wO 2025/143000 A 1|0 0000 KA 0000 0 O 000

) FFRFBAEFWICE DWW T LRI N -ERERR

i S
43) B%F'ﬁa é (10) ERARES
503, WO 2025/143000 A1
2025783 3H(03.07.2025) W I/P 01 PCT

(1) EF%F RO

CI2N 15/12 (2006.01)  CI2N 5/10 (2006.01)

Q) ERHREES - PCT/JP2024/045859
(22) ERRERERA - 2024F12825H(25.12.2024)
(25) EFRHFED S5 - HAGE
(26) EFEARDERE : HAGE

(30) BcHET— % -
YR 2023221596 202312 B27H(27.12.2023) JP

(7)) HEEA: R AR & B % 2 & #f (TOAGOSEI CO.,
LTD.) [JP/JP]; T1058419 R R#M B X FO i 15
1TR14%&15 (P).

) FBAE: ~ 4 ) — /M M X FE F
(BAILEYKOBAYASHI, Nahoko); T 1058419 5
RPBRAFRE—TH 14515 RESEKER

=W (JP). HH ®Z(YOSHIDA, Tetsuhiko);
TI058419 RRAMBXAFHBE—THE14F 15
ROEGRHKEINEHRN JP). RAYU—T vy
%)UY ¥ (BAILEY, Eric Nelson); T3050032 3
BEOSCIEHMTEITH2 7&#Mh2 3 (JP).

74 RIBA: 25 % (ABE, Makoto); T4600002 &=
MEELZHETHARALONRN=ZTHZ2 0&
35 BPRLARARARKE £HELT
EANGENSRTEISAT (JP).

@D BEE(RTOLRWRY, 2 TORADENKF
EAETAE) : AE, AG, AL, AM, AO, AT, AU, AZ, BA,
BB, BG, BH, BN, BR, BW,BY, BZ, CA, CH, CL, CN,
CO, CR, CU, CV, CZ,DE, DJ, DK, DM, DO, DZ, EC,
EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, HN, HR,
HU, ID, IL, IN, IQ, IR, IS, IT, IM, JO, JP, KE, KG,
KH, KN, KP,KR,KW,KZ, LA, LC,LK,LR,LS, LU,

(54) Title: NOVEL DOUBLE-STRANDED RNA BASED ON C3 RNA SEQUENCE AND USE THEREOF

(54) FEEADHZFF :

120.00

C3 RNABIICESIFIR-_AERNARTZDORH

100.00 H
80.00 -
60.00 -
40.00 H

£ SK-N-SH
Cell Viability (%) Day 3

20.00 -

0.00

FIG.2

1,2, 3, 4,5 Sample
AA  Cell Viability (%) Day 3
BB Comparative example

(57) Abstract: A double-stranded RNA disclosed herein has a first strand and a second strand complementary to the first
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the 5' end, and an additional sequence that comprises 2-4 bases added to the 3' end side of the main sequence. The main
sequence includes at least a portion of a base sequence encoding a complement component C3, said portion encoding the

signal peptide region of the complement component C3.

GDEHN: CITHTRINZ ZAERNAIZ, FE10#HE,

ZEB 1 OHICHAENLRE20HE, ZHT 52

ABERNATH-T, FiseHE 1 DHEIZ, S'EKRIFDEEI 772> (G) Xigv by (C) THB 19U
F23LUTOEENISRZ AL VESIE, BIEE A M VEHD 3 FRIHAICAMINz2 L L4 LUTFOIEED
LRZMINEIEZBLTEY, TIT, Bt A4 VENIZ, BAERSC3%20— K9 IEERIO—ER
TH>T, WEKDCIDY T FIRTF Rl EI— KT 2EERBINODV R EE—HESE,

[hesEs ]



WO 2025/143000 AT |17 100000 1T 00O A T

LY, MA, MD, MG, MK, MN, MU, MW, MX, MY,
MZ, NA, NG, NI, NO, NZ, OM, PA, PE, PG, PH, PL,
PT, QA, RO, RS, RU, RW, SA, SC, SD, SE, SG, SK,
SL, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA,
UG, US, UZ, VC, VN, WS, ZA, ZM, ZW.

(84) IEEE (RTDLRWVWRY, 2TOEBEDEER
ENHAE) : ARIPO (BW, CV, GH, GM,KE, LR, LS,
MW, MZ, NA, RW, SC, SD, SL, ST, SZ, TZ, UG,
ZM, ZW), 2—5 < 7 (AM, AZ, BY, KG, KZ, RU,
TJ,TM), 3 —H v /% (AL, AT, BE, BG, CH, CY, CZ,
DE, DK, EE, ES, FL FR, GB, GR, HR, HU, IE, IS,
IT,LT, LU, LV, MC, ME, MK, MT, NL, NO, PL, PT,
RO, RS, SE, SI, SK, SM, TR), OAPI (BF, BJ, CF,
CG, CL, CM, GA, GN, GQ, GW, KM, ML, MR, NE,
SN, TD, TG).

