BICERI Y. BIXE 2H, 13C, 15N, 170, 180, 33S, 34S ¥
LU SHABHITFONS,

[0113] AFBOXRAEm i RNAK, 5RO &£ D IC, AIEENEETOREIH
MTED, ZDH. AEBOXAEmM i RNAR, HIAIE. EEFHERE
ERDEBDERERE LTERATES, ARPFOXRAEm i RNAD, flx
. BIECERICES T 5B TFORRZINGT5MEAmM i RNADHA R
BE5l =87 5%E. AL RIERENECFORRMNEICEY. AIELEE%
SBERTE S, AFEBICBVWT, DAER 1E, FIZXE FIRREOFH. K&
DHE. FHROVEDEKRESH. WThTELL, RIERERIE. FICHIR
INT. Bz, BEMOERRBICH U CRISRREINHEI#EERETE 2,
AIREERZ E LT, BIRIE. FA A, fiIDtA. BH A, KRB A. DAL
BENA. BEDA. BILRDSA. BBENA. FEANA. FEEN A, IR
A, BRE. BIFEEON A, FHGHE. FHRHESORENHIFS5N D

L eROF>FII]LT

i

(o)

[0114] ARAOXRAZEm i RNADFERAZEIZ. FICHRINT, AIZE 7IE
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[0115]

[0116]

[0117]

[0118]

[0119]

BHEGTE2E T ERERIC, AIRRKAEmM i RNAZESTHIELL,

AR S RIE. BIA L, MR, BRI IEB[EL’HITOND, AIEERS
ARG, BIAE B b B NERCIEE NEZESOFEE NEMINBIFO N
3, BIEBERSIE. BlxiE. in vivoTHin vitroThdLly,
AIECHIREIE. HFICHIRRI N, BAIxIE. He L affifd., 2 9 3HHE. NI H
3T 3#fE. COSHEEOREEEME. E SHE. SMaEE O
B, MREEMRESOEFEI SBE L AMRESELNHIFS5ND,

AFERICEWT, RGO R & RDFIEEEMELRTIF. FICHIERERIN
9. FTEDEGETARETE S, TLT, RO L DI, FIELENELGTO
TS UC. RUEEAEM | RNAZBIRThIE LWL,

AFBOXRAEm i RNADFERICAL TR, BiRd 3 AFBADHENRY.
R A ES L BT EZFOREH EZBRTE S,

AFEBAORAE M i RNAK., RO & SIS, EMEGEFORRE I
BETHDIEND, PIZIE, EER BHESIUVEERE. A6, BF.
B2, £OR2EOMEY—ILELTERTH S,

AFEBPEORAREM | RNADEHAZEIE., FICHRINT, LD
BOBERENMRATE S, RIEERFZER. fIZE EERFIFNFIRIC
&L BERE. ERZEREENHITOND, BEFIENFERE. HIAE
YENOEBEEKE RV —%FWdAE PCRAty MILZHAEN
Hifond, GIEENRI Y —id. FICHRINT., T5RAIREDIEVAILR
RGP — DAIZARDHY—FERXHITFOND, giEdLEEKEIF. FICHIR
TN, A RRFOAT7ISVA MESEUVCH-KRAKRR— NEFELHIF
bhd, RIEEILFEERER. BIAE, TR0 BB EKRIEE ERFEETH
%, BIERIEEEREIK. —MRIC. 7854 MIMERINS, BIRT7 IS 1 b
i BFICHRI WY, miROT7ISY1 bELT. HlZIE. RNA Phos
phoramidites (27 —O—TBDMS i, BR&. =FBEHx
). ACE7I¥M hBLVTTOMF7PIHM b CEEF7ISAM I CEM
TIFAM TEMT7ISA NELHIFONS,
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[0120]

[0121]

[0122]

[0123]

[0124]

[0125]

[0126]

(2) HEmY
AFEBAORRIMNE BHERDIE. FHRO & SIS, EMEEFORREINE T
51-DDHEMTH> T, BILAFEBORAE M i RNAZSL I & %2HH
&9 %, AREPOMEKMIE. FIRAREAOKRAEmM i RNAZEU I &0
WThHY., TOMOBEBRMRIZ. ASHEIBRI AV, AFBAORIRIIHEIFEERY
i BRI, RIRMGEIAEEE WD I EEHTES,

AFEBRICINE, FIZE RIRENEGCTFIERET IRRICKSTE L
T. RIGCEMEGRTORBREMNHZITI I ENTE S,

Frle. AFEBOERZHMHERYIE. FIRO LD IS, FIRAFEBPORAE M i
RNAZZUIEERFHET S, ARAOMBMIZ. FIEEAREADORAREm
i RNAZSO I ENRHETHY., ZOMOEHRITASHIRI RV, KF
BHDERZMMERMIE. BIZIE, ERXREWVWITEHTED,
AFERICINEE HIZIE EREFIARRELIRBOBREIIRS TSI
T. FIREGRTFORRZIMFI L. AIRREKEZAET DI ENTES, AR
IKBWT, [AE] . fiRD LD IS, BIRIE, FIEREROFH. REDH
E. FROBEOEKEZEZH. WThTHIW,

ARERICHEWVWT, BRONREDRDZIERIE, BICHRINT, FIXE &
GFORBENREERBIEENHITOND, RISKESOBIEICKELCT. 0
KREORRE A5 ERFERIGEENEGFICEEL. I 5IC. AIRENER
FICH U T, BUSEEEM i RNADH A RERHEBIRThIEL L,
AFBORIRIG BRI S L CEZHMERA (AT, SExmEnDd) iF
. TOFERFER. FICHIRINT, fIAE, fRENERTFEET 285
WRIC, BIECKATE M i RNAZEZRSITRIEEL,

AR S RIE. BIA L, MR, BRI IEB[EL’HITOND, AIEERS
WRIE, BlAE. B b EMERCIEE NEIIEFEEOIEE NEMAHIFO N
3, BIEBERSIE. BlxiE. in vivoTHin vitroThdLly,
RIECHIREIE. HICHRI N Y. B2, HelL afifs. 29 3#fE. NI H
3T 3#fE. COSHEEOREEEME. E SHE. SMaEE O
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[0127]

[0128]

[0129]

[0130]

[0131]

[0132]

[0133]

[0134]

B, MREEMRESOEFEI SBE L AMRESELNHIFS5ND,

RIS HEIE. FICHBRINT, IR BETRICH U TEERET
T 5, AIESRENKIEEMROBE. FIAE. MUY RAT7272aVEER
AEATEHE ILY MORL—YavEERrHITFOLN D,

AFBOMEMIE. BIZIE. XFEBOXRAEM i RNADAZZATHE
WL, ISICZDOMRDFMIEZATE LW, BIEEHRMMIE. FICHERI N
T, B, BEMICEHFSINLRZMIMIETFE LV, RIEZHRMIOELEIZ.
RICHIBREI NG, BIZIE, BERKOBEICKH L TETRIRTE 5,

AFEBOMEMICEWT, BIEsRAEm i RNAWK, fIZ I, gIEEHRINY
EEEFRETBRLTH LWV, RIEHRNYIE. FIXIE EEtFHEwSEd
TX %, RIEtEEFTERICEY. BIZIE. FIRBRAEm i RNAZMREL <
TINR) =32 ENTES,

RIEREALEIE. FICHIRINT, RU<—. >o/a7xF2NYY. 74
RVFVERHITFOLND, IR 7O0FF M) ViE, I BIR> O
TEFAMN) VAR T—, BRI 70F7FXAN) 2 OAR) T —FNHIS
bnhd,

RIESARINFNIE. i, FlxE. BiF ENEiR~0REEYE. Bl
. BEH. BEHELNHITOND,

(3) RRIFIFHE

AFERBORRIFE AL, FIRD &L DI, ENEGFORRZNGIT5H
ETH-> T, FIEEAFKBEORAE M i RNARFERE T2 & HET 5,
AFERBORRIE G AL, RIBARBFORAEmM i RNAZFERTI &N
BHTH->T. TOMOIRES L UERHEFRE. ALHEIRI AR,

AFERBORBRIMH AT EICEWT, RIBENERTFORRIHDOA L =X L
& BICHIRINY. BlAE. fEm i RNAICKSZHERBRNE AH TSNS

AFBAOFRBIME AEE, FIZAIE, AIRENERTFIEFEET Z2HRIC, @l
BBRAEmM i RNAZIZRETHIRZ20, RIS IRICEY. HIAE
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[0135]

[0136]

[0137]

[0138]

[0139]

[0140]

B SN RICRIEERAE M i RNAZEMIES, RIEERENRIE. X

(&, #RE. MBI IEB/ELIHITOND, FIEIREERIE. AIZAIE. B b,

ENER<IEE MNEAFFOI L NEMAHITON D, FIEERSIE. FIAE
in vivoTHin vitroTHdLLy,

AFEBORBRIHE AR, FIAIE AIRERAEm i RNAZERTRSL
THELWVWL, FIEERAE M i RNAZSURIEAEBOMERI 215 L TH
LW, BIRBHRESHER. FICFRINT, FAIE HENROEHICIKLT
BEEBRIRT X 5,

(4) BEAE

AFBOERBOREREIE. FDRO L S IC, FIRAFKBEOXRAE M i RN
Az, BEIIBRSTZ2IR%Z2H. RIEKRAEm i RNAIZSBITSEIEEHA
NERECTUAD, RIEGRERICES T2 EGFORRZIMGET MM i RNAD
HA FEECIITH D & =/FHET 5, ARADEEAZEIE. RIEEAFERBOD
RAEmM i RNAZBEAT I ENRFHTH>T. TOMODIRES L CEHF
i, AISHIRI R,

