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Eo], 2" %%H(B. Sproat et al., Nucleic Acids Research 17 (1989), 3373-3386)°l <l&] #|x% = g A7)
HYEES TF =9 A=A 7]~£ gk ZEwEUeEHEY g€ dFE Frh. 4 AfolA, o
2d 5292 vdE EYwEUE =T 24 RNASE P o] (duplex) & BT & /gAY AE 7]
o] FoAgo] sy WiEd 7 dvk. e WIS g A AME-S Edhelm, o= RNA-ZF shY
S MAAZIE #FAHES 7FATE. Veedu RN and Wengel J, Locked nucleic _acid _as _a_novel _class of

therapeutic agent. RNA Biology 6:3, 321-323 (2009).
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nikNA OAAE 919 LEnfRoEE S8 WY wr wEEe A,
By e AAAE FAEE e ol AmA el niRA A& A

sl Basi,

PREE
H oyl 3iR-208a, miR-208b % /HEE miR-499E ¥ &SFE miR-208 @] (family) miRNAse] 2 (dE &
ZTH)S JATE F e FetHor HYE SYuFEYULEEE ATy, B wge FE yuagIEise

T T
HEg X3t o 2A4E 9 niR-208 U] miRNAY B8 == o]F FRishe 23 T oS 7 &
25 AR WS Al oy Agke tddt Ady 28-S 2T ohde ARG, S
FULEEE 89, A9 58, 4 5o, 54, H/EE AL s o]l A oS Aledt.

, 0] miRNAY] 2 = ZRE a7 £ JE FEd oz Wiy il
FEYLHEE AFstt, YA FIULE Y &4 = g8 QHERZ /= QH|HAgA A2A-E & 9
o}, dE £, 2k 50nM °o]sF = tFE AAJE A, 40nM ©]3}, 20nM ©]3F EE 10nM ©]3tY] FEOlA (o]F
ZAH A B A ZA4E) niR-208 LT miRNAl B4 AT AT 5 JUHAE Sof, <k 500 F

LE F

RLME |
A). AgHow Ex Frlw, 2dnwRdorse) S X uve J&H An ge,

, 2 Z R |
2e s H-QlZE R RldlM 4 4 ler, miR-208 HE ] miRNAS] AA|(E Eo], Aol 50%)
26mg/kg ©l3F, 10mg/kg ©l3F E+ bmg/kg ©lstet S bBOmg/kg olshe] EHE&ZoA  FEETE. o]y
AANE LA, ST LHEE Fit2 B AUUR(E 2 Uy VjEH g2) 589 4 da 74 A
AAE B0, g2 AAzD = Ao,
SYULFEYLE =] FEYLEE AIe Qb miR-208a EE miR-208b(EE ASEE pre- EE pri-
miRNA) 9] FEE QB = Ade] AFH o7 FuAoln g P H-Fg FEHLHE=S E3}ES i
S 50, Y AwIYLEEE Hor 3, Aox o/ e Aol 79 Fa wIEHULEHE 9 Hojk 1719

= =S
- 72U EEE G 5 k. dutdor, gElawIdE = ol ¥ g wEEEE
2 FAH A EAH A oF 50nM o]Fte] ST EHLEE TR e
oAy ey Hde H e A BE Ev -9zt R EEolA Somg/kg oleke] H&Fell A miR-
208a, miR-208b H/HEF miR-499 &S TraA7IE Aolth. oAF AAE SN, Fa FEHLEHEE 2' U

A4 g gel s 7RI

S IFEULHEE AW B ddE niR-208a, miR-208b EE miR-499 tEJMA~ M ES EFI S Qlar, o
A

2 rdon ool o|reld & Atk old AN, Sel iR EEE F 6 =
QB dolol ALt o 10 V4 187 UL S dolol At o 11 VA o 167 FeoEE oo},
B ANl e nRFUSEHEE oF 14, 15, 16 £ 177 FEULEE dololth, eunIuer st
5' - TGCTCGTCTTA - 3'(SEQ ID NO:1) 9] wEHlLE= AM4E E& 5' - TGITCGTCTTA - 3'(SEQ ID NO:2)2] &4

SHE Ade Y 5 A 54 ANEYeld, @anFdeHSt: wRAeHE A 5 -
CTTTTTGCTCGTCTTA - 3'(SEQ ID NO:3) H+= 5' - CCTTTTGTTCGTCTTA - 3'(SEQ ID NO:4)& ¥3gslal, o|=2 H47
0@ o] FolAAL o] Fojxitt,

SenyrZaeEsE Holw o 37, Hof
A wRdeHEE F5E + o, o
wHow, FF FEUEs S5 91

miR-499 AL 7+A mE= A= Aot
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e w TEUHHEE 7K d&%d wEULHEE RS etk dAA A
oA LB Es Ao 9] Aw wEEeEHE B T vi-ds rEdeEHES TR dE =
FEHLLE =S fHe Aol 91x 1, 6, 10, 13 E 157} Fa FEHALEE=E] AL & A 5F
1 = redE =t 54 AAEGlA, 94 1, 5, 6, 8, 10, 11,
13, 15 B 162 Fu wEdE =y, yrx A= H-gs e =t tgE A
3, 4, 5,6, 8,10, 13, 15 2 162 &7 FFadeg=o, YA gx= v-dF 7FUL
AA BN, A 1, 4,5, 7,9, 10, 12, 14 & 162 QE=olm, YA A= Hl-Fa w2
£d F gon, & Ui vj&H SE

_
uj
02

SEE=ot, Hg wEHE = od HHe 54 A Gl AL Q ID
NO:3 H+= SEQ ID NO:4 HEx o]9 ¥y wEdEE XNE& AMSStt. IAAIZF SEQ 1D NO:3 H+= SEQ ID
NO:49] FEHLEE MER o|FAAAY AFHor o|Fox= A, FEUSEHIEE BE FF wEUSE

=g Rl Ee] A, wEUeEEs 2 stelESdel e 2" WEe IR ¢ vk IR AAHG
oA, 2" ML (A F ) 0-94, &= 3 HSAMEY

Al e sl Z3HA =538 =

o U, e, SEu, BP e AW R EE 5A R4 (8 :

o]& 913l AAstATH

® e gueld, B wHe TR A ABe Q92 Am, 9wt R da, o MER Ee
A HHE IFF AEEC SHawnEdH= B oty 2AES dgsts RS Al o] WS X
i A e gue] 24 AESe SawIEdlEE e ofE Edets RAES Folste dAE E3F
@ 5 Q. B4 nik208 AHe HAn Aud, ol oef WY wi ozie xzdw 48 44 4 9
o odE 5o, old A2 A, A4, AFA(dE 5o, 294 AT, 99 &4, duAagH
w3 A AREE TTOT Bepd 2 wRe od A8 Arap] A%, 10w od ARE A o

3 g 2L |58 AFst

yigel g7
e g ol 23HE 3

B 1 olF AddAl FAEe AMeslel odalAl 24 AMER 4FEs] @ psiCHECK -2

TFZA(ZZH7}).

T 2. miR-208aE 1%t o]F FAIT A EAH 93] SHE miR-208 AAA &E. = 2+ LNAsE #H7bshe
22YE ZAET: 106732 167) FEUQEI=S 97) LNAS ZFAW(9/16), 10674% 11/16S 7FAW, 10677
13/165 7FA™, 10101 2 105912 9/165 7}At}h. "208 w="e #Hdet FAH A G124 tg miR-208a
A4 A H5A 3'E R FASEA F2A dE owdnh. "208+ A "= miR-20829] TE R AU S E
I%<]

las

= 3. miR-208a° w3t o]F FAlHEAl B 23] FAHE miR-208 AAA &&. M-105912 H]-Z A3} dx
o]},

% 4. miR-208bol] th3l o]F FEA|H kAl B ol ZA Y miR-208 JAA TE.

ol
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X 5. miR-499¢] thdl o] FA|H ghA] BAIH o] - % miR-208 AR &&
= 6. AA AF oA miRNA AAA] tyAFSl(design) ] 2IH|H B8 o] AlZo A miR-208a % miR-208b =&
Fo. 9% W= niR-208a HE FEol LEFE vl miR-208b HE FFolr).

T 7. 250}t Y3 E 25mg/kg 2 miRNA A A Yxlele] QIH|E E-& o] Dahl F-wUAA F o AE.
T 8. & 73 2o AAA tAgle® H8H Dahl gG-917A Hol i MRS AF w3l
9. 29 1070 miR-208 JAAl tixllol A g kel M S EA|EE 2@ Z(SEQ ID NOS:94-99) .

= 10. AA AFolAM miR-208a FAA] tx}ele] <ln)® H-& o] AAZF PCRO o8] SHE Aol miR-

H
—
=
)
[oZ

g7 7oA miR-208a AAA TjAEQle] An|H H-§ o] F HAIZE PR o]l SAH Al miR-

% 12. antimiR-208a(M-10101)¢] Al Fol= A4 miR-2089] (silencing)<
FEET. £ 128 Fvlete E8%9] antimiR-208a9] AW (i.v.) AE 1F T HF *‘J?@M EH?‘& A AIZE PCR
45 A miR-208a oA E&F-o)Eg HAE Tt 4 S8 Ui

%13, AAZ Al 1% A 240 g AAIZE PR 4. & 132 25mg/kge] antimiR-208a(M-10101)2]
iv., 72 .p) == F5}(s.c.) AEo] miR-208a¢] &3S AlLHAANE FEdtt. 7z} 18 sl n=4.
% 14. miR-208a AFYHAA L niR-499 L Myh7S #AAIZTh. & 14a¥ antimiR-208a(M-10101)°] FA} 3 657t
A miR-208a2] A & AR FAAIA, miR-499914 A0S TAE Fdte AS Y5 A4
F PCR 4S8 =A13TE. miR-208a 2 —49901] &sh= antimiR 25l 98 582 miR-208a ¥ miR-499 7
o JA FFEAN FA FAE FEATH E b (DA PCRO] J8)) Myh7o] miR-208a ©Al 4F F sk
HbH | @iR-208a 2 miR-4999] A= 25 & Myh7S HAA7|E AL E=AET. & 14cE antimiR-208a T:
be

Myh7 #&S TAISF= Myh7ol Wik dl=~®" E3

antimiR-208a/-499 A& o]F A AI A|Ho|M ZTri
g shth, &= l4a 2 b A, oy HdlE SEMS

EAolt}. Gapdhe =Y (loading) WERT-OEA g
el 7 A3 585 giE n=4.

5 15, %2 By BAe Agrekol antimiR-208a(M-10101)7} FAF & 657k% %, A#F, 7+ @ A Ao A Ehx]
2 F UtE AL vedith. o s SEMS Uebith. 2 Al AT Egeke] el n=4.

% 16. miR-208a%] A5A AML#EE AFA B Ego] vk, & 16av Dahl ¥ 7 REeA] FhEe-d
[o](Kaplan-Neier) A& =& m=A8tH], HS/A 95 % HS/Ul2w 55 B o HS Aolawel whgst
o] A& PAF A4S EAEH, o] antimiR-208a(M-10101) X Fo| WkE-3lo] AAEHA AP}, = 16bE
A BAS A8, 8% HS 4ol 2¥-S 3 Dahl 18t A& LS 2ol aWS 3 $EE53 Hluste] 74w A
% 78 YERlE v, HS/antimiR-208a A ¥ Fv= dASA U2 AT 7 FAE EAST. (a) B
(0)e] A%, LS/AA5el el n=6; HS/AA4 = HS/thzoll thal n=15; % HS/antimiR-208a°] thal n=14.
TP ] "n"e Aola¥ 8F F MEde A AEAE YERT

to o

[}

il
5

i o

17. 4% HS 2]o] QWS 3k Dahl9] AT (% 17a)2 LS 2olaw HE++3 vud A5 71 dAA3g 7
ZAlEE R, 25mb) 5 9 25mg/kg FARE EWHARL AolayE g FEEC AT

3= =83, o8] "o SEM, #p<0.05 vs. HS 21994, #p<0.05 vs. LS g
259 AALE EAIEH, 4% HS Aol @e] ®Eg3te] IVRTY F7F 9 MV E/AY] a7t Aelamiel JiAl 8

% antimiR-208a Aol wkgste]l AASHA MAEE & debdth. IRT, 584 ol¢k AlzH(isovolumic

axation time); MV E/A, <239 27] o) &4 53 &% Y& (early to active filling velocity ratio).

ol g3l n=10.

= 18. H&ES] thE onx] & vy g 2Ajg]$-2 d=(picrosirius red) @A FHAA zZ sk
HS 2ol awle] whgste] AAxv|gizs 2 g3 9 AR5 F7HE vEhdls vid,
208a(M-10101) X &ol H¥Fg3}o] ZHASTH(E 18a). &= 18b+ antimiR-208a2] EA3}ol A & A 3}A 1_4'% H] o}
2 AFEFE JdEhlle 244 Agste] v g =& vEpdth. ole] Zole SEMES WERW, #p<0.05 vs.
HS 2194, #p<0.05 vs. LS 245

A mlm

N o> do b
o

e
rln =

% 19. antimiR-208a(M-10101) X% Dahl @-T174 FHolA miR-499 ¥ Myh7& #HAAZITh, BE 74

o

4%
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HS 2lola®el 714 85 & 9 antimiR ﬂgfﬂ MAL 77§ Al (a) ‘;‘ (c)olX BE il sl
n=10. &= 192t FHAALV) 2 $AARY) ZFolA miR-208a8] B-&3-9&A 742 YehyE 2AI7F PR ¥
Mg EAIEHH, miR-4999] E&%-o&A i 1 algghrl. miR-208b7F HS Aol & ‘?301 Hh-g-3le] Foheke b
antimiR-208a:= ©o]¥ W8-S HAIIA Al sl (C. elegans miRel W&dsls) Wz gstEdol Fo=
miR-208a, miR-499 = miR-208be] W&l obF ddaFo] glrh. oz ZoiE SEM, #p<0.05 vs. HS A<

#p<0.05 vs. LS A¢4E Yebdtl. & 19b% antimiR-208a X 8o WH3-&}E= miR-499 2 miR-208be] WL
d B3 B og) geld & JuE AL HoFET Ube 2d dxToer 9t

T 20. AAZEPCR BAHE HS Aol Myh6E #AAaA7]E whd Myh7S S7HA7]15 AL AT 20a).
antimiR-208a(M-10101) X2+ Myh6 LdE HE&F-oEHo= F7HAI7]= ¥ Myh7h @dES FAAZITH
Myh7¢] HS Aol 8W-fr% F7l= antimiR-208a¢l o8] H&F-o|&A o= FrAagrt. o2 Y= SEM, #p<0.05
vs. HS 2194<E, #p<0.05 vs. LS ALFE Uik, = 20be AA 2oz HE ] Myh7d gt 928 28 2
Alo] antimiR-208a A= ¥HE-3he H&FH-o&d AE A& =

AT,

=

T 21, g4l AE miR-499F antimiR-208a &E&°l digh vlo]entARA et & 212 FA MEE
3k AAZE PCR BA1S Z=AI8MH, HS Alo] @ o] Wh-g-3lo] niR-4999] 715 velE WA, antimi =4
HS 2lolawe]l 7fA] 85 % % antimiR X829 /A 75 & o)A miR-4999] EA& AA3A W&, F7F
o] miRNA #4& antimiR-208al Whg-3le] E7F A 7}53 miR-423-5p2] #AE F7I= UEhdi,

’;U
L\'>
(e}
oo
o

= 22, o}xzg} Al dFol(~3kg)el FZ %W ¥F X, antimirs 10101(antimiR-208a) % 10707(antimiR-
208b)a EAAG T o3l 25mg/kge] HEFOR 33 FoHUL IFE G HAES SAHIUHLLEE 3
TR AA A dis] EASA Tl T v, M-10101; ¥ 9o}, M-10707).

