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7}29 A62/370,7543. 2 HE SXAAS FAET),

& Ho
BY el wpolefx Ak wale] AaE 913 RNA I (RNAD) 284, HBV RNAD 2H8A1E E3ehes 2A4E, 2
o] 59| ARE Wgo] - WAA e FfAlETE

I

BY 719 velelA(HBV)E A4S A5, olF Itk DV T vheleizolth, DN 4 BolAw, %4
F7)1%= A% A (pregenomic) RNAZS DNAZ EALE7] Y3 dAdA GAES Fukst), BE 744 wlolg2ae da=
wule] 2 2~ (Hepadnavirus) 9] shhe] FAQYOR 7y, ‘B‘ﬂ—ﬂrEUrH]E]EH(Hepadnamrldae) ALl et
le] BE t44 wholelzol o dxk #AdEd 7¥ A5, o, @9 2 T 1 EdzoinyA] Frke S
Uetdl= 54 ol fEn. wholels s 55T gl ols &k Fdel 24 v AW I
AA =™, A3t H(cirrhotic liver) Hi= Fheke] Wy §13lo] Fopxlvh.  AlAetel] oighk BY 1< wlhole]
HaE BARRE] Aotz 7] Muprh £ vy tES e

o,

[> do wo

S A =(nucleocapsid) 7} FHAIEC ofsf FFEH, o] wEHLHPANEE dow HFAXIL, DNAZF HEE

FEA A, DNA 7Fer @Ade] ks s Al gfo] EtE o], 3.2 kbe] I+ Aol s @3 °J53(cova ently
closed circular, ccc) Z4YXA DNAE A|&-3tt}k.  cecDNAE 3.5 kb, 3.5 kb, 2.4 kb, 2.1 kb ¥ 0.7 kb 4ol
5709 S48 ulo]z 2~ mRNAS FALE $I8t F+P o2 HIES sty BE mRNAE 5'-73 %31 3'-THFolA &
golddslErt. R 5719 mRNA Aboldlli= 3'-Tol X A d F3go] EAlg}.

OMA 3.5 kb nRNAE Fof ©d Bl Z3tas S A FHoRAY qFs ittt me, A AL

= AEd BA 2ARAY 98-S i, vlold A~ 3 aAv) DNARS AAXE AT 5 A s},
BEAE wEA s GHdl Bash e el 5.5 kb iRAL RH S o 91 (HBeAg) ) Zo)-
(pre—core)& AZT}. JHAl AAY FA slollA, F e-Fde] EAME oA BE 1+ vho]
Ao} A2 #EL, AW JYSs RYEHEY] A Fag Jd vpARA 9 s g},

o
-

2.4 kb mRNA 2 2.1 kb mRNAE= &, T3 ¥ 22 wlo]gx 1Y o ES 93 o 2l
reading frame, "ORF")¢l pre-S1, pre-S2 % S& Adu}t. s-dg 7FAAlo] 43 AA<}
A =

T3, 7dE Ao dAE AFE DNA EE TEaEAV S, -39 dEoczRE Fad vHEAd dAE ¢
3. olE AR Ve A oldiHo] A k. HF HEVISE s-FYe dHsta AEH ud
XN s A xa 7"

P, o] A A= mlolea fFAHAke] aEARl At Tastal, E

3 43 FAA LdEe glojd EWMANE|Wo]E (transactivator) BA] ZHgat). EdlAdE|H o] 2A e A
S 7rsetel W ol FRAE Wk Q3 Aow HlUH,

6 /MEo]l WA s34, -3, E/EE vlo]g2 DNAZE EFolA HEVIES s sy om e Ao=
HEET. dEAaES 49 AFARAY FEAAIE AT AFHoE B 4 digk A WA A=
SAoltt, R (lamivudine), Elx=3EH|o](tenofovir), /= <lEFFH] o) (entecavir)e Fol&= 71 v
olg 2~ HAlE AAEH W2 HEVISERA ¥ FEA dAEteE AoRZ s, 1 Ve Ad 2 3t
A3 #Aavt APFHor 7P Fo3 o502 yYeidtr, Iy, A9 FXThe] A® TR o gxstn
&40 HINE AT, d=o], BY 7+ vlolgiaE X8 7|Tte] Mg wiel OFE UAgds A7t
ol BE 7+ % A7k W94y uloldAHIVE FF5 ZEE A 4% 53] oy, T EF wlolyx
= wEULAE FAA Rl Tizteta, UidS Fro IHeAd 4 Q).

A2 AR FAL AEAE-dule] Fojolr}, o] A, A= 6 /L 7|7 HAA 1&H JHAHE-LIE
Fot=t},  olA|¢H(Asian) FAAEY BE w9 &% HbE £2E AlFsit. DY A wlolH (V) EE
oI WAy wloly o] 93 FF AES UJEIAE-dy NEYS A3 FHeA = Aoz s A
Ak 7k &4 9 T35 AR Aol dE A= A E-L X g HZAo|x ¢t}

E43l BY 7+ mlolgi~ So]% RNA 7HAI(RNAD) ZH&A17F HBV F-71AF @S Adstes Aoz ol v},
o2 So], AA go] B WA Fur TH, F(Chin) 59 vl= 53 =AY +7] #2013/00057935 = B
3 Y wholE s A HES AFshy] ¢k 549 o)F Jhe 2l ALF(dsRNA) RS A A g
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AA = AT
ol A 3t o]
HBV RNAi 2H8Al+= Al AES £38ts A 71 (31414 (passenger) 7tHo 2 A AHH) 2 A2 LS
st FEAlA 7 (FFol=(guide) 7R o 2R A RS EEEE. 2 HAlAel 7)A€ HBV RNATL AF&-A
A2~ 7S HBYV nRNA Wo] Hol= 16719 < Bz FIEoE= Ao tha] Holx= <F 85%
S 2t Fo] ~E# A (core stretch)S £ 20 5L A x] & Eoll A, HBV mRNA Wje] Mgl ths] Hojx=
oF 85% sUES Ze A Y Fo] wEILHE AEHXE Aot 1671, 1770, 1870, 1970, 2070, 217H,
2271, = 237] wEHSE =0t HBV RNAL 2FE-A19] QFEJAlA 7FehS HBV mRNA W& A E ¥ 33k Al
Zhetell sl Hol® 16719 d& FEHUQE =S o] ~Ed X AAH Aol o 854 HRAPS e i
hya

e

= Al

o

fri 55|
1 1o oo

N
4
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Ol

iy

SHE MAS g, A5 A FEfolA, HBV mRNA o] M = ASshe Al Zheel disl Aol of
85%9] FHAS Zt= el VY Fo] wEHQEE NEe Zo|rt 1671, 1770, 1870, 1971, 207, 2170, 22
A, e 237 FEE S E =l

HBV RNAi Z-8-Alol AF&E 4= 9= HBV RNAL 2F8A19] Al 71e 2@ e Alx 71ee] o= 3 3 % 49 #Al3d
T}, HBV RNAi Z&A] o]&A (duplex)d] o7} & 5o A2 o] Q). 3 | 7WA1E HBV RNAi ZF&-#]<]
Az~ 7ter 2 Qe Al Tt e g o] FojX AL oo XFE &= 19/ wEHLEE Fo] 2EHX AEY «rt %

200 A-sE o] et

e

1)
>
>
92

A5 AAl FEofl A, skt o]de] HBV RNAL ZHEgAl= FAld 34 E 99 S awIdLEE Ag VES
o] g3t ®A ME Ee FFo Agdd. i A WS HEXIZU HEslel o W, ol24MFaH
(iontophoresis)ol 2Jgk HIW = TE H|3F, dE Eo] Flol=zAd, Ao|EFRYxEd AEGA
YreAe, 2 AAFY vAFA, andAd vy £E 54 7ol E(Dynamic Polyconjugate, DPC) U
2o Eel 9% WWE EFsHARE, o2 IHHA Gerk (dF 5, WO 2000/0537225, WO
2008/0022309%, WO 2011/104169%, % WO 2012/083185% =). A% AA] FejolA], HBV RNAi Z&Al=
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e A (ASGPr)  2jt=el e AE 84 PitEE X
= o YRS FRA S AEHE EY o2 o]Fofxin.
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A 71 BV RVAL A8A1S) Al b R el shehe] 30 i 5 wie] ddd ootk A% A
A el Mz Jbehe] 3 5 wRe] AdEd. A% A4 FeelM, EAS e A
A =

5 A GEjellA, 3 5ol AAE olF Al MEe Zs sk o] HBV RNAL #HEAlE Eeshe A=l &

ol 2709 HBV RNAI 2849 =3 Z+ ZHH Y
5 A el A, 27) o]de] AFo]d HBV RNAi 2
)

o
2L
rl
N
> —
N
)
nE
2
N lo
N
H
A
=

=

AL GEfell glofA, 278 o] RNAT AHEAI7E =
A
[e)

A% A4 Fejol A, EHE 7= F7he] YA AHg glo] HBV RNAT AHgAlo] AAEH Q¥ A Fejel A,
EAS 71 BV RVAL AEARS AFS golsl s Ais A EASE YAS 2=S ARG, AR A
A el QlojA, 270 ol4kel RNAI AHEAIZE EAEA EIFE A9, ) ool R A8AE FAF I
£ Abgstel E4st Jlo A4W = dvh. A AA Fejol QoA 27 olge] RNAT AEATF 2R £
H A9, 20 ol RAL AgAE Fold FAS Agstel TAF o] AdAn

AN AN Fel A, ol g MAL 2 Holw 24 BV RVAI AEA ] £FE TS 2Tl B AN
of Z1AEIE], Ztzkel HBY RNAQ AH8AI HBY o] gold 91X w goldt 49e EAsATh. A% A

Elef A, Hojm= 271 HBV RNATI ZHEA|e] 23S X8l 2AFEC] ¥ WA 7|A=n, ZHzre] HBV RNAi
SA= ol HBY MAMAE RAset e AARET (dE £, 2719 HBV RNAT 2184

, A1 HBV RNAi ZH&Al:= HBV f+d2k2] S ORFoll $1X|3ls FEULE= Ao Hojx

M| A~ 7HeS ¥gelE 9, A2 HBV RNAQ 287 =
ol FEHow AwAl e 7MgS TdHE, RAE). B WA AF&EE vlkel o], S ORFell
A FEALEE Al Hox FREAoR JHAQ QE M VPSS E3EE RNAL ZHEAE 1A 1-1307
gl 3185-3221 Atolel A WE 19 HBV Alwe dH5 FAsett. B WA AFEEE bkel o], X ORFell
AA g FEALLHE Ade Hojk REAoR JHA s S ¥3sl= RNAL A8AE 99X 1308-
1930 Atele] M9 W3F 19 HBV AlEe 482 %3313},
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HBV mRNAE EZ#A~EE(polycistronic) AR A&z i, o= v ZFH=9 HY, 9 EHi9
mRNASS] RNA M SHE 7F-Hem, ofol w2}k BV 845 F45tsh= & RNAL 2H8Al= tif-2e] = &
© HBV ZARAIe] AalE 7HAE 4 vk, Lelv, o] o2l F&A7|aLat sk Aol ofyA|WE, HBV 3
Aol Aoldk 912 i 99S BAIIEE 27 o)A HBV RNAT ZH&A] (53], 349 HBV RNAI ZH&AlE S ORF
5 xAslstal A2 HBV RNAI ZF8A%= X ORFE XA stel= 271 ©]’d9 HBV RNAL Z8A4)E X ¥l 2AYELS,
e HBV RNAQ Z&AIwhS ¥§8ts A E Hlske] (a) ZE HBYV Hlol#|x AARA (5, 3.5 kbe] Al RNA;
3.5 kb o] A (pre-core) mRNA; 2.4 kb®] pre-S1 mRNA; 2.1 kb®] pr e-S2/S mRNA; 0.7 kbe] X mRNA; o] &%
gk oluE} F3hE HBV DNAZR-E AAdE 99 S-&¢ &d mRNA)7F 24 3ES Bt 35 (b) 34438 A

A5 F4ANA 9 2 4 JAdS FAFow vgRes d3s

a o B 2 W EE (o) siRVA A HelelAe]
Sowolz 9a vlolels AL AR AaAIE AT B Frte) o]de ATE 4 Jrks M| Al
RN
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[0040]

SSS0dl 10-2774202

AR A Fefoll A, HBV RNAS] S ORFE XA 3}st= (5, HBV Al S AAFA(S, pre-S1, % pre-S2), AlxH
RNA (Zo] 2 Fgash), @ Zojd AAMA (HBeAg) S XA 3}ste SHElAlA 7behe zhe) d4ite) HBYV RNAT 2§
Aok, HBV RNAC] X ORFE %A 3lel= (5, BV Alwe X AAMAl, HBV A2l S AAMAl (S, pre-S1, 2 pre-
52), AwEA RNA (o] ¥ FgaED), 2 Fojd HAM (HBeAg) S F A 3}ats el 7S zhe) 8o
HBV RNAi 2H8A19] =3s Edels 2AFEC] 2 HAlAd 71AEo] gk, A A FejolA], 2 HAA
1A Z2AAES BV f42ke S ORFE B3 36l AES 78t Folx shvhe] BV RNAD 2H&-A], 2 BV
HA}e] X ORFS ¥4 3lsk= A9S 3Hheb= A2 HBV RNAI 2HgA12 233t}

Lo

HBV frilzbe] el Asishs ol & WA /iA=L, of ¥iE & 39 Md T e Mds 29t
= Al sbeEg zhs shu o] e] HBV RNAL ZHEAIE Folshs dAE X

HBV fraxte] Wrds Asfsts ol & BAAd AAEIL, o] M2 & 40 AL T oo AdS xFe
B Alx b 2 sk ool HBY RNAT AHEAIE Fojshe 9AE X

HBV frazte] rds Asfsts wiol & BAAd AAEI, o] W2 & 39 Ad T oo Ads EFe
T el b B o] QEEJAlL Thgel] Aol R om ARl & 49 N T dele] MAE Edhe

B
Az 7VeS Zh= sy o)) HBY RNAT ZHEAIE Folshs wAE Egsi.

w

HBY friAbe] @S Aslshs gel B wWANel ANEEL, o wEe X 39 4D F oo A o] Fof
A Qe Jheh, @ o] ehElAls sheel] Holw WRAow grAel X 49 AY F Aol AAR o]Fod
W 7hehe 2 sh olabel BV RNAI A4S Rolshs wilE Eahenh

als

AEAA HBV frriate] BdS Asfsts el & WA AAEIL, o] W E 59 o]FA FxE 2t
skt o] el HBV RNAi #HgA1& Foldks dAE X

HBV Zdel g "W T HBY el & o= AW T SAe] o wo] B waad] 7fAEaL, o]
He ¥ 39 ME 5 999 IS Eghsle oEAlA 71ES 2he s o] ake] HBV RNAT ZEA1S Folste
GAE e

HBV zrdel X& W W= HBV el 2a) opr|us AW = SAMe] ol o] B maxd] 7jAlEaL, o]
HHE ¥ 49 MY T Ao IS xgdste A 7eS zhe st o)) HBV RNAT FHE-A1E Fosle
AE Egsic},

HBV Zdel g "W T HBY el &) o= AW T SAko] o wo] B waad 7fAEaL, o]
e ¥ 39 ME 5 999 MIS Eghsle oEAA shg, 2 o] eEJAlA Fhge] FHojk REHow AR
el 7T 49 MY T Yo MdE& xeshe Adlx 7S 2He Sy o)Ak HBV RNAL FHEAIE Fosts wH
= ¥3h3t

HBV #del xg "W T HBY 7ol &) o= AW T SAke] o wo] B waad 7jAEaL, o]
e ¥ 39 ME 5 999 MIR o]Fojx otE|AA shg B o] ¢tEJAlA Fige] FHojk REHow Aw
el T 49 MY T Yoo Md=R o]Fo Alx ierS ZHe 3y o)Ak HBV RNAI FHEAIE Fosts wH
= ¥3h3t

HBV zrdel x& Wl wx= HBV el 2&) opr|us AW i SAe] ol o] B Ao 7fAEaL, o]
WS F 59 o]FA T2 zrE ) o)Ak HBV RNAI ZHEAIE Folsle dAE £33},

HBV f-xte] wrde A3sts Wo] & gAalMo /A=, o] WHE (i) % 2 T % 39 Ad T 9499
NEe EFsAY o] o]Fozl QtEj Al 7behS Zb= HBV RNAD 284, 2 (i) X 2 B X 39 ME F
Aol Mde gAY o2 o]Fol A 7S ZH= A2 HBV RNAL FEAE FoJdts dAE xg3)
HBV #de] s Wy L& HBV el 98 opl® AW T T4 on wo] 2 wA|Ad /MAE, o]
WS (1) 3 2 B8 X 39 AE & 499 AES 238t AY o2 o] Fof <SteJ A2 7heE-S Zh= 1BV RNAi
g, 2 (i) ¥ 2 B ¥ 39 AYE T 499 HdS ¥gsAY o2 o]Fold M 7lee ZHe A2 HBY
RNAT ZH8AE Fosle DAIE x2gsitt

HBYV F7xte] &S Adsts Wyol 2 BAlA o AL, o] i (1) & 2 B A 39 A4E 5 L9
MNES XG5 AY o2 o]Fox ¢tEjAdlx 7le 2 o] QtEJAlA st Aok REAH R ARAQ X 2 Ei
¥ 49 AE T A9 MES xS AL o]Z o]FofF Al 7S Zh= A1 HBV RNAD ZHgAl, 2 (i) ¥ 2
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[0041]

[0042]

[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

[0049]

[0050]

[0051]

[0052]

T X 39 Ad F 999 AEE XFEAY o] o] Fol AE A vt F o] SHEJAlA JlEhel] Hojx K
TAoR JHAQ ¥ 2 BE i 49 ANE T A9 MNEEs TFIAL o [Fol7 StEldl~ 71eS 2
A2 HBV RNAi ZHE-A1E Fojsts dAE Eshsic

HBV Zdel A& "Wyl T HBV #edel &) oprjd HH T 49 o o] B maAe] A=, o]
WHE (1) 2 5 ¥ 39 MY 5 oo HEE 385 AY o2 o]Fojd ¢teElAls 7ie o] ¢tEjAlX~
Zhebe] Aol BFEHoR ARAQ K 2 T ¥ 49 HE F A9 MES XA o]Z o]Fo A
7S zh= AL HBYV RNAD 284, 2 (ii) ¥ 2 £ & 39 Ad 5 999 A9E £da ALY o] o]Folx
SHEJ Al 2~ 7heh B o] CtEj Al Zlehel] Hojm FEAHoz HRZAQ F 2 e X 49 ANY F doo HES X
a7 o] 2 o] Fojzl StElAlA 7ES zh= A2 HBV RNAD ZHEA|E Foldts dAE E£3H3).

AR AAl HefollA, B Aol ZjAlE HBV RNAD ZH&AlE= v2-S 33

a. A9 (5'773") AUUGAGAGAAGUCCACCAC (M W3 7)3 071, 171, 27 B 371 771 Aold dd
7] A4S xz3steE teAl~ 7, 2 449 (5'73') GUGGUGGACUUCUCUCAAU (AE W3 34)3 07, 171, 270
T e A7 Adoldt ddr] MdS st Ax vhE; B

b. A< (5'73") UUUGAGAGAAGUCCACCAC (M W& 8)x} 071, 170, 270 Hi= 3709 d7|7F Adoldt a7

ANDE Zdeb= et Al 7her, 2 49 (5'73') GUGGUGGACUUCUCUCAAA (M W& 35)3 070, 171, 27 ®=&
37le] 81qi7)7h Aol @ 81g17] A

ey

& X Ax A EE

c. A9 (5'73") AAUUGAGAGAAGUCCACCA (M w3 12)3 07, 170, 270 B 370¢] 7|7} Abolsh 47
2 A4 (5'73") UGGUGGACUUCUCUCAAUU (M W& 39)%} 07, 170, 27) =&
9] W ol He) ARE T A e

d. A9Q (5'73') UAUUGAGAGAAGUCCACCA (X< W3 13)3} 07], 170, 270 T 3719 G717} Aolgh aad7)
MEe Edsh= teElAlA 7be, 2 4D (5'773") UGGUGGACUUCUCUCAAUA (M W1Z 40)3 071, 170, 27) =

e. XY (5'73") AGAAAAUUGAGAGAAGUCC (M WZ 17)3 07, 171, 27 w3 3709] 7|7} Aolah 437
AEe x3etE ¢relAl~ 7heh, 2 A9 (5'773') GGACUUCUCUCAAUUUUCU (ME W3E 44)3 o7, 170, 27 =&
3719 A7) 7F Aeldk Ay DS EsteE A Ate EE

f. A9 (5'773") UGAAAUUGAGAGAAGUCC (A€ W3 18)7F 071, 170, 27 Ei= 3719 8led7) 7} Aol aedv)

Mg ekt EAs A1, @ AR (5'73") GGACUUCUCUCAAUUUUCA (A W& 45)3 07, 1), 27} B
7ol W77t ol @ Wedr] AL Tshs Ak e m

g. A9 (5'73") ACCAAUUUAUGCCUACAGC (X2 w5 22)3 07), 170, 270 3= 3709 717} Aelst 347
2 M9 (5'73") GCUGUAGGCAUAAAUUGGU (M W Z 493} 07, 170, 27] &=
37Kl 3 u717} *Mf& 6'4%71 MEe Teskes A 7 EE

h. A9 (5'73") UCCAAUUUAUGCCUACAGC (M W3 23)3F 07H, 170, 270 3= 370¢] 3377} Aoldk 31437
MEE et ot Als Zhe, 2 9 (5'773") GCUGUAGGCAUAAAUUGGA (M WHZ 50)2 07H, 170, 27 %=
37he] HAA7I7F el AH7] MEe EdsteE A v e

i. M9 (5'73") GACCAAUUUAUGCCUACAG (Mg W& 27)3 07, 1], 270 Hi= 3709 3717k Aoldh 7]
MEE x3ete ot Als Zhe, 2 9 (5'773") CUGUAGGCAUAAAUUGGUC (Mg WHE 54)2 07f, 170, 27 %
37 €] BA7I7F Aol g BT IS E@ﬂ—t— Az 74 B

j. A4 (5'73') AACCAAUUUAUGCCUACAG (X< W3 28)3 071, 170, 270 =& 3719 3d7)7) Aol 3¢dv)
MEE z3ete ot Als Zie, 2 9 (5'773") CUGUAGGCAUAAAUUGGUU (Mg WHZ 55)3 07f, 170, 27 %=
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[0053]

[0054]

[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

[0067]

SSS0dl 10-2774202

b
flr

3708l WA717h golst HA7) A

e
tilo

3

Al 74 =

rr

k. A< (5'73") UACCAAUUUAUGCCUACAG (M4 W& 29)2 07, 370 B 7}

ANDE et et Al 7her, 2 49 (5'773") CUGUAGGCAUAAAUUGGUA (M W3 56)3 07,
ol Ay NAe T A she

17, 27 ==

)

A AA FEelA, Al BV fAlAke] dES Asfshs 2dEe] 2
ol’¢o] HBV RNAi #H-&A15 238l , #l11 HBV RNAi ZH&AlE thgS EFsbal:

i) A (5'73") AAUUGAGAGAAGUCCACCA (Mg w& 12)3} 07, 171, 270 T 3709 deir)7}

ANDE et ¢l 7her, 2 49 (5'773") UGGUGGACUUCUCUCAAUU (M W& 39)3 07,
ISl AL gela W ARE EHSE Ak A i

ii) 449 (5'73") UAUUGAGAGAAGUCCACCA (M WHZ 13)3} 071,

Nag Tashs s Fhe

170, 271 %=+ 3719 A7}

)

=
3709 WA7I7h ol Wy] MAS T A T

A2 HBV RNAI 2841 th&S 23

i) A9 (5'73") GACCAAUUUAUGCCUACAG (M9 W& 27)3 07), 1/, 27 ®=i= 3709 aa47)7h

ii) A4 (5'73") AACCAAUUUAUGCCUACAG (M W= 28)3} 071,

170, 27) = 371¢] s}
e F3st= otElAlA Jher

m
=~
3708l WR7I7E gold Bey] HAS Eﬂé}—t— A2 w i

iii) Mg (5'73") UACCAAUUUAUGCCUACAG (M<E ™3 29)3} 07,
Age ZFse reas g

R

3708 WR7) 7 Ao

170, 27} == 3709 A7)}

U A G, AEANN BB A g
©]/3<] HBV RNAi 2H&-AE

i) A9 (5'73") AGAAMAUUGAGAGAAGUCC (M W& 17)3 071, 1/, 27 ®== 3709 ad7)7h

A (5'73") GGACUUCUCUCAAUUUUCU (Mg W& 44)3} 074,

m
=~
gol9h @9 e TRAE A Ao we

ii) A9 (5'73") UGAAAAUUGAGAGAAGUCC (M WHZ 18)3} 071,

Nag Tashs s Fhe

170, 270 %=+ 3719 A7}

y N
37Mel AA7|7F Adolgt dAr] MES EgstE Al 7hE
A2 HBV RNAi 2841 th&S 23

i) A9 (5'73") GACCAAUUUAUGCCUACAG (M9 W& 27)3 071, /0, 27 ®=i= 3709 a47)7h

ii) A4 (5'73') AACCAAUUUAUGCCUACAG (A<E W3 28)3 07,

Aae Egae eAs A,

174, 270 =& 3709 G717}

2 A (5'773") CUGUAGGCAUAAAUUGGUU (M9 W& 55)3 074,
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rgAA el FHAIE AL, o]

Al FHAIE AL, o]

Aol AL, o]

Aro] gl 3ol 7

R A =

170, 270 ==

N
i
rlo

3

HBV

flo

ZAELS 270
ol g 1917
170, 270 ==
}z}o]s

}oaled 7

R A =

1N, 27l Ee=

Aol g 9]

1N, 27l Ee=

Aol g 997)

1N, 27l Ee=

Aol g 7]

1N, 27l Ee=

ZAELS 270

ol sk ]
170, 27 ==
}z}o]s

}oaled 7

R A =

1N, 27l Ee=

Aol g 9]

1N, 27l Ee=

Aol g 997)

170, 270 ==



[0068]

[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

[0075]

[0076]

[0077]

[0078]

[0079]

[0080]

[0081]

[0082]

SSS0dl 10-2774202

7ol W77t el @ edr] ML Taksh Ax b =

rr

iii) Mg (5'73") UACCAAUUUAUGCCUACAG (M<E W3 29)3} 070, 170, 270 H=& 3709 ad7)7}h Aoldh 7]
MAde Tgets HEJAA Zbe, 2 M (5'773') CUGUAGGCAUAAAUUGGUA (Mg W& 56)3} 070, 170, 27] &=

=
3709 AA77 oldt APy) HAe TP A A,

A% A Felel A, ALolA HBY %M@A u
A

= = Al A E AL, o] 2= 270
o]%+e] HBV RNAi #H-&Al& Z3+s™, 11 HBV RN :

i) M9 (5'73") AAUUGAGAGAAGUCCACCA (M W& 12)3h 07), 171, 27 ® 3709 S1d7]7} Abold 17
AL zass e b 2 Ad (5'773') UGGUGGACUUCUCUCAALU (M W% 39)3 07), 17], 27} ==

ii) M4 (5'3") UAUUGAGAGAAGUCCACCA (A& W13 13)3} 07), 171, 27} = 3702] &1917]7} AFoldt &917]
Ao Teshs etEl il 7beh, 2 M (5'773') UGGUGGACUUCUCUCAAUA (< W E 40)3} 071, 171, 27 i

=
3709 WA7I7h gold Wy] MAS T Al T

)

12 HBV RNAi #H8-Ai= HBV mRNA9] X ORFe] -l Hoji F-ixos FHA MAS Zhe QHEAs 7igs
F et
A AAL GEelA, AlEelA] BV frdAbe] ddE Aslishs 2=l & BAMl A EIL, o] 2= 27)