AFEBAOEBBEA LR, B, FIERARPORRIGE S EZEFZERTES
o ARG HZER. BICHIRINT, I, BROKESLCFHEROKSD
WIFNTH LWL,

(5) RA%m i RNADER

AFEBAOMFERIE. FIENERTORBINEO/HD, FIEEAFREBORR
Bmi RNADFERTH 2,

AFBO—RERKELIL. KROBBEICHERT 270D —KRERETH> T
. BIEE—AHZERIX, RIECAFEBAORAE M i RNATHY. FIEeRAEm
i RNAICBIT2HIEEH M FEEND, it kRKRBICEAS T2 8L TFORRE
WHEIT2HKHAM i RNADHA NEEIITH D EER/FHET S,

UT., ERfIFICEY. AFEBAZFLLGHBPT I AERIZINLICR
EINDEDTIEARL,

el
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[0141]

[0142]

[0143]

[0144]

[0145]

(E5eH1)
BEmMmi R—34adha4 RESIVCNNy 22T v—HOEETIIEHR (miRBa

se Accession No. MI0000268) (CEJWT. Amied (RR—H—) DiEE
ROERZEADAFKPFORAE M i RNAZSRKR L., IEBEMHBEICEALT
. EREGFTHBAXL mRNAODOKRINEIMREANT,

(1) mi RNADERK
ROF47avbO=ILOmi RNAE LT, UFICRTHA K88 (BFY

EF51) LUyt Yvy—48H (BINFES2) Hhohd, ZAEHOE MY
ZmiR—34a (NI —0208) ., HNc, FIEEHA R#EEpIEE/ N &

vIOv—iiE%E, pre—mi R—34ad)—TEEOERNEN L CER
LE=—AREHORAEMi R—34a (NM—0004) #& L7,

e FAT4 722 bO-ELT, BT —IR—XLTERINT
WBITARTOEIFNICHEBMZA I QWES & ZNICHEFENREN NSRS
—K$ERNA (N1 —-0000) =& L7,

[1616]

NM-0004 (84 mer)

5 A ~GUGA__A
T N R TR Y SRR e Y ’ g
I SRRIREE G

N N AN TN R an
PRI F RGN IR B 4
PR R B R R R ¥ A p

NI-0208 (22/22 mer
' Ry

ey

RISRERSIER. RS YR IEHET 5H 4 REER & RN TH IR
ART,
FREFICHVC, TRBEREA M RERITHY ., INTFIREE/ Y
£V Y —HEATH S,

NM-0004 (BRHBES11)
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[0146]

[0147]

[0148]

5 -UGGCAGUGUCUUAGCUGGUUGUUGUGAGCAAUAGUAAGGAAGcaaucagcaaguauacugcce

NI—-0208 (&S 1 EIES2)

5 -UGGCAGUGUCUUAGCUGGUUGU-3’ /5’ -caaucagcaaguauacugcccu—-3’
NI—0000 (B3&ES12 EINESTI)

5 -UACUAUUCGACACGCGAAGTT-3" /5 -CUUCGCGUGUCGAAUAGUATT-3’

EREFORAZEm i RNAE LT, aiggHa R (BSHIES 1) &fHnie
Fl (O, 3. bFLIF7TRER) &0 oA2 XMHEHE, Aidg/\vEY Y v—
D5’ RIRIC, RIEHA REOF —/N—/\V TES & L ORI MEHIC
TEMEAENLESZET 2 YHEGEN, TEIAOTO) VEEREDIIEI I L
FZFRFBEENLTERBLTWSEXRAE M i R—34 a%zaklk, RIEEX
AREm i RNADERICEWT, TR0 7R VEEEEDEX I LA F K
BEIR. L-7RnYyYPIRT7IH4F (WO02012/7017919%
B ZFEAT2EICFYEALLE,

[1B17]
R L ““‘““g
O YyNH
g ~= O{H,C)g D
[1b18]

3

I T o ol ) Y
PHO088 1 ey

RER
"

PH-008E {80 men}
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[0149]

[0150]

[0151]

[0152]

[0153]

AUECEROIAR. 7RSIV RVIEHIGT 504 FEHIBEE SRR THDEE
Y, T, [spacer] DEROEFIL, A XEHONMEBINDEER%E
=Y

TEEIICHEWT, THREBIGRIGSH M REHEHELFITH Y. NXFIFRIER/ Sy
oYy —HEEHNTH D, F. [Pl BRIEBTRY vFEEFROFEXI LI F
NBEETT,

PH—-0036 (F5&FS14)

5 -UGGCAGUGUCUUAGCUGGUUGU-[P]-Acaaucagcaaguauacugcccu-3’
PH—0038 (F%&%%S15)

5 -UGGCAGUGUCUUAGCUGGUUGUUCC-[P]-GGAAcaaucagcaaguauacugcccu—3’
PH—-0066 (f%%%S16)

5 -UGGCAGUGUCUUAGCUGGUUGUUCCGG-[P]-CCGGAAcaaucagcaaguauacugcccu—3

H

PH—-—0068 (BEBHN&ES17)

5 -UGGCAGUGUCUUAGCUGGUUGUUCCGGCC-[P]-GGCCGGAAcaaucagcaaguauacugcce
u-3’

(2) AXLEBEGREFORBREDRE

HIEBERNAZ, 2umo | /LEAZEDIC, FHAFKRBK (RIEEE
) 1AL, RNABRZRRL .,

MREIE, H1 29 9#f (ATCC) wfERLL, HEHL, 10%FBS
ZZLRPMI Medium 1640 (Life Technologi
es) ZFEALL, BELXHIF. 37C. 5%CO0,F& Lk,

Y. ME%E. RICIEMAPTEEL, TOBERE, 24 R7TL— M
400uldD, 4X1O0MB VI ERBELIICHE L, IHIT. Bl
EERNA%E (A) FSVRT7x9vavEELipofectamine

RNAIiMAX (Life Technologies) #A\W, BiEth>
VA7 avREORMNTONI—NIIKST, NSV RT7THIS 3y
L7z BEFEMICIX. BIEEV I H=Y OB ELLTOLDICEEL., NSV
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[0154]

[0155]

[0156]

A7z avEiTot, FEMEmICEWT, (B) ik, Opti—MEM
(Life Technologies). (C)ld. 2umol L &j
EERNABKETHY, MEEHHLHETI8., SulLFMlri, Ad. BIEEY
TIICBEWT, RIBRNADOKEKREREII. 1nmo | /L&L%,

[$&1]

(e Adiz OO o L)

SR 400

FEVAT Yy R 1. 5

(B} + (C) 98. 5
B 500

NSV R7xH2avk MRV /ROMiEE2 4EESE L%, R
Neasy Mini Kit (Qiagen, #524%) #BuV. &KD
7O RI-ICHEL> T RNAZBYR L, RIS VSYRI)TH—=T7
—ZAMARMSYRcDNAEKFY M (Roche) ZAV, HfEO7TOL
O—JLICHE> T, BIEERNAAScDNA%ZAR LK, ZLT. UTFICRT
L1, Bl LERIZECDNAZBHRE LTPCRAZITW, AXLERFOD
HIBEPSLUVRNEEETHLGAPDHEGFORBEELAAE LA, RITZA
XLEGEFORIEEIZ, FISCGAPDHEGEFOREEICLIYRBEL.,

RIECPCRIE, HE&LTLightCycler 480 SYBR
Green I Master (%%, Roche) ., #3LTLigh
tCycler 480 Instrument II (Bfa®. Roche
) AW (LR, A% . AIEBAXLEGRTFHLPGAPDHERTODE
Bk, ThEh, UTFOTS514v—ty MEFERLL,
AXLEBGEFHPCRISM4~x—tv b

(B25&F=18) 5 -CTCAACCAGGACGACTCCAT-3’

(BECHES 19) 5 -AGACCGCTTCACTCAGGAAA-3’
GAPDHEBRFR7ZM4v—tv b

(FR5&FS20) 5 -ATGGGGAAGGTGAAGGTCG-3’
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[0157]

[0158]

[0159]

[0160]

[0161]

[0162]

(E25&ES21) 5 -GGGTCATTGATGGCAACAATATC-3’

A, A hO—I1& LT, RIBESRICEEEE (B) R100uLDH
EARMULHMBICOVWTE, BERFRREZANELL (-) , &, OV H
O—)L2&LT. bSYRT792avIiCBVWT, RIEER N ABRRKRE RHM
EL. mige (A) 1. Sul&aiae (B) &&&811 00w LiRNL 24
IE. BAARICL TRIELMIRICOVWTE, BEFRRELAELL (moc
k) o

HMEBRDAXLEGFORREICOWT, I hO—JIL (—) OMBEICS
THRIFEZ1ELT. ERNAZEALLMETORREOHENESE KD
720
(3) #R

H2ICrmd LI, EEHMIORAE M i R—34 ald, R¥F«+7aV bk
O—ILODOKAMiIi R—34avpre—miR—34adiZAHRERREEI.
AXL mRNAOQRERRZIE L, Tk, XBEHONMEIHNDEBEEREZZE
Xt TH, AXL mRNAOORBINFEHRIIMHIZTINL,

(EHEHI2)

RIS, ZHEHI1 OKRAREM i R—34a (PH-0036) Ic8WT, Y
VH—MEEODH XL FFREBELZHREL T, BRICAXL mRNAODHE
RINFIRh R Z A~ T,

(1) mi RNADERK

UFICRT LI, PH=003 60" vh—4EE%,

TRADOV P VFEBFEDIEIX I LA F NBEICBHR LAY TF (KH-000
6) .
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[1619]

‘peoeoeronce
£
3
P
Srvrerrvreree,
e
i
A
»
.