RPN
— ERFEERES (RHE8215%0))

— BMEZEOREDED & LT&RLAERSN Y X b
(#2R15.2(a))



WO 2025/143000 1 PCT/JP2024/045859

Bl # =
FEADRAM :
C3 RNAEIICESKHR-AHRNAKTEDFA
53 ipaag

[0001] ABRIK. ZAHRNARUEZAERNAEZSTHEIE., Tho%F
AT 2HECET 2, EARMNICIE, BBHEROIEIEXITER % I XIZHEE
THEDICAVONIZAERNAE, UFEZAHERNAZRFZ ZHEXIIC
Bd3%, aH. ALEEEIZ. 2023F1 2827 BICHEBEIW-BAERH
HEEE 2023 -2215968ICET BAEELTIRLTEY. TOHE
DEABTREABPHMELOSRE L THAAN LN TWS,

B Rl

[0002] #A% (Complement system) |Z. BARABEZROD—IT
AER VAN AEORREOREREN SEFERRET 5, BIFERIE. Bt+HE
BMOMEICERBLEY Y VNN VENLRD, MAZROY /A&, EICH
BTESh, MREMBEARPEZBIRL TV, BARORELIE. BET
EEEDSRWD, BRI AIVZHERAEOBEREEFICL > TEMILT 2, #
REMERERIE 3 DHY ., HBERE (F—KEB . LIFURKR (v /—
AEELIFURE) . BIRERE (BIREB) KoM TERT %, M%
DEMIR. F TV VR, BEY ) VBROEE. BLVEREES
& (MAC) ICL2HREADHMRELF TR, LML, HEOEELF
ML P RNEARED, BRE LT, BERERER, REMKR. BLUE
BHEODEIE. GREFICAS T2 ENRBINR TV,

[0003] LEREZEBOMHRDIEBENICEIN,. CORBRE/MERDC3 UTF
CBIZTC3] &EBWH, ) OFMEICINKRT %, C3DEMIETIE. C3
NC3b&CIakitNfEind, C3blk. BMREADKEICKARS
C2:CA4 YA X ISHABRTFEEBIXF R TEEKREMKT 2, C
3b&DEEEKN, BRSO THBCE5EC5a&C5b&ICHIMT S,



WO 2025/143000 2 PCT/JP2024/045859

BrXn/Cbblk, C6. 7. 8RU9IEFBEL. MACARKT S, C3
aRUCH aldBMTIEMES VHILE LTHER L, &MY »/8kE R
REAICEI ST TRERDBZRET 5, LEDLDIC. CIXFEAEEML
REICBWTHONREE A 505728, C3DFHIERUVC IDRIEEZM
EFZEREARMHPHARINTVS, HK2004-520287SA%IC
ik, C3ZENE LEMAEERERYIRRINTWS, T4, H&200
9—-5212348%ICIE. C3%#BMELLs i RNAABERINTWL
%,
SEATHAMTSCHER
FFEIF SCHER

[0004] 4 ikl - R2009—-52028 72K
REEFXCHR2 : RER2009—-52 1234848
FEA OB E
FANFERL LD &ET5RE

[0005] MAHERXFEIZIMEL. RELH—ICROOLE LV, RBEES
i, BHRENRICL DI ABEENTRERTHY. REOH—MHZEELPTL,
AFRBPEIFZ. KBEERICEBL. FIC. ARTHONAEREZS5D5C

[0006] ABRIE. #EMSC 3 OBEEFRIENES T 2 MMEEOIETE % M5 XILFE
ETIRMERHT S E2TRENET S,
REEERT DIODFE

[0007] CZTRRINZZAERNAIL, H£10#EE. ZFE 1 OHEICHEENAE
2M8EE. BT D, LEHE1OHEIX. 5 KKEOE|ENATF7=Y (G) X
YRy (C) THB19UE23UTOEENSARSZ A VEEHNE, £
A VEHND I KRNI N2 L4 ITFOIEEDL SRS MINE
JlEEBFT D, TIT. EEAS VEIIL BEKRSC3%E0—RT5EE
BEIHDO—ETH> T, BEKDCIDYTFIRTF REBEI—RT 28



WO 2025/143000 3 PCT/JP2024/045859

ERANDDRL EH—BESURERINSREIND,

[0008] LEEZAERNAREZ, PRLEEEHEESTFHRNA (small int
erfering RNA:siRNA) &ELTHELES, ThAbE. H
NhBZAERNAIK, RNAFH (RNA interference:R
NA i) Z3|ZTRIT IEDNTFRAING, DD BWRIF. DA EHFAEK
HCI3DRERJBAIMEIIND 8, MAEKSHIES T 2HMBOEEEZBEET S

[0009] CCTHRRINZ—EHROZAHERNAIX, LEF20HENS. LRBE1OD
SHICHERIAX A VESS &, LREERMNAX A VSO0 3’ Rinflicfrins
N2 EAUTORENLGZNMMEIEZET S, DB ZAEHRNA
i, s i RNAELTHBEICHEELSB S, chitkY., JYRBREICHEERD
NES T 2HMBEDIBEZEE TSI ENTE S,

[0010] CZTHARINZ—EHROZAERNAIZ, LA VEID 3 FKimfl
DSEBEDIBEDLRKEBIBERIRTT=V (A) R/ XEIYZ2L (U
) THD, ChICE>T, BERSC3IDOERE LY +2ITHFHIT 5760,
BAERDHEES T 2HEREOIEHEEEET 5,

[0011] CZTHRINZ—EHROZAHERNAIK, LEBFEKRSC3EI—RT
LRI, UTOEERT :

GCCTGCTGCTCCTGCTACT (BRHE=S1) ;

CCTGCTGCTCCTGCTACTA (BHIEES2) ;

CTGCTGCTCCTGCTACTAA (BHIBEES3) ;

CTCTGGGGAGTCCCATGTA (BIES4) ;
OWThID DD, PMABZZAERNAER, LYRENICHEAERSC3IOD
HEREMHEIT 2, ChiCL>T. #EHRSC 3ORFEEMEM L HEDIE
BEHEET B ENTES,

