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Erl (DL A7 714" stgs HgSs g3k ntdzd d7] Bga4 Zoloj¥] (Nu Ei& Pi)olAw, #&d 7]
satoke] B et Al X E A9 AV MEFHe] 7] A EoloJEl2A AFEE F Qlrt.
B. HE= FFA|
Hodbgo] otEj Ml RlawEU SEEE (PP AEE SawIFd = RolojE, nigAsAE A W=
o] FE] FHS XA U 2 o2 U-FH HME = % RolojEE ¥ = . FF5 B
olojEl= mIHASIAE dE 9] = 1b 9 1col YeER wie} o] gElame] webe] RET, FEzE F
o]zl AEZ vk Heke] 30%, 40%, 50%, 60%, 70%, 80%, 90% X 100%S] MXE (1 Alole] RE HFE
Zoeh) oA AE BES Frste 82 7AW, A4 FojA] AW b5 24 e AgEa Az
g3t 3 AAGHNA, AE-FE HE=E ol2r|d-FF FEHE £H5Ad 5 ok, T o2 AAYH
oA, ME-#E MNE=t A ESE T Tat WE=A F= vk, o5 FE == ##H 7)ok g 34
Ho] 91, o= So] ma TR A2010-0016215 AlEo] MAHS] 9on o= I AFo] AFuw =dHC}
FE =9 orEjdlA YuwEHLE =2 Aol tist 53] nlEAgk A PCT 3-H W02012/1509600 A4 2
A" o, oy 1 el HuE E¢gHEt. B dyge] FE=
A
=

FEA (Z, AZ-BE AED) S B dye AASE ¥ 58 g, 5

X5 ek 1A AE R dEAA sghee] ddel vl ZdbAQl Aow e
al. 2007; Jearawiriyapaisarn, Moulton et al. 2008; Wu, Moulton et al. 2008).
g5o], & FAE HE= FHA, odA7Ad AdEDGY 2 Tat FE| =] vste], Edel 7]A1E HE= 554
ootz Plodl REE A9 PR 4A4 A 2Zdelde wAs: FHE vEe wean
(Marshall, Oda et al. 2007). EEZZI:=-JEHZ= F5A A vF2st AAGeE= W0/2012/1509609] 7]
AEo] Qlom, o= 1 o] o =Tt

S A A A FE= FEAE 8] F 1o Folin
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rTAT RRRQRRKKR 24
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RoF, RRRRRRRRRFF 26

R.F,R, RRRRRFFRRRR 27
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(RAhXR):; (CP04057) RAhXxRRAhXRRAhXxRRAhXRRAhxR 36

(RAhXRRBR),; (CP06062) RAhxRRBRRAhxRRBR 37

(RAR),F, RARRARRARRARFF 38

(RGR),F, RGRRGRRGRRGRFF 39
W WEe dgE Ade 94 RES ¥Fs @t (A8 B, C, 6, P, A, B, AmxB, 1714 Ahx ¥
B ZH7h 6-obm|wmdiibat 8l we-dehd & A A3
C.2d 9
g AA G, 2 de AEdA e el Ve HAERd-gA Ade] Bds A3 wE dqEHE 2
etk WE Ag Azde B oano) geluvy drERY-gds A4S BRE Ak § A Gl
A, oleld HEE sty ol el ME 1 WA 12, 46 B 479 Holk 1079 %A FEHUEE=EE ¥k E
drFdeEs Ads HEAT. E oe AAGHAA, ofHd WHE sy ol M 1 WA 12, 46 9
ATE Eehe TN ULEHE A4S wdEAT. §dA deel] A3 B AEE d¥ v)Edokd A
of gk, olE wd W= Edd AE dAERA-FAS ALS THsES Wyd vk A
T dHRE dE 5o FYwIdedsrt A Be 2EYE F e Sdavs, e vk, aR ®
= bl (dlE Fof, ofvlientelg], ofdlla-dd Wholefz, EHiele s F)REEH Fd EwIEde
B= 24, atggsiAE DN 248 & 5 3l Hel = vk s st ol el afE AlF BeE F

oy
rr
5
1o,
BN
»nr
tjo

st FA AXE e 2 EE AT AX 23ete A" SF AEANAM A& EArE 7}
T 5 AAY, F2EE AMdo] AREEE dHE 59 Awy TFE ¢ . wEA, dEHE A&
2 BAete 9E, S GAA-9 AAZA EAlte NEHY o, a9 HEAe A EA4, odF 59 A
g EE e 98 Egavs, G449 e, vy-9aA B Qe @Ak St WE e A
TH-EAE BEe] A% d99 s R 4 drk. gy ew ) ¥WEHE 55 MEX UR =949 A4S A
¥ UR 5F8Fa, TR BEEE GAA(E)Y A BAEE A = ).

3 AN Rl A, BE WEE A EX AE wE 27 (dF 5o, Z8)dA Edd A" LeavA
OAERA-243) Mde TdE SAA7=, 224-5014 ZR2EY, oF 50 2&-504 ZRNH Y/Es
AAME E3TE. 28 A ZoA e HHo| AHFE TmrE A9 L @y dEE & So] S 2011/0212529
ol ZIAE A& 5 4 Jom, 19 HA UL Edd Hxg x3Er. dAEQd E5-5ol4d TRREZE
g2av 22 rE 25 Iold 71UA (MCK) TZRE, Pitx3 T2REH, 22 ou-dg T2 Qg = ER
¥d I Z2EHE & § Y. E5-5ojy XT=z2R =

B9 &5 oE Eo] £ [Talbot et al., Molecular
Therapy (2010), 18(3): 601-608]; [Wang et al., Gene Therapy (2008), 15(22): 1489-99]; ® [Coulon et
al., Journal of Biological Chemistry (2007), 282(45): 33192-33200]] © 7] =] A

III. AA 2 Foe 2

stk webd, 54 AxgEleld, B owge s ool Alekd slgEE wAl (A7hD) L/
=g aAlsh g7 AASE, ALE-Fage sht ol Bad A euME et Aoky 58
= 24BS AFRY. ¥ oUge 2duvs BEow Sold 4 AW, SFBS A A (£YE)A
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[0218]

SIHS31 10-2025-0047401

A Bxlo] AGS ¢33 WHE JE Eo] F3 [Akhtar et al., 1992, Trends Cell Bio., 2:139]; %
ide Therapeutics, ed. Akhtar]; Adz]¥ %(Sullivan et