P
‘i‘w
s,
]
i ~
3»{/"
s,
4
v
Z,
»'u
"-.,’,
‘.
S ”
v 5%

3
sy

[0163] FEERDIV ) P VEEEDIEX VLA F NEEICEHRLEZDF (XH-00
11) .
[0164] [1£20]

3
3
3
3
3

P

‘0

[01656] TFEARD T 2 ILT Y
H-0013) .
[0166] [1521]

YUBERDIEX I LA F RBEICEB#RLESTF (X

™
& M i %
2 ER Y o S T o 5 S T WS N P S LT T T i R ERTRNTE b TR e FUR et v
BE it 8 0 -i-\“ci“?-'s I B Lalplaheesipesiis ‘iQ o =% 1%
bR 3 FER I 3 3 : ISRERY X 8
< 3§ g >
i Fae
O3 L3

SNy Y
HETAELE
b Ax & &

[0167] miEdibFX (G2) FDG I y Gl yid, TElEX (Gl yGly) TK
INBRFEATHY., L. TEEER (Gl yGly) RORKED AL
RZIVRFEIF, LEEFER (G2) FONEFEFICHELTHY., TEitERX
(GlyGly) RFORMOEBRRETFIE, LEILFER (G2) OHILKRZIL
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RRIEELTWS,
[0168] [{b22]
(GlyG1ly)
—HN—-—CH,—CO—HN—-CH,—CO—
[0169] M. FRRDTL 74 NEBEFEHDIER I L4 F REEICEBR LD F
(XH-0015) .
[0170] [{£23]

R
§ M hY

S U A

[0171] =FhEFNEK Lz, RIS P VEBEEDIEX IV LA F REEIE. L—-VY Y
PIR7IHAH (WO2013/10314688) %2, sigs/Uoy
BADIEXR IV LAF REEIR. VIV T7IR7I454 0 (WO2013
/10314688) #, sisc 7V INLT) O VEEEDIEX I LA F RiE
EiE, JVVWNTIVSUTIRTIS4 S (WO2013/7133221%
R) Z. AT L 79 IVEFEEOIEX I LFF RBEIR. TLIIIET
M4 (WO02013/13322188B) %2, ThThERT3Z&IC
SFYZEALL,
[0172] [{b24]

\

Ullll

[0173] TFEEIICHWT, [KIIZaiER") > VEEHDIEX I L4+ F RiEE%, [Gly
13RI T ) O VBERDIEX I LA F FiEEZ. [GlyGlylidgisd s ) vy
VO VFEERDIEX I LA F FEE%E. [TPIERIEET L 7 7 IVEREEAD3E
XV LAFRBEZ., TNETNhRT, T, TRiEIICEWT. &Y rh—
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[0174]

[0175]

[0176]

[0177]

D5’ RIMEENXMEHTHY . AIREXBEHICEWT, THREBERIESH A RE
BEFlTHY. ZFOMmAFIEMMETITHY ., &Y H—0D3" RIEENY R
HTHY., FIRYRBICEWT, MNFRERRNAY £ Vv —HEEITH S
KH—-0006 (E3&S14)

5 -UGGCAGUGUCUUAGCUGGUUGU-[K]-Acaaucagcaaguauacugcccu-3’
XH=-0011 (BHNES14)

5 -UGGCAGUGUCUUAGCUGGUUGU-[Gly]-Acaaucagcaaguauacugcccu-3’
XH—-0013 (BHNES14)

5 -UGGCAGUGUCUUAGCUGGUUGU-[GlyGly]l-Acaaucagcaaguauacugcccu-3’
XH-0015 (BHNES14)

5 -UGGCAGUGUCUUAGCUGGUUGU-[TP]-Acaaucagcaaguauacugcccu—3’

EREH EARIC. RYF7a2bO—LELT. NM=-000484&
N1 —-0208%, XHAFs 72 ba—LELT. NI -0000%F
Wi,

(2) AXLEGFORREDAE

EfEfI1 SEROAEICELY., AIEBERNATHT 29 94l (ATCC
) AhSVZRT7x ML, AXL mRNAODOHRREAKRD,

(3) #R

BISICART LI, VU A—RBDIEX VLA F RBEZHRELTH, A
XL mRNAOHERIDHEMRITHTI N,

(EHEHI3)

RIC, EREFI2 THWE, LY IUVEBEFEERDIEX VLA F REED Y
VH—EEEEITSBZXH-0015([CD\WT, XEEICHMES#=EALL
BEDYPMRICOWTIHARL, FALEEXAE M i R—34 aiEEd L U
T LA ISR,
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[1£25]

XH-DO24 {82 men

P

[0178] ®IERECHIH. PRI VR VIERHT 2HM REHIEE S EERNTHDIRE
Y, Tl [lspacer] (. RIEEXMBEMNMIMEI 22T &%2TRT,
[0179] TFEEIICHWT, THRERIZAIEEH A FEEHNTH Y., NXFIEFIEE/ VY
oYy —HEINTH S, £/ [TP] FRIEET L 79 IVEEFSHEDIEX ¥
LZF RBEZTT,
XH-0015 (BHES14)
5 -UGGCAGUGUCUUAGCUGGUUGU-[TP]-Acaaucagcaaguauacugcccu—3’

XH-0024 (f3&ES15)
5 -UGGCAGUGUCUUAGCUGGUUGUUCC-[TP]-GGAAcaaucagcaaguauacugcccu—3’
[0180] EfEHI1 ERBHRDAEICELY., FIECERNATHT 29 94 (ATCC
) #5274 L. AXL mRNAODOHKREALZ RO,
ZTOR/R. B4 ICRT LIS, XEHITHMBEFIZMATHE., AXL m
RN AQRIBIFEINRISHR S i,
[0181] (ZEMEHI4)
KRl et—7adiHf RESLTNy T v —HOESIEER (niRBase
Accession No. MI0000060) (CETWT, YV H—EBEOIEX Y L4 F Kig
EDEBDZELZDAFKEORAE M i RNAEZSGK L., BEMEICEALT
. BEHNEGFTHBIHMGA2 mRNAODOKRRIMFISIREARL, 7O
VHEEBEOIEX VLA FREBEEZETD ) v A—ZBAVWEEDICTDOWTIE,
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BRI MBETIZEA LB DBEK L,
[0182] (1) mi RNADERK
REF4 72 bO0—LOmi RNAELT, UTFICRTHA K8 (Y
FHS3) LNyt YUv—H (BHNES4) Hold, ZAHEOE MK
#Flet—7a (NI—-0205) . #NC. RIgeHA RiHErIER/ Sy 2V
Jr—fHEE pre—let—7aD)I—SEEOESNENL TGERLE
—AEORAE et —7a (NM—0003) #&mM L7,
T, *ATF4 7 bO—LELT, BIEEN I —0000%FERA L,
[0183] [1£26]
NAM-O0O3 (72 men)
¥}¥§§s€@§§€$§:§&:

R <
C

3
>

SN e N CEEERTT R oY

SAEEF AU GHRUITISAAGIG

[0184] wHUEEECHIHF. PRA VRV WIET 2HA FHIBE S EERMNTH ZIBE
AN I
[0185]  TFECECFUICHWT. THREBIZRIGEH A4 REHERIITH Y. NXFIFFIEGE/SY
oY v —REETITH B,
NM—0003 (BEF&ES22)
5 -UGAGGUAGUAGGUUGUAUAGUUUUAGGGUCACACCCACCACUGGGAGAUAACuauacaaucua

cugucuuuc—-3’
NI—-0205 (E5&S3 EI&ESS)
5" -UGAGGUAGUAGGUUGUAUAGUU-3’ /5’ -cuauacaaucuacugucuuuc—3’
[0186] LATFICRY & DI, RIEEHA R (BLHI&ES3) &fHmEes (0. 3/E
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[0187]

[0188]

[0189]

R) &h o2 XEEe, iy zy Yy —#HoD5’ RmIC. giscHA R
BOF ==V TED & L ORI MBI ICEE2ERNRENZET DY
e A, gIEB TR VESE (P . Vo rEgsEk (KD . JUYUE
B ([Glyl) « V2T ) o VERE ([GlyGly]) FETL 79IV
B ([TPD) OV UA—ZENLTERBLTWSIELZDORAE et -7 a%
B L7, RIEERAEmM i RNADERICEWT, BFX I LFF RBER
. BT BELT2ERABRICLTEALE,

[1627]

PHOTH AHOM04

HLI IR
8 REEARE

AR08

o

ARG

AISSECINICHW T, [spacer] (&, RIS XMEEMMIMNESI Z2BL I & &R
ERS

TEEBIICEWT, [PlIZIEE70Y VEEADIEX I LA F RgE%E, [K
1IdRIEE"Y) ¥ VEBBAEDIEX I LA F NEE%E. [Glylidriad /) & v EEHK
DIEX I LA F REEZ, [GlyGLyIIZRIEEZ ) IV T ) Y VEEHEDIEX D
L7 F RiEE%E. [TPIIEIEET L 7 9 IVEEZESHRDIERX I LI F RiBE %,
FThENheRd, £, TRENICEVWT, &Y 2AH—05" (IgEEA X8
THY., BIRXBHICEWT. TIRERIZRIESH M REERITHY . TOMmH
BRI INEEAITH Y, &Y AH—D 3’ IEEA YEIHTHY ., FIECY 28I
IKEWT, NMXFIFFIERNY B Y v —HEINTH %,
PH—-0011 (E%5&=S23)

5 -UGAGGUAGUAGGUUGUAUAGUU-[P]-AAcuauacaaucuacugucuuuc—3’
KH-0003 (B5&S23)

5 -UGAGGUAGUAGGUUGUAUAGUU-[K]-AAcuauacaaucuacugucuuuc—3’
XH—-0002 (E7&ES23)

5 -UGAGGUAGUAGGUUGUAUAGUU-[Gly]-AAcuauacaaucuacugucuuuc-3’




WO 2016/104775 55 PCT/JP2015/086378

[0190]

[0191]

[0192]

XH-0004 (BHN&ES23)