[0012] CZTHRINZ—EHROZAERNATIE, LEAMEIEERT D18
EfRIHLFFIY - FIV (TT) THP, hickyY, ZAERNADRE
MAEEIEDZIENTE S,
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[0013] ABERICKY., DR EH 1 EOMBEDIBHEZEET 2 &N TE K
MINREIND, T TRRINDMEERADO—REBRKIZ. B10HEE, &BE1
DOHEICBEMARE 2 DEEAN DAY, EREE 1 D#EIE. 5’ RiFDEENS
7=V (G) XIE¥ bvY (C) TH219LUL23UTOERENSM D X
A VBRI &, EEAA VEHNOIT RinfANTHIMINAL2U L4 UTORRE
NORBMNMMEINEEBT S, JI T, LEXM VEIIE. #AEKR2C3 %
A— R BBEERIDO—ETH> T, FEKRDC 3D TFILARTF REE
11— T 2BERINDODAL & —HEEURERIINOREIND ZA
HRNAZEL, MO 2HKMIE. HRICHEINIEE, DR EHRIE
2 C 3DRBENMMEIND D, MARINES T HMIRDIBIHEZEET
%,

[0014] CZTHRINZMERYO—EBRICSWT, LEMRMIIBIEARET S
HpREE. EEMETHD, chicky ., JYBERICHEOBHEAHEETE
%,

[0015] C ZTRRINDHEMRMO—RERRIE, HEOAL SRR % &8 L TH
BERICARMEEZAIEEIMBIREERIEEB T I2RTF RIS TAY
NEET, ChickyY., ZAERNAZBHNOMBICEAIEYT LT 5,

[0016] ABERICKY., DA & 1 BOMBEDIBHEZBET 2 HENRBEIND
o CCTHRINDHEDO—REIRIE. (1) CITHRRINZERMZRE
$5ITiEE. (2) LA E. 1 YEMOIKSWTENE T 2MICH
WI2IREEEET D, ChiCLY. MmEKSC IHNEEST 2HMBEOIETE
HRET B ENTES,

[0017] CZTRRINZAEO—RERKIE. LEMBEOEDEE, BARSC 3N
EENIEYEBESRLTH D, INICLY., FBEKDC 3INEST S
DI L YBREICHET 2 &N TE S,

B DR & 7R A

[0018] [K1IAAFREBOBE A R ERARTH D,

[B2]% > 71 ~5 B L ULEFICS T 2 HESEMEOMBEEERERY
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T27TH5,
[B3]1H > I 1 ~4 BLTVLEBEHICOVWT, BERDFMEICS T 2HESE
OHMIFEERRERT IS5 T THhd,
[R41% > T 1 ~4 BLCLEBHICE T 2ANAMBBOMIEEFERERT S
27 ThHb,
[B51H Y TN 25 LTHERBICSITZMAAMBOMIEEERERT /57
TH 5,
FAEERT 5HDOIEE

[0019] <MEDEZE>

R, ZZTRRINBZEMICOWTEHMICERAY %2, ABPHEEICSWT

RICERLTWREIE (BIAEF. ZAHRNADER) UADEMTH>T
. AEMORBICHERER (FIZIE, RYXILAF ROSEFX g
BEBERE. RTFROEBEINDET2BEYWSICET LD L—RNE
IRE) &, MlEIF. £8% EFX. ¥ BRLFE. £tF. BEFIF
AVNVETIERE fFEME. ERFEFOLFICEITBIEREMICEDC
LEEOHRFERE LTRBEINSGS S, JJICHERINSRMIE. NPHEE
KBRS TWAIABEYUZDBICS I 2RMEBREICEDVWTERET ST
ENTED,

[0020] ABMZICSWT IRYIILAFR] &id. B8 (2L oxo LA
FRBMY VBB I RATIEESTHIENZR)Y—%28THBETHY. XU L
FFROBUCL > TREI NGV, FIZIE. XILAFRELTTAHFTY
RXIVUVAFREXVLAFREOBEBELZSU LD ABMZBICS TS IR
DXJLFFRIICEEINS, . RBHEZICEWVWT TARBRICEETS
NERYXIVLAFR] &lF. ZOX VLA F R (2R) NEhBEHRTEH
RAILFETZHOTREL, LZERIWVREER (TALLERFIFE
WCEDCERE) KL > TARBHICERINEZR)XILFFREWVWD,

[0021] ABRMEICESWT, [B10OHI RO TH20#H] &, —FA’EYRH (
HLLIFEI—FHEHELIENNy Y Yy —3H) THY., AP T7UFEVR
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B (BELUQIISBREE LCIRFEI-REELIEHM RH) 23879, T4b
5. B1OEN’EVAETHZHE, F20OHR TV FEVAEE2ET, &
foo B2OEMNEVAETHDHE. B1OHR TV FE U AEHEET, B
1 OHERVB2DHIE, EWICERICHEBENTH>TH L, DR EHER
DHICHEBHI TH>TH LV, TabE, DR & EEENFHTICEWL
TNATNVIAZXTBEMNARETHNIEE WL,

[0022]  AHBMEEICHWTEEERIIE 57 | R [37 | DEBE M INR TV
WERY . BICERA S RimfIThY. HRAIN3’ Rmllzrnd, Fk &
BBfEICHWT T7I/VBEE] &1, FICERTBBEERWVWT. RTF
FEONRIRT7 I /BELIPCRRT7I/BE2E2TH5HETHD, Tk,
AEAMIEHRICEEH INS 7 I /BEESIE. BICEARISNRRATH Y G/
CKRImfITH %,