Delivery Strategies for Antisense Oligonucleot
¥ uE IR2EZe E e dyd ggav

[Del
al.)¢] PCT WO 94/02595¢] 7]A|=lo] Qt}. ol&

= 2 23k,
AP lelel dial ate] dde] o]&d 4 U}, o
at7lell Mgt whel o], 2 wHe] Alof 2AFES 7| AFstE AES EFste], A e AA P
2 Fosly] 98| 583 AASE & vk (1) AT 5o, dF 5o =4 (574 Ee v-F4 £ e
dg), AA, dE 59 2 FAsr] A FF5, dsh, @ AN FF, EF2, B9, AH, Hol~Ed 4
3l EAstE 3 (2) dF B HWi 9 e dgd, T (E-UE AARAY, dE 5o FsF, 254,
A = Aguke] Fabel o3t HjAT Fol; (3) dRel ExHE A¥, A, Be 2A-0E A Ee &
ZYo]2A Y FA AL (4) dF Bo] ARA, Y wE ForAMeo AY wE AAU; (5) AHsl; (6) o
(7) A3, =% (8) v|%
ofFt "Aled FHEFHE"S BdolA dxe oty wrke] W el FElAl oo}/ wE At o
T3 54, A, 4R 9k, EmE g8 A4 B S gl A3 B TEo Ao HEste] ALEsr]el
53 3gHE, B2, 2AE 9/5E Fo JHE AFsr) Y A
ol ALgE o "l FEEE FAE U FFES s vl e AlAe] RREoRRE E UE
713 e A FEoR Ay Ty $Eehe d B e, Ao d8Ee B, 2AE T 63 F, oA
0 A = 2A FHA, SMA, FIA, Ax BE2A (AF o], LA, @3 vdlE, ZE Ee okd
zElolo|E, i sEolEsh), E &) AEs EAS oujditt.  Zzbe] w@hAllE AlAe] v AR &
shgolar, Aol Al &3S FA e ualA] "EEE]ofef" i},
Ay sE¢EE AR 715 5 Jde B A dze, A glo] (1) 2, AW FErA FFIA Y
FARA; (2) AR, dAW S5 AR 2 g AR (3) AEERA 2 9 fFEA, dAY YERF 71254
HE AZes oy AZss 9 AZa olEHolE; (4) EEstd EdUIE; (5) @Wol: (6) AgE; (7)
=5 (8) ¥ A, oA =zl WE 2 A g (9) o, oAdAY BFR, WA, skl g, 2

SEEF, 255G 2 g% (10) Y, gAY ZEgdd ZE; (11) 2L, oA ZAE, A2H)
2, wE 9 ZejdEd 2EE; (12) dzdHE, A g SYdeolE 2 oE fHe-YolE; (13) I
(14) &FA, dAd Fatstuiadg 9 Fabsd2ulE; (15) 4704 (16) A2A-F384 5 (17) 34 4
; (18) HA 895 (19) dE 435 (20) pH &FH €9 (21) ZdxHZ, Z7tE2RYoE 9/5EE

e 2 (22) Ak AA HEHE v n-5A 3 =4S & F ATk

ool QtE|Al2 gElam el AlA|Stelrlol Hjhek AlAS] FUEe] MASA dRe e 24 Y29 ofE
o] f9S SHAZ & v PEG AsE A, A A3 Ak, IAHAY RoloEE $ske A, x~
EREQo|E, P-Fuuild A A (A ZTFEY P85); o]4] Fo A& FE HES 93 AN =
A, oAl 28 OL-FE=-zFHF=) 74T (Emerich, D F et al., 1999, Cell Transplant, 8, 47-53)
(MAFFEAZS BRE A 23] = AFAEYClE]= (Alkermes, Inc.)); ® dH & AHS T &S AY
g $ 9o, A7 FF MAYSS HAAZ £ JdE 2YE Ye=gA, odddg ZeRdajololadeolER

rog Neuropsychopharmacol Biol Psychiatry, 23, 941-949, 1999)<& = 4= t}.

Az"E A (P

Bowge md Ze (Ed 2gF) AQ PE-AEE, £Xd R nEAE B 20 23, Ei W AR
soete g¥g e A4 gES)S Fhele ZU-AdE g¥Es ¥ 2AEY] 52 Efow 3
o, B ddge) Eluwe L3 gt BExSe FHEHer K2y PRG EAE 3. olE AAE ®H
zA oMol oF&o] HAHE F/MA7IE WS A, o HFY IE dAe ¥ TAHNEA (PSS e

&) . = —
RES)el & Sadst 2 wjde] Agdgozn, WEste &l et Hoh el i &3 A7 9 SHE =
2 w=%& J}538kA 3t (Lasic et al. Chem. Rev. 1995, 95, 2601-2627; Ishiwata et al., Chem. Pharm.
Bull. 1995, 43, 1005-1011). ©]#]gt x££ olulx B 93] TG4 ABH o= = FaaARg
T4 ZAA FEHE Aoz YElEtt (Lasic et al., Science 1995, 267, 1275-1276; Oku et al., 1995,
Biochim. Biophys. Acta, 1238, 86-90). Q@ A|ZH-533l= 2 EEHS 53] WPSY ZH A A EH= sz
TAE BAAEQ ol glEfHol n)ste], DNA Z RNAS oFser @ ofdsks XA (Liu et al., J.
Biol. Chem. 1995, 42, 24864-24870; # % (Choi et al.), =4 PCT &X AIW0 96/10391%5; <H % (Ansell
et al.), Al PCT X AIW0 96/10390%; == 5 (Holland et al.), =4 PCT 32 AIWO 96/10392%).

(o)
A NGRS AEES EF 2 W uR 2o BAUAHeR FAH WS 244 FAE Foht 1
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(Friedmann (1989) A7) &

H
68:143-155;

E3}H
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(1992) Cell,

QP =AM o me.

pu
L

50745-5079S); H-HEZulolglx HE (o E £, oful:=-d wlo]y

et al.