5 -UGAGGUAGUAGGUUGUAUAGUU-[GlyGly]-AAcuauacaaucuacugucuuuc-3’
XH-0006 (EHN&ES23)

5 -UGAGGUAGUAGGUUGUAUAGUU-[TPJ]-AAcuauacaaucuacugucuuuc—3’
PH—-0014 (EE3&FES24)

5 -UGAGGUAGUAGGUUGUAUAGUUUCC-[P]-GGAAAcuauacaaucuacugucuuuc—3’
(2) HMGA2 B FORREDAE

RIEBERNA%, 0. 2umo | /LERDEDIC, EFAREBK (KR
BIER) ICRMEL. RNABBRAEREL .,

ffEIE. AS4 948 (DST7—INA1F AT 1 AL) Z2FEALE, B
iz, TO0%FBSZ#&E¢tDMEM (Life Technologies
) BEA LK, BELXMHIE. 37C. 5%C0O,F& Lk,

F9. Milg%x. RUECEBAPTHEEL. TOEERE. 24 R TL— M,
400uLl gD, 4X104R DI ERBEDICHELL, IHIT, Al

EERNA%E (A) FSVRT7x9vavEELipofectamine
RNAIiMAX (Life Technologies) ZB\W, FREr>
VA7V avRAEORMTIOMNI—NLICR-T, bSYRTZHVaY
L7z BAEMICIE. IRV ZILHEY OMEEUTOLDICHREL., FSV
A7z avEiTot, FEMEmICEWT, (B) ik, Opti—MEM
(Life Technologies). (C)lx. 0. 2umol 7L
AIEERNABRTHY, mMEEZHHETI8. SulLimmMliz, BB, 7l
B TIIICBWT, BIERNADRKEREIF. O. Tnmo | /L&ULK,

[0193] [52]

(D ediE0 O o« L)

pRg ML 400
IR T a2y K 1. 5
(B} + (C) 98. 5§
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[0194]

[0195]

[0196]

[0197]

NSYZRT7z9avk BIRRY /I FOMEAY 2 4BEESELLE. R
Neasy Mini Kit (Qiagen, #524%) #BuV. &KD
ZOMI—=ICRE>T. RNAZEWR L, RIC. hSVRIYTE—T 7
—AMZARSYRcDNAERFY M (Roche) #ZAWV, RO 7OK
O—JLICHE> T, BIEZERNANSCcDNAZER L. ZLT. UTFIKERT
£DIC. B LRIZEEcDNA%ZEHEE LTPCREZTW. HMGA 2:&/R
FORBESIVREEETCHLCGAPDHEGFORRELZRE L/, Al
SBHMGA2EGETOHREEIL. RIEcGAPDHEBEGETFORIREICK YHILE
L7z,

AIEZPCRIZ, B¥ELTLightCycler 480 SYBR
Green I Master (%%, Roche) ., #3LTLigh
tCycler 480 Instrument II (Bfa®. Roche
) #RWA (LT, B#H) . BIEEHMGA2BGEFHLUPGAPDHEGF
DEBIEICIE. ThEh. UTFTOTS4~x—ty b &FERL L.
HMGA2EBGFRPCRTSAv—tvy K

(B25ES25) 5 -GAAGCCACTGGAGAAAAACG-3’

(B25&ES26) 5 -CTTCGGCAGACTCTTGTGAG-3’
GAPDHEGRFAIZ4<v—tv b

(B25HES20) 5 -ATGGGGAAGGTGAAGGTCG-3’

(E25&ES21) 5 -GGGTCATTGATGGCAACAATATC-3’

A, A hO—I1& LT, RIBESRICEEEE (B) R100uLDH
EARMULHMBICOVWTE, BERFRREZANELL (-) , &, OV H
O—)L2&LT. bSYRT792avIiCBVWT, RIEER N ABRRKRE RHM
EL. mige (A) 1. Sul&aiae (B) &&&811 00w LiRNL 24
&, BERRICU TR L MBBICDOWTE, BETFRREZRMELEZ (moc
k) o

HEEOHMGA 2 BBEFORREICOVWT, aA¥ hO—JL (—) OHikE
ICBITHDRIFEZT1E LT, BERNAZEALLHBTORIEEOHENESE
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K& 7,
[0198] (3) &R

BEICRT£OIC, EREFIORARTE | et —7 ald, R¥F4 73 k0O
— IOl et—T7a®pre—let—7athiZEREFREIC. HMG
A2 mRNAODORRZMHEI L, F VVA—DFEXILFF NEEE
RELLY, X®BEFIAmMEBNzEALEY LTH, HMGA2 mRNA
ORISR IEHIF I N,

[0199] (ZEMEHI5)

KM i R—29 bDAA REBLUVNRy YT+ —HODOEFHIEER (niRBa
se Accession No. MI0000105) (CETWT, YV H—4EBEDIEX I L FFR
BEDERDIELDAFEEORAE M i RNAZSK L. ISEMEICEAL
T. BHEGFTHBCOLTAT mRNADOHKRINMESHREZRARE, 7
OUYEEEDIEXI LA FRBEEZR TS ) VA—ZEZRAVEZEDIIDOWVWT
. XAEHICINEET ZEA L DEEMK L .

[0200] (1) mi RNADAMK

REF4 72 bO0—LOmi RNAELT, UTFICRTHA K8 (Y
FS59) 8Lyt Yv—H (BHES10) hdoasd, ZAHOE
BREMiR—29b (N1 —-0210) ., #®IC, BIEEHA REEERIEE/ Y
oY v—fE%E pre—miR—29bDI—EHOENENL TE
HwLAE—ARBEORAEMiIiR—29b (NM—0005) #8871k,

T, *ATF4 7 bO—LELT, BIEEN I —0000%FERA L,

[0201]
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[1b28]
NM-DODS (84 mer}

NIG2T0 {24028 mer)

B

[0202] wHiIECEHIAF. PRI VRATRENIET 2HA FHIERE EFBENTHHIEE
ETRTo
[0203] TFEEECHNICHW T, THREERIZRIEE A A FEREEHITH Y., N XFIEFEIEE/ VY
Vv —HEEHNTH D,
NM—-0005 (B&ES27)
5 -gcugguuucauauggugguuuagaUUUAAAUAGUGAUUGUCUAGCACCAUUUGAAAUCAGUGU

u-3’
NI —-0210 (B5%ES10 EHNESI)
5 -gcugguuucauauggugguuuaga-3’ /5 -UAGCACCAUUUGAAAUCAGUGUU-3’

[0204] LAFICRTLDIC, Risg/ Sy Yv—8H (BHHES10) &mEs (

0. SRER) &HHA25 XMWEgE, AIEEHA FHODO S’ Rimil, miad/Sy

oI v —HOF —/N—\V JTED B L RIS IEE SIS T LB/ B 5

ZETBYHEFEN gid 70 vFEEE ([PD . Vo ra3EEH (KD .

J) o rggE ([GlyD) . U LT) o vE3EEE ([GlyGlyl) FETL

79 WEEFEE ([TPD) OV Y A—%2NLTERBLTVWSELZDORAEm |

R—29b%a&K L%k, RIERAEM i RNADERICEWT, &FXIL

FF REER., EEMNT1BLT2EARICLTEALL,

[0205]
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[0206]

[0207]

[1£29]

AUECEROIAR. 7RSIV RVIEHIGT 504 FEHIBEE SRR THDEE
Y, Tl [lspacer] (. RIEEXMBEMNMIMEI 22T &%2TRT,

TEEBIICEWT, [PlIZIEE70Y VEEADIEX I LA F RgE%E, [K
1IdRIEE"Y) ¥ VEBBAEDIEX I LA F NEE%E. [Glylidriad /) & v EEHK
DIEX I LA F REEZ, [GlyGLyIIZRIEEZ ) IV T ) Y VEEHEDIEX D
L7 F RiEE%E. [TPIIEIEET L 7 9 IVEEZESHRDIERX I LI F RiBE %,
FThENheRd, £, TRENICEVWT, &Y 2AH—05" (IgEEA X8
THY., IR XMEFICEWT, MXFERFIER/NNYy 2 Y+ —HEETHITH Y,
ZOMARIEMMEIITHY ., &) H—0D3 (RIEEASYEIHZTHY., Al
BBYBERICHWT, TREBIZAIEEH 1 NEERIITH 5,
PH—-0040 (F%%%528)

5 -gcugguuucauauggugguuuaga-[P]-UCUAGCACCAUUUGAAAUCAGUGUU-3’
KH-0008 (E5&ES28)

5 -gcugguuucauauggugguuuaga-[K]-UCUAGCACCAUUUGAAAUCAGUGUU-3’
XH—0017 (E7&S28)

5 -gcugguuucauauggugguuuaga-[Gly]-UCUAGCACCAUUUGAAAUCAGUGUU-3’
XH-0019 (E5&ES28)

5 -gcugguuucauauggugguuuaga-LGlyGly]-UCUAGCACCAUUUGAAAUCAGUGUU-3’
XH—0021 (E7&#S28)

5 -gcugguuucauauggugguuuaga-[TP]-UCUAGCACCAUUUGAAAUCAGUGUU-3’
PH—-0042 (B%5&=S209)

5 -gcugguuucauauggugguuuagalCC-[P]-GGAUCUAGCACCAUUUGAAAUCAGUGUU-3
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e XAT4 72 bO—-LE LT, EEBI1 TEXLENT-000
O%zEALL,
[0208] (2) COL 1 A1 BGLFORIBEDAE
BIEBERNA%, 2umo | /LERDEDIC, FHARBK (KIREK
) ICBfEL. RNABRRERML 1,

[0209] #AREIE. AS 4948 (DST7—NA A AT 1 A)) HFERLL, 5
iz, T0%FBSA#ELDMEM (Life Technologies
) HERALE, EEZEIE. 37C, 5%CO,F& L,