[0023] ABREEICSVWT TEE] &, ERICERINZ2AETHY. BERDV
PRES VM IR P S MAABORE (ALK, ) v/ \EE) 2S3TEE R (
HAMNICIIRUER) 2WD, F. [ESEE &’ THAME] &F
HETHY., TOLOBREBREZHNT 2MIETH> T, ARKWICIKELOER
I FEBRICERICIEBHEZIT I ICESMlE (WhwaA AL LM
) WD, LED>T, HRIICHEELAWRY., ERMRETIEAG < BEHME
(RNAKERE) ICKDIh2iEThniE, ZMIEOEERERCHERICEADLY &<
FEEHRE & RS B,

[0024] AEBBMIZICHSVTHIESEE% TA~B (ZZTA. BIIIEBOHKIE) | &
BELTWaHEER. TAULEBUT] 2BKTSEHIC, TAZBATB
Kl . TAZBIXTBUT] . 8LV TAULBXRH OBEKEEET

[0025] <#fkpK>

AREMEICSWT., THERD] X, BERBRRCTOEEEICEST 2
SR EEET, BmERSIE. FlxiE C1 (C1r, Cls, C1p)
.C2,C3,C4,C5,C6,C7,C8, C9, CFB, CFD, M
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BL. RUMASPETHZ, H1iF. BEEHELOMEERLERXRT
Hd, DHEETIE, FICHAERSC1, C2, CAENEET 2, HHAR
Bk, | gMEIE | g GORBEDFHABERDC 1 qIilHEET 2 & TH
#95, C1 rRUCT sHEHLLIN, C2RUCAINZENFNRC2aRk
UPC2b, C4aRUCA4bIINMEINDG, TDHE, C4b&C2athiE
B EMRT 5, C4bC2ameEN. CIHGMBRERE LTEE. C3%
C3aRkUC3bILNMEY S, EIRREIE. HMEDOHAEELTC 3AMK
PBINDETHIBT %, MKDFEIN/LCIIE, FMABREF (CFB)
Maa LEERZENT %2, COESKICHADRERTF (CFD) »MEAT 2
T&T, CIepiifER& LTA=E. C3%2C3aRUC3bICHET S, L
JFURETIR, MBELIFVO—RETHZYY /) —AfFEELIFY (MB
L) ENEEAOREICSITETY /) —RAEOEEICHES L TEELLIN S
ZETRKYT S, Y7 OF7—ED1ETHDHMAS PAEMEI N,
C2RUCADPZENFNC2aRUC2b, C4aRUC4EbIHBEIND
o TR, HERERERMII, CA4b&C2at i BEEHERRT S, C4
bC2a®als. CIGHERELTHEHE, C3%2C3akUC3bily
R 2, COLIICHERIE, SRBENCIDFELICINERT %, Lich>
T. AEOBREMECRNEY QRS ZINFE T 2/20I1ICC 3DRRZHEE
T5IEIEMRETH D,
[0026] <##{Am2C 3>

AEAMZICEWT THEKRLC3 (BIC TC3] &H0D, ) | IE, @k
Z (Complement system) ICBB53239 0 BDI1ET
Hd, LHL. ZNICREINBRVWIRTOREEZBEZEZTHIEEZEKL
 RRICEETZCIHCILZTDERFEEL, C3DHERELRDIEYEIR
. BHCBREINAWD, T THRRINZ ZAERNAXITHERD & HiGT
DEREBRDMEOHMEER UL THD I EMNFRE LWL, HIAIEF. & MAEE
OHFEICE C THRINZ ZAERNAXIZHERY A HIB T 2BEICE., b
hC3DBEBMINCEDWAIBERINZ A VEENETEIEL W, BB, &



WO 2025/143000 8 PCT/JP2024/045859

T, EMEEDOC 3 EFEAE LTHBET 0. £ NUAOHAE YT
DHEDEMEESTEYMBAREDC 3 TH > THARMISBERI NG S,

[0027] C 3k, HABER. KR TEBEFRRLTWS I EMMOENTWS, BIX
. BEHAM (R, RERREE. BIREE. ASEHEM. RPE
Zi, ADSEEE. BABEI2NOT7 1 — #EAEGKY2NOT 4 —, #
HEM) . IEEH. B XYL HLME. RZ MR, BEERENEREK
fiE. FAIAMUIRBEERE. BEHY VY F. RUHREMRERETC
SORKMENEAE L TWBIENRBINTWS, £ IhbDER. &
BICHD HERGPHEFEICHEES LTV, EFAMICE, BESHEREOXRE
TiE. BEROYVRIBEORBEMERLTWEIEPMSLNTWVWD, T&
bH, TZIKARIN S ZAERNARCHBYIE, LEOKRE. EHEICH
WC 3DORIEMEI L TWBMBEICITFEICER L. TOEBEEZEETS
ENTED, T, BEROFEEICBWT, BEEKIZC 3 DEMILICIY
RT D, LIed>T. CIDRRZMHT 2 &id. HMEOIBHEZERICH
ABIENTEZEWOARDH D, F/e. C3 allLBRERIBRTF 7
1 7F—% T B ENTES,

[0028] < T FIRTF REEEH>
C 3 DIREEEIIE, BEFEMNGAT—INR—ADNLAFTEIENTES,
2L, EEMART—9~R—2F, NCBIl (National Cente
r for Biotechnology Information)., E
NA (European Nucleotide Archive), DD
BJ (DNA Data Bank of Japan). UniPlot
. Ensemb | ETHZ, EAMICIE. B NCIDIBEEAIIE, NCB |
ICBWTT Iy avESENM 000064, 4ETEHEINATVS,
BH, CIDYITFINRTF REFOBHRICOVWTS, LROEENRT—
INR—ADNDLAFTBHIENTE S,