)

= v Aol AEHATE (Friedmann (1989) Science, 244:1275-1280).
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=
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[0275]

[0276]

[0277]

[0278]

[0279]
[0280]

[0281]

[0282]

[0283]

[0284]

SIHS31 10-2025-0047401

271 &31; Brigham, et al. (1989) Am. J. Med. Sci., 298:278-281; Nabel, et al. (1990) Science,
249:1285-1288; Hazinski, et al. (1991) Am. J. Resp. Cell Molec. Biol., 4:206-209; % Wang and Huang
(1987) Proc. Natl. Acad. Sci. (USA), 84:7851-7855); lt=-5o]4, <ol2-7|A4 5 A|xdo R AZFY
(Wu and Wu (1988) J. Biol. Chem., 263:14621-14624) i ulo]7]= DNA, =& WEe] AR (Nabel et al.
(1990), A7) F&); Wolff et al. (1990) Science, 247:1465-1468)% & 4 v}, EdAxZe] %A Y&
AR FALe Aty FHATS WA (Rosenfeld (1992) A7) F31); Rosenfeld et al. (1991) A7) &3 ;
Brigham et al. (1989) 7] &£&; Nabel (1990) 7] &£&; % Hazinski et al. (1991) 7] £¢). He1
3t &= (Brigham et al.) & (Am. J. Med. Sci. (1989) 298:278-281 ™ C(linical Research (1991) 39
(abstract))< DNA Z]EZ& H3Ae] Al v U Fo o npg2o] #Hvke] AAY JFHEAAS B}
Aok A A e HAe AE £ o= &3 [Anderson, Science (1992) 256:808-813]°]t}.

Iv. 71

o2 mek 1o ARES S AAA S FA A &7 H71dE Aol® e Al FA (o E B, A
A1 A 12, 46 D 472 AgE el SEan)E X, §349 A 2t @2 A5E 9% 7]
EZ AFITt. 7|ExE T3 BE A, A gE5d, agsiAl 58 S5 5 9 #HA 7ok &
o) TeAE A7) gl Hgo] B thE Ao Xz ARESh7lel Hjget e Als BALE F1s] 9%
Zye Ae&s HHE oo st

A7F PEI5E ME (ATCC, CCL-136; RD AE)E =4 wig-Agd T75 &k~ (3 (Nune)) W2 1.5 x
100 AEZ/Zefxaz L-2FE (3lo]Z2 (HyClone)), 10% 4 Elo} €3, 2 1% dAYA--2ENEnloll
AA gH (AR (CelGro))S 2zt 7F2% DMEM 24 nLollA] A|R38ta, 24A7 &, wjx & Fqleta, AEE
7F&% PBSOllAl skl MlAEta, AAgh sixE Hubsgltk. AlEE 37T AHlolEolA 5.0% 029014 80%
THoz2 AFAT L, EFAE AMESte] FESIGT. EAZRE IAX IO HolE REZY R S¥ay
(PMO)Z FFEdlobAl-F-3Hh Soll A theF 0.5 WA 2.0 oMz A Esteln, 252 gelsetr] 98], PM0 &S
WU==35 (NanoDrop) 2000 #33F=A] (HE Ato]AE]H (Thermo Scientific))E AME3te]l F43IGTh. PMOE
AzApe] AAIA 2 SG 71E (E2F (Lonza))oll wheh 3 3S o] &3t RD AIE=E AEstltt. PMOE A4
uhel 2o thekdlk % (o E S9], 2.5, 5, 10, 12.5, 20 @ 25 wlo]ARE )M AHEUTE. AES ;A
F o4 AR BOF 12 B 4-9 ZF)E (n=2 i 3)9] 4 @ ol 2 U} 3 X 100 AEZ AFWl AT F,
st7] 7141 npel o] RNA FEoll AlEakaltt.

]
mri

ol

=

o
Q‘L
=
°

12} QI7F Z2EAEE FAZ AE AF oA (ZEEA (PromoCell))or] ZEE 7]ES o] &3] njok
o] PMOS] A FE 7] RD Az dis] 71AlE wiel Zo] Fedsigitt. 1 %, MEXE ZEH
A wH A 12-9 FYolEY 3% dof| ZHol®elar, 24A1%F st Aiulo] g & 7] ZiAlE vieh

RNA & 9 PR 3%

RNAE PMO-A =%l A3E (RD ME
96 4 RNA @] 7|EE ApEato] =
¥l RT-PCRE AHZatqivt.  9JF =Zgjolw|: ARk
GCTCTTTTCCAGGTTCAAGTGG-3' (M 41); WF Zelo|H
gk 5'-GCAATGTTATCTGCTTCCTCCAACC-3' (MY 43). <

TP, dAE 27)Ee A A7|dEel o =

L= 13 Qb 2RAZ)ZIE GE @2A0] (GE Healthcare) 25-E]2] RNAZ¥
g sl Zojolw S o] gste] MR E EE v~
5'-CAATGCTCCTGACCTCTGTGC-3" (M4 40), <wgF 5'-
: AWaF 5'-GTCTACAACAAAGCTCAGGTCG-3' (M 42), oW
Fol 7%, vvlx~dgd PR WF Zlo|n S AL-§-3)o]
Z @3 (Caliper LabChip) AAEX7]Z Alggto=
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EEHC

1. NalOy4, MeoH (aq)
4. v ggAd 4t (p-TsOH

2. (NH4),B407
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2] Goll Lrebdl vhe} 7ho] 1oy
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[0292]

[0293]
[0294]
[0295]

[0296]

[0297]

[0298]

[0299]

[0300]

[0301]

[0302]

[0303]

SIHS31 10-2025-0047401

o] oubA 9 B maZee umoae] REEdn SEuno] Az AAdei Bt A

2 e HitEel AzE o7 ZREDS o8k Saurh

Egd gz Hd Jl2uiolE 359 Alx (X2 2a € 2b): tEFEEde F 39E 119 J4dd gy (6
mL/g 1ol & F eHH (3.2 93)9 89 (4 nl/g BHH2E)S A7t o] 2-4 E3E gEz=y
g F Ad EEEXEM|E (1.03 )9 &4 (2 g/g Ald SREIZWE)E A3 Hrtedrt. whg
EYFES 20CE 7Fsignk. wkgo] gmEW (1 WX 2A13b), S5 et f715S =2 AFsha,
T4 B A AZRAZ Y. BAE 353 olANEVUEHAZEE AAs & whEls)

E 43 369 Alx: FIUEF (1.2 39S 1-WE-2-9 &2t des8it (32 nl/g T8l
Ef). o] dede Egdgddl =& (10.0 %) 2 5= 35 (1.0 I & HU/teisitt. 849 &8s
95CRE 7Fgstirt. whgo] k= (1 UlX] 2417, £3}ES 20CTE YA ZAY. o] EFEd 30% U=
2 et/Hg tert-54 AHZ (viv) ¥ & #/EY. ARE-IF F715S 748 NaOH, 4 =20 2
23} A dIUEFoR A& MHEAT. AMAE 365 HUIZEZRUE/HE tert-FE dHE/HAEow
K AAgslol o3 e sqltt.