_?_
T 93 o} g} mA] 9ZoloA] EolA niRNA %A oA, 9% mjude HA A A miR-208a WA W2 w
Al (&Y & o2 M-10101, M-10707, M-10591). @.2% gL A4 miR-208b
Byl Wes mARTH PR cEZon: ARHA &S N-10101, M-10707, M-10591). =AIE W=, M-
10101 2 M-10707 Atole] ©x] %= HIZH QE= ztolo] o3, antimiRE ©]5¢ %A miR(ZZ miR-208a 2
miR-208b) el tha] Eo]&do|t},

il

T 24, AR F Mir-499 2. 72 FAAQY), FAZRY) 2 Aot gis] EA]En. gdls 9%5EH 2
Zog ATITA e M-10101, M-10707 2 M-10591°]T}.

% 25, & g8t JelS 7} antimiR-208a I3HEES IR 25mg/kg HANA FARES wl FHAIAA miR-
208a Yt} (knockdown)S YERATH FFEELS ©E FFo HF %—%411](target de-repression)E
el

T 26 WA 28. = 259 7L antimiR-208a FFEE] o3t TH &-94.

%= 29. Antimir-208a X85 Z2E# 2 {2 ke A7 (SD F)A miR-19b % =& Z7HA 70}

= 30. E-972A FHoll 23 A ®EH @A 53 AEYA SHd o9& AL vEkdd. Dynltl
2 6% 3 2Ed e 93 yE A E-dAE ephdt

T 31, 9 9 A BEdolA tE 539 2EH=UE 2 6% A Aola¥)olA 1A E-AA(Vepip)) Y SH
T 32, 9 vud A BEdolq tE 59 2EH2US 2 6% 2 Aol)olA xA - A(Tmbim6) ] S H.
T 33, ¢ Bo] 2E#2s B J9ES ¢ & a7E YEe RS RAFe A9 9 9ol miR oA
o 55

% 34, ¢ ®ol] 2EA B J9sL ¢ Z adE YEE AS BT antimiR-208a A5 tigh A%
o ThE JHoA njeAl W] FF.

= 35. antimiR-208a X&) T3t Ao tfE AYgor EA A ~Ed 2 npre] wEo] S5,

T 36. ¥ ®o] 2EYA~ ¥ IS ¢ & 235 YEhe AS HYFE antimiR-208a X Fe g A
o ThE FHelA 14 HH 53

E 37, Y ®Wol 2EdA W 995S ¥ F adE Urhile S BT antimiR-208a A sl i A%
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7% 4 Q& AF PsiCHECK (Promega)ol o3} el Alghel oF FAs|ebd 24w e

Sof, ddet FAASAD W FAAe 3URAA miRk A4 9o WA Bew @, FRAE ¥
T wdse], oJAA FHe AEe sl 93 24" &

SiEo] TASEbA)S dEstste Al 2 FAAE FAG Sepans

antimiR A9 A EZA FAHFAC.

4z
B

Mo e F7IER, SYIRIYSEHES] 4 B Ui Ve

Ad & dom, miR-208 U miRNAS] AA(AE Eol, Hol% 50%) = 10mg/kg 01;} T 5mg/kg 01
F2 50mg/kg ©13F, 25mg/kg ©ldhe] S A FEFEQLEE E&F oA dFAt, AR HAAE UGl &8
Aol =] &AL Aol FFe B odbgo] ¥ W0 2008/0169240] 7]EH B8 R FAHEC. o
g 50, Y LE =% 10mg/kg ]38t E+= bmg/kg o3¢t #2 50mg/kg ©] o} 25mg/kg ©]ske] 87
Al Aol 50% FA miRNA A e FA G-9AE UEd £ Ak oldl AAHYAA, SlawEdoHE
= AFCNA AW ke JiE 589 F dd YA FIUEHEE A5 AAstE &

o AAUY Tt AAHFA, B BPe SUnFIULE=E Fol F agsty, Fol ¥ go|w 3
F EE HoE 63 FelM #F R/EE EH WA FAD 5 vk,

&35 7
AFFH =Y FEFYQEE HES 27F miR-208a L/ miR-208be] FEFHUQEE Mgy HAFRog
Holw Hg % v-HF FIEULEE=Y ERES ’%‘%f&ﬂr LE Oi Y AFEYLEEE Aok 57
Z [e)

WA (S 5o, 1 Ex= 27 vamA)E 71 = o
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Auid), AREA B2 ASANSS ARE7] 93 o9 32 2 AP, o9 a¥s ¥
o] Fx=w H W] EZ3kE WO 2008/0169240] 7|<Hch. E dbgo wlz} A miRNAs
2

1
h=! =
4 AE A7 miR-208a] 3 pre-miRNA A Ee (U= ALEe A3 Hd

- ACGGGCGAGC  UUUUGGCCCG GGUUAUACCU GAUGCUCACG UAUAAGACGA GCAAAAAGCU UGUUGGUCAG A
(SEQ ID NO:5)

miR-499¢] Tx = AgE AFo] Fx= F3tE W0 2009/0184920] & 7|&dct. AH<3 miR-
208b= FEULEE= XY 5'- AUAAGACGAACAAAAGGUUUGU - 3'(SEQ ID NO:6)S 7HA™ 4<% miR-499= w2
QE= H"ﬂ 5' - UUAAGACUUGCAGUGAUGUUU -3'(SEQ ID NO:7)& 71t} o]yl HMIdE5L X dde e Arz
st ARgE = Sl

YR FEYLE=E st ol AE FAHLNAs) 7] e "FAE FEUQEE"E 53t LNE 92 &
HZESF 6,268,490,

v =53] 6,316,198, "53] 6,403,566, "l=ES] 6,770,748, w53 6,998,484,

53] 6,670,461, B P53 7,034,133014 Zl=HT, o5 Eiw AAEA L ] Fxe xohdd
INA= "R fﬂﬂ% B/EE wholabel 3 F2E P wus G HolojEe 2! Bl 4" BaE Apoldl F7}
¥ wEULEHE B dEgIEeE g o ANHGN, EanI s

g 714 st olgel LAE FRET. dedom mi Fe, Lelnydders
g 747 sht ool LAE

& 5 oot AdAor e FUtR, YuwId
e 724 0o yehd 722 7 st oo LNAS -3
B
1
-
o6
C
AU LB R AREE 5 gl e AAR A 7B RS M55 6,403,566 R v
W AE 2, ol EFE AAEA L w9y

Hdd geE 7t

= Ad®E miR-208a =i miR-208b SHEJAlA M ES XSt 4= glon | o]2
Fojd & glrk. E outgola A8 thE, miRNA MES Fxste] "Hgrol@ foje=
-8 (counterpar )91 dolE oujgitt. mEhA B AW V|EH AAAES doh=HA
g miRNA A EEY 4 Jdom EE bE ZEFIUHE AEEY Z2FoR o

. B AAEGlA, 2 iy VsE 354 Wy REZE W3 QFEJAlA miRNAA
}741 @&E‘r. ol AAE G, SuFFULEEE oF 8 WA 207 wEEUEE o)
SHEE doJol A oF 11 WA ¢F 167] w2l LE = Zojolth. AN HAA

9} 12, ©F13, °F 14, ¢ 15, ¢k 16, °F 17 == ¢F 187 wEFHLE|= oot} Adt

oFE] A2 oAl o]l 5' - UAAGACGAGCAAAAAG - 3'(SEQ ID NO:8) He] miR-208a A<
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S AFFYLEEE kA ow AgLe niR-208a, miR-208b ZD/HEE miR-4995 A FE 7] Y& ARIE F
FYQEE HES Y. SuFEYLE=E, ofd AXNEHY i U2 AN, EI T AEFHo
2 pre- & pri-miRNA HEIE FH3ls7] Y8 tAAdE & k. 5A AAE G, PawIEFUEEs
A3 FRAA(AEE) miR-208 Aol thal] 1 WA 5(d 5 59, 1, 2, 3, =& 4) vA2mXE SFae A
A5 ZteE Yo" 4= o, 54 AAEH A, o]H otEAla AL, dF Bof, AF U FX BB g
O =]

o

~ R = ]
&= shRNAs T T}E RNA 7% E &9 412 4 vt
=

22 2B = niR-208a H miR-208b9] FFEULE= Ado] ¢hds] A

= El
2EE=E A9 E= 5 - TGTTCGTCTTA - 3'(SEQ ID NO:2)9] wEHLE= AEE 2388 4 vt 54 AAEd
, SYAFEYLEEE FEYLE=E A9 5 - CITITIGCTOGICITA - 3'(SEQ ID NO:3) ®:= 5' -
CCTTTTGTTCGICTTA - 3'(SEQ ID NO:4)< X3Zep7vh, o]2 HFAH o8 o|Fofx| 7L} o] Fofxitt. o] u&ollA
"YpH o R oo = FUF FEHLLE=(E)7F (205 ©]3Fe] 10509 Trtel ofs) AHelH wlE) o
HeAl 2 e A7 FdoA FA miRNA 249 S aFEULE =Y Ao AddHow JIk
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=
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2'-0-o}n] =
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=
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=
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[0052]

[0053]

[0054]

ZIHSd 10-2014-0004646

EogrolzE Agst Wgel & 4 k. e, 54 AAHYelN, ednyReAerss a3 £axa
godele Agat. tE AAHFA, LenwRdeHEt Ul A 57 EE Ul uA 3 2xselE

a%s 7RG,

AF AAEGol A, wEHQLE = FRE B O x3E PCT/US11/59588¢ 7]&® 2 sk o] de] 715
2ol -y J7ES JHAY, B dygo] JjAE BE JAF dEny a3 soln) s HE e & H ZALo)
29 A)E TP
AA A AAH Gl A, SEAFEILHEE ot & 1o YEH =9 7x2E 7Y
Z 1
A A S EE S E =
Copd# | =3 A4 o]
(M)
10101 [208a_DNA_LNA_16_PS |[5' 1Cs;dTs;dTs;dTs; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs; 1Gs;dT |3 16
s;1Cs;dTs; 1Ts; 1A (SEQ ID NO:10)
10570 |208fam_optdesl 5' 1Ts;dGs; 1Cs; 1Ts; 1Cs;dGs; 1Ts; 1Cs;dTs; 1Ts; 1A (SEQ 3! 11
ID NO:11)
10571 |208fam_optdes2 5' 1Ts;dGs; 1Cs; 1Ts; 1Cs;dGs;dTs; 1Cs;dTs; 1Ts; 1A (SEQ [3' 11
ID NO:12)
10572 | 208fam_optdes3 5' 1Ts;dGs; 1Cs;dAs; 1Cs;dGs; 1Ts;dCs; 1Ts; 1Ts; 1A (SEQ 3! 11
ID NO:13)
10573 |208fam_optdes4 5' 1Ts; 1Gs;dCs;dAs; 1Cs; 1Gs;dTs; 1Cs;dTs; 1Ts; 1A (SEQ |3’ 11
ID NO:14)
10673 [208a LNA 5' 1Cs;dTs; 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dT |3 16
C_T DNA_16_1 s;1Cs;dTs;1Ts;dA (SEQ ID NO:15)
10674 |208a_ LNA 5' 1Cs;dTs;dTs; 1Ts;1Ts; 1Ts;dGs; 1Cs; 1Ts; 1Cs5dGs; IT |3 16
C_T DNA_16_2 s;1Cs; 1Ts; 1Ts;dA (SEQ ID NO:16)
10677 |208a_ LNA 5' 1Cs; 1Ts;1Ts;1Ts; 1Ts; 1Ts;dGs; 1Cs51Ts; 1Cs;dGs; 1T | 3! 16
C_T DNA_16_3 s;1Cs;1Ts;1Ts;dA (SEQ ID NO:17)
10679 |208_LNA_opt_1 5' 1Cs;dTs; 1Ts;dTs; 1Ts; 1Ts:dGs; 1Cs;dTs; 1CsdGs; 1T | 3" 16
s;dCs; 1Ts; 1Ts;dA (SEQ ID NO:18)
10680 |208_LNA_opt_2 5' 1Cs;dTs; 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dT |3 16
s;1Cs;dTs;dTs; 1A (SEQ ID NO:19)
10681 |208_LNA_opt_3 5' 1Cs;dTs; 1Ts; 1Ts;dTs; 1Ts;dGs; 1Cs; 1Ts; 1Cs;dGs:dT | 3" 16
s;1Cs;dTs; 1Ts;dA (SEQ ID NO:20)
10682 |208_LNA_opt_4 5' 1Cs;dTs; 1Ts;dTs; 1Ts;dTs; 1Gs;dCs; 1Ts;dCs; 1Gs;dT |3 16
s;1Cs;dTs;1Ts; 1A (SEQ ID NO:21)
10683 |208_LNA_opt_5 5' 1Cs;dTs;dTs; 1Ts; 1Ts;dTs; 1Gs;dCs; 1Ts; 1Cs;dGs; 1T | 3" 16

s;dCs; 1Ts;dTs; 1A (SEQ ID NO:22)
208b_DNA_LNA_16_PS |5' 1Cs;dCs;dTs;dTs; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs; 1Gs;dT |3’ 16

10707 s;1Cs;dTs; 1Ts; 1A (SEQ ID NO:23)

10718 |208a like_15_1 5' 1Ts;1Ts; 1Ts; 1Ts;1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1C |3 15
s;dTs; 1Ts;dA (SEQ ID NO:24)

10719 |208a like_15_2 5' 1Ts; 1Ts;dTs;1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs ;dGs;;dTs; 1C |3 15
s;dTs;1Ts;dA (SEQ ID NO:25)