3 3
olAo] HBV RNAi Z&A12 ¥3H3}9, A1 HBV RNAI #F&AlE= oS ¥3H8la:

i) Mg (5'73") AGAAMAUUGAGAGAAGUCC (Mg WZE 17)3 07, 170, 270 Hi= 3709 g7 7}h Aoldh 7]
*1"3 F3Fal= orElAlA Zhe, 2 A (5'773') GGACUUCUCUCAAUUUUCU (M w3 44)3 070, 170, 270 &=
},

i) A9 (5'73") UGAAMAUUGAGAGAAGUCC (M W& 18)3} 071, 171, 27) 3= 372 &jelv]7} 2Folat &elv]
e z3ahs QteElAA bt 2 Ad (5'73') GGACUUCUCUCAAUUUUCA (A& W3 45)3) 07], 170, 27 Ei=

=
3709 WA@Y oldt APy) AAL EFsHE A e

12 HBV RNAi 2h-8-Al= HBV mRNAS] X ORFe] di-ofl Holm F-E2om ZJrAQl HAS 2h= QHHAdA 7hes
B e

A5 HA] FEjA, AEoA HBY FAte] IdE Adste 2dE0] & WA MAE AL, o] 2dELS 27
o]AF¢] HBV RNAi Z}&-AS Z&3al, A1 HBV RNAi 287+ HBV mRNAS] S ORFe] U¥o] Holx REAH O Z AF
BAQ MES zh= otEldlA 7ES £35baL, A2 HBV RNAT ZgAl+ teS £33}

i) A4<9 (5'73") GACCAAUUUAUGCCUACAG (M€ W3 27)3 07, 170, 27) ®=E= 3719 aAA7)7} Aolslk 81417

ANEE Zdebs ¢t Al 7her, 2 49 (5'73') CUGUAGGCAUAAAUUGGUC (M W& 54)3 070, 170, 27 ®=&=
3709l WA717k ol st HA7) A

ey

& Xt Ax A EE

i) A9 (5'773') AACCAAUUUAUGCCUACAG (M 1% 28)3k 07N, 170, 270 = 3709] 8jd7)7} 2ol g 919i7]
Ndg TPk ohelalz she, 2 Y (5'73") CUGUAGGCAUAMUUGGUU (M9 W5 55)3k 070, 170, 270

=
7ol W77 ol @ Welr] AL Tshs Ak e m

R =

iii) Mg (5'73") UACCAAUUUAUGCCUACAG (M<E W3 29)3} 070, 170, 270 H=& 3709 &g~ 7}h Aoldh 7]
MAde Tgets HEJAA Zhe, 2 M (5'773') CUGUAGGCAUAAAUUGGUA (Mg W 3Z 56)3} 070, 171, 27] &

A5 A Fefjol A, & WA JRAIE HBV RNAL &A= thes EFshaL:

a. A4 (5'73') UACCAAUUUAUGCCUACAGGCCUUAU (M4 W3 149)9F 071, 170, 27) ®i= 370¢] 4717} Ao dt
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[0083]

[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

[0096]

[0097]

[0098]

[0099]

[0100]

S==3] 10-2774202
A7) Qe matal el A EmE

b. AE (5'73") UACCAAUUUAUGCCUACAGGCCU (A< WZ 150)¢F 071, 170, 270 Hi= 3709 d7)7h Aol
@ Wy] AAS TS A b e

puaip

c. Mg (5'773") UACCAAUUUAUGCCUACAGGC (M w=& 151)¢ 071, 17K, 27 Ei= 3709 &9A7)7) Aoldt a4

7] Qe Eashe el Ahe EE

d. A< (5'73") UGAAAAUUGAGAGAAGUCCUU (M W& 152)¢ 070, 17K, 278 Ei= 3709 &A7]7) Aoldt a4

7] Qe Lashe el Abe EE

e. A< (5'73') UACCAAUUUAUGCCUACAGUU (M W& 154)¢ 070, 17K, 27 Ei= 3709 &A7]7) Aoldt a4

7] Qe Lashe Qs Ahe EE

f. A< (5'73") UAUUGAGAGAAGUCCACCACG (M€ WZ 160)¢F 07, 170, 270 B 3709 g 717F Aoldh & ¢d

7] Qe Lashe el b EE

g. A< (5'73") UACCAAUUUAUGCCUACAGCC (M W= 162)¢F 070, 170, 270 B 3709 47|17} o3t al<d

7] Qe Eashe Qs b EE

h. A9 (5'73") UACCAAUUUAUGCCUACAGCCUU (M WS 163)¢F 071, 170, 270 @& 3719 W77} Aol
@ Wy] AAS TS e b e

i. M9 (5'73"') UAUUGAGAGAAGUCCACCACGA (M WZ 170)<F 07), 170, 270 B 370¢] & 717}F Aoldt 3

=
d& Z3E= otEl Al A ThER EE

i. A (5'773") AGAAAAUUGAGAGAAGUCCAC (M WZ 171)¢F 07, 170, 270 B 3709 g 717F Aoldh a¢d
) Nde EFsHe dEAs T EE

k. A< (5'73") UACCAAUUUAUGCCUACAGCUU (M WHZE 172)9F 070, 170, 270 & 370¢] @77} Aot &)

=
A7) ML T Qe e e

I. Mg (5'73"') UACCAAUUUAUGCCUACAGCCU (M WHZ 173)<F 0], 170, 270 B 370¢) 3717} Aeldt 3
7] NES E3el= St Al e EE

m. Mg (5'73") UAUUGAGAGAAGUCCACCAUU (M WZ 174)¢ 07, 170, 270 B 3709 &d717F Aoldh &<
) Nde EFsHe dEAs A EE

n. A4 (5'73") UAUUGAGAGAAGUCCACCACUU (X< WZ 175)¢F 070, 170, 270 ®= 3709 A 7)7} Aoldt 3
97 AGE TP A sbe e

0. A4 (5'73") AGAAAAUUGAGAGAAGUCCUU (M4 ¥ 3 178)9F 071, 170, 27) = 370¢] A 7)7} Aoldh aYd

) Nde EFsHe dEAs T EE

. Mg (5'73") AGAAAAUUGAGAGAAGUCCACUU (M4 ¥ 179)9F 071, 170, 27) = 370¢] A 7)7} Aolst &
47 AGE TP A sbe mE

A (5'773") AGAAAAUUGAGAGAAGUCCACC (A W& 180)9F 07, 10, 270 ®i= 3709 d7|7h Aoldt &)
7] MEL Edsle otElAlA JlE; e

puap

r. A4 (5'73") UGAAAAUUGAGAGAAGUCCAC (M W3 181)¢}F 070, 170, 270 Hi= 3709 34~
) Nde EFsHe dEAs b EE

e

17} ol s 9

l

ol
o

s. Mg (5'773") ACCAAUUUAUGCCUACAGCUU (M W& 182)¢t 071, 17K, 27 Hi= 3709 &97]7) Aoldt a4

) Nde EFsHe dEAs b EE
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[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

[0112]

[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

SES51 10-2774202
(5'73") ACCAAUUUAUGCCUACAGCCUU (M€ W& 183)sk 07, 170, 27} & 37he] 7|7} golat &)
& THshs duAz A

T*3') ACCAAUUUAUGCCUACAGCCUC (A W% 184)9F 07, 170, 270 == 3709 &7)7F Aoldt 3

3 (5!
@7 ALe Z3she S Als A R

v. A9 (5'73") UCCAAUUUAUGCCUACAGCUU (M W Z 185)2 07, 170, 271 B 3709 397 7F Ao]dh 3¢
7] Mg Eeh QrElds b Ee

A (5'7*3") UCCAAUUUAUGCCUACAGCCUU (M W1E 186)9F 07], 170, 27 w=& 3709 A 7]7} Aboldh &)
97] AL TS AEA b Ee

¢

x. A¥ (5'73") UACCAAUUUAUGCCUACAGCU (Mg w13 187)¢ 07K, 17K, 27K Ei= 3709 &A@ 7]7} Aoldt A
]

7] NAg w3k rEAs v m

y. A< (5'73") UACCAAUUUAUGCCUACAGCG (M W Z 188)¢F 078, 170, 270 Hi= 3709 37|17} Aol g 3¢
7l Ade EHeE s A

¢

nE},

z. A2 (5'773") AACCAAUUUAUGCCUACAGCC (M W 189)<t 0/, 170, 270 B 370 S47]7t ol @ 9
7l NS xshe PEAl: The Ee

aa. A9 (5'73') ACCAAUUUAUGCCUACAGCCU (M w13 190)¢F 07, 170, 27) = 3709 3d7)7) Aoldt &

27] AEe EFshs AE s b E

bb. A% (5'73') UCCAAUUUAUGCCUACAGCCU (M 1% 191)sk 070, 170, 27} = 370¢] alsiv|7} oldt &)
97] Mg Tashs hEl Al bk Ee

cc. A9 (5'73") ACCAAUUUAUGCCUACAGCCG (M w3 192)¢k 071, 170, 27) 3= 3709 a7 7h Aol &)
@7 NAe Taahs AE s The; E

H-l

dd. A€ (5'73") UCCAAUUUAUGCCUACAGCCG (M WZ 193)9F 07), 170, 278 Hi= 370¢) & ¢d717}F Aol gt 3

@7] AL TP AE A b E

H-l

ee. g (5'73") UACCAAUUUAUGCCUACAGGG (M WZ 194)9F 07), 17H, 278 Hi= 370¢) & ¢d7)7}h Aoldt 3

D71 M-S 23Fshs e e
°] HBV RNAi 2-8-Al= 7371 ZH7he] SPEjAlls Zhee] Aojm o ARl As 7ies F7h2 23,
A5 AL Gl M, 2 WAl A BV RNAT #HE-AlE vheS ERekaL:
a. A (5'773") UACCAAUUUAUGCCUACAGGCCUUAU (M W5 149)9F 071, 170, 270 = 370) g7t 4
olgt A7l MAR o] Fojxl FE Al The E

A (5'73") UACCAAUUUAUGCCUACAGGCCU (M s 15009k 070, 1A, 270 = 3709 s 7]7h el

b
g B 7] LR oo IEAlA Vb B

c. A4g (5'73') UACCAAUUUAUGCCUACAGGC (Mg W= 151)¢F 07, 171, 27) =3 3719 7|7} Ao)§
a9d7] Adz olFo7l SrElMl Fheh R

¢

d. A (5'73") UGAAAAUUGAGAGAAGUCCUU (XY W3 152)¢F 07, 171, 27 m=& 3709 377} Aold
Wei7] MAw o Folzl e Alx Jheh i

¢

e. A4g (5'73") UACCAAUUUAUGCCUACAGUU (Mg W= 154)9F 07, 171, 270 =3 37K 7|7} Ao)E
a9l7] Adz olFol7l SrElMl Fheh R

¢

f. Mg (5'73") UAUUGAGAGAAGUCCACCACG (M HZ 16002 07, 170, 27 Hi= 370¢] & 7]7} Aoldl
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[0138]

S=S3 10-2774202
Q7] AL o] o7l ShEl Al Fheh; ER

g. Mg (5'7"3") UACCAAUUUAUGCCUACAGCC (M W& 162)¢ 078, 170, 270 Bi= 370 &A7)7} o3k

9907 AAR ol Fol7l SHEl s Fheh EE

h. Mg (5'7"3") UACCAAUUUAUGCCUACAGCCUU (M€ W& 163)¢F 070, 170, 270 T 3709 #A7)7) Aol

A7) ADE ol Foizl QA sheh Ei

1. Mg (5'773") UAUUGAGAGAAGUCCACCACGA (M W& 170)¢F 070, 170, 270 Hi= 3709] ad7|7} o3t

9907 AL ol Fol7l SHElAls Fheh E

i. AY (5'3") AGAAMUUGAGAGAAGUCCAC (M W3 171)9} 070, 170, 270 m 3709 S7]71 Aol dt 8l

7] AGR o] ol Az The; mi

k. A< (5'73") UACCAAUUUAUGCCUACAGCUU (M WHZ 172)9F 071, 170, 270 &= 370e] &A7]7} Aot &)

7] Hem oFol7 QrEAls Theh Ei

I. Mg (5'73") UACCAAUUUAUGCCUACAGCCU (M WHZ 173)<F 0], 170, 270 B 370¢] 717} Aoldt 3

A7) Hem oFol7 QrEAl Theh m

m. Mg (5'7"3") UAUUGAGAGAAGUCCACCAUU (M W& 174)¢k 07, 170, 270 B 370¢] &A7)7) o)k

9907 AL ol Fol7l SHElAls Fheh EE

&)

n. A9 (5'773") UAUUGAGAGAAGUCCACCACUIU (M W& 175)¢F 07, 170, 270 Ei= 3749
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AG717} ol e
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9907 AAR ol Fol7l ShElAls Fheh mE

p. Mg (5'73") AGAAMAUUGAGAGAAGUCCACUU (M W& 179)¢F 070, 170, 270 T 3709 #A7])7) Aol

A7) AR ol Foizl QA sheh Ei

q. A9 (5'73") AGAAMAUUGAGAGAAGUCCACC (M W Z 180)<F 07), 170, 270 B 370e] 77} Aol gt 3

A7) Hem o Fol7 QrEAl sheh mi

r. Mg (5'73") UGAAAAUUGAGAGAAGUCCAC (M W& 181)¢t 07H, 17K, 27 T 3709 &9A7)7) Aoldt a4

7] AGR o] Folzl Az The; i
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997 AAR ol Fol7l StElAls Fheh EE
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9907 AL ol Fol7l SHElAls Fheh m

@7 NG Tgets APAs A EE
V. AE (5'73") UCCAAUUUAUGCCUACAGCUU (M w3 185)¢ 07], 170, 270 = 3709] &g 717}F Aol st

997 AAR ol Fol7l StElAls Fheh EE

w. A< (5'73") UCCAAUUUAUGCCUACAGCCUU (M HZ 186)9F 071, 170, 270 &= 370e] &A7]7} Aot &)

7] Hem oFol7 QrEls Theh Ei

x. A9 (5'773") UACCAAUUUAUGCCUACAGCU (M WZ 187)¢ 07K, 170, 270 Hi= 3709 | 717F Aoldh &<

7] AGR o] Folzl Az Fhe; mi
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y. A< (5'3") UACCAAUUUAUGCCUACAGCG (M W3 188)9} 07), 171, 27) T 37)¢] ald 7|7} Abol gt sl

7l Ade EFeE AL A
z. A (5'73') AACCAAUUUAUGCCUACAGCC (M9 W% 189)¢} 070, 170, 270 = 370e] @lsir]7} Abolat &lod
7] Aedm o]Fo)7 Qe sheh mi

aa. M9 (5'3') ACCAAUUUAUGCCUACAGCCU (M ®% 190)9h 070, 170, 27} = 3709 &l%d7]|7h Aot &
A7) A o]Fol7 Qe sheh mE
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A7) A o]Fol7 Qe sheh Ei
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A7) A o707 Qe sheh mi
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2 QE Tt gold NI EFshE hE Al s EE
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vii. A4 (5'3") usAfsusugagAfgAfaGfuCfcaccacsg (A€ W3 94)9 07, 171, 27} EE 3719 9

=k gol@ AdS Egeht el sbe
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2 QE Tt gold NI EFshE hE Al s EE
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QEEs} Jol 4GS EFsHe dE AL e w
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X. 3Nl wEd
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xii. A4 (5'73") usAfscsCfaAfuuuauGfcCfuAfcAfgecusu (AE H3E 105)¢ 071, 170

AT Aol e e dElAs A EE

xiii. A9 (5'73") cPrpusAfscsClaAfulfudfuGfcCluAfcAfgusu (A W3E 107)¢ 071

FEUQEEA dog NAS LT ez Ahe mE
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2 EE
, 170, 270

3N &
T= 3719

xiv. A4 (5'73") cPrpusAfsusUfgAfgAfgAfaGiuCfcAfcCfaCfsg (A€ W3E 108)<} 07, 170, 271 =& 3719

FEUQEEA Adolg NAS LT ez Aheh me
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xvi. A9 (5'73") usAfsusUfgAfgagaaGfuCfcAfcCfacsg (A1E H3E 110)¢ 070, 170, 27} &=+ 3709 HE 4
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AOE| ST} Gold DS T TEAL A
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xI. Ad (5'73") usCfscAfaUfulfaUfgCfcUfaCfaGfcCfsu (HQ ME 145) 2 o] Fof E]
xli. A (5'73") asCfscAfaUfulfaUfgCfcUfaCfaGfcesg (A2 WF 146) & o] Fo] 7 HE]
xlii. A9 (5'73") usCfscAfaUfulfaUfgCfcUfaCfaGfcesg (AQ W3 147)& o] Folx ¢te| A~ 7he; wi=

xliii. A9 (5'73") usAfscsCfaAfulfuAfuGfcCluAfcAfggsg (A WE 148)2 o] F o] QtE| M~ 7}ek;

714, a, g, ¢ @ uE 2'-0-WE(2'-0Me) WHEHP FEUQE|=olaL; Af, Cf, Gf, 2 UfE 2'-ZF 98 WY
¥ FEULEEC; st TAXRE| QA oE R QA= Ao, UmA FEUQEE gEAE XA¥
to 22 Ao & A% a1; cPrpus 5'-Alo]FE2XEY EATYO|E-2'-0-vd WHIH FIFd LE o]
;o] HBV RNAi Z&A& 7] 42be] AEMA 7ol Aol BEHo=m ARl A 71ys Fr7h2 23
Ia=

A5 A Gl A, 2 WAl JHAlE HBY RNAT ZHEAlE tHES ERskaL:

A4 (5'73") UUGCCUGUAGGCAUAAAUUGGUAUT (M W& 275)¢F 071, 170, 27) =& 3709 ad7)7 4

o APy ADE Egeh A b EE

b. A4 (5'73") UAUAUGCCUGUAGGCAUAAAUUGGUA (M W% 276)9} 07), 170, 270 = 370 7|7t 4

o A7) NAS EFeE A e EE

c. A (5'73") CUGUAGGCAUAAAUUGGUAUU (M w13 278)¢t 071, 170, 27 = 370¢] 3|77} Aol st
997 AL TFSHE A2 she mE
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[0241]

[0242]

[0243]

[0244]

[0245]

[0246]

[0247]

[0248]

[0249]

[0250]

[0251]

[0252]

[0253]

[0254]

[0255]

[0256]

[0257]

[0258]

[0259]

SSS0dl 10-2774202

d. A (5'73") CGUGGUGGACUUCUCUCAAUU (M W3 285)9) 071, 17, 27 &= 3719 &aA7|7} Afolsh

qd7l M= EFshs s 7 B

o

¢

e. A (5'73") CGUGGUGGACUUCUCUCAAUA (A< W3 289)9) 071, 17, 27 & 3719 &aA7|7} Aol

qd71 M= Eshs s 7 B

o

ro

Mg (5'73") GGCUGUAGGCAUAAAUUGGUA (M W3 294)¢k 07, 17], 270 Hi= 370 & RA7)7F Aol

997 N9g TP Ax vhe; EE

h. A (5'*3") UCGUGGUGGACUUCUCUCAAUU (A< W3 3000} 07, 170, 271 Ex= 37019 a7 7h Afolsh

qd71 A= EFshs s 7 B

¢

i. A (5'73") GUGGACUUCUCUCAAUUUUCU (A< W3 302)9 071, 17], 27 &= 3719 #1717} Afolsh

997 AL TFsHE A2 b mE

¢

A (5'7%3") GCUGUAGGCAUAAAUUGGUAUU (A< W3 303)¢F 07, 170, 271 EE= 3719 a7 7t Afolsh

= A e e

¢

2

2
N,
X
12
o
Fd
e
ol
o

Ir

5'73") GGCUGUAGGCAUAAAUUGGUAUU (M W Z 304)¢F 07, 170, 270 Hi= 3702 &A@ 7]7) Aoldt &

I. Mg (5'73") UGGUGGACUUCUCUCAAUAUU (Mg w135 306)2t 07K, 17K, 27K = 3709 & 7)7F Aold A4

) Ade e Al vhe ER

(5'73") GUGGUGGACUUCUCUCAAUAUU (M <& W Z 307)¢F 07K, 170, 27) &= 3789 A7]7h Aold &)
]

=
97 MEe E3athe Ala 7hE B E

0. A€ (5'™3") GGACUUCUCUCAAUUUUCU (A< W3 318)F 070, 170, 270 &= 3709 Ad7)7} Aolst aelv)
KeIv

et Al TE =

A (5'3') GGUGGACUUCUCUCAAUUUUCU (M W3 319)9F 070, 170, 27} ®:= 3709 377} Aolst 3
(e}

=
@7 AGE Egehe Ax b E

5'7*3") GGACUUCUCUCAAUUUUCA (M W& 32002 070, 170, 270 &= 3709 717} Aoldt %7

(
Fohs Al 7he; Ee

o x

R
12
|

A (5'73") GUGGACUUCUCUCAAUUUUCA (M W E 321)¢ 07, 170, 270 B3 3709 397 7}F Aoldh &
]

7l A 2Rk s TS B

s. A4 (5'73") GCUGUAGGCAUAAAUUGGU (M W& 322)¢F 07, 171, 271 = 3719 sd7)7) Aot sy
LS Zosls Alx 7 e

t. A9 (5'73") GGCUGUAGGCAUAAAUUGGU (M W% 323)¢k 07, 170, 27) L= 3709 7|7} Aold Aa
]

7l A 2dshe A= e B

v. A4 (5'73"') GCUGUAGGCAUAAAUUGGA (A& W3 325)¢} 07, 170, 27 Ex 3719 al¢dr|7} Arolst &]ed7)
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[0260]

[0261]

[0262]

[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

[0269]

[0270]

[0271]

[0272]

[0273]

[0274]

[0275]

[0276]

[0277]

[0278]

[0279]

[0280]

[0281]

[0282]

Ade EFeE A b E

rr

w. A9 (5'73") GGCUGUAGGCAUAAAUUGGA (M W35 326)9 07, 170, 270
7l Nde EFsHe s vt EE
x. A (5'73") AGCUGUAGGCAUAAAUUGGUA (M W Z 327)¢ 07K, 170, 27K
) Nde EFsHe A vt EE
y. A4 (5'773") CGCUGUAGGCAUAAAUUGGUA (M WHZ 328)<F 07, 170, 270
7] NAe EFsHe s vt EE
z. A9D (5'73") GGCUGUAGGCAUAAAUUGGUU (M W3 329)¢F 070, 170, 270

) NG T A b EE

aa. A9 (5'73") AGGCUGUAGGCAUAAAUUGGU (M w5 330)¢ 070, 170, 271
7] AES Zdsle el AlA b EE

bb. A4 (5'73') AGGCUGUAGGCAUAAAUUGGA (M W& 331)¢+ 071, 170, 271
D71 ALE Eoshs AA ThE B

cc. M (5'73") CGGCUGUAGGCAUAAAUUGGU (M w5 332)9F 070, 170, 271
D7 ALE EoFshs Als ThE B

dd. A4 (5'73') CGGCUGUAGGCAUAAAUUGGA (M4 W& 333)9F 071, 170, 271
D71 s Thshs A TS Ee

ee. A4 (5'73') CCCUGUAGGCAUAAAUUGGUA (M W& 334)9+ 071, 170, 271

A7) Ade EFse Az e

)

o] HBV RNAi #H-&Al= 7] 247+e] Qteldls 7hgel ol REdow An A

= 3749

= 3719

= 3719

= 3719

SSS0dl 10-2774202

= 3749

= 3749

= 3749

= 3749

= e 94

Q7|7 ol s

WQ7) 7k ol §

b 99

pul

Q7|7 ol s 9

Q7|7 ol s 9

F g

pud

BQ7)7k gola o

pul

ro
)

377} Aol

377} Aol

ro
o

377} Aol

ro
o

o
2
N,
N
)
~
>,
o,
ro
1%

s,

A A Felol A, 2 Aol JHAIE HBV RNAT 284l thaS Egshar:

a. #17] M (5'73") UUGCCUGUAGGCAUAAAUUGGUAUT (Mg M & 275)& o] Folxl Al 7heh; Wi
b #17] M (5'73") UAUAUGCCUGUAGGCAUAAAUUGGUA (M W& 276) 2 o] Folx Al 7hel; Wi
c. 7] M4 (5'773") CUGUAGGCAUAAAUUGGUAUU (M W& 278)= o] o)zl Al 7het; mi=

d. 7] Mg (5'73") CGUGGUGGACUUCUCUCAAUU (M W& 285)= o] Foj 7l Al 7het; mi

e. #7] HD (5'73") CGUGGUGGACUUCUCUCAAUA (M W& 289)& o] Fojzl A~ 7heh; Fi=

f. Fd7] qd (5'73") CUGUAGGCAUAAAUUGGUA (M W& 292) 2 o] Fozl Al 7heh; T

g. A7) L (5'73") GGCUGUAGGCAUAAAUUGGUA (M W& 204) &2 o] Fojx Al 7het; Ei

h. 7] M9 (5'73") UCGUGGUGGACUUCUCUCAAUU (A< W3 300) & o] Fo]x Al 7beh; Ei=

i A7) AL (5'73") GUGGACUUCUCUCAAUUUUCU (M W& 302) &2 o]Fojx Al 7het; Ei

i A7) M9 (5'73") GCUGUAGGCAUAAAUUGGUAUU (M4 W3 303) & o] Fo]xl Al 7heh; Ei=

k. 7] MF (5'73") GGCUGUAGGCAUAAAUUGGUAUU (M W& 304) &2 o] Fojx Al 7het; Ei=

1. #97] ME (5'73") UGGUGGACUUCUCUCAAUAUU (M <& W3 306)& o] Folx Alx 7beh; Ei
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[0283]

[0284]

[0285]

[0286]

[0287]

[0288]

[0289]

[0290]

[0291]

[0292]

[0293]

[0294]

[0295]

[0296]

[0297]

[0298]

[0299]

[0300]

[0301]

[0302]

[0303]

[0304]

SSS0dl 10-2774202

m. #A97] Md (5'73") GUGGUGGACUUCUCUCAAUALU (M WF 307)& o]Folzl Al bk =
n. #A97] M (5'73") AAUGGUGGACUUCUCUCAAUAUU (M& W3 308) 2 o] Fo]x Alx 7beh; =
0. 7] MLD (5'73") GGACUUCUCUCAAUUUUCU (Mg w3 318)& o]Fojxl Al 7heh; L=

p. A7l M (5'73") GGUGGACUUCUCUCAAUUUUCU (M WZ 319)& o]Folzl Al b =
q. P7] ML (5'73") GGACUUCUCUCAAUUUUCA (Mg W3 320) & o]Fojxl Al 7heh; L=

r. A7) A9 (5'73") GUGGACUUCUCUCAAUUUUCA (M W& 321) & o] o] A~ 7heh; =
s. A7) A9 (5'73") GCUGUAGGCAUAAAUUGGU (H4Q W3 322)& o]Folx A~ 7heh; Ei=

t. D7l AL (5'73") GGCUGUAGGCAUAAAUUGGU (Mg W& 323)& o] Fojxl Al 7heh; L=

u. #G7] 4G (5'73") GAGGCUGUAGGCAUAAAUUGGU (M9 W& 324)& o]Folx Al 7heh; Ei=
v. #97] M4 (5'73") GCUGUAGGCAUAAAUUGGA (M W F 325)& o] Folzl Al 7beh; =

w. 7] ME (5'73") GGCUGUAGGCAUAAAUUGGA (M W 3F 326)2 o] Folxl Alx 7beh; Ei=

x. #97] 49 (5'73") AGCUGUAGGCAUAAAUUGGUA (ME W& 327)= o] F

y. 7] ME (5'73") CGCUGUAGGCAUAAAUUGGUA (M <Q W Z 328)= o] F

L2 2 2
=
r__}:_{‘
>
)
B
5
s

z. A7) AL (5'73") GGCUGUAGGCAUAAAUUGGUU (ME W3 329) =2 o] F#

aa. 7] AL (5'73') AGGCUGUAGGCAUAMAUUGGU (M W% 330)8 E3stE el 7heh; Ei

bb. 3%17] 4 (5'3') AGGCUGUAGGCAUAAAUUGGA (M W& 331)& o] Folxl Al 7he}; i
ce. A7) AL (5'73') CGGCUGUAGGCAUAAAUUGGU (< M3 332)& o] Folxl Al 7beh; mi
dd. 3%17] 49 (5'3') CGGCUGUAGGCAUAAAUUGGA (M W& 333)2 o] ol Al 7heh; i
ee. 3%7] A (5'3') CCCUGUAGGCAUAAAUUGGUA (M W3 334)& o] Folzl A2 7t

o] HBV RNAi ZH&AlE A7) Z47ke] Qrealzs sbebe] Holm RRHoz AuHel ez b FrE 3
=

AN HAL FEell A, AlaEA HBV F324e] WS Asfsts w0l B A AHAIEAL, o] 2HES 270
o] HBV RNAi Z8A1S Zabn], A1 HBV RNAP 2HgA1= A (5'3') UAUUGAGAGAAGUCCACCACUIU (M < W%
175)9F 070, 170, 270 Hi= 3709 @77t Aeldt A9y LS dehe otelalx 7ig, 2 4d (5773
GUGGUGGACUUCUCUCAAUAUU (M ®% 307)9F 07h, 170, 27} H 3749 si%d7]7) Aolah aldr] HAL %3ts
= 4l behe E3shal; A2 HBV RNAD 2H8AE A< (5'773') UACCAAUUUAUGCCUACAGUU (M9 W% 154)9} 0