A 379 A%: HEHI=2FHE F 3EE 369 £ (7 nl/g 36)0 SAAF BB (2.0 FE) 2L DNAP
S5 FEHE Hrletedt. EFES 50CE JHGetith. whso] @R HW (5A3h), EFES

4 NaHCO3Z pH 8.5%2 %A3sltt. HWHE tert-%¥ AHEE Hrlsta, YAES
SRS Hrletal, ETFES A AE2A4OR pl 302 AT, AAHE-F
JEHe]E &5 B x5} 54 ASfHERS EFEZ AFSAT. o] 379 (=2 v
S}3HE 389 A|Fe] A&

i

—~
o

= ‘H

>~

b

389 Az 3}FE 379 LMo N—s]E%A]—&iEEEHJ—z,3—3}7}*&%@& olu]= (HONB) (1.02 Z=), 4-tjd|
goju =T 2wl (DMAP) (0.34 &), F 1-@-gdgolr| ez 2 9)-N'-od7t2 Hrjolu| = =2 FRe}o|=
(EDC) (1.1 F&)< H71ekdrt. éﬂ%‘%% 55C=R 7tdalaivh. whgo] dm=W (4 WA 5A7h), EFES 20
T2 YZ4A7]a, 1:1 0.2 M AEE/E4 2 AF2 dHx0=z A58, fIZ22ve 98 of4E,

2 FNN-tEEgeln =z gu] wgs stal, AES ofHE/NN-THEZ S =2 RE X3} 4 A3

UEFoZ Ao s delatsdnt. = BAES F TolA 3] A&egdtste] 729 N N-tdgxEoln|
= 9 AL AASSAL.

WA-Astd X Foze &gt "HY (Tail)"e =42 dud olmuZ&a = (MDA 1A 4 34
B ABRR] £l ALgE = Aol o3 skt

RaZde S avY FAAS A% 1A AAAY Ax: o] e AX FFE (40 WA 60 m) 77 =ZH,
HFE wRky] 9@ 3-9o] HEE (Teflon) AAFE 2= Adstd ARY FE= # (v FAHAT LA A
Z# 2 (ChemGlass))olA Faste] N2 =8l = Ay F2HS E3) &3kt

3l7] Aafell A 42 A2/ ME dAE 27FA] 7]EHQl AEo R o] R} 3}

% gol/g RE. A fEsE Aa, 3A%e 23 8
& Wrgolel WS, +AE AR S, B8 &

=

= Hole whg

o, ) SR SR AL S RS g0/ 80l
oL

[¢)

1=}

T

_>L
RO
~
é

_7";_
A A /A HAe wj7|ste] A A
A 15 mL/go| A tt.

Agtstd ARE FE= I F oopvwmwdZ A 4 (100 WA 200 w45 Aa X Fel] 7] xske] ¢F 1.0
mmol/g Aak; 75 g, 1 @, AF A4 Zw ¥ (Polymer Labs), TE #1464-X799)) 1-#E&-2-3] Zg|t]=
(NWP; 20 ml/g 21)& H7Fstal, X5 1 WA 2A1F 5 EF8IHA AEAHT. A8 Sl w7 &,
AE YF22dek (2 x 1 WA 28), 25% OAZZRHE/USFZ2UEE T 5% tlo]aZ=ZdoEolnl (2 x 3
2 4%) 2 gEFREde (2 x 1 YA 28)ez AFEdd. HAF AR by &, FXE 1-dE- 2—?43134
U 5 Ysd= 47 349 &9 (0.17 M; 15 nl/g %1, oF 2.5 FF) o= AHst, FA/AF £FES 45
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[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

SIHS31 10-2025-0047401

TolA 60A12F Bt 7M. whgo] gasW, 7M9S Sosta, IA &9 wirista, FAE 1-vE-2-

A2t (4 x 3 YA 48) 2 ﬂ%iiuﬂ% (6 x 1 WA 28) Eli AFeact. FAE HIFE2de F 10

% (v/v) told tzt2rve]Ee] M (16 mL/g; 2 x 5 WA 62)o2 A &, vF=2de (6 x 1 WA

28)o=2 AT, 4 39 (= 4 %}&)% N2 2EJ sholl A 1 WA A7 S, 1 F AF sfollA] A3
F( 2%) 02 AXANHG. F&: d A4 T 110 WA 150%.

ofrl g Ee ~E-T &N SAo Adde] 24: Ao Aaw (FAHO o]&A5H e R
Fye FAe) o g sddueg (2ag) v)e) 4ol dF 2F A4 o SAH

a7 T AxH £A (25 £ 3 mg)E ATstE 25 ml FHSA EFgkAd %711, ﬂ%iiuﬂ%
(v/v) EgEFQ=R0 HlE*} °F 5 nlg H7ekgit. WEES EE}%

A }Oﬂﬂr 1"?‘ = gZzzde 3 29 (v/v) EYE
EAHHE tHZﬂ A& AHEste], Egd
, B2 weteEMoZ 10 mLo] FHA F

oru“‘ ‘W

12 oy

£ 5 EfY ol FFE 431.7 mmollA IV FF=C o3 S
A (e 41 pmol-lem-1) L 52 &8 o] gste] 19 54 &
3] Fasta, Ha AotES ALkl

Aleloll A =x] Aet dak= tFF 500 umol/ge] AstEE zte FAE ATd Aok, HEdE A7 &
AL AolA 24A3F st a8 A9, umol/go = 300 WA 4009 Aetke] dojxrt.

dagd-ters £29 AxE A A sd3 244 @ FIHE o] &35k, HY
ATk, BA AstE FAE AA A 27 oA GRS 63, A4 )
%, AZY GAE Y&, 4-EREZUS 5 6% DMI (NEM, 0.4 M) % 38 (0.2 M)<]
LS tegs dFA fA hal AFESTE. 45T 2413 ) 4% 398 25% olATZERRE /)RRt
Hojrloz 23], 3 DMeE 13] MH a3, TXM] Mzak B8 (0.4 M) 2 NEM
(0.4 o] &N Hrlstder. 268 F, g7 AAE ARo2 YAA7|IL, FAE 25% o|AZERE/UF
22HE F 5% tolazgHodEolrloz 23] L DMOE 83 MHBATE. FA 40 ok, uAF I}
ol AXAZTE.  FA 400] e HeHS HY Astel ASE dHo] oinwmMEEgayA-ted= ?X]
399] A3l Aoz AHojHr).

e e o B
i)
ol
o
w =

o

=

°

2

O

ol

(o3

)