10720 |208a like_15_3 5' 1Ts;1Ts; 1Ts; 1Ts; 1Ts;dGs ;dCs;dTs; 1Cs;dGs; 1Ts; 1C |3 15
s;dTs; 1Ts;dA (SEQ ID NO:26)

10721 |208a like_15_4 5' 1Ts;dTs;1Ts;1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs ;dGs;;dTs; 1C |3 15
s;1Ts; 1Ts;dA (SEQ ID NO:27)

10722 |208a like_15_5 5' 1Ts;1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1C |3 15
s;1Ts; 1Ts; 1A (SEQ ID NO:28)

10723 |208a like_15_6 5' 1Ts;dTs;1Ts;1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs ;dGs;;dTs; 1C |3 15
s;1Ts;1Ts; 1A (SEQ ID NO:29)

10724 1208b like_15_1 5' 1Cs;1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1C |3 15
s;dTs; 1Ts;dA (SEQ ID NO:30)

10725 |208b like_15_2 5' 1Cs; 1Ts;dTs;1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs ;dGs;;dTs; 1C |3 15
s;dTs;1Ts;dA (SEQ ID NO:31)

10726 |208b like_15_3 5' 1Cs;dTs; 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1C |3 15

s;1Ts; 1Ts;dA (SEQ ID NO:32)
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10727 |208b like_15_4 5' 1Cs;1Ts;1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs5dGs;dTs; 1C |3 15
s;dTs;1Ts; 1A (SEQ ID NO:33)

10728 |208b like_15_5 5' 1Cs;dTs; 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1C |3 15
s;dTs; 1Ts; 1A (SEQ ID NO:34)

10729 [208b like_15_6 5' 1Cs;1Ts;1Ts; 1Ts; 1Ts;dGs;dCs;dTs; 1Cs5dGs; 1Ts; 1C |3 15
s;dTs;1Ts;dA (SEQ ID NO:35)

10730 |208b _15_1 5' 1Cs; 1Ts; 1Ts; 1Ts;1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1C |3 15
s;dTs; 1Ts;dA (SEQ ID NO:36)

10731 |208b _15_2 5' 1Cs;1Ts;1Ts;1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs ;dGs ;;dTs; 1C |3 15
s;dTs;1Ts; 1A (SEQ ID NO:37)

10732 |208b _15_3 5' 1Cs; 1Ts; 1Ts; 1Ts;1Ts;dGs; 1Ts;dTs; 1Cs;dGs; 1Ts; 1C |3 15
s;dTs; 1Ts;dA (SEQ ID NO:38)

10733 [208a like_15_7 5' 1Ts;dTs;1Ts;dTs; 1Ts;dGs;dCs;dTs; 1Cs; 1Gs; 1Ts; 1C |3 15
s;1Ts;1Ts; 1A (SEQ ID NO:39)

10734 |208b like_15_7 5' 1Cs;dTs; 1Ts;dTs; 1Ts;dGs;dCs;dTs; 1Cs;1Gs; 1Ts; 1C |3 15
s;1Ts; 1Ts; 1A (SEQ ID NO:40)

10735 [208b_15_4 5' 1Cs;dTs; 1Ts;dTs; 1Ts;dGs;dTs;dTs;1Cs; 1Gs; 1Ts; 1C |3 15
s;1Ts;1Ts; 1A (SEQ ID NO:41)

10736 |208a like_14_1 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1Cs;dT |3 14
s;1Ts;dA (SEQ 1D NO:42)

10737 [208a like_14_2 5' 1Ts;1Ts;1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1Cs;dT |3 14
s;1Ts; 1A (SEQ 1D NO:43)

10738 |208a like_14_3 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs;dCs;dTs; 1Cs;dGs;dTs; 1Cs;dT |3 14
s;1Ts; 1A (SEQ 1D NO:44)

10739 [208a like_14_4 5' 1Ts;1Ts;1Ts; 1Ts;dGs;dCs;dTs; 1Cs;dGs; 1Ts; 1Cs;dT |3 14
s;1Ts; 1A (SEQ 1D NO:45)

10740 |208a like_14_5 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs;dCs; 1Ts; 1Cs;dGs; 1Ts;dCs; IT |3 14
s;1Ts;dA (SEQ 1D NO:46)

10741 [208a like_14_6 5' 1Ts;dTs; 1Ts;dTs;dGs; 1Cs;dTs; 1Cs; 1Gs; 1Ts; 1Cs; 1T | 3! 14
s;1Ts; 1A (SEQ ID NO:47)

10742 |208b_14_1 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dT |3 14
s;1Ts;dA (SEQ 1D NO:48)

10743 [208b_14_2 5' 1Ts;1Ts;1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dT |3 14
s;1Ts; 1A (SEQ 1D NO:49)

10744 |208b_14_3 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs;dTs;dTs; 1Cs;dGs;dTs; 1Cs;dT |3 14
s;1Ts; 1A (SEQ 1D NO:50)

10745 [208b_14_4 5' 1Ts;1Ts;1Ts; 1Ts;dGs;dTs;dTs; 1Cs;dGs; 1Ts; 1Cs;dT |3 14
s;1Ts; 1A (SEQ ID NO:51)

10746 |208b_14_5 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs;dTs; 1Ts; 1Cs;dGs; 1Ts;dCs; IT |3 14
s;1Ts;dA (SEQ 1D NO:52)

10747 |208b_14_6 5' 1Ts;dTs;1Ts;dTs;dGs; 1Ts;dTs; 1Cs;1Gs; 1Ts; 1Cs; 1T |3 14
s;1Ts; 1A (SEQ ID NO:53)

10748 |208a like_13_1 5' 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1Cs;dTs; IT |3 13
s;dA (SEQ ID NO:54)

10749 |208a like_13_2 5' 1Ts;1Ts;1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1Cs;dTs; IT |3 13
s;1A (SEQ ID NO:55)

10750 |208a like_13_3 5' 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs; 1Gs; 1Ts; 1Cs5 1Ts; IT |3 13
s;1A (SEQ ID NO:56)

10751 |208a like_13_4 5' 1Ts;dTs; 1Ts;dGs; 1Cs;dTs; 1Cs; 1Gs; 1Ts; 1Cs5 1Ts; IT |3 13
s;1A (SEQ ID NO:57)

10752 |208b_13_1 5' 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dTs; IT |3 13
s;dA (SEQ ID NO:58)

10753 [208b_13_2 5' 1Ts;1Ts;1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dTs; IT |3 13
s;1A (SEQ ID NO:59)

10754 |208b_13_3 5' 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs; 1Gs; 1Ts; 1Cs5 1Ts; 1T |3 13
s;1A (SEQ ID NO:60)

10755 [208b_13_4 5' 1Ts;dTs;1Ts;dGs; 1Ts;dTs; 1Cs;1Gs;1Ts; 1Cs; 1Ts; 1T | 3! 13
s;1A (SEQ ID NO:61)

10756 |208a like_11_1 5' 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1Cs;dTs; 1Ts;dA (SEQ |3’ 11
ID NO:62)

10757 [208a like_11_2 5' 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dTs; 1Cs;dTs; 1Ts; 1A (SEQ 3! 11
ID NO:63)

10758 [208b_11_1 5' 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dTs; 1Ts;dA (SEQ |3’ 11

ID NO:64)
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10759 [208b_11_2 5' 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dTs; 1Ts; 1A (SEQ 3! 11
ID NO:65)

10760 |208b_16_1 5' 1Cs;dCs; 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dT |3 16
s;1Cs;dTs; 1Ts;dA (SEQ ID NO:66)

10761 |208b_16_2 5' 1Cs;dCs; 1Ts;dTs; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs; 1T |3 16
s;dCs; 1Ts; 1Ts;dA (SEQ ID NO:67)

10762 |208b_16_3 5' 1Cs;dCs; 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dT |3 16
s;1Cs;dTs;dTs; 1A (SEQ ID NO:68)

10763 |208b like_16_1 5' 1Cs;dCs; 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dT |3 16
s;1Cs;dTs;1Ts;dA (SEQ ID NO:69)

10764 |208b like_16_2 5' 1Cs;dCs; 1Ts;dTs; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs; IT |3 16
s;dCs; 1Ts; 1Ts;dA (SEQ ID NO:70)

10765 [208b like_16_3 5' 1Cs;dCs; 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Cs;dTs; 1Cs;dGs;dT |3 16
s;1Cs;dTs;dTs; 1A (SEQ ID NO:71)

10775 |208b_15_5 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dT |3 15
s;1Ts;dAs; 1T (SEQ ID NO:72)

10776 [208b_15_6 5' 1Ts;1Ts;1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dT |3 15
s;1Ts;1As; 1T (SEQ ID NO:73)

10777 |208b_15_7 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs; 1Ts; 1Cs;dT |3 15
s;1Ts;dAs; 1T (SEQ ID NO:74)

10778 [208b_15_8 5' 1Ts; 1Ts;dTs; 1Ts;dGs;dTs;dTs; 1Cs; 1Gs; 1Ts; 1Cs; 1T | 3! 15
s;1Ts;1As; 1T (SEQ ID NO:75)

10779 |208b_15_9 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dT |3 15
s;1Ts; 1As;dT (SEQ ID NO:76)

10780 [208b_15_10 5' 1Ts;1Ts;1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs; 1Ts; 1Cs;dT |3 15
s;1Ts;1As;dT (SEQ ID NO:77)

10781 |208b_15_11 5' 1Ts; 1Ts;dTs; 1Ts;dGs; 1Ts;dTs; 1Cs; 1Gs; 1Ts; 1Cs; 1T |3 15
s;1Ts;1As;dT (SEQ ID NO:78)

10782 |208b_15_12 5' 1Ts;1Ts;1Ts; 1Ts;dGs;dTs;dTs; 1Cs;dGs;dTs; 1Cs; IT |3 15
s;1Ts;dAs; 1T (SEQ ID NO:79)

10783 |208b_15_13 5' 1Ts; 1Ts; 1Ts; 1Ts;dGs;dTs;dTs; 1Cs;dGs;dTs; 1Cs; 1T |3 15
s;1Ts;1As;dT (SEQ ID NO:80)

10784 |208b_14_7 5' 1Ts;1Ts;1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dTs; IT |3 14
s;dAs; 1T (SEQ ID NO:81)

10785 |208b_14_8 5' 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dTs; IT |3 14
s;1As; 1T (SEQ 1D NO:82)

10786 [208b_14_9 5' 1Ts; 1Ts;1Ts;dGs; 1Ts;dTs; 1Cs;dGs; 1Ts; 1Cs;dTs; 1T |3 14
s;dAs; 1T (SEQ ID NO:83)

10787 |208b_14_10 5' 1Ts;dTs; 1Ts;dGs;dTs;dTs; 1Cs; 1Gs; 1Ts; 1Cs;5 1Ts; IT |3 14
s;1As; 1T (SEQ 1D NO:84)

10788 [208b_14_11 5' 1Ts;1Ts;1Ts;dGs; 1Ts;dTs; 1Cs;dGs;dTs; 1Cs;dTs; IT |3 14
s;1As;dT (SEQ ID NO:85)

10789 |208b_14_12 5' 1Ts; 1Ts; 1Ts;dGs; 1Ts;dTs; 1Cs;dGs; 1Ts; 1Cs;dTs; IT |3 14
s;1As;dT (SEQ ID NO:86)

10790 (208b_14_13 5' 1Ts;dTs;1Ts;dGs; 1Ts;dTs; 1Cs;1Gs;1Ts; 1Cs; 1Ts; 1T | 3! 14
s;1As;dT (SEQ ID NO:87)

10791 |208b_14_14 5' 1Ts; 1Ts; 1Ts;dGs;dTs;dTs; 1Cs;dGs;dTs; 1Cs; 1Ts; IT |3 14
s;dAs; 1T (SEQ 1D NO:88)

10792 |208b_14_15 5' 1Ts;1Ts;1Ts;dGs;dTs;dTs; 1Cs;dGs;dTs; 1Cs; 1Ts; IT |3 14
s;1As;dT (SEQ ID NO:89)

10793 |208b_16_4 5' 1Cs;dTs; 1Ts; 1Ts;1Ts;1Gs;dTs; 1Ts;dCs; 1Gs;dTs;dC |3 16
s;1Ts;dTs; 1As;dT (SEQ ID NO:90)

11184 5' 3' 16

1Cs;dTs; 1Ts; 1Ts;dTs;dTs; 1Gs; 1Cs;dTs; 1Cs;dGs; 1Ts;dCs;
1Ts;dTs; 1As (SEQ ID NO:91)

[0055]
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a9 ol oAlAl Bl B g AU Axsgeh old ¥AEY PrE E 1o mAH,

AAle] 2: miRNA 208 S|P 2SS %% 318l miRNA SJAAe] QH|w FA

miR-208 L& ‘At 7MY GAAE TS miR-208a F miR-208b Gl st aTE duty
AoA HArtstdoh, A (=) E ASt me] AW FAE Fal 2.5, 10 B 25mg/kg FH-EAIZIAL miRNA =0 o
3l gPCRell J3l 4d & 414 =45 74 CAR(E 6)E JMHER o|F FAHEA Aol AR AwE
o o]¥l Ade Az adE AW HE&FS 4°1E 104 (25mpkell A 2.5mpk) == Aol 7bsd 4 k= A

m (o3
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_l‘\.t
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x T

M-10101 ¥ M-10673-& Dahl -7 #H EdoA HASIR I, o]slollA]l 7|&dth, = 7 2 82 M-101019 <
d Hao AE EL AF AE veERdT

Aol 3 miR-208°] A=A AAZF ATH gt A eyt HES fHG

AR, A7 oA miR-208ac] A4 Aol ¥ 9 2Eg e ykgate] Myh7o] 5
E Aol HuEr}. o] AAdE ¢tEAlA S FEULEHE(E 12589 M-10101)¢ AAl
o] Aol A a¥Aolir A&A0 miR-208a2] AMYHANS FrEdthE A& YERdTE. Dahl 2189 F ol A
&9t antimiR-208a2] I} Mo <3t A o A ouel 294 4
B85 oFEHOR osli= Wb, S g A R
(profiling) antimiR-208a7} 4174 fr= e s AAT a3s Foste 3 vehde w
A& antimiR-208a A FE Al miRNAS] &3 ol A F7HE yepdt). o AFE2 A
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% Wkgo|th(3-5). Myh6 Wh Myh79] wl&olA mluz e F7he
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AR, A Agkel <z 9 AF EddA WA A, ARd 2 AR BR-EHA
microRNAs(miRNAs) 2] A& wtd s§lS 313 th(9-10). AHAANA 7159 S7F 4 &4 A4 A A

4, AFF 2 R AlolsE 2= A BETY oy FollA o]# miRNAS aL
7IeS AT HE). 53] A 2Eds WS 23 Myh6e Fraxte] JEE U9
miRNAS] miR-2080] T u|S #ut}(12-13). H]= AFH oA miR-2089] F-dA Aol o o AA
Hhg-ske] 7|Edol A Wule 2 dES FEsheu A RA T, niR-208 ¥ ABF (null mice)® AIHH EE
AREE A9 YERNA % Myh7 HEE FS5 24T = AvH(12).