[0029] C3ik M1663F7I/BEENSLD, BRINBESLICRINDET I/
BEAIE. 227 I /VBERENLAY, ERCIDUITFILRTFRDT X
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BB ERY, T, BIES6IIRINSIERRIIE. 6 61 BENLE
I, ERCI3DUITHIRTF ROEBEBIETT,
[0030] <Z—ASERNA>
ABETROZAERNAK, F£10#HE, ZE1OHEICHEBNARE2DHE
. EBETRZAERNATHD, BB, Tk, B1OEHEEZVRHE. &
2OEET U FE U AEHE UTUT, FBICERAT 2, 2V XEHIE, 57 K
IHOEEN T Ty (G) XiEv by (C) THD19KE~2 3EEH
LRB A VEAE, XM VEIDO3IT ReAICAMINEZ21EE~418
ENDRBNMMEBIEEET 5, Fhoo ZX A VENFE. FAEKSC3 %23
— NI 2REBRINO—ETH>T. HEKDC 3D TFIRTF NEE%
O— R 2BERINDODRL EH—BBEESUBERINNSREIND,

[0031] XA ESHIE, BEMICIK, VRX VLA FRORYT—THBKR) XY
LAF RTERINS, BETNIE. X4 VEIEIRNATERINS, ¢
Thb, X4 VEINOREEEIIE. BEMICE. A (77=Zv) . U (D3
). G (UT7=Zv) . C (UbhYY) OAXFE, Fhida, u, g. ¢
D4 XFTRIEBIND, L. RNUNDEINKRTIE. 7FVILHT (FIv
) TRRINE 3,

[0032] Y REEDAA VEFIE, HIZIE. C3DYTFILRTF REFEI—R
I 2EEBRIO—FDOEBEEBITHYES, ChicLY, ZAERNARKC
39—~ vy hrh&ELs i RNA (small interfering
RNA) ELTHELES, /. C3DYTFHIRTF REEOEERT
EMRNADERAICEET 50, ZFK#ERNANs i RNA & L THEE
TEHRRIC. RMICCIDRFEZIHTE I ENTEES,

[0033] CCCTRATINZZAERNAG, P&t s i RNAELTHBELRE
%, $hHhbb, "B ZAKERNAIK, RNAFH (RNA interf
erence:RNAIi) A#5|TRITIENFRING, RNAilEs i
RNAZDODEWIAHERNAICE > T, EETFRIRZEIFENICHFT S
BIEFHALYo T TOERTHD, s | RNARHBRICEAINZ &
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. MBERDY V9B ER1SC (RNA—induced silenc
ing complex) EMEINZIEEEETENT S, R SCIXENE
T 5EMLTF (TIT., C3ERET) MoEEIN/ZmRNADHEREFIC
fma L. BmMRNAZRKEMNICYIRT 2, ChicLY, BERI|EEIN S,

[0034] A A VEFIE. FELKIEC3IDYTHIRTF REEHEZI— KT 28E
BEFIDHRNLBIRIND D, ARMOMREET2HHEICENT, 11EBEF
T EHOEBE BIAE. 2188) FMEOEEICER. REKRT/ XL
(JEA) IhTWTHLW,

[0035] XA VEIICHWTCIDYTFILRTF NiEgAE I— R 2BEFEIMN
EHBEAIE, A VERINLEE100%ELEEE, FIXIE, 45%UE
THDBZENFFELL, 60%ME, 75%ME, 90%ME, FAIE10
O%LLETH>TH KL,

[0036] XA VERFIDSE’ Kk, F 7V MU THDB I EHNFFE L,
TJTPZVRCGY M VEERBEEOBEANTTZ VRGOS VILEYER
W, EVRED5 Kkl (Tabb, PYyFEYAEHO 3 Kikfl)
DREMNEL 2D, METHE FUFEVAEDE KRiRIOREMEN
MK @2, XAZXLOFEMIALNTIEQWA, RNA i BES
VINJ)ETHBR I SCREVARE, PFUyFEVAEHDI B, 57 Rinflsr
FYIRINF—HIIALELHEZBENICNYIATERALNH S, DD,
AL VEHDE RENTTFZUXIEFT MY THBIET, 7VFEVR
SHAR | SCICERYRAEN®T<AY, RNA I 2L YFBICEELT S,
ZhickY, ZAERNANs i RNAE L THFEICHEELES,

[0037] XA VEHD3I’ KiFROSEEICSVWT, PTZVRT/ XEV ST
N6 0%ULE (TADLEIJEIUE) EFhd&rFFELL. 80%LUE
(TRabb4BELULE) EFNTEHELL 100% (TaabBE5EE) TH
>2THLW, THICLY, PYFEVREDE KFGAIOREMES 3™ Kif
ALY EEMMICES LD, TOB/R, 7VFEVAHNIR | SCITERYIA
FNPITL<AY, RNA T ELYIFEICEELES
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[0038] XA VEFIEEDGCEE (A1 VERIIEEBRT 2EERISEICHEDD
GBIV COEEEIR) . FHIREINQRWS, HIZIE 20%LULEE60
WUTTHDELL, 30%LUES OBUTAFELL., 30%LULE45%
UFTH>THLW, GCEBIZ. RISCIKHYRAEFNZTVFE REHE
& A VEIEEBETZRNAEDFEENP. RNADOUMEZMFICED
515 XA—8ThH3d, LEEGCEZETHNIE, RNA i OMRZMEMICH
BETX3,