K =)
b

=)

o
[0k

ol mlo

A A FAE EEEYR: AW E 2 ol A< (Gilson) EZ2H vkE A4 (IFE # 3980270) | A
MS-422 AET BEE A7) AolA AxSGE. B FES 98 AL 2E SFE BHES ol5o]
= 2] )]
=4

= 71 =
7] el wd AAH 2

oo N
A oox

=
2 =
F9lol AHAG.  AMS-422% Ak/AH e Wiz Hrhekm, S48
AEE ol gl 2HS WG Aolt,

F olste] welel emviol] s, A9 500 wmol/g Fe] sk 2 ofvluwrg
= A7k wigAs, w2 ggaelel s, £49] 300 WA 400 wmol/ge] HahFe
2 EF2HA-UENE S0 igdeich, 5 oA 2 BT GAS A9, HAw Al
d $A7 F9% A5 Aoz A,

4:1 IR/ HHEYE™ T 10% AotmolAEAR (w/v); T3 & 3:1 HE 22
]

ol

B/ O AYERE F 5% YolAXZId eyl AZFH §9: 1, 3-yvHentE = F s 4] 4

AZd £33 0.18 M (= 207 AEFREY 4dA AAdd Selade] dis] 0.24 M) &43te REaEEw AX

9 2 0.4 NN oedr=2Z8, gIF2vet (DOD)S Aol3k Alef &9 A Fests 4 Azdoz
[ez]

S8 2§47 A, ohvlmdEEel sud-t g s 4 (X 69 F4) 30 e
Wl 1vlg-g-w gl 2 0l A7bsta, AedA 0% B9 gAsan. HFEedw 2
22 Agseh:
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[0314]

[0315]

[0316]

[0317]

[0318]

SIHS31 10-2025-0047401

A -3 A= A A7

gE74s  1.5mL MyE= 15%

gE=vds 1.5mL fyE=E 15%

dE=gds 1.5mL yE= 152

gE=749s 1.5mL MyE= 5%

gEgdgs 1.5mL & 15 %

dE=gds 1.5mL fyE= 5%

gEZEst  1.5mL uE= 15

DCM 1.5mL muyE= 30%

Tt 15mL WY E= 30%

<5t 1.5mL oy &= 30 =

55 1.5mL oy & 30 =

&5t 15mL Y E= 30%

-5t 1.5mL = 30 &=

55} 1.5mL o & 30 &

DCM 1.5mL il 30

AE 350-500uL  A] #A] 40 -

DCM 1.5mL MyE=E 30%

3} 1.5mL = 30 &

=5} 1.5mL myEe= 30%

DCM 1.5mL U= 30%

DCM 1.5mL MyE= 30%

DCM 1.5 mL yE= 30%
Zyzrol Zhgol AAT Mol A AZH &Y (A,C,GT, DS FE3=F /ME Sluve HdS 47
W ZzadRan. 29 Ue Sdue oo 23 Ausuel £9e aRe W, BEe BEomy
Y AASIL, 0.89 M 4-dE@REZHE FFote 4-mEAEAIHE SRR o|FojF ALEE &9
(DMI & 0.32 o2 HE ALO)|ES 502 4835190},
FAEFEH dd 9 Q7] @ 4 B57]Y AA: WEAEHES F, FAE 2 nl 1-HE-2-FE Y=o
83) AAEGtt. 1-WE-2-7 2] F 0.1 M 1,4-TE|QLEH]E (DIT) 2 0.73 M Egogolvl oz o] Fo
A Ae g9 1alg A7ktn, 2L AW, Aol 308 Fok AL, 1 A F, §9L 120l
3= (Wheaton) Whold W& wiFsigitt. Al Fole FAE Aw &9 300 ulz 23] AHrt. &
4.0 mL &% 4 ¢EUYol (20TolA AE)E Hrbsta, wioldS 1EsA APt (HEE goldd =3
T AeD), EREE AUYS SUE YA ool 5T LRAN 16 WA 2T B A
971 2 =74 B57)e] AdE AA .
Z ARE A Afojdd e EU%OF—Er%H |AE LEORFY AAS AL, A2o2 YAAZT. &HdE 0.28

2.5x10 cm %f’ég &3 %JMiiﬂr.
6054 0 WA 100%
F)x]tﬂ— /\gﬂ

o we) oz hEaract.

o P (0.28% PO F 4
B)E Abgate] 928 Ffreh

, AR EH (Macroprep) HQ 4# (Wlo]e = (BioRad))E g3l
0.28% tEUolel B: 1M FIUEE;
HEAEYES &83att. ek #8s sk, vl
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[0319] SPE Z&l si7) ® AYAMY: EHAE (Amberchrome) CG-300M (W)= #HAwYol5 depdajo} &4l & A 3
(Rohm and Haas)) (3 mL)S 20 mL Z8% Z¥ (nlo]o = olzmx-o m2nE 1y Z# (BioRad Econo-Pac
Chromatography Columns) (732-1011)) W= #j7&}a, £X& 3}7] 3 nL= AASATH:  0.28% NHA0H/80% o}
AMEYUE™; 0.5M NaOH/20% olEr2; &; 50 mM H3P04/80% olAEUEH; &; 0.5 NaOH/20% ©l&+2; &
0.28% NHAOH.

[0320] SPE AA: @ EXAE Y2 RE ] &HS ZH Ao Halsla, £AE 0.28% $4 ¢RUYol 3 A 6 nL=E
3% MRt 3E vold (12 mb)S Z9 ofdlel] AXstx, AFES 0.28% 44 XYl F 45% oA
EUEY 2 nLZ 23] Aol o3 §airt.

[0321] ARE G §9S =ilo] olojxoA FAS AL, wlolds FA AZV| HA St FHo| Sl WA EIs
AT, MES B 321713, 0.22 m B (£ o] Alo]A A= (Pall Life Sciences), 0.2 gm HT
B2 (Tuffryn) 9 2t obA 2022 (Acrodisc) 25 mm AlA] FED)E T3] AlAAE ARESte] o 7fsiar,
Fe dx (D)E W Z3FEA oA S43te] EAste a9 0D 99 &8 A3, 248 H4ZS A
TR, 2 5, fH9S FAAZRE Q& 3 E mpo]do thA] A XA

[0322] MALDI®| ©]&F mEZay Sajane] RA: MALDI-TOF A& B339S o] &3te] AAdA B A4S =A35
I, ame FlS 93 A (EAE)E AT, mE *74 24 3,5-THEA|-4-3| =EZ A A EAE (AU
A5E), 3,4, 5-EZ B EEAI LA ER = (THAP) & &f-Alolh-4-3| =Z AR AL (HCCA)S] &Ho = 3 &
AES TEIST

[0323] AA 2

[0324] AAd 19 7)1AE ZR2EZS o]&3lo], 3}7] PMO, NG-13-0391 H44A(-8+15), A€ 4 (5'-GAT CTG TCA AAT CGC
CTG CAG GT-3")E 3HAdsla, AAld 8 & 9o AL835}4it).