I~

-

A, A, 278 == 37l S|z Aeld Ay Hde Edes EAls shg, 2 M9 (5773)

CUGUAGGCAUAAAUUGGUA (M€ ®= 292) ¢} 07, 170, 270 B 3719 #<d7)7) Adelst 7] AMES 23she Al

2 7tehs g

AR AA] Fejo| A, Al A HBV frdake] S Asjste =] 2 WA AEI, o] 2ES 270
HBV RNAi 2Hg-A15 38w, A1 HBV RNAT 2H&-AE 397] M<D (5' 73') UAUUGAGAGAAGUCCACCACUU (X<
s Folx SrElAlA Zher, 2 ] ME (5'73") GUGGUGGACUUCUCUCAAUAUU (M W3E 307) =2 o]

Fojzl Az 7behe ¥3Hsbar; A2 HBV RNAT 2HgAlE &3] g (5' 73') UACCAAUUUAUGCCUACAGUU (M W
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[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

[0311]

SSS0dl 10-2774202

Az Zhe, 2@l y] Y (5'773") CUGUAGGCAUAAAUUGGUA (M WME 292) & o] o

==

A AAl FEell A, MEA HBV 12t HEE Asfsts 2Bl B WA MAIEA, o] 2AYELS 27

A (5'73') AGAAAAUUGAGAGAAGUCCAC (M W&
17Dk 070, 0, 270 T 3709 H|d7I7r Aol dldr] Nde et el vhe, 2 Ad (5773
GUGGACUUCUCUCAAUUUUCU (M8 W3 302)9F 071, 17, 27 mi= 3719 sld7)7} Aolat sldr] Ade ¥dtals
Az 7beke Z38al; A2 HBV RNAT 2H&Al= A (5'73") UACCAAUUUAUGCCUACAGCG (M ®35 188)¢ 071, 1
A, 2 wmE e AT el ddr] AES EFee SGEHAE e, ® AE (5'-3)

CGCUGUAGGCAUAAAUUGGUA (A W= 328)< 070, 170, 27) T 3702 |77} Adoldk Adr] HES E&3st=
A2 b Ega

A5 AA] Fefoll A, AEZA HBV F-dzte] HdS At 2AFE] 2 WA MAIE L, o] 2YES 27

o] HBV RNAi 28415 X3}, A1 HBV RNAI ZEA= 7] AE (5'—3") AGAAAAUUGAGAGAAGUCCAC (A<

17D o] Fo|x St A~ 7he, 2 #9r] D (5'—3") GUGGACUUCUCUCAAUUUUCU (M ¥3 302)& o]

; A2 HBV RNAI ZgA= 3lgd7] M (5'—>3'(5'—3") UACCAAUUUAUGCCUACAGCG

(Mg M35 188)2 o]Foj <teAlxs 7he, 2 #9r] A9 (5'—>3") (GCUGUAGGCAUAAAUUGGUA (A< W3 32
3

A5 A Fefell A, AlaEe]A HBV 2ol WAS Assts 2AAEC] 2 WA JHAEL, o] 2dEL 27
°] HBV RNAi Z8AE ¥stsld, #11 HBV RNAI 2841 AE (5'—3') AGAAAAUUGAGAGAAGUCCAC (M4E W=
1719k 070, 10, 270 He 3709 G777 Adolgk A7) MEs Edshe EAA 7He, 2 AE (53
(5'—3") GUGGACUUCUCUCAAUUUUCU (M ¥ W= 302)¢+ 071, 170, 27] & 3719 717t Aolet A7 AaS
zotale Al 7gS E£§8ka; A2 HBV RNAL FEAl= A (5'—3') UACCAAUUUAUGCCUACAGCC (MY W3
162)¢F 078, /W, 270 ®&= 3709 3i7|7}F Aolgh a9y MES Edtate e~ Zhg, 2 AE (5'-3)
GGCUGUAGGCAUAAAUUGGUA (M W& 204)¢} 07, 171, 27 B 3719 sad7)7} Aolat sy IS ¥aals
Az~ 7hes E3et),

r1r

l

AR AA] oA, Aol HBY F-3Ae] BdS Assts 2B £ HAA MAFHL, o] ZAHAEL 27
o] HBV RNAi Zr&A42 Esk3l, A1 HBV RNAI F&A= 3 571 A9 (5'—>3") AGAAAAUUGAGAGAAGUCCAC (A<
HF 171)F o] Fojz ¢tej il 7e ) 2 Ay M (5'—3') GUGGACUUCUCUCAAUUUUCU (M HE 302)F o]

Folxl A 7eE 2Febal; A2 HBV RNAD &A= 7] A<E (5'—3'(5'—3") UACCAAUUUAUGCCUACAGCC
(Mg W3 162)=2 o] Fofxl tejAlx 7k, 2 Q7] ME (5'—3") GGCUGUAGGCAUAAAUUGGUA (M W= 29

4R o] Foxl Ax TS xgheit),
A5 HAl FEjA, Mo A HBY Ao IdE Adste 2dE0] & WA MAE I, o] 2dES 27
o] HBV RNAi 2845 X331, A1 HBV RNAI ZEA= AHE (5'—3') AGAAAAUUGAGAGAAGUCCAC (M ¥ W3

7Sk 0, VA, 20 EE 3 Sk geld S MG Egehe dEAs g, R AD (513"
(5'—3") GUGGACUUCUCUCAAUUUUCU (M4 W= 302)¢F 071, 170, 270 B 371 A7]7h Aolgh A7) HE&
x3ete Al 7hes EFekal; A2 HBV RNAD &A= AE (5'—3') UACCAAUUUVAUGCCUACAGCC (ME W=
162) 071, 170, 270 3A4el AUk Gl Y] AU EFehe ez A, % AL (5'-3))
GUGGUGGACUUCUCUCAAUAUU (M4 W& 307)¢F 07, 170, 270 =& 3709l HE7|7F Aolsk Ay AdEs X33
= Az sl Egan

.

|

A5 AA Fejoll A, AlaEolA HBV Fd7te] wAS Adlsts 2AAEC] 2 WA JHAEL, o] 2HEL 27
°] HBV RNAi Z&AE E3sl, A1 HBV RNAT #g-Al= A7) A<D (5'—3") AGAAAAUUGAGAGAAGUCCAC (M€
HE 1712 o]Folx ¢t Al 7he, 2 dledy] A9 (5'—3") GUGGACUUCUCUCAAUUUUCU (A& WHE 302)& o]
Fo A shes E£35ka; A2 HBV RNAT ZHEAl= 7] AE (5'—3'(5'—3") UACCAAUUUAUGCCUACAGCC
(ME ®s 162)2 o]Fofxl QteAlx~ 7k, B d97] AE (5'—3') GUGGUGGACUUCUCUCAAUAUU (AME ®=
307) =2 oozl Al Zhes e

A AA FEjell A, AEeA BV frizke] e Asfshes 2AEol L WA AAIELL, o] 28 270
©] HBV RNAi ZH8AIS EFtetr], Alx 7hee] ad QE =] A4 e ddHor A5yt Wdsar/s7u Al
1 /%= A2 HBV RNAD 2Hg-A] o] tejdls 7hge] mEdeE=e] Ay e dddos AR Megd 5



[0312]

[0313]

[0314]

[0315]

[0316]

SSS0dl 10-2774202

ZyeEl=olx, A1 HBV RNAI Z&AE= H<E (5'—3') UAUUGAGAGAAGUCCACCACUU (M W3 175)¢F 071, 170,
27N EE 39l AArIZE el vl MESs XEsE <E4AlA si=, 2 AqE (5'-3Y)
GUGGUGGACUUCUCUCAAUAUU (A W5 307)¢F 071, 170, 270 = 37019 77} Aolsk aledry] A dS x3ks}
= A= 7tgE EEekal; A2 HBV RNAT 284l AE (5'—3') UACCAAUUUAUGCCUACAGUU (A E W3 154)¢F 0
A, A, 27 B e AATITE Aeld Y] AEEs Edtete hHAls e, 2 oAd (5'-3)
CUGUAGGCAUAAAUUGGUA (A1 w13 292)¢} 071, 170, 27 m&= 3709] ad7)7t Aolat Ay Ade xast= Al
2 7te& EEsi.

QR A Gl A, AZAA BBV FAAe] BAL A 2Pl B FAH AN, o 2YBE 2}
o HBV RVAI 2§48 S, Al sbee] FEUeEse] Ay Ex Addos A¥sh Mg n/HAY A
DS/ A2 BB R S el R e sradlerse A8 i A4 wrb g i

[e]
dSE =0, A1 HBV RNAT 2F8-Al= AE (5'—3') AGAAAAUUGAGAGAAGUCCAC (M W=
AN EE 3 A7 Aelst "yl Ades xgste dEAA stE, 2 AE (5'-3Y)
GUGGACUUCUCUCAAUUUUCU (MEd W& 302)¢F 07, 171, 27) =& 3719 177} Aolat sy HdS ¥aals
Az 7beS ¥3skar; A2 HBV RNAD 2Hgale= M9 (5'—3') UACCAAUUUAUGCCUACAGCG (M HE 188)¢F 07,
0, 27 E= 39 A7 Adelsk ] MES Edteke JEA~ e, 2 oAdE (5'-3)
CGCUGUAGGCAUAAAUUGGUA (M W& 328)¢F 07, 171, 27 B 3719 7|7t Aolat sy IS ¥aals
A2~ 7vgs Egheitt.

ﬂJU

AR A Heo A, AlEeA HBY Faxte] wEe A8
©] HBV RNAi 28415 x3tatn, A~ 7hee] 72 2 E “o

1 9/®EE A2 HBV RNAD ZHg-A] We] ot~ 7hehe] FEE QB =9 HE i Az ow ARyt Ayd
Ze o El=0]a, A1 HBV RNAQ Z&AlE A< (5'>3") AGAAAUUGAGAGAAGUCCAC (A€ w5 1719k 070, 17, 2
A T MY #AZIZE Aeld #Er] MES sk oElAA g, 2 HqE (5'-3Y)
GUGGACUUCUCUCAAUUUUCU (M W& 302)9F 070, 171, 270 L= 3709 ald7)7} Aoldt dldy] NS Eatals
A 7eS E§3ta; A2 BV RNAD ZH&4lE= ¥ (5'—3") UACCAAUUUAUGCCUACAGCC (M WH3Z 162)9F 071,
U, 278 B 3iel Fdrivh el vl Mds Edehs el s, 3 Md (5'-3Y)
GGCUGUAGGCAUAAAUUGGUA (M9 W3 204)9F 07], 170, 270 = 3709 &d717) doldt ald7] Nds Zsh
Az 7he-E E3He

A5 AA Fejoll A, AaEe]A HBV Fd2te] W& A slshe=
°] HBV RNAi ZH&A1E X3, Al 7tee] w3 E =9 A Ao
1 /5= A2 HBV RNAT 284 el <relalx 7}%‘4 FEUHLHES HAF Es ;_‘EWQ
ZH e =ola, Al HBV RNAi 2ZHg-Al= A E (5'—3') AGAAAAUUGAGAGAAGUCCAC (

A EE Y #AATIZE Aol dedr] MEE EFSe A e, 2 A4 (5‘»3 )
GUGGACUUCUCUCAAUUUUCU (M W& 302)F 07, 171, 27) B 3719 s1ad7)7} Aolat sledy] HdS ¥asl=
Az 71eS E§3ta; A2 BV RNAD F&Al= HE (5'—3") UACCAAUUUAUGCCUACAGCC (M W3 162)9F 071,
7, 27 =& 39 Azt Aol Syl MdS xgtele dEAA e, 249 (5'-3Y)
GUGGUGGACUUCUCUCAAUAUU (A< W& 307)9F 070, 171, 27 T 3719 G717} Folat sldry] dL x3s)
= Az 7tes E2§si.

.

HHU

o &L 271

2 AR7F MdEa/HAY A
A S| 1:|L =]

Fl

AL el A, Al A HBV fHAe] HHS Asfete &
o] HBV RNAi ZH&AlE EFHshH, Al 7}ﬂ4 S eE =] A $=3

/= A2 HBV RNAi 2Hg-A] wje] obe]Al~ ﬂtu FEULE =S A B AdHe PH ¥

QE|=o]a, Al HBV RNAi &A1= A4D (5'—>3") UAUUGAGAGAAGUCCACCACUU (A< w35 175)¢ 07, 170,
270 E= 39l vz Aeld dAdry] MEe Edee <t g, 2 HdE (5'-3)
GUGGUGGACUUCUCUCAAUAUU (M W5 307)<k 07H, 170, 271 = 371 Q77 doldt A7 Ads E3hst
= A JbeS 23stal; A2 HBV RNAL 284l A9 (5'—3') UACCAAUUUAUGCCUACAGUU (A€ W3 154)9} 0
A, N, 2 Ex e drvE dele dQlr] ANEES Xt EA ste, 9 A4 (5'»3')

CUGUAGGCAUAAAUUGGUA (A1 W3 292)9} 071, 170, 271 ®i= 3719 aidv)7t Aolat Sdy] adS ¥gals

2 7behs ¥¢helm, A1 HBV RNAQ 284194 A2 HBV RNAD 2H-gA19] Al 7S N-olAd-ZZ EAq S z%‘%}
v 248 Y=o HeE.

A5 A Feol A, A HBY frdxte] BES Adfste =] B Aol AAEAL, o] 2AES 27
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N

©] HBV RNAi ZH&AlE E3tetH, Al 7hee] w3 QE=o] A5 Ex ddxow dAi
1 9/%EE A2 HBV RNAD 2H&A] o] StejAlx 7hete] wEd e =9 A% Ees A

S Qe =03, A1 HBV RNAI #H8-41= A4 (5'—3") AGAAAAUUGAGAGAAGUCCAC (A
A EE 3 AT Adeld Y] AEE xdete HAx Th

F oA /s A A
2 A%k Age i
17D 070, 170, 2

S|

X

o
3
, 2 A&dE (5'-3Y)
GUGGACUUCUCUCAAUUUUCU (Md W3 302)¢F 07, 170, 27) m=& 3709 #ad7)7r Aolat sy AEde Zahsle
Az~ 71eS E33ka; A2 BV RNAD ZH&ale= AHE (5'—3") UACCAAUUUAUGCCUACAGCG (M H3Z 188)9}F 071,
R, 270 ®EE 38 #Ad7I7r Aeld A MEE Edtete dHAE e, 2 A9 (5'-3)
CGCUGUAGGCAUAAAUUGGUA (M W& 328)¢F 07, 17, 27 T=& 3719 a7zt Aolat sy IS xaa=
Az 7begg Z33bH ) A1 HBV RNAT 28419} A2 HBV RNAi ZH&A19] Alx 7198 N-ofAe-ZZEAMNS L3}
st 243 gtz AHH.

4
bl

ne

10

AN AAl HEoll A, MEA HBV F3Ae] HHS Adfstes 2AdEo] B A AIEAL, o] 2ES 27
o] HBV RNAi #8415 xdsl™, Al 7tge] wEUeEEe AR e AAAo= HWE7 W E1/HAY A
1 %/%= A2 HBV RNAL ZH&A] o] A~ 7lee] w3 doHEe] A5 e Adxow AF7F WIEE
ZY e El=ola, Al HBV RNALI ZH&AlE A (5'>3') AGAAAAUUGAGAGAAGUCCAC (M€ w3 171)¢ 071, 170, 2

~N

I =5 3 |77 Adeld dEr] AdEes Eeste <tEAlA e, 2 AE (5'-3Y)
GUGGACUUCUCUCAAUUUUCU (M w3 302)9F 07], 171, 27 T 3709 aiadv|7} Alolsl aledy] AL ¥ ahals
Az 71eS E§3ta; A2 BV RNAD ZH8AlE= ¥ (5'—3") UACCAAUUUAUGCCUACAGCC (M H3Z 162)9F 071,
R, 270 ®EE= 38 |77 Adeld ] MEE Edtete dHAZE e, "2 A9 (5'-3)
GGCUGUAGGCAUAAAUUGGUA (M w3 294)9} 07, 17, 27 T 37)9] aladv|7} Alolsl aledy] AL ¥ sl
Az 7bea-g Z33bH ) A1l HBV RNAT 28412k A2 HBV RNAI ZF&A19] A2 71E-e N-olAg-Z2ZFEAMNS L3
st 248 gtz JEE.

AR A Feol A, AXeIA BBV FAA) wAS Asshs 2R ¥ HANG AN, o] 2HES )
o HBY RNAI AH§A1E EFse, s sbae] REUE s A% wE Adgow Avsh WIS 1/ A
e A% g9 ¥

1 Z/%= A2 HBV RNAL 2H&A] o] Al Zlee] wEdoHEe] Ay e Addow AF 7t W3
FelQE=olar, A1 HBV RNAi 2HgAl= A (5'—>3") AGAAAAUUGAGAGAAGUCCAC (MY W& 1

A EE Y #@AvIZE Aeldr ddr] MES EFEE SEAA e, "2 49 (5'-3Y)
GUGGACUUCUCUCAAUUUUCU (M ® 3 302)9F 071, 171, 27 T 3709 aiadv|7} Alolsl alddy] HAS ¥ sl
Az 7beS E3balar; A2 HBY RNAT Z8A41= A9 (5'—3') UACCAAUUUAUGCCUACAGCC (M9 W3 162)¢F 071,
UH, 270 ®E= e HATI7E Aelgr #sdr] AYES Edshe SEAlA e, 2 A9 (5'-3Y)
GUGGUGGACUUCUCUCAAUAUU (A< W& 307)9F 070, 171, 27 T 3719 G717} Aolat sldry] dL x5}
= Ax AgS 869, A1 HBV RNAD ZH&A)19F A2 HBV RNAQ ZH&-A)19] Al 7hehe N-opME-ZdF ey S
x3ete BAs gr=el HE.

A Fosle dAE X
3l el xm B e IRV ol o&) opr|dE 2 1 2 A A
ok, A5 A Felol A, AD048729F AD05070S TR 3l thAaAlc Al FolEH = AD04872 o) AD05070¢] HlE=
ok 2:1 olt}.  A¥ A FeEjollA, AD04872¢} AD05070S B o R dtE A A FoldE= AD04872
AD050709] ®]i= oF 3:1 o|t}., AR AA] FEo|A, AD04872¢9} AD05070S LR 3dhi= thAACA FoEE
AD04872 t AD050702] H]& oF 1:1 ot} AF AHA] FHEo|A, AD048729} AD05070S HL = sl tidA Al
o] 5= AD04872 o] AD050709] H]:= ¢F 4:1 o|t}. AR A Fejo A, AD048729F AD05070S TLo=E 3t O
Aol Al Fol== AD04872 Wl AD050702] ®]E oF 5:1 o]t} dX AA] FHejolAM, AD04872%} AD05070S @
2 3l iAo Al FolE = AD04872 th AD050709] H|+= ok 1:2 ot}.

—

[e]

A el A, oF 1 mg/kg(mpk) ] AD048729F °F 1 mg/kg®] AD05070°] o2 Faz dh= thadAolAl Fo

I AAl FEjell A, oF 1.5 mg/ke®] AD048729F °F 1.5 mg/ke®] AD05070°] ©]& LR = 3= tidA ol
Aok, AR AA dejel A, oF 2.0 mg/kge] AD048729F °F 1.0 mg/kg] AD05070¢] ©]E AL = 3= thAHA
FolHg, Q3R A deelA, < 3.0 mg/kge] AD048729} °F 1.0 mg/kg®] AD05070¢] ©]Z Q= 3=
Aol A Foldr., AX AA Aefol A, 9k 3.2 mg/kee] AD04872¢} °F 0.8 mg/kge] AD05070¢] ©]= I w
st A Al Tk, A5 A FEjel A, oF 2.7 mg/ke®] AD048729F °F 1.3 mg/kg®] AD05070¢] o]& &
82 st gidAeNA AR A delelA, 9 4.0 mg/kgd] AD04872¢9F <F 1.0 mg/kg®] AD05070¢] o©]
S 282 st ddAddA Foddnr. AR AA] FeoA], oF 3.3 mg/ke2] AD048729}F <F 1.7 mg/kge] AD05070

e U T

for 2 0 O o

ol

=
2
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o] o] "o 2 3dl= UAldA FoAHT. AdF HA FHeolA, <F 0.05 WA °F 5 mg/kge] AD048729} <F
0.05 WA ¢ 5 mg/kge] ADO50700] © oA FoEt., Ay AA] HeoA, <F AD048729}
2 £

15 e sk oA
oF AD05070> 7NEAH o R (dE B, W7
AD050709] Z} &% 37 (& &,

=

ol A, AD04872¢] 7} &=}
< <l
AD05070°] 7t &3 v ofAlsH 2w R Alxd.

oA, AD048729] 7+ 8-}

05& ru

4

i
i
>
ofh
=
3
X

FrEEo] AD048729F FE O AD04776S o] AR = UAA A FolstE GAS =
5 YW EE= BV Al o8l o= AW e S dy o]l 2 gl JiA|
Aok, AR AA FHelol A, AD04872¢} AD04776S HR® e tlAAlCl Al FolF & AD04872 ™ AD047762] H]E=
ok 2:1 o]t}., AR A FEjollA], AD04872¢} AD04776S TaE = A A FolEHE AD04872 o
AD047762] Bl oF 3:1 ok, AR AHA] FEHoA, AD048729} AD04776S Lo I thAAl A FolEE
AD04872 ol AD047769] H|:= <F 4:1 o|t}. LY AA] YEjo| A, AD04872¢}F AD04776S LA R Sk /A ol Al
Folu= AD04872 ™l AD047769] H]:E= oF 1:1 o|t}. A3 A Fejoll A, AD04872¢} AD04776S LQ = 3t U
AN A Fol ¥ = AD04872 ) AD047762] W)= oF 5:1 oy, UX- Al Hefol A, AD048729} AD04776S T
2 &= A A Fold = AD04872 ™ AD047769] Hl= oF 1:2 o|t}.

Fefol A, oF 1 mg/ke(mpk)e] AD048729} ©F 1 mg/kg®] AD04776°] ©o]E QR = thAA A Fo
AAl el A, ¢k 1.5 mg/kg] AD04872¢9F ¢k 1.5 mg/kge] AD047760] o1& AR 3l thAakA A
"ok, g8 AA A, °F 2.0 mg/kee] AD04872¢F °F 1.0 mg/kge] AD047760] ©o]& AQ = d= A
5 %‘f\] Aefol A, <k 3.0 mg/kee] AD04872¢} oF 1.0 mg/kge] AD047760] o2 Le = &=
AR A oA, ¢k 3.2 mg/kege] AD04872¢} °F 0.8 mg/kge] AD04776°] ©]E IO E
st A Al FolEnt. A5 A FEjell A, oF 2.7 mg/ke®] AD048729F °F 1.3 mg/kg®] AD04776¢] o]& &
82 g gidAAA FoldT. A AA] e, ¢F 4.0 mg/kge] AD04872¢} ¢F 1.0 mg/kgS] AD04776°¢] o]
2 7 3= gAAdA Folgnk. AR A FejolA, ok 3.3 mg/ke2] AD048729} <F 1.7 mg/kge] AD04776
o] o]F "aw I gdAdA Fod AR AA FGeol A, 2F 0.05 WA °F 5 mg/kge] AD048729} <F
0.05 WA °F 5 mg/ke®] AD04776°] o]& %ﬁi st didAC Al Foldtt. A5 AA FEfel A, AD04872%F
AD047769] Z}7+e] &FE EA SR (& Eol, HAY FAIR) FoAET. 45 AA FeelA, AD04872¢}
AD04776°] Zt7+e] &% A (dE 9], YT FAIR) FoAHET. 9F Fefoll A, AD04872¢}F AD04776
94 7_1{-7_1{-,4 %%ESL t} el okxﬂslﬂ zzﬂ%i xﬂz:‘ﬂ_u},

QX AA oA, T3 AD048729} FE Y] AD04982E o] e R sl thAAA Fosle wAE *
sheb=, HBV 299 A= Wy & HBV #hdel] 98| ol &= AW Fe 5449 o Weo] & gaAe] 7A]
Ak, AR AA] FHeolA, AD048729F AD04982Z Qo ® Fl= thAkAld Al Fof ¥ AD04872 t AD04982¢] H|:=
ok 92:1 olt}. AdF Ax] FHefolA, AD04872¢} AD04982E T Z = tiAAO A FoEE AD04872 U

AD049829] ®]E ok 3:1 o}, U Al oA, AD04872¢} AD04982E HQE = A A FoEHE=
AD04872 T AD049829] H]:= oF 4:1 o]t}., AX AA] dejol A, AD048729} AD04982E HQE sl thaA Al
Fo] 5= AD04872 o] AD049822] H]i= oF 1:1 o|t}. AF AA] Hefo A, AD048729F AD049825 H Lo = 3 o
AR Al Fol ¥ = AD04872 U] AD049829] H]E= ok 5:1 olth., UXK AAl FEfol A, AD048729} AD04982E H K
2 3l tiAA oAl Fol== AD04872 th AD047769] M|+ 9F 1:2 o]t}

AR AA Feol A, oF 1 mg/ke(mpk)2] AD04872¢} ©F 1 mg/kge] AD049827} o] & HQ= 3dl= tlidAl|o) Al Fo
gk, A5 A FeolA, ¢k 1.5 mg/kg®] AD04872¢F °F 1.5 mg/kge] AD049827} o1& He = sl tladA ol Al
Fojdr, dF A Feloll A, oF 2.0 mg/ke2] AD048729} °F 1.0 mg/kge] AD049827} o1& TR = 3 tdA
oA Tk, AR AA HeolA, ¢k 3.0 mg/ked] AD04872¢} F 1.0 mg/ke] AD049827} o]E HQE =
A NA Foleth, AR AA] Fejoll A, oF 3.2 mg/kge] AD048729F °F 0.8 mg/kg®] AD049827} o]E dew
st tid Al Al FoldEnh, A AAl FEolA, oF 2.7 mg/kg®] AD048729F °F 1.3 mg/kg®] AD049827} o]E &
82 g dAeA Tl A5 AA FEelA, oF 4.0 mg/kge] AD04872¢t F 1.0 mg/kge] AD049827} ©]

2 o= 3= YAAdA FoEn. A5 A oA, oF 3.3 mg/kege] AD04872¢9F ©F 1.7 mg/kege] AD04982
7} olE Ho R st didAdA Fodrt. dF AA FEAA, ¢ 0.05 WX ¢F 5 mg/kge] AD04872¢} oF

0.05 WA <F 5 mg/kge] AD049827} ©]|& B = sk A A Fojdu. dF AA HelolA, AD048729}
AD04982¢] Zt7te]l &8 /EAo=R (dE Eo, U9 FAR) FojHt. A5 AA] FEHA, AD048729}
5 AA Hejol A, AD04872¢F AD04982

1 O
AD049829] Z}z}e] gkl t,fm (d& £0], 543 FAIR) T4y, o
& 153
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HoAA FeolA, SaHe] AD04580T} SE O] AD045’5E olE HWQF FtE= UIAAd A FoEE WAE 2
Sk, HBV 79 A& W T HBV el 93] oprlse AW e 249 oW Wie] 2 wAAd A

-1m

01-

b, A A oA, AD045807 AD04585E o R stE thatAo) Al FolH = AD04580 o) AD045859] H]E=
2:1 otk LR AA Fefol A, AD04580F AD04585E He® dl= thAHAl Al FolE = AD04580 Th
AD045859] B]:= oF 3:1 o|t}. A AA] FEjollA, AD04580F AD04585E TR dhe tiAAlCA FoldHE
AD04580 ©f AD045859] H]&= oF 4:1 ot}. ¥ AA] oA, AD04580¥} AD04585E HEZE 3= tldA Al
Fol= &= AD04580 ] AD045859] H|&= °F 5:1 o|tf. X AA] FelolA, AD045307} AD045855 LR = 3h&= U
AR A FEolwE= AD04580 th AD04585¢] H]E ok 1:1 o|t}. AX AA] oA, AD045807 AD045855 I
2 3l oA A FolE= AD04580 T) AD04585°] M= oF 1:2 ojtf. AR AHA] FEjelA, °F 1 mg/keg(mp
k)2l AD045803} °F 1 mg/kg®] AD045857} o] o= &b thdAlo Al Fojdrt. AR A defolA, ok 1.5
mg/kge] AD045807} oF 1.5 mg/kge] AD045857} oS @ = tiAAol A FoEl. A5 AA FuoA, oF
0.05 WA °F 5 mg/kg?l AD045803 °F 0.05 WA °F 5 mg/kge] AD045857} ©o]S Loz 3l thAolA Tl
o}.