[0210] &9, MlE%. AIGEHPTEEL., ZOEERE. 24 RS —MIC,
A00uL g2, 4X104MBE DTN ERDEDICHE LR, IHIC, Al
EERNA%E (A) FSVRT7x9vavEELipofectamine
RNAIiMAX (Life Technologies) ZH\W, HIEMNS
VA7 avEAEORRTOMNI—INIIR-T, NSV RT I3y
L7z, BEMICIE. RIREYV ZIVHZY OMEEULTOLDICEEL. SV
A7 avEToR, FERMERICBEWT, (B) &, Opt i —MEM
(Life Technologies). (C)ld. 2umol L &j
SERNABRKTHY, MEEHHLETI8. S5ulLFmmli, &b, AIELEY
TWICEWT, RIBRNADEKREIX., Tnmo | /L& LK,

[0211] [%3]

(Db O n L)

ERE 400

G wRZ el g R 1. 5

(B) + (C) 98,
&5t 500

[0212] S VR7xz9¥a v itV T/ ROMEE 2 4REEE LK. R
Neasy Mini Kit (Qiagen, #524%) #BuV. &KD
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[0213]

[0214]

[0215]

[0216]

ZOMI—=ICRE>T. RNAZEWR L, RIC. hSVRIYTE—T 7
—AMZARSYRcDNAERFY M (Roche) #ZAWV, RO 7OK
O—JLICHE> T, BIEZERNANSCcDNAZER L. ZLT. UTFIKERT
L1, B LERIZEEcDNAZHRE LTPCRZfTW, COLTATE
GTFORBRESLIVCHNBELETHSLGAPDHEGTFORREEAE L
AIEECOL 1 A1 BEFORIREIFZ. AIEEGAPDHEGFORREICKY
IE L7,

AIEZPCRIZ, B¥ELTLightCycler 480 SYBR
Green I Master (%%, Roche) ., #3LTLigh
tCycler 480 Instrument II (Bfa®. Roche
) ZBWE (LT, B#) . Bis2COL 1 A1 BEFHLVUGAPDHER
FOEIEICIE. ThTh,. MTFTOFS4~v—ty b&ERLE,
COLT1A1EGEFHAPCRISAv—tY k

(B25)%ES3 0) 5 -CCCAAGGACAAGAGGCATGT-3’

(B25&ES3 1) 5 -CCGCCATACTCGAACTGGAA-3’
GAPDHEGFR7Z4v—tv h

(B25HES20) 5 -ATGGGGAAGGTGAAGGTCG-3’

(E25&ES21) 5 -GGGTCATTGATGGCAACAATATC-3’

A, A hO—I1& LT, RIBESRICEEEE (B) R100uLDH
EARMULHMBICOVWTE, BERFRREZANELL (-) , &, OV H
O—)L2&LT. bSYRT792avIiCBVWT, RIEER N ABRRKRE RHM
EL. mige (A) 1. Sul&aiae (B) &&&811 00w LiRNL 24
&, BERRICU TR L MBBICDOWTE, BETFRREZRMELEZ (moc
k) o

MEZDOCOL TATEBGFORREICOWT, I bOd—JL (—) O
RICBITZRIEEA1ELT. ESRNAEZZEA L/-HETORIBEDENE
TRODT,

(3) #R
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KEICnT LIS, EREFDORAEM i R—29bidk, R¥Fq4 732K
O—JLOREM i R—29b%®pre—miR—29bHEKEBREIC.
COLTAT mRNAOHERZMHEI L, k. VHA—DFEXILFTF
FBEZRZE LY, XEFICHMENZEALLYLTHE, COLTAI

m RN A QFERIMFEIRISHERF I N

[0217] (EEk6)

BREmMm i R—34 a1 RESLUNy Y Vv —HOEFIIEEHR (miRBa
se Accession No. MI0000268) (CETWT, Y H—4EEHOIEI I LAF R
BESLOXBHONMMEINDOEERNELD, B2 OAFEBORAEM i
RNAZGHKL. BHEMEICEALT. BRNEGFTHEHAXL mRNA
DFEIBIHEINR 2/,

[0218] (1) mi RNA®DEK

EREGI EREBROAZEICEY. Ha NE (EBHIFES 1) &mEs (0.
3. BFEALRBTEER) &EMLARBXEEE, vty v—HDE Rin
IS BIEEH A REHOF —/N—/1\ JES & L CRIEE IIESS IS 2B A
mANEETDYREEA, 7OV VFEEOEXI LA F REEEZN L TE
BLTWEXRAEMiR—34a (PH-0036, PH-0038, PH
—0066BLUPH-0068) &KL 7%,

[0219] &/, LEXATEM i R—34ad®>5, AMEFHN0. 3F/HIE5EE
RTCHDRAEMi R—34a (PH-0036, PH-00388&UP
H—0066) IBWT. EffI2 ERAKROAEICELY. Y h—EHDIE
XOLAFRBEERELEXRAEM i R—-34a%zamK L7k,

[0220]
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[0221]

[1£30]
KH-0008

o
)

SREUEGY
Y

A,\

XHA0013
¥
T aacasEen

XH-0045

XH0043

Py
3

be:

TREINICEWT, [KIIZV Y UFEERDIEX I LI F FiEE%E. [TPIIET
L7 9 NBEFEEEDEX I LA F RiEEE, [GlyllxT ) o v FEERDIEX Y
LZAF FEE%Z, [GLYGUIET )T O VEBEDIEX VLA F NEE
. FENENRT, T TEENNICEWVWT. &V AHA—0D5" RAIfEEAX
PEETHY, RIS XMEHICEWT, TREIEH A FEHEESITHY., TOfMad
BRI INEEAITH Y, &Y AH—D 3’ IEEA YEIHTHY ., FIECY 28I
IKCBWT, MNFRNRYy VY v —HEEITH S,

KH-0006 (B5&ES14)

5 -UGGCAGUGUCUUAGCUGGUUGU-[K]-Acaaucagcaaguauacugcccu-3’
KH—-0018 (B5&%S15)

5 -UGGCAGUGUCUUAGCUGGUUGUUCC-[K]-GGAAcaaucagcaaguauacugcccu—3’
KH-0019 (B5&%ES16)

5 -UGGCAGUGUCUUAGCUGGUUGUUCCGG-[K]-CCGGAAcaaucagcaaguauacugcccu—3
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H

XH-0015 (BHNES14)

5 -UGGCAGUGUCUUAGCUGGUUGU-[TP]-Acaaucagcaaguauacugcccu—3’
XH-0024 (BH&ES15)

5 -UGGCAGUGUCUUAGCUGGUUGUUCC-[TP]-GGAAcaaucagcaaguauacugcccu-3’
XH-0042 (BHN&ES16)

5 -UGGCAGUGUCUUAGCUGGUUGUUCCGG-[TP]-CCGGAAcaaucagcaaguauacugcccu—3

H

XH=-0011 (BHNES14)

5 -UGGCAGUGUCUUAGCUGGUUGU-[Gly]-Acaaucagcaaguauacugcccu-3’
XH-0043 (B7&ES15)

5 -UGGCAGUGUCUUAGCUGGUUGUUCC-[GLly]-GGAAcaaucagcaaguauacugcccu—3’

XH—-0044 (BHNES16)

5 -UGGCAGUGUCUUAGCUGGUUGUUCCGG-LGLy]-CCGGAAcaaucagcaaguauacugcccu—
3
XH—-0013 (BHNES14)

5 -UGGCAGUGUCUUAGCUGGUUGU-[GlyGlyJl-Acaaucagcaaguauacugcccu-3’
XH-0045 (BH&ES15)

5 -UGGCAGUGUCUUAGCUGGUUGUUCC-[GLyGly]-GGAAcaaucagcaaguauacugcccu—3

H

XH—-0046 (F5%FF=S16)
5 -UGGCAGUGUCUUAGCUGGUUGUUCCGG-[GLyGly]-CCGGAAcaaucagcaaguauacugcc

cu-3’

Fle. RYF4 73 bO—NELT. ERAMION I -0208ZAW
T=o

(2) AXLEGRFORREDAE
AIEESRNADEKIREN 2 nmo | /LTHZRUME. Efehl1 &F
BROFEICEY, AXLEGTORRELZ KD,
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(3) #R
B7ICReEDIC. ERBIORAEm i R—34alk, RITFT47aV b
A—J)Dpre—miR—-34alZFERBEIC, AXL mRNADHE
REWHEILie, E. VYA—DF XV LA FREBEEZRE LY., X8
ICATNERSIZBA LAY LTH, AXL mRNADRIBIIHIEISHEES
nrz,
[0222] (ZEHEHIT7 )
Kl et—7aDhiq RESLIUNy Y+ —HOETIEEHR (miRBase
Accession No. MI0000060) (CETWT, Y H—%EEOIIEIX Y LI F KiE
ES L XBHEOMNMBIDIRERNERD, B2 OAFEBEORARM i R
NAZSKL., BEMHRICEALT, BENEGFTHHIHMGA2 mRN
A DFRITIEISIR & /AT,
[0223] (1) mi RNADERK
EREH4 ERBROFEICEY,. Ha FH (BFES3) &friniEes (0.
SFLIFLBER) &MHRBXMHEEE, NvtrIv—HODE R,
BIES H A REHO A — /=Y JE9 & L CRIEEMINESIC 2B/ AE S
ZETBYMHEEN TO) vEEEK (P . V2 rvaEEK (KD . FL
78 IWERESAK (TP . VY vEFSE ([GlyD) FETIVILTISY
FEE ([GLyGly]l) UV H—%ZNLTERBLTVWEIEADOXRAE | e t —
7a%nE&m L7z, BIEERAEM i RNADERICEWT, BIEXVLAFR
Bt EEA1BLU2EERICLTEALK,
[0224]
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[1631]

PH-0011

g GO .
GRS AGUAGGUUGUAUAGUT
- ST !