L
o
to
(<0
o,

491 AN, miR-208& Myh7e] AW olue} WielA weE vl ool yhbel We] B4 ol
tH14). dASHA=, °o)d FAAES EFe =@ 1AS g5 3lela JEEA m1RNA(7L7L miR-208b % miR-

499)& FHrarh(15-16). miR-208(miR-208a% -5 Zlolth), -208b B miR-499% WAl FHAERFEH A
St W miRNAo]Z] wiEell, Ad&A myomiRE FETH(17). AFHANAM 7o S7F R EH /\a]ﬁ\jg EaA,
miR-208a2] A2 Aol Aol A4 e Myh7b/miR-499 LA H&HF oFEFow A TE AL Ve
ATHI8). miR-499 =AW TEES 2Ed 20| vhgate] Myh7 2d = A flRd=d g fv)r Le}

YA ko miR-4999] AT miR-208a &<l AFAANA Bl A aE AAs7] widdl, miR-208a %
miR-49991 4 &E%E ZH4+= miR-208a EAWo] FEoA Bl AFRE g3t fle] Hulxm AEWgth
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A 715 D 71 ol tig miRNAQ] FTRA2 A AFkel oA miRNASl AESS XFAHow g3
71355 YEpdth, oY 7te RNA S EdeEEs ARA 7] A371E Fal AW EE miRNAS] EEd
slale=d 329 Ao HPI(19-23) W2 niRNAS] E&Asle] AAHor 34 Fuks yeir, =
o Al miR-208a0] thEstE AFACIER A e, Fa HAHINA)-HE AEMA S E = 4l
A Aol A miR-208a9] HolAola, @I ol ALHH ALALE FEstEd FEsthe 2 UER
Atk Eg, antimiR-208av ~E#~-FE fRUH, 7% ot B A noAl A9HS HE&Y oEHo=
o beb= Wk, AFHe] H EPE(Dahl G-9174 F)ollA AAA A7 2 AES AT, fd Ld 24
AbAel] Aeg 173 GHAE] WIS ¥3elE, antimiR-208a0] wFSEte] Sold fAz wE WS veh)
Ak, TuEAE, 28 FHAA antimiR- 208a/] AEstd g5 =318 niRNAY @ 59 A3 A
slol] o3 wkedHTE, AAHOR, ol ATES A A FAA Mo R HEH antimiRe] E&FE E
Y miR-208S A4 AZ Bt o3 A SAZA HF.
1] E miR-208a2] antimiR wi7) AP

SAEo A miR-208a A A7 BIHE AHRE FAHS7] YA, miR-208a0) thatsl= AFACIERA] &

Mo o>

2 LNA-3 antimiR(3E 29| antimiR-208a, M-10101)S t]AFUSFA . antimiR-208a% A48 miR-208a2] 5'<3
o—j;/] Q7] 2-175 ¥A43}stal XX ZE|Qoo|E A3lel] o3 AjtE LNA 2 DNAS] %S /3t 0.1 HV]
33mg/kge] HE&Fo 7 AFNA antimiR-208a2] AW(i.v.) AE 155 & AAZF PR @ =W & ]

1:01‘

208a°] &% whg AFLPAYS Yehdls wbd, FARE gebE gde] v AeiA] antimiRe] FU-2 miR-208a°]
AAE JeEhA FATHE 12). B9, 16 mer LNA antimiR®] EAJStel A miR-2089] 43 ol&S #aslal

I, o]= miR-208a%} LNA antimiR A}ole] <FA 3t e 2 FZ 8 ~(heteroduplex) o] A4S wrgat), o= F
myomiR, miR-208b % miR-499¢] A A7k F2o ‘?} FAF 74 T AAE YERAA] @kokal Myh7e] oWt W3l
wFsA] Eoh(dlolE =AIEA E5).

2 5o ZAZE 59 antiniR-208aE A3l axts A7) Sl8lA, AFCNA 25mg/kg antimiR-208aE &
ZF(i.p.) BE 9dH(s.c.)Z FAEIAL 1, 4, 7 9 14909] miR-208a AAE AU, ZE 9] Fo H2E
7+ek miR-208a¢] JAE YEMIAIL(E 13), thE AL WHE Abold] A, A, F H AFolA antimiR-
208a FHoll #A G xfol7t HATHEAIEA] b)),

33 miR-208a A= o1H] . Myh7 2H& FE3}

i

79 % antimiR-20822] @Y H-8-& miR-208a ol (knockout) AF A . A3} o], Myh7el thd &3}
dsd 4 g7l "o, antimiR-208a Fo & EEAQA Myh7 =del 83 H8F7 NS SAH7] A2
t}. 33mg/kg antimiR-208a¢] 33 &£z ELFS FHolx 6F ¢ miR-208aE #HstAl A EATHE 14).
miR-208°] <& =dd Aoz L& miR-499(18)= antimiR-208a2] Fol 1 WX 6F F @] A7t o)&A
25 YERNRIAL, miR-4999] 35 WX 75%9] ZFAo|th(= 14a). AITh7F, Myh7 mRNA H&-2 antimiR-208a X &

BE A2t @ASA AFIL, antimiR-208a Z miR-499 FEo EA QAIgke] Myh7 W] HEH ol
W (% 14b), o] Myh7 ©¥Ae] 7+4 ¢} AX|eth( % 14c). antimiR-208ac] WhS-&tol Jfyh7 mRNACIA HZ= 2
gto]l A (spike) = F7HE Myh7 ©hild 2 HAE A gk,

S=

Myh7 2&o] thdk &37} miR-208a E miR-4999] #AE 7%= 3= AE Y537 dallA, BFANA antimiR-
208a % antimiR-499¢] ZlE|Y = AL 3Y FoF 33mg/kg FAFSFATE. antimiR-208a/-499¢] &3 X 87} 6
F =9 miR-208a % miR-499¢] 73t AAE YO F I Myh7 mRNA 2 whailde] X © wWE 248 Ve,
A7 T 25 do| wdo] AAFHJHE lda—c). A, 7, A 2 oA antimiR-208aE 37 8] A
=9)x £A43} BAWS A}838lE antimiR B3 dlolEE A3 antimR-208a7} 33mg/kg =¥ 3 x 33mg/kgel
antimiR-208a¢] Fo 65 Fol= ods] &A= 4 dvks & YERNATH = 15).

niR-2080] A2A AdAe N elwdel e gayl v, ARd gk A4 Jbu AEe

N
=
>

S|

AL YeEA 7] wiFoll, miR-208a A
q A1zbslel A A (LS) AJAHO0.25%

oA dlolE &= miR-208a2] #7174 ZAMo] AFRT g5 Z3g=
o] A4 HAFTS Hilste AS HxE SIGlt. olE 8
o

4
NaCl) H= 31 (HS) 2JAHE8.0% NaCl)E H <l Dahl f-R17H4 HE AR&SIGATE. HS AAF 15 5, AH S0 A4
-, 25mg/kg antlmlR—ZOSa T+ 2omg/kg FHLS iR 2P s 2Fvith ¥R Fosksith. HS AP 3-45
T, Ads 2 daw A EES BT B B S5 @A 255 UEhli= W, antiniR-208a9]
)8} de% old THES dAAEA 43t F AATHE 16). A AERA, AT VI TS ATS BF
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gaz FAME HS A4S 3 Dahl HELS LS A4 dx3 nlaste] AF S7F
& YeRd. 28y HS/antimiR-208a AH2l® FH A AF S/ YeERIJAY (= 16b).
H TEEC] AL 8% IS AALE AdFAste] AFS AT 7sAAS Ay fsiA, &
SHaL, BE HS AAE ¢ TIFE Abole] dAERE HHE YERATHEAI S A &

ol
‘3R
ﬂ
N
>

L

s
fu}
BN
M
m}o

ant imiR-208a°] #Hg-8le] el BE
AHESEe] & AFES AAES A Al

antimiR xS 250tk A8, A &4 S ¥ Dahl F= LS AAF vzt vlasto] AlF
Z7 o] A F A4S YeERd v HS/antiniR-208a AP E HELS AF Fl o5 F71E HAEI T E
17a). antimiR-208a *2]¥ Dahl AEJ A 251 AAE AMESHE 71sA Frhe Adole 7lee SHA
B8 o&Aola, dAe /NS e antimiR-208a A H FES HS/A EHZ%qL Hlalsko] &
% o]¢+ Al7k(isovolumic relaxation time)(IVRT)ell &3 74wt olyz} HS AA} 85 3 HS/A 9S4 =
3 waste] Ryt 27 o FA4 FA HE dE0NV E/AY AFEE JERAAT(17b) . ASAIE A7)0 A
ZFh= antimiR-208a¢ 93 X5 T Av|dle] A 7AE YERAT(E 18a, b). F7F2, antimiR-208a
= YARAYS-~ g Ao Gsle] os Hrke U2 HS AAbel 98 fEE T AAss Ua
th(% 18a, b).

el digk F714Q0 SEE A7) YA, 95 Bt 4.0% NaCl AAHE
o Al 5 T 206mg/kg?] antimiR-208a T 25mg/kg?]

Lo

l
Al

=
=
S

miR-208a A= HFH Fet vled 2AE AHA7IH

antimiR-208a X & ¥ #ZHP Agstd] WISy B L AFE HIES 9wsr] fsiA, HS X5 ¥ myomiR
BHE DA}, antiniR-208a% PRA Y A} 23 A4 9 SN REOIA niR-208a°] BEF oEA
AAE Hs vhd | gz Lus Ay = (% 19a, 9% #d). miR-499%=

iy
o
=
Kl
Q‘L
Iy
N
o

i
¥
o
N
52
¥0

wEgk miR-208a2] AEHAR] A o]F LA HE&F &Y AE UEMATHE 19a, &7t 3id). miR-208b
= IS/A 9 2 IS/dET A5 555 B2 FEHASH, antimiR-208a A& miR-208b T4 H-&
F-EA A4S ZYSITHE 192, 2% Id). niR-499 = miR-208be] o]d ZHLS W L3 EAd 9
&l AT E 19b).

LT FAANEY 22S FUtslr] YAsiA, Myh6, Myh7, 2 Myh7b mRNA =& FHASFAT. Myh7e HS/A 94 2
HS/tl 2t 18 RFolA] HSoll whe-3le] AAstA Z7leleltl. o]& Z7F= antimiR-208a0] ¥HSale] Hgek o
Exo2 oM. TS, antimiR-208a A== HS/A G4 2 HS/UZ 15 EFolA #2E Myh6 mRNAS] 7F

RN | i=4
28 S As)s }Oﬂu}(E 20a). Myh7be] LdL miR-499 & WFY3SFA L, antimiR-208a X FE Aol H-8-3F
oFEA s YERNAT. TS, Myh7e] 58 & 2L d2d® S35 & FETHE 20b).

antimiR-208a& MAE F+ w9 Ao WssE {fE3x et}

miR-208a¢] &#2 AxNe HE =
B 314 miR-208a7F A H g

ojw ek Wk ol ¥ASH XA;AN, antimiR-208a A =7k A=

oY AF B Aol = F EFlA EGE AT, F $E52 F7IEe] AlRE ¢ antimiR-208a A

F A A VA E JE AT (EA = A] s
of Aot FasAl, Be At Av 2 o R A7 $¢ =¥l & 54T thE, antimiR-208a =
= s 2 Aga AR Fes Bl A<daet wasted, antimiR-208a H tiET wﬂ =
& 67 ¥ AR, AR 7&, i E= ads E

Freb= AA == gE 24 AT 7IEd MsE fEd
s 2= o AR FAEolA debd opnxE ﬂ*ﬁﬂﬂ‘rxﬂ(ALT)
o~ T ZH O] E oju|mE ]E‘rXﬂ(AS ) b EaEe] dA s WMSATIA &%k, o= SPanEde

J ° °

AR e Aste] 3k miR-208a JAL BIE A5 HAsiM, A A4, antimiR-208a EE TR
FAFE HS AAFE gk Dahl Fo tfsl] mfolaRoge] A4S At tixa ¥ HEE &
wate], antimiR-208a Al® FEES 13U frddxtEe] @ASA We & YAk, @A 15
(67%2] 7}A oFA wrA v &S 712)7) qeﬁ 2 e 2o FAME FEE Abold 6“1 ShAl &gkar, ol
SHAFEUEE 384 g A o A i Nes HEtddT. 4 A= Al
o= d5d AP Zo], fE2T &2 E antimiR-208a A2E AFE 40194 13170 6“10}711 HalE -t
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o] w9l AE=% F+H(hierarchical clustering)S antimiR-208a X & o] A5- % s7-Zdd FH4XEY
(o>

e -E e, dEze Ea X® ol fHA Hd REgo] glue AS ATIAHEAIEA %
L), FA4AF oelo] AL iz &yt HlwEo] antimiR-208ac] ¥FE-3te] Myh7 @ Myh7be] @A 317t
24e FAHA(AZ -1.31, p=0.005 % -2.38, p=0.037), Abdel 5QstEl EH<Q Thraple F7Ha3ich
(1.56, p=0.49). oj@o] AelA ©X¥ 135187) A=} FellA], 2897 47} miR-208 EHY = Hog A&
ARIA O qisigltt. dAdE BAE FolA, 287 AL mfolazo g olel o3 antimiR-208 A ®E F
7+ AAIZE PCRE o3l SRAFATHEAEA] 253). F8A T F42 8
F B¢ A4S, antimiR-208a v tiET &¥31E A ¥ Dahl ¥ AEEZFEH A AEEC dis A
3k W&o, A FE WHale] Urx = miR-208a A1 AHA FAA 24 o] BEHd 5
I F5A

A Aol dE antimiR AE e BLAST #2412 antimiR-208a2] A gGo] 479 =¥ AEE] tha] D43 454
(A= 147 9719 HEAF)S Heole AL Yehdeh; 28y ofd fdxE F o' AX mlo|mZojg o]
A oE SAE dE 2AEA &Sdtt. TRHOE old BAS LNA-WEH SEjalse] 3EH AA Rl
oa Frd oju3t f-xz LE HIlE glo] miR-208a2 FAFEst=d Hl$ Bo)FolEtE AL YETh

miR-499+ antimiR-208a & &< st A ulo] wpF o]t}

et A e Fek el miRNA9] BX= FUbskE A A5 YERU A ). antimiR-208a E& ¥ ¢

A= EolA miRNAZE EA=AE F43817] AsiAl, HS A8 &< &5 - niRNA9 g HdS 4188l

. miR-1 2 -1333 & ofe] 2% Eol¥ niRNAE HALE IFE Atolol dA3E Ao]E YERRA] 2tH(E

AlE A 5). AR AL, HF e 9 skddA FF gAd BA @2 F7HE @A YERE niR-499+=
) zZ

M

antimiR-208a A glE EEEoA A A 742U, miR-499% antimiR-208a &80 et I3 7= wAR
A 2 4 oQdrt. e, @ o] QA AFHI AR #e] AW (24) miR-423-5p= ant imiR-208a=
A8gd FEEAA 743 Aoz TAFHL).