AR A FeelA, & Al MAE HBV RNAI ZHEAlE S22 BAIEE 71RE Zte UEF g9o=24 4
Ebdl (NAG37)soll 12 % ADO50700.2 o] R AL o]& ¥ aslir):
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oo 1
[ >~ @ NN |

Q% A GelolAl, Z1AE HBY RNAD ARl (E)E Ao st ol ge] Fobe] AmAl (5, A2 AwAl,
A3 ARA B)sh EHT, A2 ABAL THE IRV RNAL A (F Fol, IBV Al Wel Hold A9E E
Ashal HBV RVAT AH8ADY 4 vk, Fbe] ARAlE E@ AR obg, WA, FA wW, L/ mEE 9
S QT HBV RNAD RS A, S ool Fbel AmAlsh W wE oleld AmAl glol, sht ole] w3y
Ash zFslol FAGH 2YES YT & Uk,

Q¥ A4 Fejol A1, JIAE HBY RV A1 (5)E Aoz sht ool kel AgAlst WgHv, o
el ABAE FEALAE ANA EE FFUAEE AsAlolch. A% A4 FehlA, Z1AE HBY RAI
$A(S)E Aenom sht olgel F7ke) ARAS WEHAY, of Frre] AL Ae|FhHlo}, HxEH]o],
Hsilo] ebglolu=, Hl-Eulo] CAXSY, BulRY, wi thE Futolels AaAeld. A% AA

Bl A, Z1AE HBY RNAD AHEAI(E)E AEHom sht olde] Frkel A wA 19+ Wes, o F7ke) AgA
QESEIT, A% A Felold, AT HBY RVAI H8A(5)E AEAen s olge] Frhel AmA

1z

J?i e

o e ot

HEHW, o] F7te] ARAE AEAR-dgtott. AR HA FEeA, 7] HL HBV RNAi ZH&-Al(E5)E A84
o & st} ol el F7HASQL HBY ARAISE HEHH, o] F7be] AmA| = HBV HAlo|t},

AN AA Fefell A, Z1AE HBV RNAT ZHEA1(5)e B9 Fof FE (5, dd FAbe ¥FH = AHd)= A
Ao s} o] Frhel AmAleh W&t AR AA FejolA, 1A HBV RNAI Z&AI(E)E st o4
o] AdeAQl F7ke] AmAleh Mrw Fold 5 vk, G AA] FEjelA, Z1AE HBV RNAT #HEAI(E)E I
& FAME Fel ol Ba= A F7hel ABAlE AT FolEn,

T WA A FoEa, s o] AEA
sk, A AAl FEjellA, 71 HBY

ofF+
oJEe A BV A BE Ay 0 A% g A ape A
RNAT #4841 (5)% S8k FALE Fol 0% WRR s Aol Felsa, s olakel Al F7ke A
BAE MR 5 FAE o Folwt,
Q5 A4 FelelA, AUl IBY RVAI A8AZ 0 Axel Aer) 8 mAzel B gaHel AAH I,
of ZAEe HA Jlo] WHAY AN WY RVAI ASAE EIB. QY A4 e, wAs A)e
AgEFEIAMA F4A) rEolth,  AF AA Fejol A, AAWNA HBY RNAI AHEAE AT AL
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7] 91 2Bl AL, of ZABL N-oMAU-HEAY HA5 2ol A4 HBY RVAI A48AE X
Fa.

A% A FejolAl, St ool AR HBY RNAT RS AL SR S8 sE Bl EE S4A FolA
ERFFBO FolEth. Q¥ AN FeolA, THEELS Aol

BE 293 wfolel2 RNAL #H&A1(E)9 AMHE2 HBV 74 ddd AZ/ el A54 9/xme did HXE 9
sk WS AlFett. 7]AlE HBV RNAL 2841 BE 2H§d wiole]so] A gl/me whye] H g gk st o] 49
Tz FEES AEfsr] H8] RNA ZHES mpzsttt. 53], & E°], HBV RNAI &A= AlX, 23 =&
ERsEAA vtold s FFEA, Fol didE, 39 3, - H/xEe X gdE AT 4 vk, HBY
RNAi ZHg-Al&= HBV HES X853k d AR8d 4 vk, HBV RNAD 284l mek HBV 7Hda) #ddd w4 7t
A/, 25, Afrs 23 2 S48 G, dE Eol, ¢ A5 Ee st d AMEE & drk. 4R
Al FEjell A, WHe didAel A e DE 1Y wlolg A(HDV) o XEE FrtE Egheitt. aegh WS HBY
RNAT 2H8A15 HBVE ¥ Abg e oA Folsts AL Zhsdr. %3, AAdolA HBV RNAT =84
£ 7F Mo dEstr] g 2=l ZAET

Shut o]4e] HBV RNAI ZH&AIE Edete oFAISHA 2AdES T4 e A X857 a9 =R ot o
Ao g Fod 4 . Fove AUy Fol, U Fo, I3}(subcutaneous) Fo, EHAU Fof, (d&
o], olA¥ AAE F%) 23 (subdermal) 7o, B TP FAY F JAR, o2 FFHA gevh.
o AA oA, B Ao ZAE FAletE 2AHELS 1§ Al o8 Fojd).

ZAES BV % Ee HBV 4o o3 ofrjxv W e 23 A=3
H e}

R RS 2 WA 71 wkeh 22 HBV RNAL #HE-AlE oA,

B WA AREE = mbek REo], §of "l EdeHE" ' "EEFEUEHE": 47 SHAoR WYy
A AP EHA F& ¢ e d2dE wEUAEY STEAE .

2 ALl AFE-EHE vkel o], "RNAD &AM EE 'RNAL EZ|IA"E MY FolA w2
A RNA(mRNA) “dARAle] WS EelistAAy A = Sli= RNA E= RNA 4 (S =
RNA) &ElawEd o= = 2ES 9rEnt. 2 AN ARSEE ukel Zo], RNATL ZHE-A
T RNA 2R WAYSES S frEs AIES RNA M AE 7190 (RNA f% 35 53 (RNA-induced
silencing complex) B+ ), Ee doe] dijkAel HMAUS(E
EE ARE) o8 %

HAUES &3 72 2
Fol oa FEHA o2 FAHA ek, 2 wWAAC JHAIE RNAL AEAE Al 7te iy Als The e
2 TAE, #S M RNA(siRNA), ©]F 7beh RNA(AsRNA), ©ho]=i& RNA(miRNA), Z< o]¥l RNA(shRNA),
2 t}o]a] 7]A(dicer substrate)= ESSIATE, o2 A A] k=), X WA 7]AF RNAI ZHEA2] <t
BlAlz 7hee 4 3tE = nRNAol Aok 2 dHAelty. RNAL &84l W¥dd wEYUEHE W/Es

PEH o
St ool v-zaxrdl sz Agow T4 & Atk

2 oAl AgRE ke go), Fold fAe WAL AFet A9 g0 AR, par, A, "8
24", Et S0 (mockdom)'S, 1 FAAZYE AAEE RAS FF EE O FAA AAEE AE,
A T, 2A, EE AN IRAZFE WSt SN S, wud g qugile) FE4 9
A SAHE A9, AE, AEe , &4, A%, B oA B GAdel AAE AL 48A9 2 27
o e g W 28A AdEA ge A2 A, Axe #, 24, /%, Ex g dase o
FrAAe] wHol gage ojvlan,
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A48 7F 2 WA el A= k. Zhzbe] HBV RNAQ ZHE-AE Al 7heba) QrEj Al

Al 7beat RFEAlS 7hee Zbzh Zol7) 1670 iA] 307K el LEl=d 5 glok. dF AA ¥

Al B RME Al Thee ZbzE AelZh 177 A 2670 rEEl LB =
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fU g

U dold F U el dojd F vk, AR HA] FEolA, Al
o= Zo7k 177) WA 267] wEELE =t AR A Fejel A, Al
2 do7b 177 WA 217 el e =elt. AR AA] FejolA, Al
WA 2670e] FrE el SLE =t A AA] FejelA, Al

Az 7bee Aozt of 217 wEaeE=oltt. dF A o
=Rl @3, el T dolrt of 237) wE Ul QB =olth. AN Al FEjellA, Al B Al T
Zyzy Aolzk 26709 wEElSE=oltk. AR AA FEjel 9lolA, RNAL ZHEAle] Al 9 e Alx Jhere 7t
7t myE oz Zo|7k 1770, 1870, 197, 2070, 2170, 227K, 2370, 247W, 2570, Hi= 2670¢] FFEe e =olt),
A AAL GEel glelA, olF ZhE RNAL AH8Al= o 1671, 1770, 1870, 1970, 2070, 2170, 2270, 2370 E+
24718 w2 LB =] o]FA HolE 7hth. Al Zpe} bE Al Zhe Aele] o]eldk ehdk = A A
FRA G dFAow o7k 1570 WA 2578 (& Eol, 1670, 1670, 1770, 1870, 197K, 207K, 217, 22
M, 2370, 2470, mE 2570) FEERQEEelAL, FEAlz shee] 51 el EE o] A EAFT (dE &
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Az 7hea) bEjA 2 7 ZbzE o)zt 1671 A 23709 #A7IQ1 3] ~EHA] MES Frdh. e
22 7o) 3o 2E#A] AEe HBV nRNA E Aol EA8te FEHLEHE Ad (du2 oF 5o, 14 Ad=
A1 8)ell 100% (LEEHA) ARA oI AY Holm oF 85% (HAAoR) drAolt), Al 7igte] F0] AEHXA
Mde etej s 7her Yo z:ol AEHR A 100% (HsHA) Ar Aol Ay Holm= o 85% (HAHoR)
R A olar, olo wh A~ shEre] Fol AE#H R AE-S HBV mRNA Ao EA8E wEEEE Ad (4
M)zt dEEA FAAY Holxm of 85 FAsITE,  Alx vhEe] o] AEYA MIe FgEs SHE A
o] MAd FLg dold F UL Aol dold 4 vk, AN AAl FEjelA, FEAlL There] Fo] &
EYR ML dolzt 1670, 170, 1870, 1970, 2070, 2170, 227, Wi 2370 FEd Qe =0t UdR A ¥
Elof A, Az 7iehe] 3ol 2EHX AdE dolzt 1670, 1770, 1870, 1970, 2070, 2170, 2270, &&= 2370 w2
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[0395]

[0396]

[0397]

[0398]

[0399]

[0400]

[0401]

SSS0dl 10-2774202

H Lo El=o]t},

HBV RNAi 2-8A1S Fdshs H AREE= Al 5 RFEAL: 7he
=1 = A

2 9 wRUoE= Adel o7k X 3 % & dof A
Fuo} k. E 3 % 49 WFALHE NS P RN 46

3
Al o] FA e o7F F 5ol AlEHo] At

g2 oJd ™ (annealing) o] o]|FAE FASh. HBV RNALI ZH&A9] Al
o=, AHAHoR Ey $H3 FEAY 4 vk, AEA o]FA A9
ElAlzo] o] 2EHA M Holk oF 85% ArE Aol ALt 100%
o] ;o] ~EHA ALDL UAEAA Jtee] F:o] ~EHA A E9]

A&k 1670, 1770, 1870, 1970, 2070, & 21709 wEUEE A g Hojx oF 85% H& 100% R A<
A% 167, Holx 177], Aol% 187], ZAol% 1971, Aol® 20 7, TE Zolx 21719 FEHLEHE Ad
sl (5, HBV RNADL ZH8A|] Al 7heha) QtEjAl~e] Fo] ~EH XA ADL Hojm 85%7F 78S o]
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2148 e E = gl A1),

AL Fefell A, 2 wAA el ZHAIE HBV RNAD ZRE-A] QFEjAl Zhehe 2 EE R 39 1ol el
2 7he A 070, K, 270, EE 30e] wEUQE ST dolstth. AR AAl FEelA, & A A
¥ HBV RNAi ZHgAl9] A2 7behe 3 2 e ¥ 49 999 A sht Adn o7, 0, 27, == 349 wF

e =s} gol s,

2 HAA ] 7]1AE HBV RNAT 2H&-A] Al 9 tE A~ 7hee] dole mgA4ow do|rt 167] WA 307 7
e =t AR AAl FEHA, A 2 Hog Zdol7t 1778 WA 267 FEULHE
ojth, AR A Fefol A, A H otE| Al 7S ok 197) WA 267] wwEEULEl=o|th. AR A g
Bloll glojA, Z]Al® RNAT ZHEAlQ] Al E QtEAlA vhee Sy oz Aoyt 177, 1871, 1970, 2070,
2170, 2270, 2370, 2470, 2570, E& 26709 wEeE LE=o|t). 2~ 9 QEEJAlA 71ee Fdd dojd F 9l
A Aolgt dojd 4 vk, AR AAl FHolA, Az shea QbEjAl T Zh2E dolrt 26719 wE YL
Elsolt, AR HAl FEdA], A& 7tg-e dolrt 237 FEHEL Al =2 Aoz} 2178 ¥
Sl eE o, AN AAl FEelA, Al s Holrt 227 FEElEE=elar, FEAlA Thee Holrt 21
N FEdE=e EoAA FEolA, Al 7tEe o)yt 217 FEELE Ee L, e Al FlERe Zo)
7 217 wEYULEE= AAl Fejoll A, Alx 7S Aoz 197 FEY LB o1, SHEAlA 7ehe
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3 A4 "epel A, shtel shekel 31 g
QPR FEALE =G 9 olg. o
ahuel Jherel 3 %R F2EUQEE F et oS tE shtel shuel et olael 5 4

B A4 FeelA, HBY RVAI 8 30 AgRE 2 e
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o foXx

05 A A] FEjo A, HBV RNAQ ZH&A1= Zol7b 170, 270, 370, 470, 570, =& 67) FEal o =¢l 3" dFy
5 zZte S AlA S ¥33g. & AA] FEjolA, HBV RNAD AgAE dolt 1], 270, EE 3 FF
PeE=0 3 AFFE Zhe e A JleS ¥E3T. AR A e, St AA vhEe] AR FE
2EE F 3l o]e g4 wiE Eud {FEEQE s, i A2slE HBV mRNA A dd AR A FEE L E
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[0407]

[0408]

[0409]

SSS0dl 10-2774202

=5 FFt. AR A FeelA, 3" Al ThEe] ARE vEs EFsAU o]® o] Fo A A, o]
2 4 HA ek=vh: AUA, UGCUU, CUG, UG, UGCC, CUGCC, CGU, CUU, UGCCUA, CUGCCU, UGCCU, UGAUU, GCCUAU,
T, TT, U, WU (Zt7he 5'0lA] 3" whegko = vsdg).

AN AR FEelA, Al There] 3 T b BV wEdeA=b)E EFE 5 ook, AT
2N Fejol A, Ab B AbAbE SFEJAl2: 7behe] 3' whio] HzbE 4= glt).

X AAl e A, HBV RNAI Zr&A= Zol7} 10, 270, 370, 47, =& 57/ FEILEEQ 5 AZRE 2z
= HAs TheS EET. ohE A FejellA, HBV RNAD AHEAlE dolzb I EE 27 EUSEHES
5" ARNE Zte AR ThES 23T AR AA A, <tEAlA Thee] AR wEUHE F
st o) Sk T Y [EEeEs, £ AEss HBV nRNA M de] AR wEIUSHEE X9
ek AN AA] FEjelA, 5 FEJ Al Jhete] A= UA, TU, U, T, UU, TT, CUC (ZHZ} 5'llA] 3' w3ko
2 ude)E EFsY o7 o] FoAA AN, o7 FAE A gtk JElAA b, EAdes A, 71AE
dele] 5' QEElAlA Thete] Aok A A7) ZIAlE delel 30 AFN-E 7HE ¢ Sl

A Al FeEjellA, HBV RNAD 2H8A1= Zelzk 10, 270, 370, 470, EE 5/ wEEeE=el 30 AN-E 2
Bl b ZEET 4R A4 FEA, A vhee] AR RS F st o] obewal,
ok, e EHud 52U QB =, AT tel w2 B =, EE HBV mRNA A2 W9 I B = d&dte
TEUHLEHES EFd. AN AA FEelA, 3" Al shee] AR v EFeAY o1§ o]Tomx]
gk, ol& A etk T, UT, TT, UU, UUT, TIT, B+ TTIT (ZH2he 5'0lA 3" wdow vd

AN AAL Fefell A, Al here] 31 G Frke] BT g

oAEE ZIY & AT, A% A4 gy
Fejol A, Al sjetel 30w
3 44 Weel oA, st

]
2z 7pge) 997] A Aelel A9

oA, UUAb, UAb, T Abe Al 71de] 3' die Hr7i=d

ol A7kE skt olgel Rivly wEFAeAsE 448

ool HHE TAYY FEAOALE R 4840 BA zies)
S

ol

A )

2 5 k. 9% A4 Fejol JolA, RNAL AEAlS A slehe] WER(E)e] B o] 2Ao] st o4
QAE R FRALANSE T A RAL AeA B4 EE U aUsE 54 PN 5 9
o}

AR Al FEol A, HBV RNAI 2H&Al= dol7k 170, 270, 370, 470, 570, ®E 67 FEe e =l 5 AR
5 Zte Al JtEs xSt A AA oA, Al 7tEe AR wEELEE F sy ol
T oftlxAl wEYQE S, 5 HBV mRNA A|E 9] FELHEN ASste wEUEHEE xdeit. o
2OAA FEA, A& T 5 dAREE hed 4 A, o2 AR ek=th: CA, AUAGGC, AUAGG

AUAG, AUA, A, AA, AC, GCA, GGCA, GGC, UAUCA, UAUC, UCA, UAU, U, UU (22 5'ollA 3" #goz a4
M2 JbERe 30 AR R EE 5 AFRE A 5 ok,

A A el A, Al ZhEe] 5w F7he] BV rE Ul A =(Ab) B e e A =5 (AbAb) &
Eoe = gluk. A5 A GEfell A, Al Tk 5 giel HbE sy ool FAVIAY wEHLAEE 9
A ook (invAb). G5 AL FEjol lolA, s o] e Jdd FA7IA rE Ul A== RNAL 2HgA] €]
x4}t Gr=eh Al vhee] el AE Abolel A & vk, AN AA FeEfel]l dolA, RNAD &9
Al Zhge] W (S)ol = o] A skt o] AddE FAVIE wEUAEE e A2 RNAL &
Ao &4 e e avHe 5S4 FHAE 5 A

HBV RNAiI #H-8A1E FAdste vl AMSHE FEALHE AE o7 31 3 B 3 400 AlFEe] Slvk. I A
FEfoll A, HBV RNAD 2H-&A|9] <ElAl~ 7he2 3 :M delel Mo wEUEE MEs AT, A5 A

Al Ejel A, HBV RNAT ZH&-A9] ete]slA 7hehe & 39] 9loe] Ao wEaLE = 1-17, 2-15, 2-17, 1-18,
2-18, 1-19, 2-19, 1-20, 2-20, 1-21, 2-21, 1-22, 2-22, 1-23, 2-23, 1-24, 2-24, 1-25, 2-25, 1-26, ¥+
2-269] MAS xFeth. AN AAl Feoll A, HBV RNAi 2}&Ae] Al 7}ﬁL T 49 Yol Ade] KL
B= S 233, a5 A Fejol A, HBV RNAD ZH&AY A2 71ehe F 49 oo Hde aﬂoa
= 1-18, 1-19, 1-20, 1-21, 1-22, 1-23, 1-24, 1-25, 1-26, 2-19, 2-20, 2-21, 2-22, 2-23, 2-24, 2-25,6 2-
26, 3-20, 3-21, 3-22, 3-23, 3-24, 3-25,6 3-26, 4-21, 4-22, 4-23, 4-24, 4-25, 4-26, 5-22, 5-23, 5-24, 5-
25, 5-26, 6-23, 6-24, 6-25, 6-26, 7-24, 7-25, 7-25, 8-25, 8-269 N <E& X3},

A5 AN Fejel QolA, B wAM ZAE RNAL AEAS A W el Sl U S0 FEAE
=g PRt QR A4 Fejol QoA B AN JAE RNAL 84 A2 R crelAls Thehe gold
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[0411]

[0412]

[0413]
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Zo FEALUEE FHAT. Y AN Ful golA, RAI A& A sheke] 51 arsh el )
ol 30 Wi BAEGlny) BRE @48, 9% 44 Fejol QolAl, RVAI 484 A el 30w
Bol Qe Jbghe] 5 R BAE BRE gAd. 9% A4 Felel golA, RNAI 4849 F Br
e Bg gyat. 9y A4 Feo] QolA, RNAI 4849 o= BRE BUE Bas) ol B 1
AAel AHEEE vhsh o], BAE BRE 27)e] ojdYe shete] wa wEeoE=st duael (4 @)
42 Pyate) A ool glolA, RNAT A-gAle] Al 7h

/‘5:‘1_
ol 5' @i EAlx shehe] 3 @i = g gAt. 9% A4 geel doiA,
RNAD 28419 A2 shehel 3' @Sk Qe Jlere] 5 wE Sdols wR-E P4wt. Ay 44 o)
of glolA, RNAI RHEAlSl o WL elol= wrE FABTH ¥ 44 Felel gdolA, R 28A o
L OERE Sdols uRl otk R wAlAel AgE: wheh gol, Eelol= @i 27)e] odYH shete
FEHLEHE S PSRN (5, W3 (overhang)S FA3HA] fA|NE) dH Aol & (5, HFR
48 BHee) olF A R AEA WS ARe 2 WANG AEHE v gel, oM
Ve RNAT H8A19] @ shehel wiel gl sht ol ge] e olFA %e yeeEse sEeFol,
e Rl oEEE Ala sb Em Qe sl e EAle, 3
A Bl QolAl, RVAT AHEAlE tes gReth 2a
B, BYE w3 oMd By, =

5 5 5,z
-, 2708 50 e g 27)e] 3T omd |, 5 endl dhitel 31 oW Ty 279

d
=

M E ook
= ol —{Eogﬂgﬁ&omloomrzrﬂ\l
to
Z
ol
Lrﬂ\lm

o

2

el

2
i)
4
o &yo
ol

t
s
N}
=
lo
A
i
[t
=)

=,
o
o
f
2
N

A7) (B %‘1371

(A), Fobd(@), »

rr

l-m
)
3 i

5
i
g
0
_YE
In
o
@
lﬂ mln
2
ﬂliﬂ
o rm o
ful
[
by
oZ
2

]
[—m
i
ST
4
pass
+

e (B
ot -
it o

Y
S
¥o [ ¢
By Aﬁ
H oy =
ro é
i =N
j"_"; -
¥ %
ﬂliﬂ
& 2
fo ”
Ui
[ ke
o
>
)
ot

et

BAA o)A, HBV RNAi 2Hg-A)

= =49, 23, v 79 oA AFxHAY ATHc. o
Elol A, HBV RNAi &A= UJEF do w

H o L
24 Azdd. 23 dEls 2 BAAl JiAE

A5 AA] FGeje A, HBV RNAL 2HEAl= 3k o]/de] Bidd w2 =g hReth. 2 wWAAC AHgE=
upel el "®i¥gE JwEHHE'":  EHFEIHLHE (2'-3ol=FAd 0 wEIREZ) o]99
FHeE =t AR A FEHAA, FEHLHE=S] Holk 509 (& o], Holx 60%, Hol% 70%,
o 80%, X X 90%, HolXE 95%, HAXE 97%, Ho%E 98%, ZHE 99%, T 100%) 7} WP H T LE| =0l
. 2 A AMEEHE Hbel o], ®HYgHE wEULHEE HSAYEFEILHE, FE
7173 wEHLEHE (2 WAACdA AbE EAIE), 2'-¥¥" wEEeEHE, 3" 0 3 A% (
H A o)A invdN, invN, invn, invAbE JFAIE), HHA 7] £33 FFYEHE,
El= SAH(PNA), 2',3'-seco wEHALLHE fFAM (= A€ (unlocked) 3371 %*}Zﬂ
A Now 5= NONAZ BA18), e (locked) 72 el LEI =3 BAIMAA Ny = NLNAZ FA1H), 3'-
(2" FEHANED 23%H) wEFHHE (2 HAAA 3'-0Men® EAF), 2'-F-olgtH| = FEHLEE (
YA Ao A NIANA == Nfgw= BEAIE), 5'-Me, 2'-ZF20 2 FEHULEHE (E "HAAA DMe-NfZ FAE
2Xdr FEUQHE, Al X2FYolE HSAYUERFEULHE (£ HAAdA vpdNoE FAIE),
AFYOE 3 wEUEE, B AlolFeE gl ¥ATYOE 34 FEUQEI=(cPrpN)E E33hA 5
A e 2'-HEE FEYHE (5, 5 9 7 1279 2' A sfol=F4 7] o]¢f9 &
]OE]‘:)L 2'-0-"d FEUoHE (FEUdHE Ao &AEA 'n'o® FAE), 2'-t5A-2

SHHE (3 WA A NIE FEAH
H]Qﬁ] S LHE (2 HAAAA dNeZ ZAIE), 2
JATel Al NN = 2'-MOER A1), 2'-ole FEAoHE, ¥ 2'-47 wEULHEE E3sA,
| &= FoIxl sRHE U BE A7 ddsiA WEd dav glok. dHE, sy 23] Wy
wd HBYV RNAL 2HEAlell HE= AAo] o] ' wEU e = xeE o Slvk. HBV RNAQ #HE&Ae] Alx
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[0414]

[0415]

[0416]

[0417]

[0418]

[0419]

SSS0dl 10-2774202

e Aol exw gl ofs) AL/ HAAY HEdd = . & 7 I E =

N
A8
-
0
i)
ri‘
[
N

ke A A B A AV, s 5ol s-AgkE dHvd, 6-obAvEH | 5 N-2, N6 B 0-6 A&
#d #F9 (dE 50, o=z Rgotdld, s-2Ryde-ebd, Ee S-ZRIIAEN), 5-HEAEA (5-me-
0), s-sfel=mAmY A=A, e, sfo] £34E, 2-obulicobdld, ofHld B gropde] 6~ (eE 5o, 6-
e, 6-old, 6-ofolhZed, B 6n-FE) A, obHld B opde] -9k (AF 5ol 2-Hd, 2-9]
9, 2-opolhred, B 2n-WE) B UE 4 fRA, 2-E e, 2-EQEW, 2-E oA BN, 5-FR S
g, AR, 5-ZR3d e, 5-Z2ud AEA, 6-obx e, 6-obR AJEA, 6-okx E|Wl, 5—¢-ehd
(Fregehd), -Eefepd, 82, 8o, g-Ad=sfolnd, 8-Elohd, 8-dto|=HAd § thE 8-A| ke

oheld 2 Folyl, 5% (% Hol, 5-uE®), s-EdelErowdd, @ the 5-A%E S L AR,
TAEehd % 7-dlgeldld,  s-obdpeld W s-obdeldld,  7-dlebd,  7-debxoluld,

s-vlolA ol % 3-vlolAolel g & Eakan}

A% AA Felol QolAl, R¥AI 48AS] FFAeE=Ee] AY wi 4ddoR A/l WP FeeE ol
o2 Aol ALgEE weh gol, EAsh: wEUcEsY Adxon Awsh WP w2
AL 4841 e uirFe o E =Sl A et erells b B mEelA 4] ol (Z, 07, 1, 270, 370,
EE D) FFACEEE 2t R ASAG. ¥ AN ASHE uis gol, EAlt: hEeeEs
o AAHoR A¥rt MPE FIALE S Ax sbehe eluirFd sl Ax A 2 olat (F,
AN, e 27De) R2ALEES 2 As bttt B WA ALgsE vkt o], EAshe w2
cElEe] AAHos ARt WHH FEALE T e e PR sl A2 setl A 27 ol
3 (Z, 00, Vb, EmE 20 F2AQEEE 2t e sbetolnh, A¥ A4 Fejol A, RiAT AEAl
st olge] HEULEEE dniFeor st

AR AA Feel A, HBY RNAL 284 st ole) wreler =
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|4, HBV RNAiI Z}-&Ae] A2 7pe2 170, 270, 370, 470, 570, B 6719 XX =EE

g < 4 A7, BV RNAD Z-gA9] <tElAlA 7bg2 1K, 270, 370, 47, 570, = 679

LoolE AE T 4 Y, B AL e EAA vhe & BEe syAeR U, 278, 3,

M, 57H, HE 608 EAERE QM OE AS FFT & odvk. AN AA] FEjellA, HBV RNAD 28] 4

2 bk DN, 270, 3/, Ei 4709 EAERE QA OE AFE TR F AL, HBV RNAQ 2-8-4]<)

2 ke A, 270, 370, B 4709 EAEREQOE AFE FHT F JAY, T Ax g
o

=
2t B REE =gdoz 1], 2/, 37, BE 49 EAEZE

Lo
9,

K to
[
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ofh
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QFE]
QFE]

AW AN Felel A, HBV RVAD 2HEAS] Al Jhere Holw 27 EAEEE Qoo E
TR AN AAD GEelA, Aol 270 EAARE|QoE FEHULAET A
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25 9% 1-3°¢ A= FEHULHEE Atolol Atk EF AA HueA, Aok 2/]e] EAXRTE|Q0lE
FEYLA = A¢e Alx 7here] 50 G RRE 9% 1-3, 2-4, 3-5, 4-6, 4-5, EE 6-89 Y= FEILE
ZE Alolel k. A5 AA] oA, HBV RNAI ZH&A|] AL 7hee 47]9] TAXRH QO E 73
QAET AdE ettt A5 AA FHolA, e xAZREHQOIE FEHOA S AR Al vhd
o] 5" GRZRE A 1-39] U= wFULEE Alolo] x5 dR-ZRE 91X 19-21, 20-22, 21-23, 22-

24, 23-25, Hi= 24-26°0 Sl wEHLE =S Abelel Qlvh. i Al FElelM, HBV RNAD A-EAl= Al 7t
Ho|% 27)e TAERE Qoo E FFHAQLA = AFE aen e shet ) ) EE o] 24X
T

[0420] A5 AA] YFEA, HBV RNAT g-8A41= sy o] gy wEHoE= 2 3y o] Hyd wEdlA=
4 AR FHAT. AN AN el QoiA, 2 AP pReo e WE wRAAED A% 2@
.