20134 DR i
| NMe, » g NMe2 NMeZ
Yo\/\o/\/ O o O"P<o <
N
o) T K[
ET] [5 ] K[Nj/ k[ N
AP/NMeZ Alo 0 F|’
o MeN" O MeN"" K[ MeaN" K[
hog *q g Y
MeZNAP MeN™ P MeN" \k[ MesN™ \K[
RNr %Nr Y Y
ol P
MeN” o MeN” MezN 0
z oA K[o T [ =]
RNY ey Y
3 Lo
" / o Me,N"T 0 MeoN“ O
&N o A K[O G
“tr Y "y
MeN” g 8 MezNing MezN:ng
o_»T k[o\ T K[o C
Y e Nr
Jo A
Me,N” \K[ MeoN” OK[ Me:N" K[
HEIIOHA "!ﬂlﬂiB H“""ic
NH, NH, o o
N £ x> N
A=<ff\,j‘ c=( X G=</f:”:' T=msu= [ I
[0325] /N N T 0 /N N”NH,
[0326] "ol Ao qAsEte FAHEA %S



[0327]

[0328]

[0329]
[0330]

[0331]

[0332]

AAd] 3

AN 10] 7NAE ZREFS o] 835,
CTG CAG G-3")E A8t

[e)
AAle] 8 B 9

&17] PMO, NG-13-0392 H44A(-7+15),
71A% wkeb o] ARg-e3itt.

zelol2A SR HAYEG
o o o NMe; A F:’/NMez R P/NMEZ
Y \/\O/\/ \/\OH 0% \O o* \0
[Nj K[ K[O ]/e k[oj/e
l g | |
NMe,
2 o ko 2pe
Me,N~~ O Me,N~ O . Me,N
KE KEOJ/C KEOJ/ Y
N
N N T N
| II,O P"o
#FE
e M~ 0 MeN™ 0 .
A o]
K[Oj/ k[ ]/
k['rj/ T T
28
Al0 Al 0 “pZ
Po MeN" 0 MeN" 0
Me;N R -
K[O]/T O]/ Oj/
N
N N
Lo Jo Jo
e o Me;N"' ~O Me,N"" "0
e
’ K[o]/C K[o]//* O]/G
N N N
"I‘L"O LO 2p0
Me;N™' O Me,N~"0 Me;N~" >0
KE(’]/T 7 KE
N N
o :
MeN"™ "0 MeN” O Me,N”
Y Y
N N
\ 1
EEDETN =30/2B
NHa NH;
- =m2l =
A—(’f\) c-(le </ T=m®Us=

REEEREEL R EERET

A A4 4

AAE 1o 71AE T2EZS 0|83},
A

CTG CAG-3")5 §Hdstar, AAlel 8 & 9o 71Ad wpel o] Ageqltt.
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[0349]

[0350]
[0351]

[0352]
[0353]

[0354]

[0355]

[0356]

SIHS31 10-2025-0047401

AL HAE=A 9 43 FHFsE dd GEHAX A E 37)9 Zo] A, AT

A As A WS
H44A(-07+17) CAGATCTGTCAAATCGCCTGCAGG 1
H44A(-07+20) CAACAGATCTGTCARATCGCCTGCAGG 2
H44A(-07+22) CTCAACAGATCTGTCAAATCGCCTGCAGG 3
H44A(-8+15) GATCTGTCAAATCGCCTGCAGGT 4
H44A(-7+15) GATCTGTCARAATCGCCTGCAGG =1
H44A(-6+15) GATCTGTCAAATCGCCTGCAG 6
H44A(-8+17) CAGATCTGTCAAATCGCCTGCAGGT 7
H44A(-6+17) CAGATCTGTCAAATCGCCTGCAG 8
H44A(+77+101) GTGTCTTTCTGAGARAACTGTTCAGC 9
HA44A(+64+91) GAGAAACTGTTCAGCTTCTGTTAGCCAC 10
H44A(+62+89) GAAACTGTTCAGCTTCTGTTAGCCACTG 11
H44A(+62+85) CTGTTCAGCTTCTGTTAGCCACTG 12
H44A(-13+14) ATCTGTCAAATCGCCTGCAGGTAAAAG 46
H44A(-14+15) GATCTGTCAAATCGCCTGCAGGTAAAAGC 47

271 e AdelE QteElAls Sl E tgst (A" FEolA RD AEE AHedozA dE 27 g8
el Frlsletk. ol5 Aol A, H44A(-06+14) L H44A(+85+104) (w|=+ B3] #8,232,384%; 247 AQ: 167
2 165) 2 H44A(-06+20), H44A(-09+17), H44A(+59+85) 2 H44A(+65+90) (W02011/057350; Z+2F A &: 68,
220, 54 2 100 A&3t= TAE HEHAA SHIHE Hug S EA ARESUTE. = 39 JERd bR
Zol, &¥am HA4A(-07+17) (AE 12 A" Adol vlste] RD MEA A& 44 =715 & f
$ FIFIAY. X 4o] UERA upel o], H44A(+62489) (MQ 1D)E & 7]&sEokdA FXA
G4 < Als el EY QB =0 Hlste] wigE RD AlEA dE 44 27)|FE e
1A

AAld 9
1x} Q17 ZRAFAA L A& 44 A%

Aol 8ol ZIA®E 7] Aol Zlxste], 1Ak QIZF SRAZAAN Frbe] Zejuns AAska, Al
e skl TAE F7re] AL AEA AA" S g HuERA B E3FHEAG
(H44A(-10+15) 2 H44A(-2015); Z}7} A E: 44 2 45). o]l A€ PCT 3 H W0/2010/048586 A& 4 ¥ 2
=A AEe] k. = 5 WA 60l YERA vkl o], H44A(-07+H17) =4 AolE B4 49 e M2gd &

= ofoll A FAE M Lol wlste] FH R £ FEOR AE 44 ATEE
Eohs HeS e, AR SYans ATl Al 2 WA 7ol et vk (72 M9 4, 5, 6, 7, 1