HE

B oao] A2E do]EE miR-2082] X EAE oAy} AR glRddo 72 AAE S, ol A A3
T AE L A TEdA @A sl A gtk

el Al A Y FEULE=E niRNAS CRHE F8&Fo=2 HAEA7|E=H AFEE 4 94vh(19-23). o)d
antimiRS QU 44, SolAd = A miRNAol Wik =2 A3 JgES B3 es sistydoz Wy
INAE S awEd e E9gyqo= A3t mEdx PSS A A4HA RNA 5 DNA &8 awEd
QE =0 3t EolAdS A TIE ;A HFo|rh(19-20). F& A 3He] A¥EA, LNA-HE antimiRol
3 e A4 ¢ #e SYuFFULE=(8-167] G7Ddl o) dojxrh(25). Ao, AxF & v]-
17t FAFANAM AFEA F8/IFsAe] HuFEAA, AFACIEHA &2 LNA-antimiRe] A4l Ado] 71y
miR-1225 FHH o2 Asle] wrHAH o R A AR oA CH 71E vlo]yA-f% IF W AS %=

SFATH(23).

A AgeA] Fo3 FAL LINA-HE SYaFEUdE = WAl o] Ao miR-2082] &I o]l A
| £ Aolth. antimiR-208a2] A4l HALAlo] 2|4 % miR-208a A L

FEAE AR gAY BolAdS Yehdnh. Z9HE X &E miR-208a A}

Ay 2 - Myh7 22 7|22, antimiR-208a+ Myh6 AAle] 93] AJAME &= miR-208a9] RE A= FA4H
TAbE S AEA7I7] Al A7 AEE FA4E 7hedol dnk. old avke ASAEES] ®©28 (turnover) 9]
AAAQ] FFoll o) F712 AsE S oA, antiniRE EAREE AESe) vlgol Sriel @ H4L o
H} s} o)

HIE A4 A5 e miRNAS] 2 24 gadkso] Ads] FZA oA, miR-208a A= Myh7b B Mhy?
El] dow b oy AESA mate] AAdL o] A4 9 i 84
TR A WYl da wEelda sk o5 E3rd mdeEe WItE fEdted dasit

o] | #ZHAL, o]Fo] antimiR A& 3 F Fo F FH ==
= =701 rh(19-20). @)% EEla, Myh7b 2 Myh7 & o
WA AAdelM Hehd avE RAPYREAEI(12), o= miR-208a7F EvbH o HEdn
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Dahl &St FollA antimiR-208a¢] A|=4 &= ¥et Aol antimiRS Al QvE=E mapxor Hddst
ol %38 miR-208a AA7F A AF T AR fRAH, Ve Ast B AMGS o= Ae FAE
Azttt HE o]yl &FEo] WA miR-208a Ao oF AlFAxE g EF}ZHE] VA=A Ee dA
A A A & miR-208a Ao WHgEh= FUH-A &30t A=A ERWEAT, Uz SEEARE AEE T
EEA 5&%F A 2 a7 FEAE #EE aEo] niR-208a FE AsE wiEolte RS A &
Algtt), XgEdd APELS oyl A8F o]5o] AR o] Edox AAd 4 A=A H FASHA miR-
208a¢t miR-499°l ™hgh EFHE antimiR H&o] v we I adsS A9 AAdAE yepd Aot =
7] ARAF dlolElE mg- T2 AoR Ho|al antimiR A=A W FAREE B EA] kAR, vheke 3
AeA o]fl ERES] AV ABAAS SAHEY] S8 R BAo] Bad Aol

2o, miRNAE 17H4 =9 A oA A6, A A3s EFete o Ao g npol o
WA miRNAE AFEEHE A5 AATH2A, 26-28). BF miRNA BAE ol ThE miRNA Wa o]9]d)

0

rrr

antimiR-208a X #3E N FAHo)A niR-499¢ 74H BAE XY, o]= antimiR-208a X Fo] w3}
Myh7b/miR-4992] 417¢ W&o zhiol] FAsch, 47 2 IAA niR-499 5 2 antimiR-208a2] && Alo]<
ABBAE nEstd, ol dolHE FAENA o5 W P miR-499 o] GO 2] antimiR-208a9] &
A Mol vlo]upAR 23 & Qe AS A

4 &

moAl B F& myomiR WH-E FE Atold]l dA Tk Myh6/miR-208at= & AR FE AGE

AujE el m @ Al/myomiR ofolAdel wbA & w2 Myh7/miR208bE L&H3TH(17). miR-208a
2 208bE HAE= 4‘]‘: "1“”0 7}X1‘C HhA °]%L o592 3' Aol 37 #7I7F 2. F ERFAAA F
& T -208 ofolAade] A7} F FTEAA AR
3 A7 a9 ‘JrE]r‘—H—‘tﬂ A8 & O‘ZO}Lfﬂ HAad Aolt}. H3F miR-208 A2 X 8F A& ARA
3]

¥ 7taote] =3 X5d Zolr] wjid, old dAA XEE3} 7, antimiR-208a7} o] oFE-

N
)
a9

FgHom, o ATE LNA-A antiniRe] W3 Aol WP EAHom BANY F Uu, 4G 4§ B

1o [e)
miR-208aS HHOBA Z7tm AZdrtE AL YdZdr),

R

EE Hx}, RE 55 T2 EZS piRagen Therapeutics, Ince 3+ TE& #7 2L AL 3o os 5w
Fla=

LNA-¥ 9 ant1m1R4 S5 9 Ag. LNA-antiniR S FEFULE =S 453 miR-208a AEe] 5' dYo] 4
SHAl A RAQ] FACEHR & fHE] FEAXRESYoEH & e QE|=2,  miRagen

Therapeutics, Incoﬂfﬂ A }Oﬂlﬂr LNA thxt S wEdLEl=E (. elegans —’::—,0131 miRNACl t&3l= A
AR o]Fojxnt. ] YEUA e 3, SEIFIEULEE SeEA] Qv Age Oi—e— 7 C56B16 %
FH =E o2 47 Dahl ¥ 5 7

Indianapolis). BE 3TEHAES AT 2T Hujo 25 &
EHE] gulgt FxgE5d ) A =
Hakadtr. Dahl FHAE 8FHel 0.25 NaCls fFASEAY 4% = 8% NaCl 2AME #&3FSith(Har lan,
Indianapolis).

AFA AAZE PR #4. Qv AAIZE PCR 418 814, RNAE Trizol(Invitrogen)S AM&3te] 47 =z o
2ZHE FE3T 1 F AxAF AA(Invitrogen)oll whel 73 ~2AHE 11 GAANELE At 7 =22 A
ZS2HEE 2ug RNAE AFE3Ste] cDNAS AASHATE. miR-2089 S ©A517] A, A=A faol] o},
10-100nge] A A RNAZ A}-8-3}o], Tagman MicroRNA ©j@lo](Applied Biosystems, ABI)S A}&3}e] RT-PCRE 4
gkt FHAEY ABEAMEY HHAS ABIZFE TYS Tagman Z2HES ARt A4 HAAZF PRZE
T e A=

A, AA RNAZ Trizol Al2F(Gibco/BRL)S ARESro =M Al %23

d AZEZHE E25.
microRNAZ ExstE ' B2l ALHd 7<= g2 Adgsiget. U6 T2EE 29 1
A

(DD o2 AHEahs
|

=2 A=
o ARAE EE AF 2HORREo) 10uel AA RAT 206 oFThcrlel= WY A Aol Axfeta 1471
Fol o8] AlF-EzB GT A% Bel5e hwstn 147k Bk 80T
[e)

828 Y(Bio-Rad)d ATt °]F

AR miRNA BA o] RIS Hdistehy] flel, SYanEUeE s ZRHES AEdtolo] &Ea T|E
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21}

(IDT, Coralville, IA) % a- P dATP(Amersham *3i= Perkin Elmer)® % XA|3}3}it}t. =
B 3| (Rapid-hyb buffer)(Amersham)ol|A] 39C=E WX} who] EA3}etPa, 1 & o]E5S 0.1% SDSE GPOO}‘“
0.5 x SSCZ 39TeolA 10% St 23 AHAY. ERES &3 E2d o)A —Er/%(PhosphorImager
analysis)(GE HealthCare Life Sciences)o 2 A3}l U6 Z2HE 229 U702 AME3IQITHABL) . =
2golu A Y o|nXAE(Bio-Rad) & AM&-3slo] LA vl WstE AFFstel=d WA AlEe] AEE AME
akltt.
[0128] A" B3 4. d2d 538 B4E 98, 7IEd UE A AXE £ 20 2HE voAE FEIG
TH29) | MIC ool 2 ES 4156 T A Aol 0. lug ©0A SHEE AAGOZA sk DS PAGES] Sl &
2)5H3 3L Myh7el UH“I“ SolAl AH ©FE AE-veA (=", =7 M8421)(Signa, M)z #xd B2
A BT
[0129] ANEE EA4(Biodistribution assay). 8% % %z AMZ LM antimiR-208a2] IS Y& M=% &
dgl S ARRSIGIT. 243 EAHEES 3 Z2HES 2'0ne ¥ LNA WY FEUSEHEES AN 3
S AL oFg-olth: bTEG-mU; 1A;mA; 1G;mA; 1C;mG (F8A] Z2H) 2 mA;1G:mC; 1A;mA; 1A mA; IA;mG-6FAM (%] X2
B). 9FE]-84-POD, Fab ©¥#(Roche) % TMB ¥ ZAJttola] 71 H(KPL)S AFgdte] ©X2 Adstsict. 47 W
& 7k H]- X—]” 2 IARME AREEte] REIAHES FASTHE-PL). #49 FY & HLAE 2-
536ng/mlo]th. 6.09] £% Mg o= NP FastPre-242 AF&31] 2x30% F<F 3M GITC W3 (3M F-oltjyd o}o]
}\E]o’\]O]—LﬂO]E 0.5 M NaCl, 0.1 M Tris pH 7.5, 10 mM EDTA)ollA & 3}sto =X 100mg/ml= F2 AEZE
S AzR}A(AY. dF MEEI 232 TEAY|o]E(homogenate) S AAFE s 1M GITC ¥ (1M ol ool A
E]@ AJold|o]E | 0.5 M NaCl, 0.1 M Tris pH 7.5, 10 mM EDTA)ol A #H A 508 3435k},
[0130] AZzSIAL. A 715S 30Mz ME71E 7F uHd i‘—’]w SEALEE A|IZHE ARESle] AR HE
(2-2.5% ololaEFH D)ol il 22t AFH 2S5IAALR Arkeith. AFE 7] EoldA F=d9s
T (parasternal short axis view)® ow|A|glate], M-R= F4L 7|Fatar, 4lv, W 54 9 &% 27|
9 & Wy AFE SAAT. (P W] A5 - B W] Agd g8 AarstE aF W] AFR
Holw) 38 =S (Fractional shortening) S A& 5 7152 XEZA AFESIITE. E/A v &, 534 ol¢
AR E BtE &) 7 NS SAS] AW FF 71eSs A3 47 D (apical 4 chamber view) S ZH-E]
o] AR dF “=Z¢(trans-mitral flow Doppler)E A}g&3}e] #H7}slict.
[0131] ¥9 ECG &A. 200mL/min 0014 2% ole]lAZ oz AFHE vFHdPY ==2ES Fd 500ml/min Y &
71 A 26 ofolxEFHACRE HAFE wAETE. AFA B AHAd g AA 2=F svend Y AxH
(Homeothermic Warming System)(Kent Scientific) F+= 3|E X L 9n] ZPE(warming platform) (Visual
Sonics)& Fa 377 - 38CE FASTE. o} vls A5 B IKHzolA AEH S ofo] 28~ HolE] HE A
2AES AFEEle] 108 Fo ¢ 1] AFEE 7|S89t. HaggelB AZEo](Labscribe software)(Iworx)
£ AHgStel, 2, 4, 6, 8 B 102 F EdoldS B46k3lal A-EH-s(normal sinus rhythm)oll thal 3ALeESA
a5 AFESE VlEs AREEte] 2 Al A diEF A0 EE A48t S 1HAS A ZFESFQItHER, PR, QRS
QT % QTe).
[0132] ZA . 49 FEtrgddstolse nAgE AP =-dAIo|E G AT AL ZAES Wi, &
8}1 xF 71l 98 aﬂ nEAY 9 o oA (HEE) 2 v ARAE S~ dE A T AAIF(in situ) EAE
£ 93 A=t (30). EF EH%‘: 1007) A2AMEe] T on A& HE ¥4 FFo=RE AT 4
ELH]E 9 A9ES O]U]X] z2 FYs AZEYelR A 7t FE digh Has SA4sglv. d#
F9 AFS(Perivascular fibrosis) °JFAE 7t FEZEEHO IIAZAE2 A4 GA HEo ZHE
F, S E UF A d9o2RE . omA-zRE el AXEOE AMEEtY] @ £ ARETES
Etete dA o dAs S48 WA A (luninal area)S AA a9 WA ozRe o, A 23
S B3 T ATES SN AA i wWAH e g2 7] F3Sl.
[0133] SAz By BA. Mul~ AFAH(Expression Analysis, Durham, NC)ell ¢]a] wmlo]m 2o]go] ZEulel# o]
[1lumina RatRef-12 BeadChip oj@le] “dellA A= Act. A RNAS A7 iz A% 2HozRE el
. o A2} 2e] o] H2o] PADE(Permutation Analysis of Differential Expression)E AFg£3}o] An]2
Az Aol ofa] AYEFUTE. FHA Z2HE7F BE 12 ool p-3k 0.055 zA &= AFE F53t2
fFAaxE & o2 RY Agdr. AHl~ AT 93] A dd a2H=rF ATEHJTE. FHAx EesH
B Eaia 3.0& AR&ete] Ao Anl ETFolA SE B oA & ATt www.pantherdb.orgell
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A 1Rl Z2el ETE AF&-3}o 2k 2 E 27 (Gene ontology) & A atitt.
targetscan.org(TargetScan), pictar.mdc-berlin.de(Pictar) 2 microrna.org(miRanda)E& A}F&3}o] FH oA o
=% miR-208 A EHES HAS3ATE miRandao] 93] AF5H BE 812 EHE FolA, -0.1<9] mirsvr
HAE 7F AER E40 2FAIZ T miR-208 A ES RIS 34, < 0.059 A5 ddol| gk p-gk A
-5 ARESISITH

dFo=RE Y FFH HAAZ PR £4. I UEZEZHEY RNAE AR ZREZS AMESIo], Trizol LS
Al%k(Invitrogen)< AR&3te] Elakaivh. RNA 2] o]del, 250pmol®] + Aolgh ¥4 C.elegans miRNA A&
E& HUbete] A miRNAS] AafstE et UF gz =2 ARttt AFEE C.elegans A EE2 cel-miR-2
(UAUCACAGCCAGCUUUGAUGUGC  (SEQ ID N0:92)), % cel-lin—4 (UCCCUGAGACCUCAAGUGUGA (SEQ ID NO:93))
(Dharmacon)°|$lth. #ZF RNA 2 & Hx % Tﬂlg]r T4 HF Foo AL AU =2, Suls
G4 RT-PCR Whg-ol AR&3HSITH.