[0421] HBV RNAi Z-&A]

[0422] AR A FeEfol A, B Ao A E HBV RNAT ZH&AlE 317] F 1o YERd HBV Al Yo mxE o] &
Aol = HBV FdAE wA sttt A5 AAl PJejo A, E HAAY ZlA]E HBV RNAT 2F-8-A1<] QFEjAl~ 7}
2o F 1o JHAlE EA HBV 19%A] A do] 243, AAXow T AHojx FEXor AHZAQ F:o] AE
dx qde £}

[0423] [ 1]

HBV RNAi Z&A4 & 9 g ¢ 2] 21 19 %3 HBV cDNA E4 A< (B & 7+ vlo] 3] 2= (A BELY ADW2).

521213 A, 433 Al GenBank AM282986.1 (A€ HE NZHE FalF).

HBV 19 %] Ax ¥ 239 HBV
AE Wz R g | Ad ¥z 19 | w2 99
5 —3) ikl

2 GTGGTGGACTTCTCTCAAT 256-274 S ORF

3 TGGTGGACTTICTCTCAATT 257-275 S ORF

4 GGACTTCTCTCAATTTTCT 261-279 S ORF

5 GCTGTAGGCATAAATTGGT 1780-1798 X ORF

& TAGGCAT/ 1781-1799 X ORF

[0424] CTGTAGGCATAAATTGGTC
gratm, <k

ElAlx 71k (5'—3')¢ 199 A= %
A5 ] Felol A, HBV RNAI 2H8-Al+=

[0425] AR A oA, HBV RNAi 2H&Al+= <reE] Al 7het
| .
e 1o AAE 198 F4 Ade 199 94X

WAL 1974 4 ML l‘fH A=k A71EE B4

S Q1A WRE A

[(0426] Q% A FelolA, HBV RVAL AHEAIE QrElAls b ms], el b (5'-30)9) 29 AAE E 1
of AR 19%A EH Ade] 189 AN A/1HS FHE S vk, AT A FelolA, BV RVAT AHEAlE
QPElAl Fbehe EFF, el b (5'-31)] 28 U4 18 ARE & 1o ANE 103 £1 A9
18¥ WA 28 917o) AXE A7) guA drlsh A7 @9e 4T 5+ Ao

(0427] A% A4 el A, HBV RNAI F8A1% al7] = 20] vEpdl Hof 1994 FReloEE AdE ke
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[0428]

[0429]

[0430]

[0431]

[0432]

[0433]

[0434]
[0435]
[0436]
[0437]
[0438]
[0439]
[0440]
[0441]
[0442]
[0443]

[0444]

[ 2]

HBV RNAi #-279] b8 4= 7he @ 2 7hete] o] 2547 42 (W= F9)2] 72U 2EE).

SSS0dl 10-2774202

el A A=A A
ez (' —3) Mgz (5 —3) Addz19 47
A9 %) 9 %)
7 AUUGAGAGAAGUCCACCAC 31 GUGGUGGACUUCUCUCAAD 756074
8 UUUGAGAGAAGUCCACCAC 35 GUGGUGGACUUCUCUCAAA 256274
s AUUGAGAGAAGUCCACCAN 36 NUGGUGGACUUCUCUCAAU 256274
10 UUUGAGAGAAGUCCACCAN 37 NUGGUGGACUUCUCUCAAA 256274
1 NUUGAGAGAAGUCCACCAN 38 NUGGUGGACUTUCUCUCAAN 256274
1 AAUUGAGAGAAGUCCACCA 3 UGGUGGACUUCUCUCAAUT 257-275
13 UAUUGAGAGAAGUCCACCA 40 UGCUGGACUUCUCUCAAUA 257-275
14 AAUUGAGAGAAGUCCACCN 11 NCCUGGACTUCTCUCAATT 257275
15 UAUUGAGAGAAGUCCACCN ) NCCUGCACTUCUCUCAATA 257275
16 NAUUGAGAGAAGUCCACCN 43 NCGUGCACTUCUCUCAATN 257-275
17 AGAAAAUUGAGAGAAGUCC 1 GGACUUCUCUCAATUTTICT 261279
18 UGAAAAUUGAGAGAAGUCC 15 GGACUUCUCUCAAUUTTCA 261279
10 AGAAAAUUGAGAGAAGUCN 16 NGACUUCUCUCAAUUTUCT 261279
20 UGAAAAUUGAGAGAAGUCN a7 NGACUUCUCUCAAUUUUCA 261:279
21 NGAAAAUUGAGAGAAGUCN 18 NGACUUCUCUCAAUUTUCN 261:279
2 ACCAAUUUAUGCCUACAGE 19 GCUCUAGGCAUAAAUUGEU 1780-1798
3 UCCAAUUUAUGCCUACAGC 50 GCUGUAGGCAUAAAUUGGA 1780-1798
24 ACCAAUUUAUGCCUACAGN 51 NCUGUAGGCAUAAATTICST 1780-1798
35 UCCAAUUUAUGCCUACAGN 5 NCUGUAGGCAUAAAUUGGA 1780-1798
26 NCCAAUUUAUGCCUACAGN 53 NCUGUAGGCAUAAAUUGEN 1780-1798
27 GACCAAUUUAUGCCUACAG s CUGUAGGCAUAAAUTUGGUC 1781-1799
28 AACCAAUUUAUGCCUACAG 55 CUGUAGGCAUAAAUUGGUU 1781-1799
2 UACCAAUUUAUGCCUACAG 56 CUGUAGGCAUAAAUUGGUA 1781-1799
30 GACCAAUUUAUGCCUACAN 57 NUGUAGGCAUAAAUUGGUC 1781-1799
3 AACCAAUUUAUGCCUACAN 58 NUGUAGGCAUAAAUUGGUU 1781-1799
32 UACCAAUUUAUGCCUACAN 50 NUGUAGGCAUAAAUUGGUA 1781-1799
3 NACCAAUUUAUGCCUACAN 60 NUGUAGGCAUAAAUUGGUN 1781-1799

o7 Al W QrEA bt A

AR AA] Heol A, 2 Ao JfA]E HBV RNAi
axt o7, 10, 270, & 3 wF
2kgA o] Al 7hEL

¥l HBV RNAi 2189 SPejAlz 7heh A diEnt
oltk. W3 HBV RNAL zZHgAle A 7}
ATk, HBV RNAL ZHE&A1E gl 3

Bl vyy o =d 4= o,
A (2 3 9 X 45 X330 AHEEE b)
el 7] g8l 817 ®o)7F AMRET. @dabE, A

—~

A wf, @FA7F 5'-3' -E ol AH 2 A g

obe i 2l-3' - 5] o] E
AE Y-8 - 2o E
= Jrol

= $-Yd-3'-E 2o E

N-3' -2 o] E

(et D (@] =
1

n= Y29 2'-0Me M2H FFUE=
a = 2'-0-veold =

= 2'-0-wd ot = 21-3"
c = 2'-0-mMEAE -3 -2 A0 B

EAEH-3'-E AZZE] Qo] E

SXEAERE QA OE

= 2107

z o2 o] Fo]x = I
E vAgE FEUeHE & g,
o

[e=]
=

chiia}

A-gAl9] obE 42
doEEs} golsith, AR A

& 29 oo Alx T MEd 071,

oluje} of
olye} of

_75_

V RNAT ZHg-Al9] A~ 7}@711 oFE] Al 2~ 7}et
a"?‘ AAl el A,
Zb= [BY RNAI ZHgAle] A

170, 274,
59 7127} H
59 71%7F H =]

0], # 3 E 40 YdE Zhzbe] njEddE Hd U9

3

i

Ml oft

KR
—
o o
2=

F 29 FEHHE A

=]
= dddes AR

-

7hee & 29 ool <A 7hE A

HEfoll A, = A A e A HBV RNAi
= e wEHSE =T Aolstitt.

= g Ado] & 39 Alwy

= HHEE AMdo] & 49 AT

Zyzke] wE e



[0445]
[0446]
[0447]
[0448]
[0449]
[0450]
[0451]
[0452]
[0453]
[0454]
[0455]
[0456]
[0457]
[0458]
[0459]
[0460]
[0461]

[0462]

[0463]

[0464]

[0465]
[0466]
[0467]
[0468]
[0469]
[0470]
[0471]
[0472]
[0473]
[0474]
[0475]
[0476]
[0477]
[0478]

[0479]

t = 2'-0-vE-5-mE -3 -E Ao E

ts = 2'-0-ME-5-mE 2| d-3' -2 A ERE| Qo o] E
u=2'-0-mEfU-3' -E o] =

us = 2'-0-ME-Yd-3'-E XX 2 Qo] E

NE = Qdele] 2-EReR WyH wRUE:s
Af = 2'-ZF S Rold -3 -EAu o] E

Afs = 2'-EF QRO eAl-3 -2 A ERE| Qo 0] E
Cf = 2'-EFQRAJEE-3' - 250 E

Cfs = 2'-EFQRAHU-3'-EAERE| 20| E

Gf = 2'-EF Q2T olhel-3' - X v o] =

Gfs = 2'-ZF QR T0}e]-3' - X2 E RE| Qo o] E
Tf = 2'-3F 925" -HdSgd-3' -E s o] E
Tfs = 2'-EF Q25 - U-3' - X=X ZE 2 9 9]

5 2
AN = ofe] 2'-HSA Y RFEY LE =
dT = 2'-ElSA B r -3 - 25 0] E
Now = 2',3"'-seco wEHLEHE
Nixa = A FEUeg=
Nfgn = 2'-F-olzh] e 738 2 F
N = 2'-HEAE FEH =
Al = 2'-H]E A ol Al -3 - E AT o] E
MMs = 2'-H 5 Ao dofel|1=Al-3" -
M = 2'-w S A e W -3 -E 2= H| o] E
s = 2'-HIS A DE M H-3'-E =X ZE| Qo o] E
R = 2¥l&

11
o

=A (e eAlE

(invdN) = ¢defo] AHd dSAHRFIUALE=(3'-3" A2+

(invAb) = 9A% (3'-3' A

ih)

(invAb)s = 9G¥ (3'-3"' d4¥) FA714 USAZETE

f) #9714 ds AR
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[0480]
[0481]

[0482]

[0483]

[0484]

[0485]

[0486]

SSS0dl 10-2774202

epTcPr = X 6 =z
epIM = ¥ 6 =

TP TR SPAFEULEE AdY 3wl JdE U wEULEEY) dgF oz AA LA Fof
2 ggA o] Zhzbel 31 9)A|ol] XA O]E Holo 2l S22 (-0H) 715 7Hd AYJS §olstA olsd
Aolth. wetA, olE 59, A7) AD050709] FZ= THONA Adrlel dERd uwlel o], AM06606-ASe] QFE] Al
7herel 3" v o] "g" WYY wIEYlEEE 0191 3" fIAe] f1AE slol=547E JpRIch. i WA |
A 2] el A JERdlAl @ o, WAlA el ZiAlE HBV RNAT ZF8-A] 2 HBV RNAT AHEAl9] 2AHES AW
g o gt gk ols 7t ARgH T

F43t 7] 9 dAE Ve ves 238, ol59 318 FxE sh7] i 60l AlFEHel vk (PAZ), (NAG13),
(NAG13)s, (NAGI8), (NAGI8)s, (NAG24), (NAG24)s, (NAG25), (NAG25)s, (NAG26), (NAG26)s, (NAG27),
(NAG27)s, (NAG28), (NAG28)s, (NAG29), (NAG29)s, (NAG30), (NAG30)s, (NAG31), (NAG31)s, (NAG32),
(NAG32)s, (NAG33), (NAG33)s, (NAG34), (NAG34)s, (NAG35), (NAG35)s, (NAG36), (NAG36)s, (NAG37),
(NAG37)s, (NAG38), (NAG38)s, (NAG39), (NAG39)s. ZHzhe]l Al 7her 9/m= el 7hee A7) yde
ool A3 7] wmE AFd 718t ofyel Mol 5 H/EE 3 g H3E o 543 £ 944 s

PN
7H A

[ 3]
HBV RNAi 2849 ote) 4 Fheb 4.

As7t2 D d5d MY (5 —+3) Hd fx Hdad 4 (539 HE dx
AMO3508-AS usAfscChAfnURARGeCluAfcAfgGleesusuAu 61 UACCAAUUUAUGCCUACAGGCCUUAU 149
AMO4441-AS usAfscChAfuURnARGieCluAfeAfgGlesesu 62 UACCAAUUUAUGCCUACAGGCCU 150
AMO04442-AS usAfsesClaAfuUfuAfuGfcCluAfc AfgGfecsu 63 [UACCAAUUUAUGCCUACAGGCCU 150
AMO04443-A5 usAfsesClAUfuAfuGieCluAfcAfsGise 64 [UACCAAUUUAUGCCUACAGGC 151
AMO04661-AS usGlangaAfgCiGfaaguGicAfcacsusu 63 UGUGAAGCGAAGUGCACACUU 152
AMO04768-AS usAfscClaAfuUfnAfuGicCluAfeAfsClesuscege 66 UACCAAUUUAUGCCUACAGCCUCCGC 153
AMO04769-AS vpusAfseCaAfuUfuAfuGicCluAfcAfsClesuscege 67 [UACCAAUUUAUGCCUACAGCCUCCGC 153
AMO3011-AS usAfsesClaAfuUfuAfuGieCluAfeAfgusu 68 UACCAAUUUAUGCCUACAGUU 154
AMO5012-AS usAfsesClaAfuUfuAfuGieCluAfeAfggse 69 [UACCAAUUUAUGCCUACAGGC 151
AMO05013-AS vpusAfsesClaAfuUfuAfuGfeCfuAfc AfaGfsc 70 UACCAAUUUAUGCCUACAGGC 151
AMO05014-AS5 vpusAfsesClaAfuUfud fuGfeCfuAfc Afousn 7 UACCAAUUUAUGCCUACAGUU 154
AMO05052-AS8 asUfsusGiaGfaGfaAfsUfeCfaCeAfeGfsa 72 AUUGAGAGAAGUCCACCACGA 155
AMO5053-AS asUfsusGRaGfaGfaAfsUfcCfaCicAfegsa 73 AUUGAGAGAAGUCCACCACGA 155
AMO5054-AS asUfsusGfaGfaGfaAfsUfcCfaCicAfeusn 74 AUUGAGAGAAGUCCACCACUU 156
AMO05055-AS vpusUfsusGaGfaGfaAfgUfeCfaCfeAfcGlsa 75 UUUGAGAGAAGUCCACCACGA 157
AMO5056-AS asAfsusUfgAfgAfoAfaGinCfeAfeClaClsg 76 AAUUGAGAGAAGUCCACCACG 158
AMO5057-AS asAfsusUfgAfgAfpAfaGRuCfeAfeClacsg £ IAAUUGAGAGAAGUCCACCACG 158
AMO5058-AS asAfsusUfgAfgAfpAfaGiuCfeAfeClausu 78 IAAUUGAGAGAAGUCCACCAUU 159
AMO5060-AS vpusAfsusUfgAfgAfgAfaGiuCfeAfeClaClsg 79 UAUUGAGAGAAGUCCACCACG 160
AMO5351-AS usAfsesChAfuUfnAfuGfeCluAfc AfoGsu 80 UACCAAUUUAUGCCUACAGGU 161
AMO5608-AS usAfseCfaafaUfuAfuGieCfuAfe Afpsusu 81 UACCAAUUUAUGCCUACAGUU 154
AMO5609-AS usAfscsChARUARGRCuAfeAfgese 82 UACCAAUUUAUGCCUACAGCC 162
AMO5610-AS usAfsesCaA fuUfuAfuGfeCfuAfcAfoccusu 83 [UACCAAUUUAUGCCUACAGCCUU 163
AMOS611-AS jusAfsesCfaAfaUfnAfuGfeCfuAfcAfoecuse 84 UACCAAUUUAUGCCUACAGCCUC 164
AMO05612-AS jusAfscscaauUfuAfuGfeCfuacagese 85 UACCAAUUUAUGCCUACAGCC 162
AMO5613-AS jusAfscscaauUfnAfuGieCfuacagecusu 86 UACCAAUUUAUGCCUACAGCCUU 163
AMO5614-AS jusAfscscaauUfnAfuGieCfuacagecuse 87 UACCAAUUUAUGCCUACAGCCUC 164
AMOS618-AS asUfsusgagaGfaAfgUfeClaccacusu 88 AUUGAGAGAAGUCCACCACUU 156
AMO05621-AS lusUfsusGfaGiaGfaAfeUfcCfaCfcAfcusu 89 UUUGAGAGAAGUCCACCACUU 165
AMO05623-AS asUfsusGRaGfaGfaAfoUfcCfaCfcAfeggusu 90 JAUUGAGAGAAGUCCACCACGGUU 166
AMO05626-AS asUfsusgagaGfaAfgUfcClaccacggusu 91 IAUUGAGAGAAGUCCACCACGGUU 166
AMO05628-AS asUfsusGlaGlaGlaAfgUfcClaCfcAfcgagsu 92 JAUUGAGAGAAGUCCACCACGAGU 167
AMO5631-AS lusAfsusUfgAfgAfeAfaGluClcAfcClaClsg 93 UAUUGAGAGAAGUCCACCACG 160
AMO05632-AS lusAfsusugagAfgAfaGioClcaccacsg 94 UAUUGAGAGAAGUCCACCACG 160
AMO05633-AS jusAfsusUfgAfgAfeAfaGfuCfcAfcClaCigusn 95 UAUUGAGAGAAGUCCACCACGUU 168
AMO5634-AS lusAfsusugagAfe AfaGfuCfeaceacgasg 96 UAUUGAGAGAAGUCCACCACGAG 169

AMO5635-AS lusAfsusUfpAfgAfeAfaGluCfecAfeClaCloasg 97 UAUUGAGAGAAGUCCACCACGAG 169
AMO5637-AS jusAfsusUfgAfgAfgAfaGiuCfecAfeCfaClgsa 98 UAUUGAGAGAAGUCCACCACGA 170
AMO05638-AS [usAfsusugagAfgAfaGHuC feaccacgsa 99 UAUUGAGAGAAGUCCACCACGA 170
AMO05747-AS 2sGsasAfaAfaugagATgAfaGRuCTcAfsc 100 |AGAAAAUUGAGAGAAGUCCAC 171
AMO05849-AS lusAfsesCaAfouauGieCfuAfeAfousu 101 UACCAAUUUAUGCCUACAGUU 154
AMO05850-AS psAfscsClaAfouauGieCfuAfcAfgese 102 [UACCAAUUUAUGCCUACAGCC 162
AMOS5851-AS lusAfscsClaAfmmauGicCuAfcAfgcusu 103 UACCAAUUUAUGCCUACAGCUU 172
AMOS852-AS lusAfscsClaAfumauGicCluAfcAfgcesu 104 UACCAAUUUAUGCCUACAGCCU 173
AMO5853-AS sAfscsC A fumauGicC fuAfcAfaccusn 105 UACCAAUUUAUGCCUACAGCCUU 163
AMO5854-AS sAfscsC A fumauGRcC fuAfeAfaccnse 106 UACCAAUUUAUGCCUACAGCCUC 164
AMO5855-AS cPrpusAfsesClaAfuUfuAfuGfeCAfcAfgusu 107 UACCAAUUUAUGCCUACAGUU 154
AMOSB60-AS cPrpusAfsusUfgAfeAfg AfaGRuCfeAfcChaClig 108 UAUUGAGAGAAGUCCACCACG 160
AMOS5862-AS lusAfsusUfgAfgagaaGluCicAfcClausn 109 UAUUGAGAGAAGUCCACCAUU 174
AMOS863-AS jusAfsusUfgAfgagaaGuCicAfcClacsg 110 UAUUGAGAGAAGUCCACCACG 160
AMOS864-A5 usAfsusUfgAfeagaaGluCeAfeClacsusuy 111 UAUUGAGAGAAGUCCACCACUU 175

_77_



[0487]

[0488]
[0489]

[0490]

AMO5865-AS usAfsusUfgAfeagaaGluCieAfeChacsgsa 112 UAUUGAGAGAAGUCCACCACGA 170
AMO5867-AS vpusAfsusUfgAfpagaaGRuCfeAfeClaClsg 113 UAUUGAGAGAAGUCCACCACG 160
AMO5873-AS usUfsusGfaGlagaagUfcClaCicAfcusu 114 UUUGAGAGAAGUCCACCACUU 165
AMOS874-AS usUfsusGfaGlagaagUfcClaCfcAfcgsa 115 UUUGAGAGAAGUCCACCACGA 157
AMO5875-AS usUfsusGfaGlagaagUfcCfaCicAfcgusu 116 UUUGAGAGAAGUCCACCACGUU 176
AMO05876-AS usUfsusGfaGfagaagUfcCfaCfeAfcgasg 117 UUUGAGAGAAGUCCACCACGAG 177
AMO5877-AS cPrpusUfsusGfaGfaGfaA fgUfcCaCfcAfeusn 118 UUUGAGAGAAGUCCACCACUU 165
AMO6074-AS cPrpusAfsusUfzA feagaaGfuCicAfcChacsusu 119 UAUUGAGAGAAGUCCACCACUU 175
AMO06142-AS usAfsusUfgAfgagaaGluCleAfeClacusy 120 UAUUGAGAGAAGUCCACCACUU 175
AMO6143-AS usAfsusUfgAfgagaaGluCleAfeClacgusu 121 UAUUGAGAGAAGUCCACCACGUU 168
AMO06144-AS usAfsusUfgAfgagaaGluCfeAfeCfacuus(invAb) 122 UAUUGAGAGAAGUCCACCACUU 175
AMO6145-AS usAfsusUfgAfgagaaGluCleAfeClacgasg 123 UAUUGAGAGAAGUCCACCACGAG 169
AMO06222-AS usAfsusUfgAfoA feA iGRuCEcAfeClacusu 124 UAUUGAGAGAAGUCCACCACUU 175
AMO06281-AS asGfsasAfaAfuUfgAfoAfeAfaGRuCHousu 125 AGAAAAUUGAGAGAAGUCCUU 178
AMO06282-AS asGfsasAfaAfuUfgAfeAfeAfaGluCease 126 IAGAAAAUUGAGAGAAGUCCAC 171
AMO06283-AS asGlsasAfaAfuUfpAfgAfgAfaGluCfcacusu 127 AGAAAAUUGAGAGAAGUCCACUL 179
AMO06284-AS asGlsasAfaAfuUfgAfgAfgAfaGiuCicacse 128 AGAAAAUUGAGAGAAGUCCACC 180
AMO06285-AS nsGlasAfaAMUfE ATz ATgAfaGRICTcusy 129 UGAAAAUUGAGAGAAGUCCUU 152
AMOG6286-AS usGfsasAfa AfiUfg AfgAfgAfaGRuCfease 130 UGAAAAUUGAGAGAAGUCCAC 181
AM06299-AS asCfscs AR UfUfaUfeC feUfaCfaGfensu 131 ACCAAUUUAUGCCUACAGCUU 182
AMO06300-AS asCfscs AR UfuUfaUfeC feUfaCfaGecusu 132 ACCAAUUUAUGCCUACAGCCUU 183
AMO06301-AS asClscs AfaUfuUfaUfpCleUfaClaGfecusc 133 IACCAAUUUAUGCCUACAGCCUC 184
AMO0G6302-AS usClescsAfaUMURaUfgCieUfaCfaGfousu 134 UCCAAUUUAUGCCUACAGCUU 185
AMO06303-AS usCiscsARUMURUfgCieUfaCfaGfecnsy 135 UCCAAUUUAUGCCUACAGCCUU 156
AMO06463-AS cPrpusAfsesChAfURA fuGicCluiAfcAfzese 136 UACCAAUUUAUGCCUACAGCC 162
AMO06464-AS usAfsesCRAMURAfGRCluAfcAfascse 137 UACCAAUUUAUGCCUACAGCC 162
AMO06465-AS cPrpusAfscsChAfURA fuGRcCluAfcAfescse 138 UACCAAUUUAUGCCUACAGCC 162
AMOG604-AS usAfsesClaAfUfnAfuGfcCluAfeAfaesu 139 UACCAAUUUAUGCCUACAGCU 187
AMO6606-AS usAfsesChAfUfnAfuGfcCluAfeAfgesg 140 UACCAAUUUAUGCCUACAGCG 188
AMO06608-AS asAfscsChAfUuAfuGCluAfcAfgese 141 AACCAAUUUAUGCCUACAGCC 189
AMO6611-AS usAfsesCRAfUUfARIGTcCfuAfeAfgusy 142 UACCAAUUUAUGCCUACAGUU 154
AMOG6612-AS usAfsesChAfMUnAfGicCluAfcAfgClsc 143 UACCAAUUUAUGCCUACAGCC 162
AMO06614-AS asClscARURMURUfsCieURCRGEcClu 144 ACCAAUUUAUGCCUACAGCCU 190
AMOG616-AS usCiscAfaUfuUfaUfgCfcUfaCfaGieCfsu 145 UCCAAUUUAUGCCUACAGCCU 191
AMOG618-AS asClscAfaUMURUfeCicURaCaGfecsg 146 ACCAAUUUAUGCCUACAGCCG 192
AMO06620-AS usChscAfaUfuUfaUfgCfcUfaCfaGfeesg 147 UCCAAUUUAUGCCUACAGCCG 193
AMO6751-AS usAfsesChaAfaUfuAfuGicCluAfcAfegsg 148 UACCAAUUUAUGCCUACAGGG 194
[3% 4]
HBV RNAi Z+-87] 9] dl 2 7} M8
AT A3 e 0 =3) . AR AL () ae
o3 = [l A
AMO4444-SS  |(NAG25)unsgsceuguagGiCEA funaaungguaus(invdT) 195 |UUGCCUGUAGGCAUAAAUUGGUAUT 275
AMO04445-SS  |(NAG25 ssccuguagGICE: gu(invdA) 196 [|UAUAUGCCUGUAGGCAUAAAUUGGUA 276
AMO4767-55  |(NAG25)geggagsgenguagGRCfAfuaaanugg TM(invdA) 197  |GCGGAGGCUGUAGGCAUAAAUUGGTA 277
AMO35010-SS  |(NAG23)scsuguagGICEA guanus(invAb) 198 |CUGUAGGCAUAAAUUGGUAUU 278
AMO3015-55  |(NAG25)sgsccuguagGECfAfuaaanugguas(invAb) 199  |GCCUGUAGGCAUAAAUUGGUA 279
AMO5016-SS  |(NAG25)sgsccugnagGICiAfuaaaunggus(invdA) 200 [GCCUGUAGGCAUAAAUUGGUA 279
AMOS017-8S  |(NAG25)sgsccuguagGICiAfuaaanngguAMs(invAb) 201 [GCCUGUAGGCAUAAAUUGGUA 279