[0039] X4 YERFIEZ. ERCI3DYIFIRTFREFHAI—RTZELEFOG
XIFCHH19~23FEARIRTE S, HIZIX, X1 VEIIE. UTOIE
E A -

GCCUGCUGCUCCUGCUACU (EHE=S18) ;

CCUGCUGCUCCUGCUACUA (FR3IBES19) ;

CUGCUGCUCCUGCUACUAA (FR5IE=S20) ;

CUCUGGGGAGUCCCAUGUA (FR3IBE=S21) ;
DODWITNOTHYEFZ, BINES18AE2 1 IRTEEREINEZVTIER
NATHERINTWS, BIES18AE2 1 ITRTEERINIFVWTIAEC
SEERFICHEENTHY., ¥y—7 v MRINICELLAEEEIZET 3BT
MBEOMRNADHREZMEET 2E (Wbw3, F75—45y NIR) %[O
WMTES, /o, BHIWNEST18AE2 1 IRTIEREIAE XA VEFET S
ZABERNAR, KRETH > THEFIEEIEMEOEIE S IEZE ICHIHIT 2
fesh. FERRNRNRFERS CIRFRNWNMAIEIERE. MiE~DR ML 2E
%[O L1 5,

[0040] EFIFES1ICRTIRERY (BEB7ES1 8DORNARIICHIETSDNA
Be5l) 1F. EbC3%Z0— R 2BEES (TAbERBEI NN LHAED
N ETOES) D2 3FE~4 1 HEBHORERIITHD, BHIES2 (H
HFES 1T IDRNARIICKET 2D NAES) (ICRTEEESIE. ERC
30— RI2EERIND24EB~4 2FEBDOEERITH D, BEIES
SICRTIEERY (BEFES20DRNABRIICKHIET 3D NAEZS) &,
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ErNC3%ZO— NI HEERID25FE~4 3FEDEELRIITH S, B
HFES4 (BEBHNES21ORNAGRIICKHIET 2D NAES) ICRTIRER
ik, e hC3%20—NT2BEMIDLE 9OBE~7 7TEHEEHDOBERIITH
%, BB, BIES1HEIICRTIEERIE. EFC3DYTFILRTF
NIRIED—BRDIREEITH %, EIIES4ICTHTIBERIICIEK, E~C3
D TFIWRTF REFZO—EBOEBEREIINZETNTWS,

[0041] EEHES18DBE2 1IIRTAA VEITERINDIZAEHRNAEG,
B EH 1TROMBICHIAT 22 & T, YUEMBEOEESIFIIEBEET 2
TENTED, ALMICIK, BEEMAE (B2, HRFE. A, BPA
%) ICHKTZ & THXESHBEOEBEEZIMFIXIIEETSZENTES
o 7B, C3I, EEMEUADERLMIBTORRIMEWNS, EEMEEIC
BLWTHERRELTWS, TOLH, I THRRINSZZAERNALZEERE
BHIREICHRR L& LTH, EBMREFPICHITZCIDHFEERLBHHME
ThHdh, ZAERNAICLZFERIFEAERVWEEZISND,

[0042] <{tHnEcHI>

CCTHRRINZZAERNADEY R#HIF., A4 VEFIDE’ RinflF
72137 RIRANTAMINZ 21EBE~41BEIN SR Z MBI 2EAES.
FE LI, INEFIE A 1 EFIO 37 RmfAUITAMI N3, SE5s
I haz&ickyY., RNA I ALYSRNICEEINE S,

[0043] frhoEEsliE. RYX OV LAFRK (F4<7— M)v—, BELLETIZ7
—) THERINS, MM EERT 2R XILFFRE YRIXILF
FROIH THFFIXIOLFIFROH FEIFIVRXIVLVLAFRETTFY
XUVLVFAFREDEEZSATERINTVWTE LWL, ThbLE, EVRH
BLOVTVFEY B, 2EPFRNATH->THELL. RNAEDNALE
DFAZRYRXILAFRTH>THLW, T, MMNEIISEBEHTA F>
DRI LAF R, BEEVRXILAF R, ZTOMOLIXMOIX I LA F KR
LHELEHED,

[0044] {THOECHZMEAK T 2IBEEIIL, HICREINGWD, Dl &t 11EE
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UEDT7TFZUXIETIVINELLREFIVEEATWR I ENTFE LW,
Fr. ZABERNADREMABEEIEZEVWIBEAN S, INEF % HER
THRBEMRIETT (FIV - FIV) THRIENLYTFFELLWL,

[0045] <tV RERVGT7rFtr AE>
U RBIE, FlxiE, 2 1HEEMUE2 7HEEUTOEREESTER S N,
21HBEUE25BEMUT, FAE21EEULE2 3BHEUTTERINE
b, FHEB—HITIE, X4 VEF 1 9BEE., MMEFI21EEE. MR35
2 1IBEETHERINS, HMH26ITIE. RNA i HRMNICEEINES,

[0046] T7rFtYREEIE, Y AED A A VEF S EFENRIEREEIEET 5,
hICEY, PUoFEVREREREVRAEENA TYSHA I, ZKHEE
PR IND, T, PUyFEY AHOBERIIE, 2 AHD X 1 Vs
E—BAEFMNTHoTHLW, ThAbE, PUFEVAEHDO 1IBEL LT
BROEE BIAE 218E) MuoBEBEICER. REARV /X (&
A) TRNTVWTHLW, DA EHEBENEZHGETICBWT, L2ty 8
ELEBTVFEVREINA TN IAXTBIENFTRETHNIE, s i RN
AL LTHEELIS S, b, LERERMNGIEERIIOE . BRRICE,
VIRXVLAFRORYT— (RNA) TERINTWS,