SAY £, 9-9lo] AOVA R FE-ATS 0F A4 FolwE Agsel #0498 St P <0.055 5
Aoz folqol g Aoz Yzar,
}__é‘_

Aol 4: B]-Q1%F QAR JAlA

antimir 10101 2 107078 EAA ™ F (saphenous vein)o] &3l o} &7} =4 Y%o](~3kg)ol Al 33] 25mg/kg2]
H&Foz R, 45 & A& 2 JAA disl] Frietdit. AdES £ 220 EA|HT
% dgde ofE g AAES Yehdd, 9% dde 22 9 8% EX (o7 =y, MN-10101; ¥ “LEH M-

10707) & e,

= 238 niRNA F3Z A4S wA)Eth, 92 sde HA Ao A niR-208a WA ol WM3lE EASTHYAERE &
ZoR: AT/HEHA & M-10101, M-10707, M-10591). L EZE sjde Al AdA niR-208h HE o] H3lE LA
S (QZRE Q207 =¥ R &S )-10101, M-10707, M-10591). M-10101 2 M-10707 19] ©@x F

]_
FEHQEE 2polo] 93, antimiRE ©]E9 EA miR(ZFZ miR-208a 2 miR-208b)el thal] Eo]Z o]

o
T Mir-499 58 =AF0. 22 FAADMY), FAARY) 2 Adke] tis] =AlEH. g
2L 0
1 —

T 24= A= S
AERY e 2%oz A8HA| &2 M-10101, M-10707 Z M-10591°]t}.
AAle 5: antimiR-208a X 89 Ex} #A

AelE 77) antimiR-208a 3sHE AL QMR E FES YeERH, 77 97) LNA E 77) DNA wEEEE=E 7}
Aok, FEES AF A 25mg/kg s.c. B HE3A L, 4] FaHATE. miR 2 24 HdS 5450, 35
£ thgolgth: M-10101, M-10680, M-10681, M-10682, M-10683, M-10673, 2 M-11184(3% 1 Zx).
54 aAES G5 9& A% TUHE UERRA Adth(dolE = EAIEA &),
thoksl =Fo T2 2-9A4S JERATh. M-10101 2 M-10683¢] E3] @##oldtt. = 25% miR-
1t el ) 26 Dynltl, Vepip, % Tmbim62] o&S velditt, = 27 Thrapl 2
Sp39] WL et % 28< Purb, Gatad @ Sox69 WL el

% 299 =AIE Z | antimir-208a X &= 2E#2 BA 2 AXF{F(SD F)olA miR-19b B =S 74

o

T
r |
o
T
o
59
£ oq
1

B4 g-oA4 9 AL Dahl -9 A =5 ) &
4% 4 2 6% A4 Dynltl ol sk 7—2?%% EAWE} Dynltl" 6%01]*1 1:1 A d-AAE A, =
31& Z A Vepiplel tish 232 =A%t & 328 T4 Tmbim6el Wigh A7E EASH}.

kg
it}
tilo
L
o

- o
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m
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>4
SRS
o
I
Lo
i
s
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H
8

=33 WX 39w Al Aeldt FeelM miR ojAle] =S EAS, O We] AEHA ME g9 1§ & &
332 miR-208a, miR-208b, = miR-499°] ©-JAE =AIFTE = 34E WL
Al u}ﬂ o] E-oAlE =ARY. = 35 54 A 2Eds vprle] Bd AES =AET. & 362 Dynltl,
A& m=AletE, = 372 Thrapl, Sox6, Sp3, % pur-beta®] TdE Z=AJET],
d 992 Dynltle] Hdl @-JA5 JeERITH. = 39% M-10101¢l <3 47ge] 4
o] g g ool A EX—*.%A G- Al s =AY
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EH8
= F1 o
MEol vat weg
60
504
# P<0.05 vs_AlAL Agi4
*
P<0.05 vs. HS &g
40
i
i1
= 304
o AA AYp
] - HS Mg
—— HS M-10101
= HS M-10673
-+ 115 M-10521
10
e 1PE RS2 DINY HS M4 SES HE SY
0 ——
’ N R L T Ve i
ﬁ‘& ,\% rI:Xh ";g‘ § ‘;* h‘é “‘~$ ‘!:|~$ ';’Jé '\g‘e '\'\\{‘ n{f‘x a{‘_\'&h
o
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k1
N2
©

123456 7 8 9 10 1 12 13 14 15 16 I7 18 18 20 21 2
iR-208a AUAAGACGAGCAAAAAGCTUGTL ¥ AUAAGA (€] A G & A & A A A G C U U G L

(SEQIDNO:94) (SEQIDNO:94)

iR-208aRC ACAAGCTTTTTGCTCGTCTTAT 5 ¢ r TorT T (EEEc G T
(SEQIDNO:93) {SEQ ID X0:36)

%LNA 100% 20%  98% 88% 88% 00% 10% 70% 50% 90% 10%30% 90% 30% 100% 30%

%DNA 0% 80% 13% 13% 13% 10% 90% 30% 40% 10% 90% 70% 10% 70% 0% 70%

ImiR-208b AUAAGACGAACAAAAGOTTUCU ¥ AUAAGA C G A A C A A A A GGU U U G U

(SEQIDNOOT) (SEQIDNO:7)
iR-208b RC ACAAACCTTTTGTTCGTCTTAT % ¢ e T 1T T DNNONNT DRNOENC T NNT T T
{SEQ IDNO.98) (SEQ IDND:99)
%LNA 100% 20% 78% 90% 90% 100% 0%  60% 0%  100% 20% 30% 100% 30% 90% 60% 30%
% DNA 0%  80% 22% 10% 10% 0%  100% 40% 100% 0%  80% 70% 0%  70% 10% 40% 350%
EHI0
M-10101 M-10673 M-10674 M-10682 M-10746
14 | 14 14 14
1.2 12 12 ‘ 1.2
1 1 1 1
0.8 (L X1 8 -+ 8.8 -
06 06 06 06
04 04 +=—— 04 04
0.2 T 0.2 ‘-i: 0.2 0.2
0+ M 0 4 . 0 = — 0 =+ 0 -
& b o ob NI . o e & o ol & ol ol
“@0'5‘@ 1“&} u“a} tsﬂ}fy‘-‘é u“"; t“é of 0“3} 1“??'\“&} o‘é & '5‘@} 0633' mﬁ:@ o‘a}
oF B o oF P o B O o BT oF BT L o? B8
M-10707 M-10762 M-10780
14 14 1.4 L4
12 12 12 12
1 1 1 1
0.8 0.8 0.8 0.8
0,5 0.6 0.6 o6 (I
o4 04 o4 i:fif FYEENE  —
0.2 7 2.2 0.2 H — 1 0.2
o o p M. B N o (M A W
& S| S
25,05 o A o8 PO
o7 » O » o -

=y
M-10101 M-10673 M-10746
14 14
12 12
1 1
0.3 T |
0.6
04

S
o
M-10780

14 14
12 12

i 1
08 08 -
0.6 05 ]
04 04 .
0.2 0.z 1 —i—-—t
o o M

é S8
S o o o
o g oF wt P
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0.8+

0.6+

T  0.44

< 0.2

— miR-208a

!

0.0
0.0

EWHI3

1.57

o1 1.0-
il

&
= 0.51

6250.125 0.25 0.5

1

2

4 8 16 32 64

antimiR-208a (mg/kg)

miR-208a

il [lofla

BRO0
==
Ml

=
P

[k

day1 day4 day7 day14
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EH14a
miR-208a miR-499
1.0+ 1.0
x 084 ﬁ 0.8
4 +
= 0.6 506
# itl
5 p4- So4
2 ¢
4k
o 0.2+ & 02
7 Oamll (Bl
0.0- 0.0-
antimiR-208a  antimiR-208a/-499 antimiR-208a  antimiR-208a/-499
3x33 mg'kg 3x33 mofkg 3x33 mg/kg 3x33 mg'kg
EH14b
Myh7
-
# = 1 week
¥ 4+ B 2 week
4+ 1 B £ week
= 3 Bl 6 week
W
=}
z
B
n i‘.-.—_
antimiR-208a  antimiR-208a/-499
3x33 mglkg 3x33 mg/kg
EW14c

controll 1 12 14 16

antimiR-208a/ antimiR-208a/499
Ix33 mg/kg 3x33 mg/kg

_37_



ZIHSd 10-2014-0004646

3x33 mg/kg antimiR-208a

0x

B0
o
0

Week 1 Week2 Weekd Week6b

EHIS
33 mg/kg antimiR-208a
1000+ 10007
100+ 100
R RT
K4 Ki
= 104 Kl 104
° °
E =
= =
15 15
0.1- 0.1-
Week1 Week 2 Weekd Week6
EH16a
100 o
80 A_l_],
60+
ki
Iﬂ
o 40 o LS/AIA
o
& HS/& 8=
204 -+ HS/antimiR-208a
-+ HS/Oi=Z=
ﬁ L] L] L L)
0 2 4 6 8
AAL F F
EH]16b
60
0= LS/l
- HS/2aiei=2= n=g
- HS/antimiR-208a
404 -+ HS/IOI== *

20-

% HE Bist

o

(=T

-
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EH17a

60+

o o LS/Ag=
£ 20- & HS/AIY
Ko < —+ HS/5 mglkg antimiR-208a
= -+ HS/25 mg/kg antimiR-208a
= -+ HSIO=Z
B LA Ll L Ll
0 2 4 6 8
AN B
R0 0))
25
20
515 5
| .
510 ;
5
0

O Ls/alg s

El HS/A =

E HS/5 mg/kg antimiR-208a
Wl HS/25 mg/kg antimiR-208a
R HS/O =2

=182

LS/ale 4
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EH18b
25, #
30,0004 '
O Ls/ags
& B HS/ags
] Ko 204 W HS/25 mg/kg antimiR-208a
5 = 20,0001 ¥ B HS/OER
R &
e g
H = o 3
% S :} ;4;15
i ] I
2 10,000 o
&
U.
EH19a
0 LAl
- Sl
B HSS mo/kg antimiR-208a
El HS/25 mg/kg anlimiR-208a
m HS/OEZ
miR-208a miR-499 miR-208b
1.5
1.0
@
1l
& o5
0.0
EH19
—_— —_— i :_ g
MIR-S00 o o o -— miR-208b mhb
US St e U sesegetese
ZEH20a
O Ls/agls
W HS A
B HS/5 mg/kg antimiR-208a
W HS/25 mg/kg antimiR-208a
m HS [ XZ
Myh6 Myn7b Myh7
1.59 2.04
#
» 1.59
g 10 Mms % P .
E.
¢ 1.04 #
= 0.5 5 d
0.54
0.0

Lv RV
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EH20b

EH2]
miR-499 miR-423-5p
5- 2.0
= 1.5
1 37 s T
) " ) 1.0 "
il; —_ x & 0.5+
= 14 =
0 : 0.0 T
X & & c? & &7 & 4
& 'S ég_\ S
&% &
& &
EH22
1000000
ERSE=ES =
100000 100000
10000 10000 }
B ) )
S 1000 #1000
a E
3 = \
E{r 100 ‘é 163 __\ . ® 10101
S ~ @ 10707
10 JLFJ -
10
1 A
A L F A AR LA 1 ‘ ‘ ‘
e @“’v’g’\?‘°° o éq“’vy\,ﬁ:&‘ 0 200 400 600 800
3
AIZH(AT)
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<+ 05

1.5

1.0

0.0-

1.57

1.0

0.5

0.0-

miR-208a Al &l

T

LV

SIS

miR-208b Z} Al &l
2.0-

1.5

1.0

0.5

B 2K ¢8

B 3x25mg/kg M-10101
3 3x25mg/kg M-10707
B 3x25mg/kg M-10591

miR-499

NSEX SS

3x25mg/kg M-10101
3x25markg M-10707
3x25mgrkg M-10591

aonan

Je
1

_42_

10-2014-0004646



AFCHE ANA 23

AHE RNA 28

&THE RNA 8

%25

1.5+

204

1.54

1.09MH

0.54

0.0

1.5+

1.04f5

miR-208a - LV

Dynht1-LV

4 1.5+

| ;

Thrap1-LV

1
1

#
il
10
f <
z
«
Ll
g
%0 0.5
0.0-

&THE RNA 28

Dynit1
]
2.0 ﬁIt
LEJ 1.5
il
< L
2 [k
T 404
Al
=
)
0.5
0.0- -
LV
Vepip- LV
" #
#I £ £
I
h 2
Sp3-LV
1.5+
k.
1.0k e
0.5
0.0l

=LV

AbCH

— 43 _

aaapEooono

Tmbim6

SERRE000N0

Algd

M-10591
M-10101
M-10673
M-10679
M-10680
M-10681
M-10682
M-10683
M-11184
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#p<0.05 vs. Alol
*p<0.05 vs. M-10591

-LV

0 e

. V10591
03 M-1o101
3 M-10673
3 M-10679
) V-10680
. -10681
W -10682
B V-10683
. V11184

#p<0.05vs. Y+
*p<0.05 vs. M-10591

Al

M-10591
M-10101
M-10673
M-10679
M-10680
M-10681
M-10682
M-10683
M-11184

#p<0.