AMO5018-85  |(NAG25)sgsccuguagGIRCTA g TMAMs(invAb) 202 JGCCUGUAGGCAUAAAUUGGTA

AMO5019-85  |(NAG25, fCA g invAb) 203 JAACUGUAGGCAUAAAUUGGUA

AMO5034-85  |(NAG25)sus gg EAFC fune vAb) 204 JUCGUGGUGGACUUCUCUCAAU

AMO5046-SS |(NAG25)sasaguggugGIALC (invAD) 205 [AAGUGGUGGACUUCUCUCAAU

AMOS047-8S  [(NAG25)suscguggugGFARC irucucuca AMTMs(invAb) 206 [UCGUGGUGGACUUCUCUCAAT 284
AMO5048-SS  |(NAG25)scsguggugg AFCTUfucucucaauus(invAb) 207 JCGUGGUGGACUUCUCUCAAUU 285
AMO5049-8S  [(NAG25 oougg ARCfUfucucucaauus(invAb) 208 JAAUGGUGGACUUCUCUCAAUU 286
AMO5050-S5  |(NAG25)scsguggugg AFCTURucucucaa TMTMs(invAb) 209 JCGUGGUGGACUUCUCUCAATT 287
AMO05051-SS  |(NAG25)sgsg fUC faa 3 "Ab) 210 |JGGACUUCUCUCAAUUUUCUAA 288
AMO05063-SS  |(NAG25)scsguggugg AFCTU ucucucaauas(invAb) 211 |CGUGGUGGACUUCUCUCAAUA 289
AMO05064-SS  |(NAG25 augGIAFCfuucucucaaas(invAb) 212 JUCGUGGUGGACUUCUCUCAAA 290
AMO05346-85  |(NAG31)sasccuguagGFCE g mvAb) 213 JACCUGUAGGCAUAAAUUGGUA 291
AMO5347-SS  |(NAG31)s(invAb)scuguagGFCfAfuaaauugguas(invAh) 214 |CUGUAGGCAUAAAUUGGUA 292
AMO05606-SS  |(NAG235)s(invAb)scuguagGFCFAfuaaauugguas(invAb) 215 JCUGUAGGCAUAAAUUGGUA 292
AMO5607-SS  |(NAG37)s(invAb oGECfAfuaaaung cAb) 216 |CUGUAGGCAUAAAUUGGUA 292
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[0491]

[0492]

[0493]

[0494]

[0495]

[0496]

s==4

10-2774202

st m A8 4L (5 —3) il ARE AL e —3) e
He He
AMO5615-SS  |(NAG25)s(invAb)sacuguagGICfAfuaaauugguas(invAb) 217 [JACUGUAGGCAUAAAUUGGUA 293
AMO5616-SS  |(NAG25)sg: guagGHCTAS nvADb) 218 |GGCUGUAGGCAUAAAUUGGUA 294
AMO05617-SS  |(NAG37)sasaguggugGIATCuucucucaaus(invAb) 219 JAAGUGGUGGACUUCUCUCAAU 283
AMO05620-SS  |(NAG25 zugGEALCfin invAb) 220 JAAGUGGUGGACUUCUCUCAAA 295
AM05622-S8 | (NAG25)scscguggugGIATCfuucucucaaus(invAb) 271 |CCGUGGUGGACUUCUCUCAAU 596
AMO5624-SS  |(NAG25)s(invAb)sccguggugGIA fC funcucucaans(invAb) 217 |[CCGUGGUGGACUUCUCUCAAU 296
AM05627-55 |(NAG25) SGIATCH Ab) 273 |CUCGUGGUGGACUUCUCUCAAU 297
AMO05629-S5  |(NAG25)s(invAb)sguggugGFAFCimcucucaaus(invAb) 224 |GUGGUGGACUUCUCUCAAU 298
AMO05630-SS | (NAG25)s(invAb)sguzgugGEATC fuucu TvAD) 225 |GUGGUGGACUUCUCUCAAUUU 299
AMO5636-SS | (NAG25)suscgugguggATCIU S(mvAD) 226 |UCGUGGUGGACUUCUCUCAAUU 300
AMO5639-SS | (NAG25)s(invAb)sugguggATCIU fucucucaanus(invAb) 727 JUGGUGGACUUCUCUCAAUU 301
AMO5640-SS | (NAG37)s(invAb)suggugg AfCIU! S(mvAD) 228 |UGGUGGACUUCUCUCAAUU 301
AMO5746-SS  |(NAG?25)sgsuggacunCfUfC fucaaunuucus(invAb) 229  |GUGGACUUCUCUCAAUUUUCU 302
AMO05856-55 | (NAG25)s(invAt aGICEAR invAb) 230 |CUGUAGGCAUAAAUUGGUAUU 278
AMO5857-S5 | (NAG25)s(invAb)sgcuguagGICTAT = "Ab) 231 |GCUGUAGGCAUAAAUUGGUAUU 303
AMO5858-5S |(NAG25)s(invAb)sgecuguagGICTA fuasaungguausu(invAb) 232 |[GGCUGUAGGCAUAAAUUGGUAUU 304
AMO5859-S5 | (NAG25)s(mvAb) SuagGICE 28 invAD) 233 |AACUGUAGGCAUAAAUUGGUAUU 305
AMOS868-SS  |(NAG25)s(invAb)uggugg ACHUfucucucaauausu(invAb) 234 |UGGUGGACUUCUCUCAAUAUU 306
AMO5869-55  |(NAG25)s(invAb)sgugguggAfCfUfucucucaauausu(invAb) 235 JGUGGUGGACUUCUCUCAAUAUU 307
AMO5870-S8  |(NAG25 ATCEUS -Ab) 236 [AAUGGUGGACUUCUCUCAAUAUU 308
AMO5871-55 | (NAG25)scsguggnggAfCIU su(invAb) 237 |CGUGGUGGACUUCUCUCAAUAUU 309
AMO05872-55  |(NAG31)scsguggugg AFCUR nvAb) 238 |CGUGGUGGACUUCUCUCAAUA 289
AMO5879-SS  |(NAG25)s(invAb)saaguggugGFA fC funcucucaans(invAb) 239 |AAGUGGUGGACUUCUCUCAAU 283
AMO5880-S5  |(NAG23)s(invAb)sgugzgugGEAFCfiucucucaaausu(invAb) 240 [GUGGUGGACUUCUCUCAAAUU 310
Ao AEG ML (5 =3 e HEEE 4 (5 —3) ok
+ 4% iz == - e
AMO5881-S5  |(NAG25)s(invAb)scguggugGFATC funcucucaaausu(invAb) 241 |CGUGGUGGACUUCUCUCAAAUU 311
AMOS882-SS |(NAG25)sasaguggugGEATC, u(invAb) 242 |AAGUGGUGGACUUCUCUCAAAUU 312
AMO05883-S5  [(NAG25)suscgugaugGIAFCfuucucucaaausu(invAb) 243 |UCGUGGUGGACUUCUCUCAAAUU 313
AMOG146-5S  |(NAG37)s(avAb)sgugguggAfCTUTucucucasuausu(avAb) 244 [GUGGUGGACUUCUCUCAAUAUU 307
AMOGI47-SS  |(NAG37)s(invAb): \FCFUfuc invAb) 245 |CGUGGUGGACUUCUCUCAAUAUU 309
AMOGI48-55 |(NAG37)s(invAb). 2EuggARCIUR -Ab) 246 |CUCGUGGUGGACUUCUCUCAAUA 314
AMOG149-S8 | (NAG37)s(invAb)s fCIUR “AD) 247 |CUCGUGGUGGACUUCUCUCAAUAUU 315
AMOG150-58  |(NAG37)s(invAb)sggcuguagGiCfAfuaaaungguas(invAb) 248 |GGCUGUAGGCAUAAAUUGGUA 294
AMOGI51-55 |(NAG37)s(iavAL SGICTAR 2z Ab) 249 |GAGGCUGUAGGCAUAAAUUGGUA 316
AMOG152-SS  |(NAG37)s({invAb)sgaggcuguagGICE: 22 invAb) 750 |GAGGCUGUAGGCAUAAAUUGGUAUL 317
AM0G287-5S  |(NAG37)s(avAb)sggacuuCIUIC fucaauuuucusnvAb) 251 [GGACUUCUCUCAAUUUUCU 318
AMOG288-SS  |(NAG37)s(invAb)sguggacuuCfURC fucaauuuucus(invAb) 252 [GUGGACUUCUCUCAAUUUUCU 302
AMO06289-55  [(NAG3T7)s(invAb)sgguggacunC fUFC fucaauuuncus(invAb) 253 |GGUGGACUUCUCUCAAUUUUCU 319
AMO06290-SS  [(NAG37)s(invAb)sggacunCIUC fucaauuuncas(invAb) 254 |GGACUUCUCUCAAUUUUCA 320
AMOG291-SS  |(NAG37)s(invAb): uuCHUFC fucaaunuucas(invAb) 255 |GUGGACUUCUCUCAAUUUUCA 321
AMOG304-55  |(NAG37)s(iavAb)sgeuguaGIGEC fan invAb) 256 |GCUGUAGGCAUAAAUUGGU 322
AM0G305-SS  |(NAG37)s(invAb)sggenguaGHGIC: invAb) 757 |GGCUGUAGGCAUAAAUUGGU 323
AMOG6306-SS  |(NAG37)s{invAb)sgaggcuguaGIGRC eeus(invAb) 258 |GAGGCUGUAGGCAUAAAUUGGU 324
AMO06307-55  [NAG37)s(invAb)sgeuguaGIGECfauaaauuggas(invAb) 259 |GCUGUAGGCAUAAAUUGGA 325
AMOG308-SS  |(NAG37)s(invAb)sgecnguaGFGHC fauaaaunggas(invAb) 260 [GGCUGUAGGCAUAAAUUGGA 326
AMO0G6603-S5  |(NAG37)s(invAb)sagcugnagGFC A fuzaaungguas(invAb) 261 |AGCUGUAGGCAUAAAUUGGUA 327
AMOG605-SS  [(NAG37)s(invAb)scgcuguagGFCFA fuaaaungguas(invAh) 262 |CGCUGUAGGCAUAAAUUGGUA 328
AMO6607-SS  |(NAG37)s{invAL uguagGICIAR invAb) 263 |GGCUGUAGGCAUAAAUUGGUU 329
AMOG609-SS  |(NAG37)s(invAb): fCEAR 2 ) 264 |CUGUAGGCAUAAAUUGGUAUU 278
Aem #2dAL (' —3) % SRR AL 6 — ) e
ribed = 4z
AMOGE10-55  |(NAG37)s(invAb)scuGfuAfaGICfAfuAfa AfuUTpGluasuus(invAb) 265 [CUGUAGGCAUAAAUUGGUAUU 278
AMOG613-SS | (NAG37)s(invAb)sags GIGIC: - AD) 266 |AGGCUGUAGGCAUAAAUUGGU 330
AM0G615-8S  |(NAG37)s(invAb)sagacuguaGIGIC fauaaaunggas(invAb) 267 |AGGCUGUAGGCAUAAAUUGGA 331
AMOG617-SS  |(NAG37)s(invAb)scggcuguaGIGTC invAb) 268 |CGGCUGUAGGCAUAAAUUGGU 332
AMO0G6619-55  |(NAG3T)s(invAb)scggeuguaGIGHC fauaaaunggas(iavAb) 269 [CGGCUGUAGGCAUAAAUUGGA 333
AMOG750-5S | (NAG37)s(invAb)scecuguagGFCEA fuaaauugguas(invAb) 270 |CCCUGUAGGCAUAAAUUGGUA 334
AMOG752-55 | (NAG37)csgcuzuagGECEA fuaaanugguas(invAb) 271 |CGCUGUAGGCAUAAAUUGGUA 328
AMO06753-55  |(NAG3T)esceuguagGHCfAfuaaaungguasinvAb) 272 JCCCUGUAGGCAUAAAUUGGUA 334
AMOG776-85 |(NAG25)s(invA CAUTC fucaauuuucus(nvAb) 273 |GUGGACUUCUCUCAAUUUUCU 302
AMOGT77-SS  |(NAG25)s(invAb)scgcuguagGCfAfuaaauugguas(invAb) 274 |CGCUGUAGGCAUAAAUUGGUA 308
2 A Z1AlE HBV RNAD 2Hg-AlE Al 7hga s QEEAlA 7HeE ojd g Ee I 49
aE AGEe ek Az b 3 vdE Ade 2 ! 4 % 9o
o, g, T AEe A%A 1670, 1770, 1870, 1970, 2070, EE 210 FEHEEE Mo AA Holw oF
g5uel JuAg FAL v,
A5 A FEelM, 2 A el JiAE BV RNAT #HE-Ale] QFEJAlA 72 3 39] fde)e] QHEjAlA The A
At 07, A, 27K, Ei= 37O wwEEl LB ETE Adolsttt. A AAl FEjell A, i Al el 7A€ HBV RNAI
Agale] Mz e ® 4e] dele) Al b 4G 07), 1, 27, EE 3o R Qs Aolaie.
A AL Fefell A, HBV RNAL 2H&A19] <tEjAls 7he2 F 39 flefo] Ade] wEHEHE s .
A% A FEolA, BV RNAT H-§AS] HEIAZ shehe E 39 el ADe] HIALEE (51 B 3
i ) 1-17, 2-17, 1-18, 2-18, 1-19, 2-19, 1-20, 2-20, 1-21, 2-21, 1-22, 2-22, 1-23, 2-23, 1-
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[0497]

[0498]

[0499]

[0500]

[0501]

[0502]

[0503]

[0504]

[0505]

[0506]

[0507]

SSS0dl 10-2774202

24, 2-24, 1-25, 2-25, 1-26, Hx= 2-269] A g& X&),

A5 A4 Gelel A, BBV RNAT 2HgAle] s Fhehe ® 49 Qele] A HEUHE Ade Egat. o
W44 Fejel A, HBV RNAT AHgAle] Al Zbehe E 49) qole] Ade] FEULHE (5 W - 3wy

=
sko @) 1-17, 2-17, 3-17, 4-17, 1-18, 2-18, 3-18, 4-18, 1-19, 2-19, 3-19, 4-19, 1-20, 2-20, 3-20, 4-
20, 1-21, 2-21, 3-21, 4-21, 1-22, 2-22, 3-22, 4-22, 1-23, 2-23, 3-23, 4-23, 1-24, 2-24, 3-24, 4-24, 1-
25, 2-25, 3-25, 4-25, 1-26, 2-26, 3-26, Wi 4-269] A IS xFsir),

g Ao ZiAlE HBV RNAT 2HgAle] 7
HQE| == BV Sl b EIAl A1 A 9l 2
efell A, (5" ©§- — 3" Wi ek o ) QbEjAl 7}%94 1 %ﬂsﬂ TEUHLHEES U
HoAA e, (5 @ — 3 g eko

7l AU B UA 712%E A s,

(5 g = 3 g wgew) ¢

)

e —(o

i
a
2o
o
e
4
>
>

% 1 ofh it

A A AN, O RAT A A A I 39 elsl e i Adle] drielees
oo @ Wges) 218 wE 2109 AUE EFULL A A0 YA, Y Rk 484
A e E 49 Q908 AL A1 AUS] THASEE (5 W - 3 W BEOw) 117 i 1189

A5 Al Fefoll A, HBV RNAL ZHg-Al+= (1) 39 dojof StE Al Jhe MEe] wEHLHE (50 @ — 3!
G o R) 2-18 E 2- 1901 g8 E3she ¢tEAlA 7he, 2 (i) F 49 999 Alx vhg Ade]
ZHLEHE (5" Y- 3 Wi Weko 2) 1-17 = 1-189 A EE& ¥3el= AL 7eES E3slio).

E 4o Udd HES g8k Aa st # 30 yEdE HES @%6}% oJojo] otEJ A~ 7de| EAdslE
Ao, o, F Ade AL 1670, 1770, 1870, 1970, 2070, =& 2109 wEUSE T AMEd dA A
o oF 85%9] HHA d9s Zterh. uRAd MY A2 ® 50l UrEhH o|FA 1D WMol o3l oAlEh

AR A Fejol A, HBV RNAD 2841 2 WAlMo] AAE o] o]FA ID MEE et A
efell A, HBV RNAi &A= 2 WAlMol AAE deje] ofFA ID ez ofojxi. dF HA ¥
HBV RNAi #H-&7l= 2 WA AAE dolo] o] ID MEe] Alx 7he g/mE= el
= *1°ﬂi ﬁ’“‘f‘ﬂﬁ} A5 Al Fefell A, HBV RNAI #HgAle & U“ﬂ*i o AAlE dele] o] FA 1D
P rEdle = AE B H 5435 7] g/Es I Ve 23, w43 7] 9/ Ji%
SRIES }‘“’ﬂ GG A Oﬂ73( % "ok, A5 A FeEfell A, HBV RNAD 2}
FejAl 2 7t W FEEEHE A
;Lq_

rlr =

y
;i
18
a4
ﬂE all
&
fo <
rl Ui

ﬁd
g
ye
O
(22
jl
&
>
N
X
o

i
T
s

AR A Fejol A, HBY RNAL A8 E 59 qlele) el Abet/ Al vhe o) F Al el e
EOQRE JhE R Al shehg T, obNREYuud S84 Pt B4% /1 FR ¥

A Al el A, HBV RNAT 2H-8-Al= =

derl= Mde FEUHE ALS zZhe s kg 9 s sbes 33ebar, (PAZ),  (NAGL3),
(NAG13)s, (NAG18), (NAG18)s, (NAG24), (NAG24)s, (NAG25), (NAG25)s, (NAG26), (NAG26)s, (NAG27),
(NAG27)s, (NAG28), (NAG28)s, (NAG29), (NAG29)s, (NAG30), (NAG30)s, (NAG31), (NAG31)s, (NAG32),
(NAG32)s, (NAG33), (NAG33)s, (NAG34), (NAG34)s, (NAG35), (NAG35)s, (NAG36), (NAG36)s, (NAG37),
(NAG37)s®= o] Folxl o2y Adud %43}t 7|5 F7t=2 X33

QA FeolA, HBY RN S8 T 59l delel olFAe) Qlelel el b /mE A e E
deds Adel WA wRAHE Ade e dEds e % AL e 2

Q% A AN, HBY RNAT AHEAE E 59 4219 olF A Ao QeI b R/ A2 Afee] W
@ 1 g RS

=
FRULHE AQe 25 dEds A 2 Als bR TS, opgRTwnd 584
=
=

Fbe ww,

AR A FeNA, HBY RVAT 48RS & 59 9ole] olFAE TP,
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[0508]

[0509]

[0510]

93 A Felol A, HBY RVAI 2841 X 59 ele] o] FA 2 o] ol

HBV RNAi ZH&-4] =1 F4 ) 4.

o|24 D %ﬂﬂﬁﬂ& A~ A2 D o234 D %ﬂﬂﬁﬂ& A~ 72D
AD03498 AMO3508-A8 AMO4445-88 AD04433 AMO5631-AS AMODS5048-58
AD03499 AMD4441-AS AMO4444-55 ADO04434 AMOD5632-AS AMDO5048-58
ADO03500 AMO4442-AS AMO4444-55 AD04435 AMO5633-AS AMD5048-55
AD03501 AMO4443-AS AMO4444-55 ADO4436 AMOD5635-AS AMO5048-58
ADO03738 AMO4768-AS AMO4767-55 ADO4437 AMO5634-AS AMO5048-55
AD03739 AMO4769-AS AMD4767-5S AD04438 AMOD5637-AS AMD5636-55
ADO03%967 AMO4443-A5 AMO5010-55 ADO04439 AMO5638-AS AMO5636-55
ADO03963 AMOS011-AS AMO5010-558 ADO4440 AMOS5058-AS AMO5639-58
ADO03969 AMO4443-AS5 AMO5015-55 ADO4441 AMOS057-AS AMO5639-55
ADO03970 AMOS011-AS AMOS019-88 ADO04442 AMOS05T-AS AMOS5640-58
AD03971 AMOS5012-A8 AMO5015-88 ADO4511 AMOST4T-AS AMO5746-58
AD03972 AMO4443-AS AMO5016-55 ADO04570 AMO5011-AS AMO5856-55
AD03973 AMO4443-AS AMD5017-5S AD04571 AMOD5849-AS AMD5856-58
AD0O3974 AMO4443-AS AMO5018-55 AD04572 AMOS5850-AS AMO5856-55
AD03975 AMO5013-AS AMO5015-88 ADO4573 AMOD5851-AS AMOS5857-58
AD03976 AMO5014-AS AMO5019-55 ADO4574 AMO5852-AS AMD5857-58
ADO3977 AMOS013-AS AMOS017-558 ADO04575 AMOS853-AS AMOS5858-55
ADO03978 AMO5013-AS AMO4444-55 ADO4576 AMOS5854-AS ANMO5858-58
AD04001 AMOS052-AS8 AMO5034-55 ADO4577 AMOS5011-AS AMO585%9-58
AD04002 AMOS5053-AS AMO5034-58 ADO4578 AMOS5850-AS AMOS5858-58
AD04003 AMO5054-AS AMO5046-55 ADO04579 AMO5014-AS AMO5347-588
ADO04004 AMO5052-A8 AMO5047-85 AD04580 AMOS5855-AS AMD5347-58
ADO4005 AMO5055-AS AMO5064-55 ADO04581 AMO5S860-AS AMD5063-58
AD04006 AMO5056-AS AMO5048-55 ADO04583 AMO5862-AS AMOD5868-55
ADO4007 AMO5057-AS AMO5048-55 ADO4584 AMOD5863-AS AMO5868-55
ADO4008 AMOD5058-AS AMOD5049-55 ADO4585 AMOD5864-AS AMO5869-55
ADO04009 AMOS056-AS AMO5050-55 ADO4580 AMO5865-AS ANMO5869-55
ADO04010 AMOS5060-AS AMO5063-55 ADO4587 AMOS5862-AS AMOS870-58
ADO4176 AMOS5351-AS AMO5346-55 ADO4588 AMOS5863-AS AMOS871-55
AD04177 AMO4443-AS AMO5347-88 ADO04590 AMOS867-AS AMOS5063-58
AD04178 AMOS011-AS AMO5347-58 ADO04591 AMOS860-AS AMO5872-S8
ADO4412 AMO5011-AS AMO5606-55 AD04592 AMOD5054-A8 AMOS5879-58
AD04413 AMO5011-AS AMO5607-55 ADO04593 AMO5S873-AS AMOD5880-58
AD04414 AMO5608-AS AMO5606-55 AD04594 AMO5874-AS AMD5880-55
ADO4415 AMO5011-AS AMO5615-58 AD04595 AMOD5875-AS AMO5881-58
ADO4416 AMOD5609-AS AMOD5616-585 AD04596 AMOD5876-AS AMO5881-58
ADOD4417 AMOS610-AS AMO5616-55 ADO4597 AMOS8T3-AS ANMODS882-58
ADO04418 AMOS5611-AS AMO5616-55 AD04598 AMOS874-AS AMO5883-55
ADO4419 AMOS612-AS AMOS5616-55 AD0O4599 AMOS877-AS AMOS620-55
ADO04420 AMOS613-AS AMO5616-55 ADO4734 AMO60T4-AS AMO5869-58
ADO4421 AMOS614-AS AMOS616-55 AD0O4771 AMO6142-AS AMOE146-58
ADO4422 AMO5054-AS AMO5617-58 AD04772 AMOG6143-AS AMOG147-58
ADO04423 AMOD5618-AS AMO5046-55 AD04773 AMO6144-AS AMDE146-58
ADD4425 AMO5621-AS AMDO5620-58 AD04774 AMO6145-AS AMDG148-55
ADO4426 AMOD5623-AS AMO5622-58 ADO04775 AMOD6145-AS AMOG149-58
ADO4427 AMO5623-AS AMO5624-85 AD04776 AMOS5850-AS AMOD6E150-55
ADO04428 AMOS626-AS AMO5622-55 ADO4TTT AMOSE54-AS AMOB151-88
ADO044259 AMOS626-AS AMO5624-55 ADO4778 AMOS854-AS AMOBI52-58
ADO4430 AMOS628-AS AMO5627-55 ADOQO4822 AMOG222-AS AMOG146-55
AD04431 AMOS5054-AS AMOS629-55 ADQO4823 AMO5609-A5 AMOG150-S8
ADO4432 AMOS054-AS AMOS630-85 ADO04871 AMOG281-AS AMOBIET-SS
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[0511]

[0512]

[0513]

[0514]

[0515]

[0516]

[0517]

[0518]

ADO05165 AMOB6606-AS AMOG777-5S

SSS0dl 10-2774202

|3 D :‘gﬁmﬁ L P S
ADO4872 AMOG6282-AS AMOG288-55
AD04873 AMOD6283-AS AMODG6288-55
AD04874 AMO6284-AS AMOD6289-55
ADO4875 AMO6285-AS AMOG290-55
ADO4376 AMO6286-AS AMO6291-85
AD04881 AMOG6299-AS AMOG6304-55
ADO04882 AMO6300-AS AMUOG305-55
ADO4883 AMO6301-AS AMODG306-55
AD04884 AMO6302-AS AMOG307-55
AD04885 AMO6303-AS AMOG6308-55
AD04962 AMO5864-AS AMO6146-58
AD04963 AMOS5855-AS8 AMO5607-85
AD04981 AMOG6463-AS AMO6150-55
AD04982 AMO6464-AS AMOG150-55
ADO04983 AMO6465-AS AMO6150-55
AD05069 AMO6604-AS AMOD6603-55
ADO5070 AMO6606-AS AMO6605-55
AD05071 AMOG6608-AS AMO6607-5S
AD05072 AMO5011-AS AMO6609-55
ADO5073 AMO6611-AS AMO6610-55
ADO5074 AMO6612-AS AMO6150-88
ADO05075 AMO6614-AS AMOG6613-585
AD05076 AMO6616-AS AMO6615-55
ADO5077 AMOG6618-AS AMOG617-88
AD05078 AMO6620-AS AMO6619-55
ADO05147 AMO6751-AS AMOD6750-85
ADO05148 AMO6606-AS AMO6T52-88
ADO5149 AMO6751-AS AMOGT53-58
ADO5164 AMO6282-AS AMO6TT6-55
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& gAAC Z)AE ofAl

L
L

RNAT =-8-A],

=
—

A2 e o

JJ)

sxoz o

Al

ok
-

Z71AE HBV RNAQ 2H8-Al+=,

[0573]

s

A7) R vholk

=
T

[0574]

JJ)

= @AMl A HBY RNAL ZEAlE shgh=e] FolEEE o]efo] oA

[0575]

Al Gl A, 2 Al AAE

HBV mRNA

A
.