[0047] AREROZAERNAILSWT, VY RAEXRE 7V Fr REHIE, BIEH
Wik, EZERICBEHRINTVWARWIRIX LA F K (RNA) TEERINT
W3, LML, AETOFEMZZE L LELRDLQVWERICEVWT, ARTOZ
AERNAIE DNA, EEWICEBEHEINZDNAXIERNA, ZTOMmOLA
MORXILAF RELUEEESEATLTELL, ThAbLE, Y AEXIET
VFREYREO 1 BEFEROERE (FIXIE, 288H) AXFILE, ¥
a—RI7YINEEDLLENICEMHIN/ZRNA (XIEDNA) [CE#RI N
TWTH LW, IBZEMICBHINZZRNADHIE LTIE, Ya—Ko)Tv
NT=XFUoa—ROYIY, B=AFII Iy, FREA/VVE
BEFLND, FIZE, AEROZAERNAFOWT AN 1IEREFTLIEE
B BzE 2E) OOV IUEVA—RITYIVICBRT DB ENTE
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[0048] ARROZAERNAILEWT, 7Yy Ftr A#HiE, £ REICHEBHL
A VERAE, BERMNAXAS VEFIDST RinXiE3 RimflICHmMIn
2IBE~A4BENSLQBZMMENEEZBLTWTE LW, FINETIE. s
i RNAS L TOBBER LOSR=MNS, LERBAMNQEERIO 3’ Rinfl
IKAMENTWS ELWL, FELW—HITIE, 2 XEHDOMMETID A A >
BEFD 3’ RImAUISAIMINTWE EX, 7Y FE2 REOMMESTIF L5
BEENRIERERIIO 3’ RFAITAMINTWS, &b, 7Y FY RHEIC
BT BAMEFTOERMIE. Lk Lzt AEOINBFDERNK & RETH >
THLW, BEWICEK, 7YFy AEONMMES OEBERIIE, /N1 T
FA4XT 2 ABEONMMEIERETHZIN,. BRZBEERINTH>TH
L,

[0049] Ty FtyREIE. BHlaid. 2 118EHEUE2 7EEUTOERERTITER
Ih, 211EEUF25EELUT, FAE2 11EEMU L2 SIEELUT CTHER
INB2, 7VFEVRABREVAEER RS OBERITERI N,
IEEF &R < BEBIOETXIE—E A2 AED X 1 VES & BFNRIE
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I DIREMRITERI N, MMNENZMR IEEEINETEY AFHOA AV
Be5l & ERNRIEERI TERIN S,
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DNA/RNABEERKEEFERALTENRTEIENTES, £, 1K
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CCTHRRINZEXRMIE. ERLAZZAERNAZSE, F£/. Lkl
FZASERNAICIA., ERABRBICSCTEE (%) LFBEIhE5EX
DEFEAEEHBD, BEE LTE FIZE FRE. BREASEE LTERIC
BVWT—REICERINZBENFE LWV, MHZEEE LTIE, ERIO
ARPHEICIH C CHERER S, BEMICIE. K, £EEFNRER. B40D
EHBREENIBFOLND, £, HHDZBEE, BULREOTILI— (
T4 —IE) KEKR J)EO—l, Y—THDOL D LRGSR, L
XYRY —LETH>THLW, EERERMICEEIER/IEIRNMS &
LTk, BrOFREA. BEF. BEF. REX. KEELF. B8R B8
EHRBIFO D, Fho, REQXMORS Yy FFYN)—2 5L (DDS)
ICRIAINZEFEEHED,

[0053] C CTRATINZMEXRMOFEIZ. FICREINGW, FIZ I, BENQ
MO ES LT, KEl. BBF. AF. =70V, JBKHF. FANE.
BAREL, fEF. DT, BEFBIFOLND, Tk EFFICAWVWSLD,
EABERNICEERBKIGEYABER (BIAIEPBS) FITRM L TER
ERET 2O DEELIEY. ERMETEIEETES, oo ZAHER
NA (EMD) BLEL2DOHEE (BIKS) 2MRHI L TRE2 DFEOES
(fEpk#) %EART 2 7O EXBERIIERAMOFERICELNIEL L,
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ZHEFFEBREAFERERFHNT2EDOTHRVWAEO, FlAFHERIE LI
95, WHICEAT 2FMABEHRESE LT, Az, Comprehens i
ve Medicinal Chemistry, Corwin Hans
chE{E, Pergamon Pressf (1990) AE(FfSNh 3,

[0054] CZTRTINZMEHRMIE. P EedH 1 BOMBOIBHEEZMBEET %, 1B
FEMNPRE XN 2. C3IDREABS L TWBHIETHY. AIZIE, &
BHERE (B A S, #HIRSFMAERE. AASAMBE. MDA, VU /RES) | T
fe. RMRETHD, CDO5. ARTOHEKDIE. FBEICITESMEDE
EAFRET S, TALE, ARROZAERNARCHERYIE. BEMED
EIEAIIE T 2 IMERE (RASAFD) & LTHFEICHERING S,