05vs. &&=

*p<0.05 vs. M-10591
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=28
Purb - LV Gatad - LV Sox6-LV
157 ¥ 15- 1.5+
# i
I : E d 0 Aes
- T, . Wl 11-10591
Lol 04T, Z ol B 03 M-10101
g e =[] s =3 110673
< < & &3 M-10680
£ g Z W V10681
7T R "r m 1/-10682
5 o e g”‘ . 110683
< Ei
0.0 , 0.0 T 0.0 .
LV Lv LV
#p<0.05 vs. Al
*p<0.05 vs. M-10591
ZH29
AEFAUI 22 SD FOA EE miR-19b o i
RS = L3
2.04 i
*
a I # [Oag4
x ) . 1110591
7 O M-1010
o by £3 M 10679
[ < B8 1-10680
| £ Z 107 mm 110081
3 - 1110632
5 2 = B 11-10683
|l| i Q0 0.5
u T T
N A iy )
6&& & & & \é;éb 0.0 N
& ¥ ¥ ¢ ¥
P antimiRE LV ZX0IA BX - K S
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Dynit1= 6% AEdIANAN HS 28 €-2HE LHEHHT

30
4% Salt— Dahl &1+
B Dynit1
B 2.5
<& *
= 2.0 #
wl
& 1.5 #
n
o1 1.0
<+
i}
Y 0.5
S uu_
3 Ls/alg=
R HS/A =
=1 HS/M-1D101 5mpk
EE HS/M-10101 25mpk
Bl HS/M-10591 26mpk
31
4% Salt— Dahl &3
vepip1
2.0+ i
g . *
<
= 15 #
i)
& 104
n
o1
< 0.5
&0
z
@ 0.0
e |
LS/ Al

 HS/AS 4
3 HS/M-10101 5mpk
BB HS/M-10101 25mpk
Bl HS/M-10691 26mpk

A= RNA 28

A0 RNA R
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6% Salt— Dahl &3

|
=
(|
=9
=
=
|

Dynit1 -LV
i *

& #* #

LS/ &l

HS/ & 3 =

HS/M-10101 25 makg
HS/BEXE 1.5 mg/kg
HS/ME & 15 molkg
HSM-10101 + ET 2 1.5 mpk
HSM-10101 + IE T 15 mpk
HS/M-10591 + ZIE T2 15 mpk

#p<0.05vs. LS/ &8 =+
*p<0.06 vs. HS/ & 8 ==

6% Salt— Dahl &1+

EnEpoonmd

¥cDiD =LV =
#

#
-
# #

LS/ A EH =

HS/ &l ==

HS/M-10101 25 ma'kg
HS/BEDTE 1.5 my/kg

HS/ BEZE 15 malkg
HS/M-10101 + BEXE 1.5 mpk
HSM-10101 + BEZ 2 15 mpk
HS/M-10581 + HELE 15 mpk

#p<0.05 vs. LS/ 48+
*p<0.05vs. HS/ & & 4
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#3532
4% Salt— Dahl H+
& Tmhimb
Bl 20, g
& £ 4
Z 1.5
i
= #
E 1_U_
&
<
B0 0.5+
=
7]
= 0.0
CJ Ls/algs
HR HS/A =
= HS/M-10101 5mpk
Bl HS/M-10101 25mpk
Bl HS/M-10691 26mpk
H33
& miR-208a =
Bl 20 b1
<+ 4+
e E
ol II o)
o e _ =i
b 2
4
50 0.5 # # f # an
E = # * zr
= 00 bttt ‘I =
L ES G S S m
Foe© FaaT _SoieY Sige
WY VY Y XY
- miR-208b
7l g
4
5 I
o
¥ T
B T

=SIEL

6% Salt— Dahl &3

Tmbim6 - LV
2.0 £ * *
# *
g 1.5 #
=
Z 104
Rr
T 0.5-
%0
0.0
O Ls/algis
B HS/ A=
A HSM-10101 25 ma'ko
3 HS/BED 215 molkg
B HS/ M E T2 15 malkg
BB HS/M-10101 + BHETE 1.5 mpk
Bl HSM-10101 + =2 15 mpk
Bl HS/M-10591 + BEITS 15 mpk
#p<0.05vs. LS/ Al ==
*p<0.05 vs. HS/ &1 & ==
miR-499
4
A
- 0 A 4
I { e B S, M 4 2
- A a
2 T #
1 e=r")
# 7 # g
* * ks i
o -l 1P
Ehd S S St
c,@‘,'m“‘:-'@“ @3}2‘?;\ r,ﬁ:\i@\ c,;\:-\}'s\
-
B AN XY
{ e e R =
244
I
E3

JbRE Al =00 Of

LR Al a=0fl Cioll B3t

#p=<0.05 vs. 2 H
*p<0.05 vs. M-10591
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=SIEL

34
# Myhe - Mynh7b
Bl 18 Hl 1.5
= -
B X B = 200 K
i) o & O o e
& & - =
E ?|- 0.5
o g
= E 00 q
™ ™~ et
Sk
- Myh7
f: -
&+ = 200 M
5 T =R
£« ¥ R, -
80
=
= 0o AL L
TR
#p<0.05 vs. 21 & 5
= Jb A G =0 Choll &3t *p<0.05 vs. M-10591
35
I_gzﬁ ANF 5 ! BNP
¢ s -
= 201 Sy Il 02 X
@ = =BT
B T 5 ol I - ey
S 10 &
& il i
a 4-
8 s )
< ¥
B o A " o b ]
~ N NN NN N = A NN N N
B S S SR O R
A A Al ¥ A A A W e
& Col3a1 Col1az
|
’5‘ -
: @ 2 N
= o e
= m Ry
3
4+
i}
o
=3
~

#p<0.05 vs. A8 =+
*p<0.05 vs. M-10591
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=836
& Dynit1 Vepip
m A
0B A Y
0O ®xe
# # =y
. 3 # ¥
A p *
~ L '\ u A
S o 959-@ ;,ga.\ f@@
LN ASET A8
“’«ifaf % 4 439
Tmbim6 Chx1
[ T 25- #
bl 7l = Y
i <} 2.0 # OZA A
= = 44 # L = M
iiod il 1.5+ - * * [ =P
ﬁ 5 a5
= =+ = =
gg <+ o,
o g?
g a o T 1.1 T T 1
= Ead nS‘ 05‘ d.‘ i » B ol »
& Cog poR Wl W
#p<0.05 vs. &2
*Jbm A0 CHall &8 *p<0.05 vs. M-10591
ZEH37
Thrap1
@ 2 i
: 7 157
i
; 104
o
§ ? 0.54
a1
T
=4 0.0~
~ $§$\ Qo.g%\ %@(F@?@ \\&ga’“ra
\*é’
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B ol
& 2 5] - A
i 34 * 4+ =BEA Y
= . i =5 =l
%J 2 ‘ ] - ey
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%+ o bl L ﬁ
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=SIEL

EE38
Dynit1
g 84 l 21 A
G # -
2% * o EH
- oo
& # mm e
= 4
T = # .
3 2 | Ij .
B
=~ 0
7\@&\6\ A‘a o '\ed\d\ ‘\Qq'\q'\
#p<0.05 vs. & g 4
SOPW Al Aol DHol = 775 920.05 vs. N1-10591
Zr39
@ Dynii1 " Vepip & Tmbimé
] | dn | 34
bl | f: e
% il i X =EVRE
T T o 5 g i $ § 2y
5 $ s 5 33
4 $ 4+ 11
a2 o 3
) F )
5 0- § 0 Eu.
N M-10101 ~ M-10101 A M-10101
= Iz =z
Thrap1 Pur-beia chxt
ol o
2.5- 2.5
3l b1 i
j:,L; 20- § g 20- 02 e
H s $ kS $ 5 Op xe
%J 15 %J 1.5 N
= 1.04 = 1.04
< 4
80 0.5 ol 05
K F
2 0.0- £ 0.0+ & 004
X M-10101 — M-10101 ~ M-10101
pi=} s pi=s

< OHi A G0 Chotl E 73

Nz
SEQUENCE LISTING
<110> MiRagen Therapeutics
Dalby, Christina
Marshall, William S.

van Rooij, Eva
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Montgomery, Rusty

<120> MICRORNA INHIBITORS COMPRISING LOCKED NUCLEOTIDES
<130> MIRG-023/01WO

<150> US 61/495,224

<151> 2011-06-09

<150> US 61/423,456

<151> 2010-12-15

<160> 99

<170> PatentIn version 3.5
<210> 1

<211> 11

<212> DNA

<213> Homo sapiens

<400> 1

tgctegtctt a 11

<210> 2

<211> 11

<212> DNA

<213> Homo sapiens

<400> 2

tgttegtett a 11
<210> 3

<211> 16

<212> DNA

<213> Homo sapiens

<400> 3

ctttttgctc gtctta 16
<210> 4

<211> 16

<212> DNA

<213> Homo sapiens

<400> 4

ccttttgttc gtctta 16

<210> 5
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<11> 71

<212> RNA

<213> Homo sapiens
<400> 5

acgggcgagec uuuuggcccg gguuauaccu gaugcucacg uauaagacga gcaaaaagcu

uguuggucag a
<210> 6

<211> 22

<212> RNA

<213> Homo sapiens
<400> 6

auaagacgaa caaaagguuu gu
<210> 7

<211> 21

<212> RNA

<213> Homo sapiens
<400> 7

uuaagacuug cagugauguu u
<210> 8

<211> 16

<212> RNA

<213> Homo sapiens
<400> 8

uaagacgagc aaaaag

<210> 9

<211> 16

<212> RNA

<213> Homo sapiens
<400> 9

uaagacgaac aaaaag

<210> 10
<211> 16
<212> DNA
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<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(4)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (5)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature
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<222> (14)..(14)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be locked nucleic acid adenosine

<400> 10

ctttttgctce gtctta 16
<210> 11

<211> 11

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (4)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate
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<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid adenosine

<400> 11

tgctegtett a 11
<210> 12

<211> 11

<212> DNA

<213> Artificial Sequence
<220><223> Anti1—-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)
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<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid adenosine

<400> 12

tgctegtett a 11
<210> 13

<211> 11

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
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<222> (2)..(2)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><

221> misc_feature

<222> (4)..(4)

<223> May be deoxy adenosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (9)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid adenosine
<400> 13

tgcacgtctt a

<210> 14
<11> 11
<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

11
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<220><221> misc_feature
<222> (1)..(D
<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
<222>

(2)..(2)
<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature
<222> (3)..(3)
<223> May be deoxy cytidine phosphorothioate
<220><221> misc_feature
<222> (4)..(4)
<223> May be deoxy adenosine phosphorothioate
<220><221> misc_feature
<222> (5)..(5)
<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222> (6)..(6)
<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid adenosine
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<400> 14

tgcacgtctt a 11

<210> 15

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<

220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)
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<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be deoxy adenosine

<400> 15

ctttttgctce gtctta 16
<210> 16

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(3)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (4)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature
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<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (14)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be deoxy adenosine

<400> 16

ctttttgctc gtctta 16
<210> 17

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
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<220><221> misc_feature

<222> (2)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (14)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be deoxy adenosine

<400> 17

ctttttgctc gtctta 16
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<210> 18
<211> 16
<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate

<

220><221> misc_feature

<222> (5)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220

><221> misc_feature
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<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (14)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be deoxy adenosine

<400> 18

ctttttgcte gtctta 16

<210> 19

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<

_63_

10-2014-0004646



220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (14)..(15)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (16)..(16)

<223> May be locked nucleic acid adenosine

<400> 19

ctttttgctc gtctta 16
<210> 20

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)
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<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)
<223

> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)
<

223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)
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<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be deoxy adenosine

<400> 20

ctttttgcte gtctta 16

<210> 21

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate
<

220><221> misc_feature
<222> (5)..(5)
<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
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<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220

><221> misc_feature

<222> (10)..(10)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be locked nucleic acid adenosine

<400> 21
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ctttttgcte gtctta 16
<210> 22
<211> 16
<212> DNA
<213> Artificial Sequence
<220><223> Anti1-miR-208 oligonucleotide
<220><221> misc_feature
<222> (1)..(1)
<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222>
(2)..(3)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (4)..(5)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (6)..(6)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (7)..(7)
<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature
<222> (8)..(8)
<223> May be deoxy cytidine phosphorothioate
<220><221> misc_feature
<222> (9)..(9)
<223
> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (10)..(10)
<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

_68_

10-2014-0004646



SIEdl

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (16)..(16)

<223> May be locked nucleic acid adenosine

<400> 22

ctttttgcte gtctta 16
<210> 23

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy cytidine phosphorothioate
<220><221> misc_feature

<222> (3)..(4)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(6)
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<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be locked nucleic acid adenosine

<400> 23

ccttttgttc gtctta 16
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<210> 24

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)
<

223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature
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<222>

<223>

(14)..(14)

May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy adenosine

<400> 24

tttttgcteg tetta 15
<210> 25

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222>

<223>

(1)..(2)

May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222>

<223>

(3)..(3)

May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222>

<223>

<220>

<221>

<222>

<223>

(4)..(5)

May be locked nucleic acid thymidine phosphorothioate

misc_feature
(6)..(6)

May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222>

<223>

(7)..(7)

May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222>

<223>

(8)..(8)

May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222>

<223>

(9)..(9)

May be locked nucleic acid cytidine phosphorothioate
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<220><221> misc_feature
<222> (10)..(10)
<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy adenosine

<400> 25

tttttgctcg tctta 15

<210> 26

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)
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<223> May be deoxy cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy adenosine

<400> 26

tttttgctcg tctta 15
<210> 27

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature
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<222> (1)..(D
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
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<222> (15)..(15)
<223> May be deoxy adenosine
<400> 27

tttttgcteg tetta 15

<210> 28

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<

220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
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<220><221> misc_feature
<222> (13)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid adenosine

<400> 28

tttttgcteg tetta 15
<210> 29

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)
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<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222

> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid adenosine

<400> 29

tttttgctcg tctta 15

<210> 30

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature
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<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy adenosine

<400> 30

cttttgctcg tctta 15
<210> 31

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
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<220><221> misc_feature
<222> (1)..(D

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (2)..(2)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (3)..(3)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (4)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220

><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
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<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy adenosine

<400> 31

cttttgcteg tetta 15
<210> 32

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)
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<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy adenosine

<400> 32

cttttgctcg tctta 15
<210> 33

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
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<222> (6)..(6)

<223

> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid adenosine

<400> 33

cttttgctcg tctta 15

<210> 34

<211
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> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(D)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)
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<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid adenosine

<400> 34

cttttgcteg tetta 15
<210> 35

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature
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<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy adenosine

<400> 35

cttttgctcg tctta 15
<210> 36

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (2)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
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<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222

> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy adenosine
<400> 36
cttttgttcg tctta 15

<210> 37
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<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)
<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)
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<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid adenosine