Al

2§

RNA1

A7

)
hal

FLb o]/l RNAI

S

BE

o]
=

A A 5H Fae

AE Eeshs 1A oA

2§

HBV RNAi

sk,
g8 5

[0576]

iy
o

A Fejoll A, 71AE HBV RNAi ZHgA+= HBV

AT,

-

T o14de] Z1AE RNATL #HEA17F Fojg),

S

9] 9]

<]
HBV 7+ % HDV

HBV<} HDV

o
;&
o=

m

A el Al A

. 2 A 7]
1A ejell A, 7]

a

Al el A, A=

]

=]
S|

A€ HBV RNAi

]

[e]

[0577]

g

o ARgET

R
.

el S Aw

AN A Ao =

o

Fu o14de] Z1AE RNAL #HEAI7F Fodg),

S

el

zt

N

A€ HBV RNAi 2F&A1= HBV

Fazel gel

Z]
&

A Al 2 &

b= d AbgE

5

a7 e

15

o] E wa|Alol] 7]AE HBV RNAi &84 @+ HBV RNAI &84 & %A

)

I

[0578]

)\O]—

1t ol

S

FaEF

Z]
&

Ao Al A=

)\O]—

I

B

Nk

i/ A el 41 €] HBV

1
.

SA7F Fo 5]
SA7F FoA= 7] o] tdA = HBV RNAL 2HE-A]

Al el A, 7]AE HBV RNAi 2}

mRNA &2 HBV RNAi

[0579]

7o

=
=

)}
hl

o oF 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%,

mRNA =&tk ¢

.
T

Aol o] Ak 2l = R/

99% ‘A zHai€rt.

.
=

96%, 97%, 98%, 99%,

Al oA, 7]AlE HBV RNAiI ZF&A7F Fod U
2 HBV RNAi ZFg-A|7F Fol=7] de] uidAl] = HBV RNAL 2}-8-A)|

1 Aojx= oF 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%,

3]

=
RS

&
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[0580]

[0581]

[0582]
[0583]
[0584]
[0585]

[0586]

[0587]

65%, 70%, 75%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, 99%, Wi 99% A #HAETh. thAclq e vz 4=
T WA AE, AE 2, Gd 9/EE O fAdA HaE ¢ AT A8 3
Bloll A, 7]1A¥ HBV RNAi ZH&-A17F Folgl Aol A e B 719 %7 -9 (HBsAg)e] % &
2hg A 7F Fol¥ 7] Aol thdAl T HBV RNAI ZHEAlE Folwrx] ke tiAAlel nls] Holm= oF 5%, 10%, 15%,
20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, 99%, W
= 99% HA FAET. 9% A FejolA, Z1Al® HBV RNAI 2H&A7F g iAol Y BE 119 &Y
(HBeAg) ol & W= F+ HBV RNAD ZH&A7F Fo&]7] o] oA H= HBV RNAL Z-&A1E FoubA] o4& o
ArAo] we) Aolw= oF 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%,
85%, 90%, 95%, 96%, 97%, 98%, 99%, W= 99% WA FAiErh. dF HA FeloA, 7]AE HBV RNAI ZEA]
7} Folg diakAlel A el €3 HBV DNAS < FEi= 432 HBV RNAI Z&A7F Fol¥7] He] vidA =& HBY
RNAD Z8AE Fouwkx] ore thabAlel Hls) Hol%w ¢k 5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%,
55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, 99%, X 99% HA ZA®vk. 3 HBY
DNA, HBV A=} =&, HBV mRNA, H HBV ©hwid o] oF wi =390 7hae gelAlel aX9 9ol o8 A7}t
2 4 9tk HBV mRNAQ] < T& 45, 9dyE walde] o e F, 2/%E 834 HBV DNAS & e 55

[e]
o i EE At HBVY A Eb ASE ER HBVY B A Eib gaAYE Ao B Al

AE 2 %27 2 ¥)¢l7k(non-human) 7]

woRAAel A BB RVAL 84 3 AHolw shbE wgeht AE, 24, @ Uz {7147 mdRd.
hyA [OR=4

I
A, 22, E= WA 1A= RNAD A8AIE A, 24, s vz frlAled % 2 et

olAl, 7] AlgE AAl FE] B ol o] HARA]] o= d A Er.

AA]a] 1. HBV RNAi 3-&A9 $H¥.

% 59 YERA HBV RNAL ZH&A] o] FAE thgol whet FAdsksitt:

SHLFEHLEHE A AMgE = 2AGA ExxEolutie]E 7]&of uwhel HBV RNAL 28
2 9 otg Al s A EIY. TR wEl, MerMade96E® (Bioautomation), MerMadel2®
(Bioautomation), =i OP Pilot 100 (GE Healthcare)S AF&3FATE.  Alol® 71F 8 (CPG, 500 A E&
600A, "=k HAadwolyols ofAE L2192 Prime SynthesisZ2HE JFIHE AZzd 1A AAA Aol A4
S FFgslgr. EE RNA 2 2'-Wd® EAXFU O] EE Thermo Fisher Scientific (B3 AEA1F H¢)
7] Ao BREH Fulitt. FAHoR | 7] 2'-0-HE XAXZolutlo]EE A& (5 -0-tolH|
EAEgold —NG—(‘%ﬂZ:"a’)—2'—O—Uﬂ%—o}fﬂi{‘l%'—O—(Z—/\]O}i"ﬂ%—N,N—E}O]O}O]izi%‘o}“]i) EAFEolu]
thol E | 5'~0-Tho] W] E A~ E gfo] &-N - (o} Al & )-2' -0-w &~ E 1l-3'~0~(2- Ao} ol & N, N-tho]ofo] 23 -
ofi| ) EAFEolu|Tho|E, (5'-0-Tho|H|FA Egtold - (olo]laF-HE)-2'-0-H & -Fo}=41-3'-0-(2-Al o} =
ol el-N, N-thojolo]rx@Foln|y) XAy Eolu|tjolE W 5'-(O-Tlo|HEA Egte|d-2'-0-Hd-9-gd-3'-0-
(2-Alo}rzo &l-N N-T}o]olo] A R holu| ) ¥ AxF Zolutfo|E . 2'-H&A|-2'-EF Q2 -¥ A ¥ gu[to| EE
2'-0-vg olutiolEg} FU3 Hor|E AWy, d7A (3'—0—140]“*157’\]EE‘r"]%—Z‘—ﬁlﬁ-’\]E]E*—S‘—O—(Z—
Alofi-o E-N,N-t}ololo] A 2 Holr]| ) ¥ Zolu|tho]EE ChemGenes (V]ar wjALFEAZ=F did AA)=
BH Afulsldtt. IAXBolH|to|EE a3t ¥Z 3 =g H go|FEEdE e OVﬂEWE
g (50 mM) Fell &SA7]E SH, BE TE ofu|to]|EE F4 oA EYE™ (50 mM)dll &3AI7|, A

A3

o,

A&
Y

(3A)E A/t 5-MRE o-H-HlEekE (BIT, ohIEUED F 250 ml) Ei 5- ]‘%_E]E—IH—EﬂEﬁ‘r—é—
(ETT, owlzuza % 250 DS BAFA §NomA AgTH AZY AL 12 E RW), 15 F (EF
8 @71=), 90 & (2'0Me), % 60 2 (2'F)QTh. ZAZREeeoE ARS wsY] fstel, B4 obEY]

S S_EH‘ 1,2,4-Chol EJo}Ed -5 (POS, = wjAFRAI=F ol @ E 2419 PolyOrg, Inc. 25-E 9
32 100 mM &4 o] &3kt

B. AAA 2ed —e‘lﬂ/ﬂﬂﬂ g0 9 grs. 2AN —«gw 45 Fol, Azd 1A AAAE 30TAA 1.5
| Zol B = 40 =% vdolwle] 1:1 ¥y fAx} 28% FAEAEE &H (Aldrich) o= A8ttt &

NE SA7IAL LA X&*} =l A AAslet (8171 %Li :

M
o ri

o,
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[0588]

[0589]

[0590]

[0591]

[0592]

[0593]

[0594]

[0595]

[0596]

SSS0dl 10-2774202

o

4] TSKgel SuperQ-5 PW 13 pm ZH % Shimadzu LC-8 A|~ElS AL&3to] 202 3t HPLCO] <]3f
BAA LW E AASATE.  @EA A= 20 mM Tris, 5 mM EDTA, pH 9.0 o™ 20% PN EUELS 343150
A BE Al A%} FUg AoZ 1.5 M dgtEF] H7FEAT. 260 nmell A1 UV Ed o]~ (trace)
7158kt HAd 28 2 F, oy Yol Ei 100 mM FEHMIGEE, pH 6.7 2 20% oMM E
UEH #Y (running) &N 74 Aapd 2~ G-25 <1 (Sephadex G-25 fine) & 7% GE Healthcare XK
26/40 AHS AF&EE A7) wiAl HPLCOl A 2l A ZAth.

=)

i ‘H

D. od¥. 1x EAFoE &% A (Corning, Cellgro)olA] S8 RNA &4 (Al 2 ¢t A~)S %33t
o= ArF 7S &dtale] RNAL ZHEAIS FASIAY. AR RNAL ZEAIES FAAZEL -15T WA -25
TollA] BESATE. 11X AW E &3 AA5 oA WW-Vis £37] oA & FHEE SHTOZN o
FA F=E 243t o]olA, 260 nm oA 9] & FHLe] WE QA B A QAAEFE Fole] o]FA FE
S AAsUr. 2 AFEA Zv 3, EE WHE A= 0.037 mg/(ul - em) o)Ak, AR HFe A, A
Ao w ARE 53 AFZEE ¥E AAE ARttt

AAld] 2. pHBY Ed wjfA

l

63 WA 85= <4 NOD.CB17-Prkdscid/NerCrl (NOD-SCID) w}9-2%5, HBV RNAi 2H84] & 278 59
371 30 A WA 45 A Aol FoE= FAlFAsty me] AW FAL (3 [Yang PL et al. "Hydrodynamic
injection of viral DNA: a mouse model of acute hepatitis B virus infection," PNAS USA 2002 Vol. 99: p.
13825-13830)ll o]l MC-HBV1.32 AAHelA dAHez EMAAHAZAG.  NMC-HBV1.32 EetAav=
pHBV1.3 oA ¢} Z18]ar HBV1.3.32 EW:N2AY (transgenic) PH$-2> (GenBank B W& V01460) (F3[Guidotti
LG et al., "High-level hepatitis B virus replication in transgenic mice," J Virol 1995 Vol. 69, p6158-
61690l et Fdd o FH U3 BY Y wleldx MES Fiste Ezv= fd UM E
(minicircle) olt}. ®&9 AF9 10%9] F Fyo] YA &9 F 5 T+ 10 pg MC-HBV1.3S 7] HUSE F
S whg-2o] FAbste] WY HBY 7ol pHBV e A4St §2 olel Z1AE whsh o] (¥ [Zhang

G et al., "High levels of foreign gene expression in hepatocytes after tail vein injection of naked
plasmid DNA." Human Gene Therapy 1999 Vol. 10, pl1735-1737.1) 5 WA 7 = ol 27-Alo]A vHl=S E& +
e, el Aol (Pl A 1A, 1 9 EL 2 Q). GRS BY Y BABske) A S5

ELISAZ Z73ta, nl9-2~5 3 HBsAg & FFol whet 1&F3)sk3irt.

H470 HBV RNAI Zrg-Al9] Fo] W @ 3o thefst A|zbelA], &3 HBsAg, &% HBeAg, &3 HBV DNA, ¥+ 7t
HBV RNAZS Zﬂa 4 9k, HBV W #% o A Hd o g agla 2adolE ks A5 ("PB

) g% 57 vb9-2F 2% WA 3% ofo] AT o R nFHA7|a, N AES FjotIs dHo2NE I B
g EH (59 ‘ﬁEEﬂé]E 22 Sarstedt AG & Co.) U= #@6}5&3}. HJAe F 2%oA 20 ¥ FoF &
i 0 X g oA 3 & B¢t SAEgste] AL Eelstar, 4T oA Byttt

>
i)
o
% 4m
mlm
OO
8

i) 8% BY 7Y #W g (HBsAg) T HE s, 5% AW EAE =

10 ug HBsAg & Z2}2~u|= pRe/CMV-HBs (W= :=2tdz ok 1hal A2719] Aldevron) &
EdAAHAA7] ICR 7}~ (Harlan Sprague Dawley)d] Ao zXRE FAW 9f LM o 3125 22} HBsAg
i{—fr%o Az Y. GS HBsAg EIA 3.0 71E (W] YA€ o= io-Rad Laboratories, Inc.)
of o3l 7]s® wpel o] HBsAg & AASIUY. PBS T FAM 9 Foll g IAE AT
HBsAg ‘T/_}‘ﬂ]‘%‘% ayw AEEIS 12 2T E (Aldevron) 2 AFE-31QITE.

f
Jo w

MC-HBV1.3¢] el Aol Hxlg wd s disty] fste]l 2 2o ad HBsAg A& PBS7F FAHE vk
2o tizwel disl Aarstskltt. WA, A AIHAAMO 7 FEel tiE WBsAg T L wwolAe] Ad
A B o vro], "AE dol dial Aarsta w3l HE AAST. o]0, N FEel i "A
2] doel oisl Aarshe" HlE A PBS ol A BE whe-o] A el dis) AyrstE” H HlE dw
owX 54 Aol HAE izl tial AFaftststadct.

=

i

11i) 8% BY 7FY e-F¥ (HBedg) = 5% FAY A+ Foll 49 WA 200 M€ A& AHE-3sho] HBeAg &
A A% W95 AAELISA) o2 AFEAL (DiaSorin)el 93] 71&% whel o] HBeAg ¥41& @3t ¥
A Fe AAe AF WA ZAskal, HBeAg @il d RFE (W= wjAFAI=F A= 229 Fitzgerald
Industries International, catalog # 30-AH18)cl thal A =3}ats

g
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[0597]

[0598]

[0599]

[0600]

[0601]

[0602]

[0603]

[0604]

[0605]
[0606]

o
J

351 10-2774202

MC-HBV1.39] %o o] HIX & ## 7HAE AWslr] 98t 2t & uldk HBeAg HdS PBS7 FAME mh§-
29 gzl did Atssisitt. 83 F9 HBeAgel H7ME flslte], £¥ r
Z27EH MBeAgs A%t wA, A7te] E99 1F T 39 1Fel iE i
a9l oM Arl A @HE FEo® vro], "HE e dis) A rsbE dde] vE AT, o]o] A,
dA I e o9 2Eel i "HE A diE] AarstR" BlE ZA PBS "Rl Y] BE AHE] "AY

iv) 9% HBV DVA 7 24 T Ew ekl gl e vhe-sRRE e 94 A BuE 100 ple] HF
o2 E933th. QlAamp MYFE ulolej2 23 7] E(QlAamp MinElute Virus Spin Kit) (W= ZHg]E o}
T dlAlol A9 Qiagen)E AREEt] AZALS] ARE AAel wel A BERSH DNAE el
T 0.9% AA5TE Aol &l 200 ple] HE FE Hrbskln. 43 AES 43 TEHoE
s Fuol Hrlelorh. WA RAS Wlelel Akl DNAS) ©el® Rx&%TH. 1 ngol pHCR/UBC-SEAP Ze}

Z2u= DNA (F&[Wooddell CI, et al. "Long-term RNA interference from optimized siRNA expression
constructs in adult mice." Biochem Biophys Res Commun (2005) 334, 117-127])& 35 iz 2A 7138
Ak, 15 ¥ Fe 56T oA <ifulo] e Fo, oetem daks S ERYE IMATI, AA §9S Ad

of Agatdrt. AF Fo, MEZS 50 pl B (Buffer) AVES] 3] U2 &A 2T}

pHBV w}-¢-2 mel g o= REl dhajg DNA e HBV Aol 719 =2 PCRol & AAsdk. S F31A U
°] HBV Aol &S MIHE (GenBank FE W3IE V014609 ¢17] 353-777)E <ladWstE Zehiu]= pSEAP-
HBV353-777% Ab-gsle] A~ 21 FF FA(six log standard curve)S AA3Ftl.  pHCR/UbC-SEAPS] 729
7| Z3te] HHoRRE 2 wE AA vvke] DNAY I ES 2t AES Aol EFLE/ZEN/IBRQE ZHe
TagMan 3}3} 7|Wk Zgtoln] W 225 o] g3},

7500 3| AE(Fast) T+ 289 Z3 2~ 2 <9-E}4(StepOne Plus Real-Time) PCR A]2=®l (Life Technologies)
gellA aPCR A i, @4 Fo] HBV DNAS] H7bE fjste], E99 15 3% AE=24E DS
94l E= olF AA dAZEEH TSt HBV DNA ¥ 3|E ugixa v =] AR E deoR 3y
qPCR WHg-o] ol ZAAs3th. HBV 2 pHCR/UbC-SEAPE A&slstr] 93t 228 & 7}7ho] uk-g-of X A|H T},

A 3. pHBV EY v}-p2cjA9] HBV RNAi Z-§-A].

&7 AAle] 2¢] Z1AE pHBV R~ RELS ARESEGITE. 1 dAlel, 7ol whe-ollAl, 2 mg/keg(mpk) ] E2-
&% A ("PBS") ol AFEE HBV RNAI ZHEAIE ek 200 pleo] @ I8 FAN ) T gjF
o €% HBV RNAI Z&A17} §li= 200 nlo] ExdolE &3 AAFE FoIsgivt.  ZHzhe] HBV RNAL 2
SAE ¥ 4 2 F 59 vebd ule} o] Al vlee] 5'-dkio] Hgtd N-opME-ZAFgEANY ¥H3) giis
S X8Itk AlEE HBV RNAT FEAE 371 3 79 YEl oA WEE 2 AL Lt FA:E
53 ool AA v =8 I & d5e) 3§ Abolo A (F, Fs) ek, 7 RFolA 3

35 8 dA, 15 dA, 22 dA, H 29 dAol sk, 3 BE 19 W FUHBsAg) FEE 7] 24
o 20 71| Aatel whep AAsAe. AP 2RE o volHE §h7] el uEhiith:

[3E 7]

d4]d] 3 © 2 2F 2] HBV RNA1 ZH3-7] 8] B Z pHBV 015294 2] 5] A 2 pBS i T i)

A7sld HE EBsAp FF (X HA= +HE 259

aF 8 2A 15 24 22 9A 20 2A

PBS 1.000+0.185 1.000 £0.288 1.000=0.540 1.000+ 0326
ADO04178 0.164 =0.043 0.206 = 0.044 0.293 = 0.050 0.348 = 0.099
AD04579 0.083 0028 0.099 £ 0.022 0.112 £ 0:022 0.138=0.056
ADO04580 0.048 =0.007 0.073 £0.012 0.085=0.012 0.126=0.014
ADO4570 0.241 = 0.076 0.294 £0.071 0.276 = 0.068 0.474=0.092
ADO4572 0.190 = 0.040 0.279 £ 0.011 0.323£0.049 0441 =0.046
ADO04573 0.333=0.143 0.505 £ 0.106 0.361 = 0.060 0.444 = 0.068
ADO4574 0.291 £0.032 0.650 £ 0.056 0.388 = 0.048 0.485=0.070
ADO04575 0.397£0.189 0.514£0.234 05740204 0.689 = 0.207
AD04419 0.262 0038 0.174 £ 0.042 0.258 = 0.064 0.311+0.089
ADO04578 0.210 £0.056 0.235+0.033 0.298 = 0.035 0.336=0.049

RNAi  =F8-#] AD04178, AD04579, AD04580, AD04570, AD04572, AD04573, AD04574, AD04575, AD04419, 2
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[0607]

[0608]

[0609]

[0610]

[0611]

[0612]

[0613]

[0614]

[0615]
[0616]

SSS0dl 10-2774202

AD04578%, 7] & 1 2 F 20 Ve HBY A2l $1X% 1781-17899 Y X /W 5 Zg9do] FHojx R&E
o7 A SElAA vl IS = ZbzE AAEST. ZHZEe] HBV RNAT FHeAlE RE SAHE AF
o] Ax PBS WF H]wsle] HBsAgY A@d 74AE BYrl. oS So], AD045802 A7 A 2 PRS wxt
of thal atshd wf 8 Aol s-& FF] 95% =32 A (0.048 £ 0.007 HBsAg )& HERIIATH.
F R, A7) A 26 71" dxtol| whEl, PBS, AD04579, 2 AD04580 &l thell 8 LA, 15 dA, 22 o
aﬂ 29 A, 36 A, 43 AA 350 dAl P EH AEEFH 2 BV DNA S AAssld. 7 1
o 2HEH ¥HE EFYstaL, oo DNAE olF wEZ dHo=zxy dlsigltt. dolHE 3sl7] del AN

f&ﬂr.

[Z 8]

4 3 o ZEE 2] HBV RNAi 2§72 < 3 pHBV tf$244 ¢ A & BS =T o=}

ATSd FFZ I HBVDNA & (BT HAE ()2 89 3).

ag 8 LA 15 2 22 95 20 4

PBS 1.0000+0.1185 1.0000 = 0.0591 1.0000+=0.0322 1.0000 = 0.0597

ADO4579 0.1541 = 0.0070 0.1776 = 0.0027 0.1810 = 0.0450 03738 = 0.0302

ADO4580 0.0921 + 0.0253 0.0869 = 00117 0.1444 + 0.0755 0.0950 = 0.0026

b £ 2 36 LA 43 94 509

PBS 1.0000 £ 0.1625 1.0000 £0.0055 1.0000=0.1484

ADO04579 09670 =0.1247 0.7643 £0:1334 0.6299 = 0.1319
I ADO4580 0.4949 = 0.0096 04350 £0.0344 0.6819 = 0.0266

£ 89 dHolHE 2AME & R5¥9 RNAI ZA&A17)F PBS w3 Hlulste] HBV DNA =59 A3 A2 AT
S YERHY, AD045802 18 (S S50], 15 4A¢ 0.0869 £ 0.0117¢] B FF DNA F3)oA 1 21
=2 (log knockdown) Bt} k7t =& =S EAJSSIT.

bo THT

x
M

AN 4. pHBV ZY m}p-2oflA]o] HBV RNAi Z-&A.

&7] A 20 Z1AE pHBV mRg-2 RES ARESIITE. 1 gAlell, ZH7he] whg-zelAl, 2 mg/ke(mpk) o] E
HolE 9= 24 Fo] A3ty HBV RNAI Z8AS 6= 200 ple @Y da Fo, = hxado=2 A}
£ i ZH&A7F §l 200 ple] E2HOE & AAF-E ATsict. ZZe] HBV RNAL ZHE8AlE %
4 9 % 59 YERd vpe} o] Al Jhere] 5'-wrhie] H3tE N-ofME-AEEAN 243 =g XSS
k. Fol® BV RNAD A&Al= 7] iE 99 ¥ A& EFIATE. FARE B3 ool AA Qe =59
5 Y2 FFel I AloldlA (5, Tt FAIR) FPstt. Z4 AFdA 3 v A~ E AT
(n=3).

S 8 A, 15 A, 22 A, R 29 dAlel sk, €4 BY 9 #W Fd(BsAg) FEE 7] AA

o 20 71A1| Aol et AAsHY. AP omREO HolHE sh7] Fol dEkiy:

AAd 4 2FE 9 HBV RNAi 842 o] & pHBV vl$-2o] A 2] 2] A 2 PBS thxTe] sl
Astd HF HBsAg T F (EF HAE (+HZ ).

aE 8 A x| 15 4 22 4R 29 4 A
PBS 1.000 + 0.085 1.000 = 0.235 1.000 = 0.171 1.000 + 0.099
AD04010 0.229 = 0.141 0.165 £ 0.091 0.142 + 0.085 0.116+0.076
ADO04581 0.379 + 0.042 0.221 = 0.066 0.135 = 0.040 0.112 = 0.050
AD04591 0.285 £ 0.101 0.145 = 0.064 0.086 + 0.024 0.081 % 0.026
AD04434 0.295 + 0.041 0.191 = 0.008 0.147+0.016 0.187 % 0.049
ADO04583 0.488+0.018 0.545 = 0.037 0.511 % 0.086 0.663 +0.112
AD04584 0.392 +0.136 0337+ 0.073 0.364 +0.075 0.515+0.155
ADO04583 0.099 = 0.016 0.042+0.014 0.030 = 0.009 0.044 = 0.014
AD04586 0.222 £ 0.056 0.107 = 0.034 0.074+0.016 0.106 % 0.039
ADO04588 0.255 % 0.065 0.205 £ 0.021 0.185 £ 0.021 0.207 £ 0.024
AD04438 0.265 +0.106 0.113 = 0.045 0.091 + 0.031 0.130 & 0.038

RNAi ZH8-A] AD04010, AD04581, AD04591, AD04434, AD04583, AD04584, AD04585, AD04586, AD04538, X
AD04438%, 3 1 % X 20 Yebd ulel 2 BV Aol 9] 257-2750] A& S A #= Zde] Holx
BHog AR Qe Jig S ZEE AASST. viE f9 ® 99 ueld Zhzhe] HBV RNAiI A&

-1E>«
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[0617]

[0618]

[0619]
[0620]

[0621]

[0622]

[0623]

[0624]

[0625]

[0626]

=A% Al Ho Ax PBS WlZ vlaulste] HBsAge] A3 ZHAE HAUTE. oS o], AD04585E=
150l HBsAge] 90% 7H2~, 15 Lol 95% 7+, 22 Ao 97% 7+, 2 29 Ao 95% HAE Bt

Z7h2, A7) A 20] Z1A1E Aol whEl, PBS, AD04585 1Eol thE] 8 U, 15 UM, 22 A, 29 A
36 AA, 43 IA 2 50 A R Y MEEHEH A HBV DNA 52 AT, 7 aFoRYE
IS Yo, o]ojA DNAZ o5 w2 g3 o248 E dastdrr. ©olEE &7 Hol| A g}

[3 10]

qad 4 o 2 2e]e] HBV RNAi Z84]2] 5 Z pERV el 924 M ¢] Ag] A 2 pBS )27 di&

Amsld 37 ¥4 HBVDNA £F (BRE AAE (+HE 29 9).

% s 2A 1524 22 24 20 LA
PBS 1.000= 0.248 1.000 = 0.089 1.000=0.195 1.000=0.180
ADO04585 0.901 +0.183 0.225+0.003 0.187 £0.023 0.191 +0.004
a8 2 64HA 43 4H 5095

PBS 1.000 = 0.018 1.000 = 0.033 1.000=0.778

AD04585 0.209 £ 0.017 0.171+0.019 0.305= 0010

¥ 109] dlolEl:= HBV RNAi 28-#| AD045857F PBS 133} ®Im3}e] HBV DNA 49 #AAE AF38S veld

871 Al 2ol Z1AE pHBV whg-2 RES ARESESITE. vhe2E Sh7] & 116 ZIAlE AlE 2kt
OEoR WL, E e ZIAlE Fol @yel whet 200 ple] I8k FANE vhg-2ol Al AlEskglv:

2xd 59 AP pHBY h2 20 e 25

as RNAi Z+8-7] 2 &3 Eod oW
A PBS (RNAi ZH2-4] §14) 1215 e] &2 F=A}
B 3.0 mg/kg AD04585 1 Do) 32 FA}
c 3.0 mg/kg AD04585 124,824, 2 15 249 TAH(=.3 39 a5 4D
D 3.0 mg'kz AD04580 1 Ao 3ol ;4
E 3.0 mg'kg AD04580 194 895 2 15 DA ] ZAH(= 3 3 9] of= =)
F 1.0 mg'kg AD4585 + 1949 F21. 2 22959 & Fal
1.0 mg/ks AD04580
G 1.0 mg'kg AD4585 + 1954 395 159 243 A2 FA}
1.0 mg/kg AD04580
H 1.5 mg/kg AD4585 + 197,22 04 2 43 A Ajo] A
1.5 mg/ks AD04580
I 1.5 mg/kg AD4585 + 1954 395 159 243 A2 FA}
1.5 mg/kg AD04580

Zbzke] wh-zo A, & 110l Z1AE wheh 2, EAF0]E 9hF A T AFshE HBY RNAL 484 (5) 9
%S b 200 plo ¥k Fof, i HBV RNAI 2H&A7F f1E 200 plo) ¥ l 45 AAFE AT st
drh.  Zbzhe] HBV RNAi 2H8Al= ¥ 4 9 F 50 e vpe} o] Ml siehe] 5 - | AEE N-otAE-
ZE A 43 Y=g ARtk FARE H3 olfdl ZA Qe = IR Uz IReh 28 Alojd
A (5, Fat FAR) Fd800. 2 aFlA 3 rkEe] whe-2E AlFESIt (n = 3).