PH-G314

U QU
“gre T ACUAGGUUGUATASTUTCS .

SRRV AL ARRGS
PH-0107
5 GU
GAG  ASUAGGUUEUBUARUUUIIESE z:s

SURARRGECT

KH-0003

U =0 - .
GRE AGUAGGUUEIAULAGUU K
T T AR

KH-0020

y & S
eFte 'AGUAGGUC%U%UA FBQUCT K
TUABRRGS

KH -QDZ’!

U GU
GAG  AGUASCUUGUAURQUINCCGS

KH-0002
g Gy
GAG AGUAGGUUGUATAGUU -~
e 2R \;«2}'
3L GC’J?&U:\LUU GQQ

XH-005D

U GU
GAG AGUAGGUUEUAUAGUUQLIEE

[0225] FEEERAICHWT, [PlIZZ7OY v
)
L& F KEE%, [Glylidd) >y
TN T) oy

TEREINICBEWT, & H—DE’

PCT/JP2015/086378

XH-0008

v GO .

GAG AGUAGEUUGUAUBGUU
v [

SRR

2H-0047

pes i8]
AGURESEETUEL

&
ARG AUAGUUOCT

TR

]

UUGUATAGUUUCCES
IBRAXRGEUC

T

KH-0004

U [£3%]
CZS AGUAGEUE MJAGL}JN
. .:.;‘JC iy

XH-0051

%) 3103
GAZ AGUAGGUUSUALAGUURCC

XH-Q052

3 GU_ o S
GAG AG“}A{;G!}OG\jﬁ.‘:‘é@m}b‘;.«a‘\:-":.\'v\:\r_,\

e

BERDEX I LA F FEEE. [KIiZ

VESAKRDIEX VLA F REEE. [TPIIEFTL 79 IVEEESEDIER Y
VEBERDIEX VLA F REEE, [GlyGly]
FEFDIEX VLI F REEEZ. TNhEThRT, .

RISEIE A X WRIETH Y .

BIEE X 4Bi51C
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BWT. THRERIZRIESH M REEERITH Y. EOMHIRIEIMETITH Y.
KU A—D3’ RREA YRR THY ., BIEE Y RIBICEWT, NXFIFRD
NNyt v —HEEITH B,
PH—-0011 (E3&HES23)

5 -UGAGGUAGUAGGUUGUAUAGUU-[P]-AAcuauacaaucuacugucuuuc—3’
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PH—-0122 (E?%%&S57)

5 -gcugguuucauauggugguuuagaUUUAU-[P]-AUAAAUCUAGCACCAUUUGAAAUCAGUGU
U-3’
PH—-0123 (f%%S58)

5 -gcugguuucauauggugguuuagaUUAUU-[P]-AAUAAUCUAGCACCAUUUGAAAUCAGUGU
U-3
PH—-0124 (E%/%&%S59)

5 -gcugguuucauauggugguuuagaUAUUU-[P]-AAAUAUCUAGCACCAUUUGAAAUCAGUGU
U-3’
PH—-0125 (E%/%S60)

5 -gcugguuucauauggugguuuagaUUUAA-[P]-UUAAAUCUAGCACCAUUUGAAAUCAGUGU
U-3’
PH—-0126 (E5%ES61)

5 -gcugguuucauauggugguuuagaUUAUA-[P]-UAUAAUCUAGCACCAUUUGAAAUCAGUGU
U-3
PH—-0127 (E?%%&S62)

5 -gcugguuucauauggugguuuagaUAUUA-[P]-UAAUAUCUAGCACCAUUUGAAAUCAGUGU
U-3
PH—-0128 (E%%ES63)

5 -gcugguuucauauggugguuuagaUUAAU-[P]-AUUAAUCUAGCACCAUUUGAAAUCAGUGU
u-3
PH—-0129 (f%5%ES64)

5 -gcugguuucauauggugguuuagaUAUAU-[P]-AUAUAUCUAGCACCAUUUGAAAUCAGUGU
U-3
PH—0130 (E%/%&#S65)

5 -gcugguuucauauggugguuuagaUUAAA-[P]-UUUAAUCUAGCACCAUUUGAAAUCAGUGU
U-3’
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PH—0131 (B%&=S66)
5 -gcugguuucauauggugguuuagaUAUAA-[P]-UUAUAUCUAGCACCAUUUGAAAUCAGUGU

U-3’
PH—0132 (B3&S67)
5 -gcugguuucauauggugguuuagaUAAUA-[P]-UAUUAUCUAGCACCAUUUGAAAUCAGUGU

U-3’
PH—-0133 (F5/%&=S68)
5 -gcugguuucauauggugguuuagaUAAAU-[P]-AUUUAUCUAGCACCAUUUGAAAUCAGUGU

U-3’
PH—0134 (EB%3&=S69)
5 -gcugguuucauauggugguuuagaUAAAA-[P]-UUUUAUCUAGCACCAUUUGAAAUCAGUGU

U-3’
PH—-0135 (EE3&HES70)
5 -gcugguuucauauggugguuuagaUUUGG-[P]-UUAAAUCUAGCACCAUUUGAAAUCAGUGU

U-3’
PH—-0136 (E3&EST71)
5 -gcugguuucauauggugguuuagalUUUU-[P]-UUAAAUCUAGCACCAUUUGAAAUCAGUGU

U-3’
PH—0137 (BB53&E=ST72)
5 -gcugguuucauauggugguuuagaAUUAA-[P]-UUAAUUCUAGCACCAUUUGAAAUCAGUGU

u-3’
PH—-0138 (EE3&HES7 3)
5 -gcugguuucauauggugguuuagaAUUUU-[P]-AAAAUUCUAGCACCAUUUGAAAUCAGUGU

U-3

PH—-0139 (EE3&HEST74)
5 -gcugguuucauauggugguuuagaCUUAA-[P]-UUAAGUCUAGCACCAUUUGAAAUCAGUGU

U-3’
PH—-0140 (F%%S75)
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[0253]

5 -gcugguuucauauggugguuuagaCUUUU-[P]-AAAAGUCUAGCACCAUUUGAAAUCAGUGU
U-3
PH—-0141 (EE3&HES76)

5 -gcugguuucauauggugguuuagaGUUAA-[P]-UUAACUCUAGCACCAUUUGAAAUCAGUGU
U-3
PH—-0142 (EE3&EST77)

5 -gcugguuucauauggugguuuagaGUUUU-[P]-AAAACUCUAGCACCAUUUGAAAUCAGUGU
U-3
PH—0143 (B3&S78)

5 -gcugguuucauauggugguuuagaUAAU-[P]-AUUAUCUAGCACCAUUUGAAAUCAGUGUU-
3
PH—-0144 (EE3&FEST79)

5 -gcugguuucauauggugguuuagaUUAA-[P]-UUAAUCUAGCACCAUUUGAAAUCAGUGUU-
3
PH—-0145 (E%%S80)

5 -gcugguuucauauggugguuuagalUUGG-[PJ]-UUAAUCUAGCACCAUUUGAAAUCAGUGUU-
3
PH-0146 (E5%S81)

5 -gcugguuucauauggugguuuagalUUU-[P]-UUUAUCUAGCACCAUUUGAAAUCAGUGUU-
3
XH—-0059 (E5/%&S60)

5 -gcugguuucauauggugguuuagaUUUAA-[GLyGly]-UUAAAUCUAGCACCAUUUGAAAUC
AGUGUU-3’

Fr. ROFa 72 bO—LELT, EEMSONT 021 0%HW

7‘—
“o

(2) COL1TAT1EGFORREDAE
FIEEERNADRKERENO. S5nmo | /LTHDRUMNE. EREHS
CEEOAEICEY., COL1AI1BEFOREBEEASRD,
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[0254]

[0255]

[0256]

(3) #R

B12RET 3ICRT LDIC. ERFIORAREM i R—29bid, RY
F47aAvhO—LEBREIC, COLTAT mRNADHEBEAIEH LE
o Flo. XFEBOAMERT (4 FE5BER) OEBEREINSERDFE
. COLTAT mRNAOQHEREMEIMRISHERTFI NI,

Mt REMEZSRU TABERZRA L LD, KERAIE. £REk
FHEIREINDE DTV, AFEFEAOENRCFHMICIE. REFEBED X
O—JHATHEENEBRBL D 2BRALERELTHIENTE S,

I THRRONERETS L CRFTERAME 222 TOTITYICEE S
NEHRBIF, TIIKBIEINAEZEICE 2T, ZO2THRARINEZEFERE
BICABMZICHAAEINDIEDTH %,

EX Lo ATt

AFEBEORAREM i RNAILINIE, BFZITEIRNTERTE, BD.
FIEEEGRTAI—RT B9 VRV EDOBROIGEIANATETH D, AFEPFDXK
REm i RNAR, sidD & D ICENBLFORR MG ATRETHD &
b, BlziE, EER BHESIVRE. Ao, BFE ER. £oRE
ZEOMRY—INLELTERTH S,

AHEEIZ. BATIN/4EE2014-266918 (HEH201451
2A27H) RUHEEE2015-130496 (HEH2015%6829H
) ZEBELTHEY. TORBIFITARTABHEICEEIND2EDET S,
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[55KIA1]

[553K1R2]

55 KIR3]

55 KIR4]

[E53KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]

fa R D&

XM E YRGS EZHT 52— AEHRBTH Y.

AR XPRIHD 3’ Rim&EAIEE YRIFED 5’ KRimeh XTI LA F KR
BED) v h—mEEN L TERL.

BUEC XEIEIE. ABFEm i RNA® (a) A4 REEIELIE (b) A
vtV Yy —HE S & 2 A,

(a) DZE. AIEEYHEFE, FIEEKAEM i RNAONRytE I v—
SRER N % 2 .