<400> 37

cttttgttcg tctta 15
<210> 38

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature
<222> (9)..(9)
<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature
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<222> (10)..(10)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy adenosine

<400> 38

cttttgttcg tctta 15
<210> 39

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
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<220><221> misc_feature

<222> (4)..(4)

S Edl

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature
<222> (5)..(5)

<223> May be locked nucleic
<220><221> misc_feature

<222> (6)..(6)

acid thymidine phosphorothioate

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature
<222> (9)..(9)

<223> May be locked nucleic
<220><221> misc_feature
<222> (10)..(10)

<223> May be locked nucleic
<220><221> misc_feature
<222> (11)..(11)

<223> May be locked nucleic
<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic
<220><221> misc_feature
<222> (13)..(14)

<223> May be locked nucleic
<220><221> misc_feature
<222> (15)..(15)

<223> May be locked nucleic

acid cytidine phosphorothioate

acid guanosine phosphorothioate

acid thymidine phosphorothioate

acid cytidine phosphorothioate

acid thymidine phosphorothioate

acid adenosine
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<400> 39
tttttgcteg tetta 15
<210> 40
<211> 15
<212> DNA
<213> Artificial Sequence
<220><223> Anti1-miR-208 oligonucleotide
<220><221> misc_feature
<222> (1)..(D)
<223>
May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222> (2)..(2)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (3)..(3)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (4)..(4)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (5)..(5)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)
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<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (13)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid adenosine

<400> 40

cttttgctcg tctta 15
<210> 41

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide
<220

><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
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<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature
<222> (5)..(5)

<223> May be locked nucleic
<220><

221> misc_feature

<222> (6)..(6)

acid thymidine phosphorothioate

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(8)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature
<222> (9)..(9)

<223> May be locked nucleic
<220><221> misc_feature
<222> (10)..(10)

<223> May be locked nucleic
<220><221> misc_feature
<222> (11)..(11)

<223> May be locked nucleic
<220

><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic
<220><221> misc_feature
<222> (13)..(14)

<223> May be locked nucleic
<220><221> misc_feature
<222> (15)..(15)

<223> May be locked nucleic
<400> 41

cttttgttcg tctta

<210> 42

<211> 14

acid cytidine phosphorothioate

acid guanosine phosphorothioate

acid thymidine phosphorothioate

acid cytidine phosphorothioate

acid thymidine phosphorothioate

acid adenosine

15
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<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221

> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
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<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy adenosine

<400> 42

ttttgctegt ctta 14
<210> 43

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)
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<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine

<400> 43

ttttgctegt ctta 14
<210> 44

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature
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<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine

<400> 44

ttttgctegt ctta 14
<210> 45

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy cytidine phosphorothioate
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<220><221> misc_feature
<222>

(7)..(7)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (8)..(8)
<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222> (9)..(9)
<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature
<222> (10)..(10)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (11)..(11)
<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222
> (12)..(12)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (13)..(13)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (14)..(14)
<223> May be locked nucleic acid adenosine
<400> 45
ttttgctcegt ctta 14
<210> 46
<211> 14
<212> DNA
<213> Artificial Sequence
<220><223> Anti-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(4)
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<223

> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (12)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy adenosine

<400> 46

ttttgctegt ctta 14
<210> 47

<211> 14
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<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(D)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)
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223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine

<400> 47

ttttgctegt ctta 14
<210> 48

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature
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<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221

> misc_feature

<222> (14)..(14)

<223> May be deoxy adenosine

<400> 48

ttttgttcgt ctta 14
<210> 49

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
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<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine

<400> 49

ttttgttcgt ctta 14
<210> 50

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)
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<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine

<400> 50

ttttgttcgt ctta 14

<210> 51
<211> 14

<212> DNA
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<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<

220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
<222> (14)..(14)
<223> May be locked nucleic acid adenosine

<400> 51
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ttttgttegt ctta 14
<210> 52

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate

- 107 -

10-2014-0004646



<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy adenosine

<400> 52

ttttgttegt ctta 14
<210> 53

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(D)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)
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<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (12)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine

<400> 53

ttttgttcgt ctta 14
<210> 54

<211> 13

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222

> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature
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<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223

> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy adenosine

<400> 54

tttgctegte tta 13

<210> 55

<211> 13

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
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<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<

220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid adenosine

<400> 55

tttgctegte tta 13

<210> 56
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<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222

> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)
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<223> May be locked nucleic acid adenosine

<400> 56

tttgctegte tta 13
<210> 57

<211> 13

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(D)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid guanosine phosphorothioate

<220><221> misc_feature
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<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (11)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid adenosine

<400> 57

tttgctegte tta 13
<210> 58

<211> 13

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220

><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
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<220><221> misc_feature
<222> (8)..(8)
<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy adenosine

<400> 58

tttgttcgte tta 13

<210> 59

<211> 13

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)
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<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid adenosine

<400> 59

tttgttcgte tta 13
<210> 60

<211> 13

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature
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<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222

> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid adenosine

<400> 60

tttgttcgte tta 13
<210> 61

<211> 13
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<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(D)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)
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<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (11)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid adenosine

<400> 61

tttgttcgte tta 13
<210> 62

<211> 11

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate
<220

><221> misc_feature

<222> (2)..(2)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate
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<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy adenosine

<400> 62

tgctegtctt a 11

<210> 63

<211> 11

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)
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<223> May be deoxy thymidine phosphorothioate
<

220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid adenosine

<400> 63

tgctegtett a 11
<210> 64

<211> 11

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
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> (2)..(2)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)
<223

> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy adenosine

<400> 64

tgttegtctt a 11

<210> 65
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<211> 11

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)
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<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (11)..(11)
<223> May be locked nucleic acid adenosine
<400> 65
tgttegtett a 11
<210> 66
<211> 16
<212> DNA
<213> Artificial Sequence
<220><223> Anti1—-miR-208 oligonucleotide
<220><221> misc_feature
<222> (1)..(1)
<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222>
(2)..(2)
<223> May be deoxy cytidine phosphorothioate
<220><221> misc_feature
<222> (3)..(6)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (7)..(7)
<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature
<222> (8)..(8)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (9)..(9)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (10)..(10)

<

223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature
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<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (16)..(16)

<223> May be deoxy adenosine

<400> 66

ccttttgtte gtcetta 16
<210> 67

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
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<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (5)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<

223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (14)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
<222> (16)..(16)

<223> May be deoxy adenosine
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<400> 67

ccttttgtte gtetta 16
<210> 68

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(D)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (3)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)
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<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (14)..(15)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be locked nucleic acid adenosine
<400> 68

ccttttgtte gtctta 16

<210> 69

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (3)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate
<220

><221> misc_feature
<222> (8)..(8)
<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature
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<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be deoxy adenosine

<400> 69

ccttttgete gtctta 16
<210> 70

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
<220><221> misc_feature
<222> (1)..(D)

<223> May be locked nucleic acid cytidine phosphorothioate
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<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy cytidine phosphorothioate
<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy cytidine phosphorothioate
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<220><221> misc_feature

<222> (14)..(15)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be deoxy adenosine

<400> 70

ccttttgete gtetta 16
<210> 71

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (3)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)
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<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221

> misc_feature

<222> (14)..(15)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (16)..(16)

<223> May be locked nucleic acid adenosine

<400> 71

ccttttgete gtetta 16
<210> 72

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

- 132 -

10-2014-0004646



<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy adenosine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine

<400> 72

ttttgttcgt cttat 15
<210> 73

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
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<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220>

<221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine phosphorothioate
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<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine

<400> 73

ttttgttegt cttat 15
<210> 74

<211> 15

<212> DNA
<213>

Artificial Sequence
<220><223> Anti1—-miR-208 oligonucleotide
<220><221> misc_feature
<222> (1)..(4)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (5)..(5)
<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature
<222> (6)..(6)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (7)..(7)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

- 135 -

10-2014-0004646



SIEdl

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy adenosine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine

<400> 74

ttttgttcgt cttat 15
<210> 75

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(2)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (4)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature
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<222> (6)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine
<400> 75

ttttgttcgt cttat 15
<210> 76

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
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<220><221> misc_feature
<222> (5)..(5)
<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy thymidine
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<400> 76

ttttgttegt cttat 15

<210> 77

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(12)
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<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy thymidine

<400> 77

ttttgttegt cttat 15
<210> 78

<211> 15

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(2)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (3)..(3)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (4)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
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<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature
<222> (8)..(8)

<223> May be locked nucleic
<220><221> misc_feature
<222> (9)..(9)

<223> May be locked nucleic
<220><221> misc_feature
<222> (10)..(10)

<223> May be locked nucleic
<220><221> misc_feature
<222> (11)..(11)

<223> May be locked nucleic

<220><221> misc_feature

<222> (12)..(13)

<223> May be locked nucleic
<220><221> misc_feature
<222> (14)..(14)

<223> May be locked nucleic
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy thymidine

<400> 78
ttttgttcgt cttat
<210> 79

<211> 15

<212> DNA

<213> Artificial Sequence

acid cytidine phosphorothioate

acid guanosine phosphorothioate

acid thymidine phosphorothioate

acid cytidine phosphorothioate

acid thymidine phosphorothioate

acid adenosine phosphorothioate

15

<220><223> Anti-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)
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<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy adenosine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid thymidine

<400> 79

ttttgttcgt cttat 15

<210> 80
<211

> 15

<212> DNA
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<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(4)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (5)..(5)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (6)..(7)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (12)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid adenosine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)
<223> May be deoxy thymidine

<400> 80
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ttttgttegt cttat 15
<210> 81

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate
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<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy adenosine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine

<400> 81

tttgttcgte ttat 14
<210> 82

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)
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<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature
<222> (9)..(9)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (10)..(10)
<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222> (11)..(11)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (12)..(12)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221>
misc_feature
<222> (13)..(13)
<223> May be locked nucleic acid adenosine phosphorothioate
<220><221> misc_feature
<222> (14)..(14)
<223> May be locked nucleic acid thymidine
<400> 82
tttgttcgtce ttat 14
<210> 83
<211> 14
<212> DNA
<213> Artificial Sequence
<220><223> Anti-miR-208 oligonucleotide
<220><221> misc_feature
<222> (1)..(3)
<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (4)..(4)
<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature
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<222> (5)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy adenosine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine

<400> 83

tttgttcgtce ttat 14
<210> 84

<211> 14
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<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide
<220><221> misc_feature

<222> (1)..(D)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220

><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
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<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid adenosine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine

<400> 84

tttgttcgte ttat 14

<210> 85

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)
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<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid adenosine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine

<400> 85

tttgttcgtce ttat 14
<210> 86

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature
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<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid adenosine phosphorothioate
<220><221

> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine

<400> 86

tttgttcgtce ttat 14
<210> 87

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
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<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223

> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
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<220><221> misc_feature
<222> (13)..(13)
<223> May be locked nucleic acid adenosine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine

<400> 87

tttgttcgte ttat 14
<210> 88

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (5)..(6)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)
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<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222> (11)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy adenosine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine

<400> 88

tttgttcgte ttat 14
<210> 89

<211> 14

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(3)

<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (4)..(4)

<223> May be deoxy guanosine phosphorothioate
<220><221> misc_feature

<222> (5)..(6)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (7)..(7)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (8)..(8)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature
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<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate

<220><221> misc_feature

<222> (11)..(12)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid adenosine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine

<400> 89

tttgttcgtce ttat 14
<210> 90

<211> 16

<212> DNA

<213> Artificial Sequence

<220><223> Ant1—-miR-208 oligonucleotide

<220><221> misc_feature

<222> (1)..(1)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (2)..(2)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (3)..(5)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (6)..(6)

<223> May be locked nucleic acid guanosine phosphorothioate
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<220><221> misc_feature
<222> (7)..(7)
<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature
<222

> (8)..(8)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid guanosine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (14)..(14)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (15)..(15)

<223> May be locked nucleic acid adenosine phosphorothioate
<220><221> misc_feature

<222> (16)..(16)

<223> May be deoxy thymidine

<400> 90

cttttgttcg tcttat 16

<210> 91
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<211> 16
<212> DNA
<213> Artificial Sequence
<220><223>
Ant i-miR-208 oligonucleotide
<220><221> misc_feature
<222> (1)..(D)
<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature
<222> (2)..(2)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (3)..(4)
<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature
<222> (5)..(6)
<223> May be deoxy thymidine phosphorothioate
<220><221> misc_feature
<222> (7)..(7)

<223> May be locked nucleic acid guanosine phosphorothioate

<220><221> misc_feature

<222> (8)..(8)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (9)..(9)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (10)..(10)

<223> May be locked nucleic acid cytidine phosphorothioate
<220><221> misc_feature

<222> (11)..(11)

<223> May be deoxy guanosine phosphorothioate

<220><221> misc_feature

<222> (12)..(12)
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<223> May be locked nucleic acid thymidine phosphorothioate

<220><221> misc_feature

<222> (13)..(13)

<223> May be deoxy cytidine phosphorothioate

<220><221> misc_feature

<222> (14)..(14)

<223> May be locked nucleic acid thymidine phosphorothioate
<220><221> misc_feature

<222> (15)..(15)

<223> May be deoxy thymidine phosphorothioate

<220><221> misc_feature

<222> (16)..(16)

<223> May be locked nucleic acid adenosine phosphorothioate
<400> 91

ctttttgctce gtctta 16
<210> 92

<

211> 23

<212> RNA

<213> Caenorhabditis elegans

<400> 92

uaucacagcc agcuuugaug ugc 23
<210> 93

<211> 21

<212> RNA

<213> C(aenorhabditis elegans

<400> 93

ucccugagac cucaagugug a 21
<210> 94

<211> 22

<212> RNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide

<400> 94
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auaagacgag caaaaagcuu gu

<210> 95

211> 22

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide
<400> 95

acaagctttt tgctcgtctt at

<210> 96

<11> 17

<212> DNA

<213> Artificial Sequence

<220><223> Anti1-miR-208 oligonucleotide
<400> 96

ctttttgctc gtcttat

<210> 97

<211> 22

<212> RNA

<213> Artificial Sequence

<220><223> Anti1—-miR-208 oligonucleotide
<400> 97

auaagacgaa caaaagguuu gu

<210> 98

<211> 22

<212> DNA

<213> Artificial Sequence

<220><223> Anti-miR-208 oligonucleotide
<400> 98

acaaaccttt tgttcgtctt at

<210> 99

11> 17

<212> DNA

<213> Artificial Sequence
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<220><223> Anti1-miR-208 oligonucleotide
<400> 99

cettttgtte gtettat 17
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