(]

o&:

s sk st sk s sk sk sk sk stosioskokok skoskokoiokoskok

2 A J1EE BEE TH 9 55 U 479 i TE EE 53 Fdo] FAHeE H EAcR
AR Z9HE Aow AAHE AAY Bdd Fxw E3Hct
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[0358]

[0359]

Ad 2=
Ay A4a A4
e
H44A(-07+17) CAGATCTGTCAAATCGCCTGCAGG 1
H44A(-07+20) CAACAGATCTGTCAAATCGCCTGCAGG 2
HA4A(-07+22) CTCAACAGATCTGTCAAATCGCCTGCAGG 3
H44A(-8+15) GAT CTG TCA AAT CGC CTG CAG GT 4
H44A(-7+15) GAT CTG TCA AAT CGC CTG CAG G 5
H44A(-6+15) GAT CTG TCA AAT CGC CTG CAG 6
H44A(-8+17) CAG ATC TGT CAA ATC GCCTGCAGG T 7
H44A(-6+17) CAG ATC TGT CAA ATC GCC TGC AG 8
H44A+77+101) GIGTCTTTCTGAGARACTGTTCAGC 9
H44A(+64+91) GAGAAACTGTTCAGCTTCTGTTAGCCAC 10
H44A(+62+89) GAAACTGTTCAGCTTCTGTTAGCCACTG 11
H44A(+62+85) CTGTTCAGCTTCTGTTAGCCACTG 12
H44A(-06+14) ATCTGTCAAATCGCCTGCAG 13
HA4A(+85+104) TTTGTGTCTTTCTGAGAAAC 14
HA4A(+61+84) TGTTCAGCTTCTGTTAGCCACTGA 15
H44A(-10+15) GATCTGTCAAATCGCCTGCAGGTAA 16
HA4A(+64+88) AAACTGTTCAGCTTCTGTTAGCCAC 17
H44A(+79+103) TTGTGTCTTTCTGAGAAACTGTTCA 18
H44A(-06+20) CAACAGATCTGTCARATCGCCTGCAG 19
H44A(-09+17) CAGATCTGTCAAATCGCCTGCAGGTA 20
H44A(+59+85) CTGTTCAGCTTCTGTTAGCCACTGATT 21
HA4A(+59+89) GAAACTGTTCAGCTTCTGTTAGCCACTGATT 22
H44A(+65+90) AGAAACTGTTCAGCTTCTGTTAGCCA 23
(TAT RRRORRKKR 24
Tat RKKRRQRRR 25
RoF, RRRRRRRRRFF 26
RsF-R, RRRRRFFRRRR 27
R, RRRR 28
Rs RRRRR 29
R RRRRRR 30
R; RRRRRRR 31
Rg RRRRRRRR 32
R, RRRRRRRRR 33
(RX)g RXRXRXRXRXRXRXRX 34
(RADXR); (P007) RAhxRRAhXRRAhXRRAhXR 35
(RANxR)s; (CP04057) RAhxRRAhxRRAhxRRAhXRRAhxR 36
(RAhXRRBR);; RAhxXRRBRRAhXRRBR 37
(CP06062)
(RAR),F, RARRARRARRARFF 38
(RGR)4F, RGRRGRRGRRGRFF 39
sz g}o]n| CAATGCTCCTGACCTCTGTGC 40
sz gfo] o GCTCTTTTCCAGGTTCAAGTGG 41
= g}o] | GTCTACAACAAAGCTCAGGTCG 12
SEgfo)n] GCAATGTTATCTGCTTCCTCCAACC 13
H44A(-10+15) GATCTGTCARATCGCCTGCAGGTAA 44
H44A(-20+5) ATCGCCTGCAGGTAAAAGCATATGG 45
H44A(-13+14) ATCTGTCAAATCGCCTGCAGGTAARAG 46
H44A(-14+15) GATCTGTCARATCGCCTGCAGGTAARAGC 47
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SEQUENCE LISTING

<110> SAREPTA THERAPEUTICS, INC.

<120>

<130>

<140>

BESTWICK, Richard K., et al.

EXON SKIPPING COMPOSITIONS FOR TREATING MUSCULAR DYSTROPHY

AVN-013BPC

PCT/US2014/029689
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<141> 2014-03-14

<150> US 61/784,547

<151> 2013-03-14

<160> 47

<170> PatentIn version 3.5
<210> 1

<211> 24

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 1

cagatctgtc aaatcgcctg cagg

<210> 2

<11> 27

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 2

caacagatct gtcaaatcgc ctgcagg

<210> 3

<211> 29

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 3

ctcaacagat ctgtcaaatc gcctgcagg
<210> 4

<211> 23

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 4

gatctgtcaa atcgcctgeca ggt
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<210> 5

<211> 22

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 5

gatctgtcaa atcgcctgeca gg

<210> 6

<211> 21

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 6

gatctgtcaa atcgcctgeca g

<210> 7

<211> 25

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 7

cagatctgtc aaatcgcctg caggt

<210> 8

<211> 23

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 8

cagatctgtc aaatcgcctg cag

<210> 9

<211> 25

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide

<400> 9
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gtgtctttct gagaaactgt tcagc

<210> 10

<211> 28

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 10

gagaaactgt tcagcttctg ttagccac

<210> 11

<211> 28

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 11

gaaactgttc agcttctgtt agccactg

<210> 12

<211> 24

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 12

ctgttcaget tctgttagec actg

<210> 13

<211> 20

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 13

atctgtcaaa tcgcctgcag

<210> 14
<211> 20
<212> DNA

<213> Artificial Sequence
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<220><223> Synthetic oligonucleotide
<400> 14

tttgtgtctt tctgagaaac

<210> 15

<211> 24

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 15

tgttcagctt ctgttagcca ctga

<210> 16

<211> 25

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 16

gatctgtcaa atcgcctgeca ggtaa

<210> 17

<211> 25

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 17

aaactgttca gcttctgtta geccac

<210> 18

<211> 25

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 18

ttgtgtcttt ctgagaaact gttca

<210> 19

<211> 26

<212> DNA

20

24

25

25

25
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<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 19

caacagatct gtcaaatcgc ctgcag

<210> 20

<211> 26

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 20

cagatctgtc aaatcgcctg caggta

<210> 21

<11> 27

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 21

ctgttcaget tctgttagec actgatt

<210> 22

<211> 31

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 22

gaaactgttc agcttctgtt agccactgat t

<210> 23

<211> 26

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 23

agaaactgtt cagcttctgt tagcca

<210> 24
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<211> 9

<212> PRT

<213> Artificial Sequence
<220><223> Synthetic peptide
<400> 24

Arg Arg Arg Gln Arg Arg Lys Lys Arg
1 5

<210> 25

<211> 9

<212> PRT

<213> Artificial Sequence
<220><223> Synthetic peptide
<400> 25

Arg Lys Lys Arg Arg Gln Arg Arg Arg

1 5

<210> 26

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> Synthetic peptide

<400> 26

Arg Arg Arg Arg Arg Arg Arg Arg Arg Phe Phe
1 5 10
<210> 27

<211> 11

<212> PRT

<213> Artificial Sequence

<220><223> Synthetic peptide

<400> 27

Arg Arg Arg Arg Arg Phe Phe Arg Arg Arg Arg
1 5 10
<210> 28

<211> 4

<212> PRT
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<213> Artificial Sequence
<220