(b) MiFE. AU YHEEIE. AIECKHEM i RNADAA RHET %
XN
BIESE A A NEEEFIERIEE NNy Y Y v —HET &N, ZEHBEEZF
KD EaR/HETE. RAEmMm i RNA,

RIS YRR RIS XMBIRE 2T 54 X v b LARRIC, IR Y B
3 KICA—N—=N\VTEEBET D, BERE1ZEORAEm I R
NA,

RIS —/N—N\VTH 0~4BERTHD. BRE2RHOXRA
EAmi RNA,

BUSC XSRIEA. RUEEH A REFE/N\y 2 Y v —#HEeS & 4Nk
BlEMNBRRY, RIERIMESTIA, RIEEHA REBEFLE vty T v—
SHEHID 37 RIRICEFLTWB, BRIE1HASL3OVWTIH—IRIC
EBEOXRAE M i RNA,

RIEC XRIFIC B 1T DRIEMAMMETI ORI A, O~7TBERTH S,
BRIEAZHORAEM i RNA,

BIEEXFRBORIN, 19~3 51ERERKRTHS, BFXKEI1HLHED
WIFNOA—IBICEHDORAE M i RNA,

B YSEEHOEXN., 21 ~37EEETHD. BERKEIHAL60D
WIFNOA—IBICEHDORAE M i RNA,

2RMN. 40~68BERTHB., BREIHIMLTOVWTIHA—IE
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[553KIR9]

[55K1R10]

[55KIR11]

[55K1R12]

[55K1R13]

[55K1R14]

[553KIR15]

[55KIR16]

ICEEEODRATEmM i RNA,

RIES ) YA —MREA. FI/BEE. RUTIVEE BLURY
AIVKRVBERENSLQIENLBRINDZDALLEE—DZEUHEK
F1HAS58D0WIFNHA—BICEHORAE M i RNA,

gIEE Y v A—fREA,. KU DI RVBEREEZSO, FEKREICEH
DXRAFEmM i RNA,

RISEAR) AILRVBEREN. FLIYLBERETHD, BFRE10
ICEEEODRATEmM i RNA,

AIEE) Y h—BEN, TI/VBEEEZET. FRIFEICHEHOXRA
Bmi RNA,

RIS 7 S JBBZREN. TV UVEE TLISVBTINERE, 7
OYVEEFLE) Y UVEETHD, BRE 2ICEHRORAEm |
RNA,

RIS 7 X /BBEREN. BHOT7IVBEENSEELLIOTHS.
FERIRT 2F /1 SICHBMORAEmM i RNA,

RIESEBOT7 I /BEENER LZEON. TPV _EFERIE
ZEROERETHD, FKRE14ICEHOXRAE M i RNA,

AR v A —REN. FRAEER (1 —0) TRINDIHEKEI
515D0WFhA—IRICEEEHORAEmM i RNA,

[161]
& A3 A & G L1 8
< . N - W N ~ N o \\ ok o . ! 5‘
% ST T g g T T N
3 gé
P00

gisgtbFExX (1 —0) A,

QBLTQ 2, TNENHMILL T, BEE, CH, (X FLVE
) NH (1 x/&) C=0 (BIKR=ZIWVE) . C=8S (FFHhL
RZWE) . C=NH (1 I/ XFLVE) . O, FLESTHY.,
Q'BLVTQ2E, TNEFNMILL T, HBFES, CH, (XFLVE)
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.NH(z/E)., C=0 (ANVK=ZILE) . C=S (FAAIR
“IE) . C=NH (13/XFLVE) . O, FLIESTHY.
YTELUY2E, ThEFRBIILT, 8BfFS. CH,, NH, OFk
IS THY ;

L', nBEORZERFEETZI7ZIFLVETHY., 7ILFL VK
ZEFLEDKEERERFIE. OH, ORa, NH,, NHRa, NRaR»b,
SH, 3 LKIESRaTEMINTHEERINTULWALLTHLL, £
7= 1.

L&, I 7ILF L VEO—DULEORRRFN. BRET TEHR
IhicR)I—FILETHY.

L. YA, NH, OFAERSOBA., Y'IRATBL OEF
ERETHY., ORWIHKATIL ORFRERETHY., BREF
BELTIdBEET ;

L2ig, mBEORZERFEETZ7IFLVEHTHY., 7ILFL VK
ZEFLEDKEEREFIE. OH, ORe, NH,, NHRes, NReR¢d,
SHELKIESRTEMINTHERINTWALLTHELL, L
1.

L2ig, RIE7ILF¥ L V#EO—DULORERRFN. BRET TEHR
IhicR)I—FILETHY.

L. Y2h, NH, OF/AEIRSDIBA. Y2 REATBL2OEF
ERETHY., OR2AIFEATIL2OBEFRERETHY., BREF
BELTIdBEET ;

Ra, Rb, ReSLURYE, ThPNIMIIL T, BIRE T I32E
ETHY ;

mig. O~3 ODEHDEHTHY ;

nitd. O~3 0DEHDEHTHY ;

RIEC XSS L ORI Y 4Bl8E. ZhEh, —OR'—F%&IE—OR
2—zN LT, 7iRdY v H—REICHESE L.
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BB RIRNT]

[55K1R18]

[55K1R19]

[5K1R20]
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ZZT. R'8IUR2E, BELTHEFEELARLSTH LKL, FET
31E. R'BLTR2EI, ZNEFNHMUILT. XV LAFREES
fidriEcEiE (1 —0) THY.
AlF. FRORERFEHTH %,

giggdtER (I —0) A, QB LTQ 28, ZhEFNAILKR=
WETHDEKET 6EEHORAE M i RNA,

giggdtERX (1 —0) A, Q'&&LUQ2H, ThENAI/ET
HBFEKED TEHORAE M i RNA,

TElbZERX (| o) OBEDN. FREER (1 a2) TRINDEHE
RIE1 7 F/13 1 8ICEHEDORAE M i RNA,

[1b2]
HOG S Ao
i g
s
:R?-‘-}.S
A
il PN
; ;
P i”‘%“ GWC"%
i - oy i;
Q o Q3

AigdltFExX (1 a2) &,
R10oOE, EROEHRETHY. FELTHEERELBLTH L, &
Y555, TETEEHRTE L, EROBFER. EWIEA—-T
EEL>TVWTH LW,

AIssibFERX (1 «2) OBED. TElbER (1 a3) TRIND
ERIE1 4REHDORAEmM i RNA,

[163]
(.! e
F2
N mivnn (S $i \ s 533
HO (EW\"\G \ i{\m;g B
& St &
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[55K1R21]

[55K1R22]

[55K1R23]

[55K1R24]

[53K1R25]

AiEgtbZERX (1 —0) A, QUBLTQ2H, FENEFhA I/ &
THDHFEKIE 6EHORAREmM i RNA,

AiEgtbZERX (I —0) . Q'B8LTQ2H. FhENRAIILKRZIN
ETHEHERR2 1 BHORAEmM i RNA,

TaiER (1 B) oBED. FRltFEX (1 B2) TRINSH
RIET16F/IZ 1T 7TEEORAEmM i RNA,

[{b4]
3 & &
b e i VS“\\,\ L 4
Q Qi
A
W
gﬁ)&*
H
AN
T s
\?"\i\g
i
o N e JERERRR N1
Hj\ ‘8’ E ﬁ%?:_i.
T
Ny
TH R I
Rt

AigdibFExX (1 82) &,
R100iZ, ERDEHRETHY. FELTHEELACTHLL &
Y555, TETEEHRTE L, EROBFER. EWIEA—-T
HLEL->TVWTH LW,

AissibFERX (1 B 2) OBEED. TElbER (1 83) TRIND
FARIE2 SEHDRAE M i RNA,

[1t5]
FAWWWWWWY
\,s" ’ :.\
&
MuN N\\w\\{:{\ g‘,;}““““““'?\i?‘?:g
N &
.\ “.‘f

AIsS ! v A—SREA, TI/ BEEESH. AR T I JBEEN



WO 2016/104775 92 PCT/JP2015/086378

TREZER (1) TRINDIEBRBEIHISIBLTENAST0DOVT
NHOA—IHICEEEHDORATE M i RNA,
[1t6]

gisgfbFE® (1) A,
X1HLUX2E, TNEFRMIIL T, Hyoo O SELZIINHTHY
YTELUY2E, ThEFRBIIL T, BfFS. CH,, NH, OFk
IS THY ;

L', nBEORZERFEETZI7IFLVETHY., 7ILFL VK
ZEFLEDKEERERFIE. OH, ORa, NH,, NHRa, NRaR»b,
SH, 3 LKIESRaTEMINTHEERINTULWALLTHLL, £
7= 1.

L&, I 7ILF L VEO—DULEORERRFN. BRET TEHR
IhicR)I—FILETHY.

L. YA, NH, OFAERSOBA. Y'IRATBL OEF
ERETHY., ORIHKATIL ' ORFRERETHY., BREF
BELTIdBEET ;

L2ig, mBEORZERFEETZ7IFLVEHTHY., 7ILFL VK
ZEFLEDKEEREFIE. OH, ORe, NH,, NHRes, NReR¢d,
SHELKIESRTEMINTHERINTWALLTHELL, L
1.