[0055] C CTCTRTINZMERMO—ERRIZ, ERUALZARERNACMA.
DOAERN SHIREE %8R L THERERICARMEEZEA I HF 2 MiREESEE
MEBTIRTFRISTAV N (HMBEREEBERTFR:Cel | Pen
etrating Peptide, CPP) 258, ZRTFRISTAY
ME. REROZAHEHRNA &, ERNILIEEENICES &) 5
EILE2T RIFRISTXAVNEZARERNAEOBEEY A BET 3,
—MEIC, ZAERNARK, BOERZELTVWS Lo, MRREZERT S
EDNTERV, LALANS, BIZXE. RTFRIST AV MDNKIRA
RO/ XIFCRHKAIC, T THRRINZZAHERNAZ BRI IEEE
IS (B §22&Il&>T. LERTFRISTAY MNELEREIR
HERNADERMAMIBENICEAIELIENTES, B, RIFKD
STAVMOTI/BEEOHIE. MBEEAMZELLONAEWVWRYICEW
TIREINZEDTIEAL,

[0056] LERTFRISTAVMELEEZARERNAEHIEZENICESELTWS
BEIE, BIZIE RTFRISTAVNEZARHERNAEOBEICIEY) V7
—HEREIND, Y Hh—0FEFR. FICREINQW, BHEMICIE, RT
FREY VA=, IERTFREY 2V H—FTHB, . RTFRITSZTA
VAEZAHERNAEDREEAEIR. BICREINT, ERAMOEL DR
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[0057] CCTHRINZMERMO—RERKIE. RTFRISITAVMNE, AATOD
ZAHERNAEZEATWS, LA L. ZAERNARG, RIFRISTAY
FONKRHRE X CHRBANCHES L TWALTE LWL, MOZERKICEWL
T, P2, EXSHOEEERZAESFHLEEERICLY. ZAHEHRN
AERTFRISTAVNEDNAVT LYV REHR LGS, 2OV
Ly o2k, ERMERICEAINCTCRS7H. ZAERNAZGERL
CEATBIENTERDS, ZAHRNAZFOKEIE, HEMITIE, BICH
ELTWS, LED>T, BRAINBRTFRISTAY ML, BEMT I
JBOAENEL. EKBELTWSREDONMFFELVL, T, JOHBEDONR
TFRISTAV MDERIER., EMEET, ZAHRNADSE~T1001E
TH>THLL, 40E~6 0fEAFE L,

[0058] <Z Z CRARINDIHMERMOEESE. TOFB>

ABERICEY., CCTHRRINZHERAZAVWTLLLLES 1 EOMBED
BHEZ G T 2 HENMREING S, TITHRRINSAEIE. KEROMHE
RYERART2AEIRE. UFMRYEENE T 2MIICHIET 2TREE
=20,

[0059] REIRETI., HIZE. ERLAZLDIC. REARMOFEICLY I TH
TINZERMEERmT NI I,

[0060] IR TIE. T THRTNINZMERIEEEN (1 Y ER) FhdEH
A (4vEMD) IZBVWTAHARCES1TEOME (BIAIE. BEEMRES) I
HRT 2, HESh2MBEOBWEIEFICREINT, FXIE. HAE B
A, MEHR. R\, ABETHo>TLL, FELIE. ERMICESEND
ZHRERNADAA VEINOEE LB CIDHEKERZIEMEEL. FHROM
BROBYMEEFELTHD, HRETIMEOBELRFICREI AL,
FE L IZESEME. LYUFELCIFHRER. APA. XIEMNATH S
o 0B, MmO ICERMBEUAOHMBENEEL TVWTE LW, B
MEd e (Tahs, BEME) OAHCHRMEHRIELTE LW,
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[0061] #ARRMIDIRSHEIE. EXREMOBRICERAINTVWSIAERICELCNIXE
<, FICREINARWV, ElMIE. £ER (1 VER) IZ8WT, ZORRE
RUBMICIS CABECEAECHERING S, flAE &wElE LT, BIRN
U VRER. BN, BT BREL CIBEERAERICK > TEEXIL
EERF (TAbBERER) OB (BIA K. BEHESHEE. V1)L 2EE
B, REMBE) ICATET2ERIIERESTZENTES, HIWE, fFEH
ZOEFRHBEDOEDPHESFOTSNVIKELLEKEY ) —ROL D%, B
ERMEDHB (FIxE. EEME. KEMRELZS0EBCREEDEE)
IKRE5T25IENTED, HDWE, RFIFOERBEOLDREROKST
22 ENTED, BROKREDIFEIE. HIELERNTORICBRSMEZINLET A
KATENECHFRE (A—FT1 V7)) MOBRLIEFFE L,

[0062] A VERICEWT, #HET 2HRMOEIR. FICREI NGV, HIZIE,
EERFRT K ghHYICHT2AERNADEDOTFRIEIZO. OTmgld
F, 0. O5mgllk, F£IE0. TmogllETHhYBS, T/ HWYWEK
1k ghzYICHTZ2ZAERNADED LRIEIF, HlZIE. 10mgllTF
. BmglT, FAEEImgUTTHYEZ, . 1 EMOIKBVT,
HIAT 2HRAOEIE. FICREI RV, MEFOHBHKYOEERPIC
BWT, ZAHERNAREDOTREI, HIZIE 1 nMEIE, 5 nMBELE,
FLIE10OnMUETHYRBZ, £ HHOIEERPOZAHERNARE
DO ERMEIE. FAIE 1TOuMMT, 5 uMBTF, 2uMBT, 1 uMUTF
. FEEFET1T00nMUTTHYES,

[0063] CZTRTINZHERMIE. RDMOMSVRT I aVEERICEY,
KROMBATICHIET D2 ENTES, fIZE. AFA VDT (FRO b
SVR7xUY a3 vEESE) 2MBELAEEENEGCTEARE 147049
vy vav, TLYMORL—YavEOMENEALE V1L %E
FALEDFNELETEASEZEEEH TS, . ERLAELDIC, H
REERALEET IR SF RIS TAY NERWTHBEASBICEBLTE L
W,
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