><223> Synthetic peptide
<400> 28

Arg Arg Arg Arg

1

<210> 29

<211> 5

<212> PRT

<213> Artificial Sequence
<220><223> Synthetic peptide
<400> 29

Arg Arg Arg Arg Arg

1 5

<210> 30

<211> 6

<212> PRT

<213> Artificial Sequence
<220><223> Synthetic peptide
<400> 30

Arg Arg Arg Arg Arg Arg

1 5

<210> 31

<211> 7

<212> PRT

<213> Artificial Sequence
<220><223> Synthetic peptide
<400> 31

Arg Arg Arg Arg Arg Arg Arg

1 5
<210> 32

<211> 8

<212> PRT

<213> Artificial Sequence
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<220><223> Synthetic peptide
<400> 32

Arg Arg Arg Arg Arg Arg Arg Arg
1 5

<210> 33

<211> 9

<212> PRT

<213> Artificial Sequence
<220><223> Synthetic peptide
<400> 33

Arg Arg Arg Arg Arg Arg Arg Arg Arg
1 5

<210> 34

<211> 16

<212> PRT

<213> Artificial Sequence
<220><223> Synthetic peptide

<220><221> misc_feature

<222> (2)..(2)

<223> Xaa can be any naturally occurring amino acid
<220><221> misc_feature

<222> (4)..(4)

<223> Xaa can be any naturally occurring amino acid
<220><221> misc_feature

<222> (6)..(6)

<223> Xaa can be any naturally occurring amino acid
<220><221> misc_feature

<222> (8)..(8)

<223> Xaa can be any naturally occurring amino acid
<220><221> misc_feature

<222> (10)..(10)

<223> Xaa can be any naturally occurring amino acid

<220><221> misc_feature
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<222> (12)..(12)

<223> Xaa can be any naturally occurring amino acid
<220><221> misc_feature

<222> (14)..(14)

<223> Xaa can be any naturally occurring amino acid
<220><221> misc_feature

<222> (16)..(16)

<223> Xaa can be any naturally occurring amino acid

<400> 34

Arg Xaa Arg Xaa Arg Xaa Arg Xaa Arg Xaa Arg Xaa Arg Xaa Arg Xaa
1 5 10 15
<210> 35

<211> 12

<212> PRT

<213> Artificial Sequence

<220><223> Synthetic peptide

<220><221> misc_feature

<222> (2)..(2)

<223> Xaa is 6-aminohexanoic acid
<220><221> misc_feature

<222> (5)..(5)

<223> Xaa is 6-aminohexanoic acid
<220><221> misc_feature

<222> (8)..(8)

<223> Xaa is 6-aminohexanoic acid
<220><221> misc_feature

<222> (11)..(11)

<223> Xaa is 6-aminohexanoic acid
<400> 35

Arg Xaa Arg Arg Xaa Arg Arg Xaa Arg Arg Xaa Arg

1 5 10
<210> 36
<211> 15
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<212> PRT
<213> Artificial Sequence

<220><223> Synthetic peptide

<220><221> misc_feature

<222> (2)..(2)

<223> Xaa is 6-aminohexanoic acid
<220><221> misc_feature

<222> (5)..(5)

<223> Xaa is 6-aminohexanoic acid
<220><221> misc_feature

<222> (8)..(8)

<223> Xaa is 6-aminohexanoic acid
<220><221> misc_feature

<222> (11)..(11)

<223> Xaa is 6-aminohexanoic acid
<220><221> misc_feature

<222> (14)..(14)

<223> Xaa is 6-aminohexanoic acid

<400> 36

Arg Xaa Arg Arg Xaa Arg Arg Xaa Arg Arg Xaa Arg Arg Xaa Arg

1 5 10

<210> 37

<211> 12

<212> PRT

<213> Artificial Sequence
<220><223> Synthetic peptide
<220><221> misc_feature
<222> (2)..(2)

<223> Xaa is 6-aminohexanoic acid
<220><221> misc_feature
<222> (5)..(5)

<223> Xaa is beta-alanine

<220><221> misc_feature
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SIEdl

<222> (8)..(8)

<223> Xaa is 6-aminohexanoic acid

<220><221> misc_feature

<222> (11)..(11)

<223> Xaa is beta-alanine

<400> 37

Arg Xaa Arg Arg Xaa Arg Arg Xaa Arg Arg Xaa Arg

1 5 10

<210> 38

<211> 14

<212> PRT

<213> Artificial Sequence

<220><223> Synthetic peptide

<400> 38

Arg Ala Arg Arg Ala Arg Arg Ala Arg Arg Ala Arg Phe Phe
1 5 10

<210> 39

<211> 14

<212> PRT

<213> Artificial Sequence

<220><223> Synthetic peptide

<400> 39

Arg Gly Arg Arg Gly Arg Arg Gly Arg Arg Gly Arg Phe Phe
1 5 10

<210> 40

<211> 21

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide

<400> 40

caatgctcct gacctctgtg ¢ 21
<210> 41

<211> 22
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<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 41

gctettttee aggttcaagt gg

<210> 42

211> 22

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 42

gtctacaaca aagctcaggt cg

<210> 43

<211> 25

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 43

gcaatgttat ctgcttcctc caacc

<210> 44

<211> 25

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 44

gatctgtcaa atcgcctgeca ggtaa

<210> 45

<211> 25

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 45

atcgcctgca ggtaaaagca tatgg
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<210> 46

211> 27

<212> DNA

<213> Artificial Sequence

<220><223> Synthetic oligonucleotide
<400> 46

atctgtcaaa tcgcctgcag gtaaaag

<210> 47

<211> 29

<212> DNA

<213> Artificial Sequence
<220><223> Synthetic oligonucleotide
<400> 47

gatctgtcaa atcgcctgceca ggtaaaagce
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