L2ig, RIE7ILF¥ L V#EO—DULORERRFN. BRET TEHR
IhicR)I—FILETHY.
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[E53K1R26]

EBRIR2T]

[5K1R28]

72720, Y2h, NH, OF/AIZSDIFE. Y2AIEETBL2DRF
IZRFETHY. OR2ICHEATIL2ORFIIRETHY., BBREREF
RLiEBEEY;

Ra, R, ReBLUTRAFE, ZNEFNMHIUL T, BREFIIRE
ETHY ;

mik, O~3 ODEEDEKTHY ;

nik, O~3 ODEEDEKTHY ;

UGS XPEIE &S L URIEC Y i IE. £hEFh, —OR'—F/&IE—OR
2—7%zMT LT, AIRE7 X /BEREICESL

ZZT. RTBLUR2IE, FRELTHFEELAGLSTH L. FAY
31E. R'BLUTR2FE, ZNEFNHMUILT. XV LAFREES
ldriEcEE (1) THY,

A, FRORFETHY., L. TEhEX (1 a) &k 73/
BELIERTFRTH S,

[167]

%{?N" § § £ \§

RIEE7 I /VEBBREICHSITZRIRT I /BN RATI/VBELTA
T7I/BOVALKEHE—ATHBHBEEKRKEINL3, 605108&
VC20DVWTNA—IRICEBEHDORAE M i RNA,

BRI RATI /BN, 9V BEERT 2T
2 6EHMDORMAE M i RNA,

RIECT7 I /BBREICHST2MRT7I /BN, 7)Y

i

/B THBHEKEA

V. PIVFXFZY, FPRINSXEY, PRINSEVEE R

7__
Fo. TWIIV TVIIVEE BEXAFIVU, 4vOA2

/
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ERIR29]

[553K1R30]

94 PCT/JP2015/086378

Yooy eROFTVIIUXFFZU T ZMT I,

b g
Yy, M=y, Fayy, ANYy, FAYy, 4—kbROxFy
Jalr. N)TFRTrv. B=TS3=. 1=FX/—-2—-HLR
FoooORVEY, TII)R T/ VALRYVEES
SUFEEER (1 a2) TKRX DS IRBEN HEIRE
NP EB 1 BEETHY. RIET I /BRIZ. SLICBBRETALR
REEZALTVWTHALTWAKTERW, BERE1HMH9, 12

NH156, 25BLU260DVWTNN—IRICEEEHDORAT M i RNA

N
N
i
~
R

(o)

[1:8]
Fa
w\smﬁ«B— PG O
SN
8 g
(1 a2}

AigditFExX (1 a2) &,
R1ooE, EFROEHRETHY. FELTEERELBLTH L, &
Y555, TETEEHRTE L, EROBFER. EWIEA—-T
HLEL->TVWTH LW,

AissibFENX (1 a2) OBED. TElER (1 a3d) TRIND
FERIE2 8EEEMMDRAEmM i RNA,
[1£9]

AIESiEZER (1 —0) Fkik (1) oEEd. FaRibZER (I -1
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) ~ (1=7) THY, FatEX (1 -1) ~ (1 -7) LBWT
. Nk, O~30MEHH, mid. O~3 0DEBHTH S, FHKRE16
FE 2 5EEHORAE M i RNA,
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[55KIR31]

[55K1R32]

55 RIR33]

[55K1R34]

[E53K1R35]

[E53K1R36]

Bl ZEEX (1 —1) IZB8VWT, n=118LUm=12, Lk
N=58LUmM=4TH5. FKE30RBHDORAEmM i RNA,
IS bR (1 —4) ILBWVWT. n=58LUm=4Th5. &FK
H3 0EHEDKRAE M i RNA,

IS bR (1 —6) ILBWVWT. n=4BLUm=4Th5., &FK
H3 0EHEDKRAE M i RNA,

AIsEbER (1 —7) IZBWVWT. n=58LUm=4Th5. &FK
H3 0EHEDKRAE M i RNA,

AIEEY Y A—MRIBDIEX I L FF REEDN,. EAV I UVERE LT
ERNVIUVERODBL EH—FAZE20. BFKB1HH9, 128&
1 3OVWTIA—IRICEEEHDORAEm i RNA,

RIESIHERX 7 LA F REBEDN, TERX (1 1) TRbhIh3, BFKRE
1H58DWVWITNN—IRICEEEHDORAEmM i RNA,

[1611]

e .
P ANIPEAN JKC&}
5 0 ¥ R
4

F‘lgv ! )\

{33
BUEC VAR,
XT'ELUX2E, TNEFNMHMIILT, H,, O, SEALIEINHTHY
Y'ELUY2E, ThETNHIIL T, BES. CH,, NH, OF£X
[ESTHY ;
R3id. BALEDC—-3, C—4, C—5F/IEC—-06ICHEET DK
ZRFELIIEBLETHY ;
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L1iE. nBORFISRBZT7IVLFLVEHTHY, 2T 7ILFL
VREBEFLEOKEZEETFIZ. OH, ORa2, NH,, NHRa, NR=a

R, SH, B LLIESRaTERINTHELINTVWARLLTEH L

<. T,

L&, I 7ILF L VEO—DULEORERRFN. BRET TEHR
INRY)I—FTILEHTHY,

L. Y5, NH, OF/AIESHiga. YIREATEL ORTF
RRETHY., ORIIEATEL OEFRIRETHY. BERTF

ELIEBEET ;

L2k, mEORFNASRBZT7ILFLVEHTHY, 2T, 7ILFL
VREBRFEDKEEREFIE. OH, ORe, NH,, NHR°s, NR¢
RI, SHE LKIESRTEMINTHEBERINTWLWALLTHLL

-9/l =

L2ig, RIE7ILF¥ L V#EO—DULORERRFN. BRET TEHR
INRY)I—FTILEHTHY,

L. Y2h, NH, OZ/AIESDIgA. YU RATEL2ORTF
XRETHY. OR2AEATEZL2OEFIRIRETHY. BERTF

ELIEBEET ;

Ra, R, ReBLUTRYUI, ZNEFNMHIUL T, BREFIIRE
ETHY ;

g, 1 FhE2THY ;

mig. O~3 ODEHDEHTHY ;

nitd. O0~3 ODEEDOEKTHY ;

BRAIR, AIRRALOC—-2LAD 1 BORRRTFN. BR. BRF
IEMETERINTE &L,

AIEEERARIC. RE-RKR_EBAILIRR-BR_EHFESEZEA
TH £K<,

UGS XPEIE &S L URIEC Y i IE. £hEFh, —OR'—F/&IE—OR
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[55K1R37]

[5K1R38]

[553K1R39]

[53K1R40]

[55K1R41]

[5K1R42]

[53K1R43]

(5 R1E44]

[E53K1R45]

[E53K1R46]

[553K1R47]
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2— AN LT, BIRHEX Y LA F REEICES L.

ZZT. R'8IUR2E, BELTHEFEELARLSTH LKL, FET
558, RTBLUR2IE, ZNTRAHIL T, XV LA F REESE
foI$RIEEEE (1) TH S,

BIEEX4EiIE. hsa—-miR—34F%&iEhsa—let—70
BFmM i RNADHA REEIAZSE, FHRE1HL3I 60VWTIH
—IRICEEEDRATm i RNA,

AIEERR®mMm i RNAD, hsa—-miR—34aThsd, #EKES3
TEHEHDORAE M i RNA,

XU LFAF REFN, BIES14~1THERENLBEIRIN
53X LFF REEIITHSD, FKRKEI SEBHORAE M i RNA,

XU LAFREIN, BIBESI4~43IHLRBENLERIN
53X LFF REEIITHSD, FKRKEI SEBHORAE M i RNA,

AIEEAR M i RNAD, hsa—let—7aThHd, EHKE37
SEEORAEM i RNA,

XU LAFRERFIN., BHIBES23F/I1E240X Y L4 F RERF
THd, HRES 1EBOXRAEmM i RNA,

XU LAFREIN, BIBESI 20XV L AF REITHD, &
KIE4 1 BHBOXRAEmM i RNA,

RIS X5EHEIE. hsa—miR—29bDE&EmMi RNAD/Syt
Vv —HEIEST. BXRETIHMLI6DVWTNA—IHICEHDRK
REIm i RNA,

XY LAFRERFIN, BHIBES28F/IF290X Y LA F RERF
THd, BHRES 4ZEBORATEmM i RNA,

XU LAFREIN, BIBSIIHLV4L44~81H56858H
HEBIRINZ XV LAF REEITHS. FRKIES 4BHORAEm i
RNA,

EHEETORRENEIT 22O DHMEKRYTH > T,
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[E53K1R48]

[E53K1R49]

[E53KIR50]

[553KIR51]

[E53K1R52]

[E53KIR53]

[E53K1R54]

BERE1HLA46DVWTNN—IRICEEHORAE M i RNAZSTZ
EERHET D, FIRING AR,

BEREINSA46DVWTIIN—IRICEEHOXRAE M i RNAZED
TEERBET D, EEHNHEMRY.

EWETTFORREIFT 2HETH> T
ERIE1HS46DVWITNA—IBICEEHORAE M i RNAAFERTY
T EEFHMET D, REIFIAE,

AIEER AT m i RNAZ, #ifg. I /I3HEEICIRETL2IREL
B¢, FBKRIES 9 BRMOFKRIMEIFE,

BIEERAEMi RNA%Z, in vivoZxfkidin vitro
THET 5, #EKIE4S 9 F/I145 ORBEHDRIRIGHIHE,

BIEERAEm i RNA%Z, 3k NEMICIRET 5. BKIE4 9F -
1& 5 O EeE D FIRUNEI 5%,

EEDBRERETH> T,
ERIE1HAS46DVWITNA—IBICEEHORAE M i RNA%AZ, 8F
K592 TRREEZ2H.

AIEE R AT m i RNAICHT2RIEBH A NRECTIA, AIRRERICES
T EEGTORREMETE2HHAM i RNADHA REEIFIITHD

EEFHET D, AERE

REBOBEICERT 2DO—KEKEETH > T,
AIEC—AEMERIL. BXRIFE1H54 6 DWTNHA—IHICEHDRKAE
mi RNATHY., BIRERAEm i RNAILSITBREIEBH A NEEET!
N, FIRERICEST2EGCTFORREZIHTE2XHAM i RNADH
1 NEERIITHD A BHET D, —RNEKEL,
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