248 8 AA, 15 AAl, 22 AR, 20 AAl, 36 A, 43 DA, 50 A, D 57 ARl 40 n, DR BY 7
A WY FAMBsAg) FES A7) Adl 20 AAE Aol Wl AAAT. APowRH HolHE a7
JREIERICE
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[0627]

[0628]
[0629]

[0630]

[0631]

[0632]
[0633]

[0634]

SSS0dl 10-2774202

7} H]aLsle] HBsAg
A 8} 8F+= AD04585%}

247

2REY S E

[ 12]
A 5 28E 2] HBV RNAi #H&A]2] Fo T pHBV rh-5-2o 4] 32 A 2 PBS thzT dis)
B3 BE HBsAg TF (BT WA= (+HZ 29 1)
o 84 15 44 2294 20 4A
A 1.000+0.162 1.000 = 0.138 1.000 = 0.083 1.000 = 0.204
B 0.060 +0.015 0.010 = 0.003 0.006 + 0.002 0.007 +0.002
C 0.087£0.014 0.004 £ 0.001 0.001 £ 0.0003 0.0002 £0.0001
D 0.026 + 0.009 0.035+0.013 0.037+0.014 0.046 + 0.006
E 0.023£0.005 0.002 = 0.001 0.001 = 00003 0.001 = 0.0004
F 0.063 £ 0,046 0.083 £ 0.051 0.086 +0.016 0.027 + 0.006
G 0.062+0.011 0.022 £ 0.008 0.009 £ 0.003 0.008 = 0.002
H 0.055+0.015 0.062 = 0.002 0.072+0.013 0.011 = 0,001
1 0.031 + 0.006 0.008 £ 0.001 0.003 = 0.0004 0.003 = 0.0003
s 36 94 4394 50 LA 57 4 A
A 1.000+0.211 1.000 +0.189 1.000+0.179 1.000 + 0.062
B 0.013 £ 0.003 0.027 + 0.004 0,026 + 0.004 0.057 £ 0.012
C 0.001 = 0.0002 0.002 £ 0.001 0.008 + 0.004 0.020 = 0.015
D 0.116+0.019 0.214 £ 0.056 0.263 = 0.046 0.404 = 0.030
E 0.003 £ 0.0001 0.007 £ 0.001 0.012+0.002 0.033 £ 0.011
F 0.029 +0.003 0.065 = 0.003 0.064 = 0.004 0.161 =0.033
G 0.014 = 0.008 0.039 £0.011 0.018+0.008 0.046 = 0.008
H 0.017 £ 0.003 0.039 = 0.008 0.007 +0.001 0.013 = 0.003
1 0.007 +0.001 0.020 = 0.002 0,005 +0.001 0.011 =+ 0.002
HBV RNAi ZF&#] AD04580 % AD04585+= Z+Z) HHo=w BE SAHY Al 24 PBS W&+
o] AaE BT, H* 1, %471 AAdel 715 ukel o] HBV Aol Adoldh d9& %
AD045809] =F AHel= =3 BE FHE A A PBS & vlarste] HBsAge] #ag Ht
F7 R, 71 AAle 20 ZiAE Axpel whel, #0119 Zbzke] gl dis) 8 dA, 15 dA,
A, 2 36 dAel FHE Y MEEHEH A BV DN £S5 A4S, A4 AFe
skar, o]ojA DNAE o] whg-o® dYomiy delsiitt. HolHE st7] el AAg:
[ 13]
A d 5 ©Z 2 E o] HBV RNAi #4742 £ T pHBV o}-32¢] 4 2] 32 A 2 PBS thZwe| sl
ATotE B ¥ HBVDNA 5 (2F Hile (- 9 %).
aF ERE 15 95 22 4A 20 44
A 1.000 = 0.063 1.000 = 0.059 1.000 = 0.372 1.000 £ 0.237
B 0.267 = 0.003 0.043 +0.016 0.038 = 0.008 0.044 +0.004
e 0.236=0.016 0.023 +0.001 0.004 = 0.001 0.002 = 0.000
D 0.058 £0.016 0.085+0.017 0.252+0.071 0.217 £ 0.009
E 0.056 = 0.002 0.0009 = 0,0004 0.0003 = 0.0002 0.003 = 0,002
F 0.208=0.013 0.351+0.032 0.823=0.127 0.217 = 0.007
G 0.276 = 0.035 0.112+0.020 0.061 = 0.002 0.073 +0.002
H 0.232+0.012 0.213+0.028 0.403 = 0.047 0.079 = 0.005
1 0.092 = 0.026 0.055 +0.000 0.002 = 0.003 0.010 = 0.004
ks 36 4 A
A 1.000+ 0,024
B 0.046 +0.007
c 0.003 + 0.000
D 0.319+0.034
E 0.002 = 0.000
F 0.122+0.004
G 0.047 +0.006
H 0.056+0.003
I 0.021+0.007

% 139 dHlolH&

DNA 9] s AlTsdles
ANl 6. pHBV PR

ZAtEl RNAL 2HEA7F,

epie

]H O‘L‘ EE‘—
ojA]e] HBV RNAi 2§ &F dhs &

b
T
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[0635]

[0636]

[0637]
[0638]

[0639]

[0640]

[0641]
[0642]

SSS0dl 10-2774202

3 140 Z1AE ket ol thE 2
19 W s FANE Zzhe] vpr

971 6o % pHBV #H9- 9] Fe} 2.

s RNAi 284 5L 5% Fo 29
A PBS (RNAi #+-&-7 g1&) 1979 ad F4}
B 4.0 mg/kg AD0O4981 1 97]e] & FA}
C 1.0 mg'kg AD04981 1 Uafe] kel AL
D 2.0 mg/kg AD04981 1 L4Afe] =+ AL
E 1.0 mg'kg AD04963 1979 S FA}
F 2.0 mg/kg AD04963 1 d# 2] o A}

—

G 3.0 mg/kg ADO4872 A o] G FA}L

A9 2L A

H 3.0 mg/kg AD04872 +
1.0 mg/kg AD04981

—

I 3.0 mg/kg AD04872 + 1 Y=o ol F AL
1.0 mg'kg AD04963
i 3.0 mg/kg AD04872 + 1272 3 FA)

2.0 mg/kg AD04981

Z4zke] mpemol Al T 140] 7|AE ulel e, TAHOE 9% A4 Fo| AE3E HBV RNAI Z&A(5)9)
F& ek 200 ple] Wsk Fof, @iz HBV RNAD ZHEA17F 1 200 ple] EAH0lE &% AA4E AFs)
ATk, Zbzhel IBV RNADI 2F8Al= 3 4 ® 3 50l Yebd npeb Fo] Al 7here] 5-mekilo] H3HE N-obA"-
Ao EA 2435} fRi=E et FARE 53 ool AA e =53 9 E 958 25 Abeold
A (5, F3t FAR) Fsdnt. 24 aFddlA 3 rke o] nkeaE APl (n = 3).

45 Fol A -1 Ao, olojA 8 A, 15 dA, 22 A, 29 A, B 36 Al kL, FF HBsAg
T A7) Al 20 Z1AE Aol whel ARt AP omRHO HeolHE sl & 159 YEhiM, Ei
HBsAg+= HBsAg®] A fstel Bt gks vrg gt

[% 15]

A Ao 6 22 HE] 2] HBV RNAi Z-44¢] 59 T pHBV rh-2¢ 4 2] # 2] A 2 PBS &l disf

A7 HE HBAr £ F (TF AAls (02 29 ).
S 8 5 15 94 2294
A 1.000 £ 0.068 1.000+0.183 1.000 = 0.181
B 0.085+0.020 0.068 + 0.005 0.089 £ 0.014
C 0.283 = 0.039 0.343 = 0.055 0.436 £ 0.004
D 0.161 £0.052 0.137 £ 0.036 0.190 £+ 0.068
E 0.182 +0.040 0.233+0.023 0.436 +0.029
F 0.078 £0.024 0.093 £ 0.015 0.167 £ 0.028
G 0.066 +0.030 0.013+0.002 0.010 £ 0.002
H 0.033x0.012 0.016 = 0.005 0.020 £ 0.005
1 0.040+0.011 0.028+0.003 0.032.+£0.007
J 0.035+0.010 0.019 £ 0.002 0.021 £ 0.001
S 20 95 36 94
A 1.000 £ 0.032 1.000 £ 0.141
B 0.145 +0.016 0.194+0.047
c 0.622+0.041 0.741 £ 0.132
D 0.234 £ 0.055 0,280+ 0.071
E 0.623+0.116 0.782+0.114
F 0.259+£0.014 0.368 £ 0.068
G 0.010=0.003 0.009 + 0.004
H 0.022 = 0.005 0.024 + 0,009
I 0.065+0.014 0.087 £ 0.015
J 0.031 = 0.0001 0.044 + 0.002
A& HBV RNAT ZHEAl= RE =A-9 XA Ax] PBS thx+3} vlwdle] HBsAge] 7HAE BTt w3k 2
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[0643]

[0644]

[0645]
[0646]

[0647]

[0648]

[0649]

[0650]
[0651]

SSS0dl 10-2774202

A 69 2% H, I, 2 Jo| vbebd, AD04872 (E 1 2 I 20 Yebd ule}l & HBV AlEe 94 261-279¢9]
Q=S ORFoﬂ Aoz HEAoZ ArA QElAlA 7l A9S ¥3H3)9}, AD04981 = AD04963 (5 BT X
12 ¥ 20 YeERA vl9} 722 HBV Aol 9% 1781-17999] = X ORFol] Hojm= BE oz An A9l olglAl
2 7tE AES xg8sh e 2% Aule, shve BV Alse S ORFE %4 3}stal & v+ X ORFE ¥4 3)s
= 2709 RNAL 2HgAle] 23 Ayt BE A Aol AA PBS tl&w ) v)ilste] HBsAgel #AaE FAMSHI
JER A S dAl gy,

F7I2, €34 BY 1149 eI (HBeAg) & F3 Friskglvk. 229 a79 nfs22REHe AES 1A =
Jota, AAE 4 AES dd MEZ s fASY. APozHE dHolHE sy ®el vERd

[Z 16]

dAd 602 2E 9

AeE BT HBeAg TF.

HBV RNAi Z-272] o] T pHBV P22 A 2] 28] A 2 PBS tZTd thel

1% seA | 159A | 2294 29 £ #A 36 2 A
A 1.000 1.000 1.000 0.183 1.000
B 0.138 0.180 0.274 0.005 0.089
€ 0.316 0.376 0.588 0.055 0.436
D 0.167 0.250 0.262 0.036 0.190
E 0.301 0.327 0.447 0.023 0.436
F 0.167 0.172 0.305 0.015 0.167
G 0.275 0.135 0.158 0.002 0.010
H 0.080 0.053 0.094 0.005 0.020
I 0.165 0.124 0.185 0.003 0.032
I 0.120 0.057 0.101 0.002 0.021

% 160] vEh vk} o],

AD04872 (HBV A%<l S ORFE %A 3}sh) <9, AD04981 H+ AD04963 (& X5 HBV 7l

wo X ORFS #43k3h) o] 232 AD04872 Thi5o] fFofo Hlgl] HBeAg +&2] F7he] #AaE B
AN 7. pHBV w2041 HBV RNAi Z-&A: F71¢] §% vs ¥ Z§ I
471 AAlel 200 Z1AE pHBV k-2 RES ARSI, wheE Sh7] & 17 7]AE nkeh o] vk 1
woR U F 170l 71AE Fol ael w200 ple] @ dsl FARNS ZHzbe] whg-of 7
Folshaitt:
(% 17]
dAld 7] B3 pHBV I 20] Fof O F.
o 8 RNAi 284 2 &% o 89
A PBS (RNAi 224 gl&) 1 842 2 FA}
B 4.0 mg/kg AD04776 1 DAle] o Fa}
C 1.0 mg/kg AD04982 1 27he] 9 FA}
D 2.0 mg/kg AD04982 1 o] el =4}
E 1.0 mg/kg AD0477 1 D)o o+ F A}
F 2.0 mg/kg AD04776 1 o) 2l = A}
G 3.0 mg/kg AD04872 1972 2 =4}
H 3.0 mg/kg AD04872 + 1 Ao o =)
1.0 mg/kg AD04982
I 3.0 mg'kg AD04872 + 1 9# < 9 FAL
2.0 mg/kg AD04982

217e) whg2ol A, & 170] AR vhsh g, TaolE §F AAS Fol ABShE HBY RNAT 2RI ()¢
% FRAE 20 419 A Fef, S RAT HBA7} G 200 5 19] EeAIE BT AR AT
otk 7Ztzke] HBV RNAD #4844 % X 5ol ubehdl vhsl o] Al shehe] 5'-mekie] HEe N-ohd -
A A §¥ PrEE TP, FAHE B ool AR Qi mEw Y YR vRel 25 Aol
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[0652]

[0653]

[0654]
[0655]

[0656]

[0657]

[0658]
[0659]

[0660]
[0661]

A (%, 8

ox 2%

FA) 58

sriet.
BhE skl 1§

2} gl A 4 vhel o] vk
1 vhele] vhg2E ShepAbA T

A 229 Aol AlFSAT (n = 3).

Adx =L 8 Axjol
ZF agolA 3 vhEle] wlexsE 22

S Fol A -1 dAol, olofM 8 dA, 15 A, 22 dA,

A(HBsAg) FE& 47] A 20 1A Aol whe ARk,

[SRuls

[3E 18]

H Ao 7 2 2 27 o] HBV RNAL 24| 2] o ZpHBV Al 2| A 2] A7) A (-1 4 4) 2 PBs hET

el FrotE BT HBsAg 7% (BT Tt (72 9 3).

I= s 4A 1594 2294 29 44

A 1.000 = 0.347 1.000 = 0.278 1.000 = 0.194 1.000 £0.318
B 0.117 = 0.069 0.085 = 0.039 0.148 +0.045 0.198 £0.049
& 0.519 = 0.058 0.375=0.012 0.422 £ 0.046 0.525 £0.037
D 0.342 £ 0.062 0.255 = 0.046 0.272+0.122 0.314 + 0.068
E 0.279+0.057 0.245 = 0.032 0.374+0.121 0.304 £ 0.035
F 0.224=0.018 0.161 = 0.009 0.310 £0.016 0.482 + 0.053
G 0.029 = 0.010 0.005 = 0.001 0.004 + 0.001 0.006 = 0.001
H 0.016 = 0.005 0.004 = 0.001 0.010 = 0.006 0.015 = 0.008
1 0.026 £ 0.012 0.008 = 0.001 0.010 +0.002 0.015 + 0.005

SSS0dl 10-2774202

Aldstal (n = 4),

229 Aol s, 4% BY
Ao 2NE o HelHE 8y

B o2

il

5

2

el

e

Lo

2 n3ly.
Zze] aFe) vhyrzREe AES WA F
ozREe HelHE 57 Hel vk

Al ®E HBY RNAL 2845 BE SAHE AJdo Ax PBS 2T Haldle] HBsAge] A

F7I2, 934 BY 719 eI (Behg) F+S T3 Hrtslsich.
Yoka, HAE Y WSS Bde) AT el PAHAL. A
[E 19]

dAld 7 256 9] HBV RNAi 2oflqe] #Ae] A 2 PBS tHEZLo i)
A5 T HBeAg FF.

Ai #4879 FoI T pHBV FHS

aF s9UA | 1594 | 294 | 2094 | 3644
A 1.000 1.000 1.000 1.000 1.000
B 0.193 0.213 0.260 0.307 0.464
C 0.471 0.424 0.562 0.513 0.705
D 0.335 0.310 0411 0.442 0.500
E 0.381 0.368 0.355 0.564 0.483
F 0.275 0,255 0.370 0,495 0.449
G 0.323 0.218 0.205 0.250 0.190
H 0.124 0.102 0.099 0.156 0.156
I 0.081 0.059 0.045 0.063 0.086
[ 19-1]
AN d 7 22€) ) HBV RNAI F-279] B & pHBV vt220]4¢] Ae] A 2 pBs hzFo] o+l
A3 Y W7 HBeAg S 0FS vl &=
I% s$9A 15494 22 95 20 A 36 24
I KD) | (I$ KD) (1 KD) ¢l KD) (ol KD)
A 1.0 1.0 1.0 1.0 1.0
B 5.2 4.7 3.8 B3 2.2
{ By 2.1 24 1.8 2.0 1.4
D 3.0 3.2 24 2.3 2.0
E 2.6 27 2:8 1.8 2:1
E 3.6 39 2.9 2.0 2
G 3.1 4.6 4.9 4.0 59
H 8.1 0.8 10,1 6.4 6.4
I 12.3 17.0 223 15.7 11.6
£ 19-12 23 ¥)udt HBeAgd] HUbE vl v|E wkddla, ol tlZ& (PBS) 189 A F3l¥ HBeAg <
/247 e] RNAL ZEA(E) 2E9 A FEd HBeAg 5 (5, 1.000/HBeAg F+3) o2 AAtdTH. #F 19-19] ¢
olEl= AD04872 (Xd71ell AuH ulbel o] HBV Alwe 914 261-2799] & S ORFe| Hojx REHo= AFH A
ol <tE] 7he s £33 9 AD04982 (HBV A9 9% 1781-17999] 4= X ORFol] Zojm= BBz o7 A
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[0662]

[0663]

[0664]
[0665]

[0666]

[0667]

SSS0dl 10-2774202

A = 2 Ie] isl 3E 19 2 3E 19-1 Fx). Tg, & AARFEEH o
OBl AD048729} AD049824 Z3o] MEH o7 FolEE= AD04872 Z AD049820 A 9] HBeAg®] #ZHA Hj4=9] & x
ot & HBeAgd] T4 viFE 7HH 2tk AS wg RoFEnh. oE &9, 74F [ (3.0 mg/kg AD04872+ 2.0 mg/
kg AD0498229] Fod)2 15 dAlol 17.09] HBeAg®l #4& dl4E 7FASkaL, ol& & G (3.0 mg/ks AD04872)°l
& 4.69 7HA w4 1F D (2.0 mg/kg AD04982)ell thdk 3.29] A wisEe] FEul A},

71" Aapel wek, ® 179 Zhzke] Fel Wi -1 dA, 8 IA, 15 IA, 22 IA,
ewﬂoﬂ FHE g4 ¥Z25E 3 HBV DNA =55 AASt. &3 HBV DNAZ ZF Al F ol A
skt

B

il

FI
o

Bl vhe A9 zashel ol A RNAT ZHEA BEe] Fojo] uls] HBeg 4o F7bel 7t
& H 3
WS

29 dA, 2 36
7y FEZHEH dEsdl HolHE 7] el AlA g}
[ 20]

AAld 7 S 2 EEH 2 HBV RNAL F2-7) 2] Fo & pHBV o} 4 9] 3z A 2 pBS 2] dis)
A7old 7 €P HBVDNA £F (2F d7be (+-)= w9 8).

% s YA 15 94 22 94 29 4 A
A 1.000 + 0.493 1.000 + 0.358 1.000 = 0.424 1.000 = 0,387
B 0.224+0.150 0.263 = 0.185 0.335+0.204 0.440 £ 0.108
e 0.338 = 0.207 0.428 = 0.073 0.433 = 0,220 0.474 = 0.090
D 0.516 % 0.163 0,523 = 0.264 0.244 % 0,123 0.241 = 0,085
E 0.601 = 0.388 0.319+0.125 0.279=0.138 0.506 = 0,525
F 0.363 = 0.128 0.374=0.197 0.275=0.146 0,385 = 0,141
G 0.071 % 0.032 0.022 = 0.009 0.015=0.015 0.025 = 0.005
H 0.069 = 0.070 0,018+ 0.014 0.019 = 0.020 0.022 = 0.001
I 0.044 = 0.024 0,033 £ 0.016 0.017=0.012 0.022=0.014

g 36 9 A
A 1.000 + 0.326
B 0.603 = 0.068
C 0.509 % 0.163
D 0.543 % 0.079
E 0.444 £ 0.407
F 0.721 £ 0.043
G 0.058 = 0.030
H 0.047 = 0.021

£ 209 dlolel: A RNAQ AEAZE, AEAoR awy 2goR F TN, PBS 8% wlashe] HBV
DNA &9 A4S AFePeS eEha, w38k AD04872 (S ORFE 3Z 2 313h) 9 AD04982 (X ORFE 2 3}3)) 9
Z3%to] €3 HBV DNAS FY3k ko] AD04872 ﬁﬂr G AL Z AANE 272 HolFET),

AA e 8. pHBV w}-£-=0) 412 HBV RNAi Z-&A: F719] &% vhs ¥ 23 A7

47 ARG 20] Z)AR pHBY whg2 B ARSI whSAE S & 210) Z1AR vhsh Lol thd
2 gva, = 21 JAE Fol awel w200 plel el wal FAGG zAze] vpgzol

- 112 -



[0668]

[0669]
[0670]

[0671]

[0672]

[0673]

[0674]

[0675]

[0676]

SSS0dl 10-2774202

[3 21]

AN 4 g thE pHBY FH§-29] 7o I5.

2% | maidgA 2w o o BE %

1 PBS (RNAi Z-8-4] §18) 1 2#je] 24 T4} 4

2A | 4.0 mg/kg AD0O4872 + 1 2] 8] e AL 4
1.0 mg'kg AD05070

2B 4.0 mg'kg ADD4872 + 1 9519 939 FA}b 4
1.0 mg/kg AD05070

3A | 3.3 mgke AD04872 + 1 QAo 94 A} 4
1.7 mg/kg AD05070

3B | 3.3 mgke AD04872 + 1 DAe 9D FA} 1
1.7 mg/kg AD05070

4A | 3.2mg/kg ADDAST2 + 127 9 A 4
0.8 mg/'kg AD05070

4B | 3.2 mg/kg ADO4872 + 19519 9 4} 4
0.8 mg/kg AD0O5070

SA 2.7 mg/kg AD04872 + 1 Dafe] 29 FAE 4
1.3 mg/’kg AD0O5070

5B 2.7 mg'kg ADO4872 + 1 YA e 99 FA} 4

1.3 mg/kg AD05070

6A | 4.0 mgkg ADO5070 1 g5 e] I FA} 4
6B | 4.0 mg/ke ADO5070 1 Do) 3 FAL 4
TA 1.7 mg/kg AD0O5070 1 g#Ae] 94 FA}F 4
7B | 1.7 mgkg AD05070 194 oY =4} 1
8A 0.8 mg/kg ADO5070 1249 22 FA} 4
8B 0.8 mg/kg AD0S070 1 9#e] 9d FA} 4
9 1.7 mg/kg ADO5148 12989 29 FAL 4
10 2.7 mg/kg AD04872 1 Q59 B2 F2) =
11 1.7 mg'kg ADO5147 1 Ldafe] 2D FAL 3
12 4.0 mg'kg ADO4872 1 9# 2] 3Y T4 3
13 1.7 merkg ADOS149 1 d7e] 24 FA} 3
Zole | vlesg) o] Aol we gtelE RS Qge A8 e

11 LAl DL 24, 34, 44, 5A, 6A, 7A R SARTH 2 vlEle] plgaE QEANTIE, 1F 9RFH 1 9
of nlg g grebALA AT,

® 14 ARl 1F 2A, 3A, 4A, 5A, 6A, 7A, H BARNH 2 mE]e] wpg-2E FEARAIZITH

* 21 A#: 1% 2B, 3B, 4B, 5B, 6B, 7B, ¥ 8BEF-E| 2 w9 wp¢AE okRaA|RITE

* 28 AA: 1§ 1, 2B, 3B, 4B, 5B, 6B, 7B, @ SBEIE 2 vig]9] np-AE ¢teAAZIL, OIF 10 E 122
FE RE 0}Ss (4 nfe)E QAT

Zkzke] whg-zol A, & 210 ZIAlE wie} Ze, EAFolE 4 Adg Sl APstE BV RNAL ZHEAI(E) 9
F& et 200 ple] F8l Fol, HE= HBV RNAL 2HAI7F §l= 200 nle] E2d0]E b5 HA5E Alest
th. Zhzbe] HBV RNAD 2 E 4 9 & 5ol uhebdl whsh o] Al shete] 5'-wrekno] HgE N-obHE-
dUmAR BAR AUSE EFAAG T H3 oAl AR QB SL AR U A0 25 Aol
A (F, J3t FAR) FAET. A7) B 4ol YERE vtket o], 3 whE ] whe-2E AFE (n = 3) IF

10, 11, 12 % 13 ASIsaE, 2 1FAA 4 vhelel vk g AFST (0= 4).

898 Fo A -1 AAlol, e 8 AA, 14 LA, 21 LA, D 28 AAlo] 4Pk, DA BY ] wW I
A(BsAg) 57 A7) AN 20 AT Qo] W AFSAY. APorEel HolHF a7 Hol e
e
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[0677]

[0678]
[0679]

[0680]

[0681]

[0682]

[0683]

[0684]
[0685]

[0686]

[0687]

SSS0dl 10-2774202

[ 22]

A 8 2EE 9 HBV RNAL #4412 5o T pHBV rh-2o A1 2] Ae] A 2 pBS tZ2Fo] s
ATreHE B HBsAg TF (AT 93E (- 98

AT 894 1494 21 94 28 A
1 1.000+ 0.089 1.000+0.087 1.000+£0.132 1.000+0.138
2A 0.009 £ 0.003 0.005+0.001
2B 0.006 £ 0.003 0.002 =0.001 0,004 £ 0.001 0.005 = 0.001
3A 0.032+0.021 0.009 = 0.004
3B 0.028 £ 0.027 0.008 = 0.006 0.012 = 0.005 0.015 = 0.005
4A 0.036 £+ 0.020 0.012 = 0.006
4B 0.029+0.025 0.010+0.008 0.015+0.005 0.022 + 0.004
S5A 0.027 £0.014 0.008 £0.002
5B 0.027 £0.013 0.007 £0.003 0.019 £ 0.004 0.031 = 0.005
6A 0.058 £ 0.035 0.069=0.039
6B 0.117 = 0.058 0.079 £ 0.047 0.145 £ 0.082 0.135 = 0.061
TA 0,189+ 0.100 0.084+0.029
7B 0.099 + 0.010 0.147 +£0.025 0.267 £ 0.048 0.345 = 0.063
8A 0.355 £ 0.099 0.366 = 0.069
8B 0.271 £ 0.058 0.334 = 0.060 0.464 £ 0.055 0.624 = 0.053
9 0.239+0.148 0,179 x0.127 0.309 £ 0.213 0:345 = 0.225
10 0.018 £ 0.009 0.005 £0.003 0.005 £ 0,002 0.007 = 0.003
11 0.129 + 0.068 0.138+0.060 0.239+ 0.092 0.315+0.119
12 G.033+0.022 0.002 £ 0.001 0.002 £ 0.001 0.002 = 0.0004
13 0.200+0.093 0.239=x0.114 0.367+£0.123 0477 =0.125
gxor Ty 2FgoR F EFE AYE BV RNAI FHEAE BE ZS4E A™el A4 PBS ulzwty vlus)
o] HBsAg?] @3 s Ht).
AAd 9. RVAI FEA A

AAld 20 71A1 ¥ pHBV vh9-2~ BES ARESIGITE. 1 AR, 247+ ulg-2o) A, 10 mg/kg(mpk) o] X~
E 25 A9 Fol AFstE HBV RNAL 2H-A1E sk 200 ple) @Y dst FAM, e glxzdod
2 HBV RNAi A7} §l& 200 ple XAHE A% A9S5E TS, AlgE HBV RNAT 2H&-Al=

o]FA HIE zt= AL ETsPaL, olE S F 4 2 F 59 YERd vpel 2o Al

Tmm

A3 N-opAd -t EAN gatck.  FAE 53 oel AA e
e R Hob &8 AbololA (F, T8t FALR) Fadsdtt. ZF aFlA 3 vhE]e] wheaE AY
3k (n = 3)
g3 Fo] Mo, olojx 8 A, 15 A&, 22 A, = 29 Aol FHst, IF BY 119 ¥ FY(HBsAg)
FEs A7) AAd 20 Z1AlE dAfel whel Aok, AP o RNE ] HolEE §lr] Hell YRt

Ao 9 Z5-E 9] HBV RNAi 2849 Fof F pHBV vh-9-20 4 9] He] A 2 PBS tlzel o3
A tsteE Bt HBsAg T (R VAR (H-) = ¥ 3).

HA AN EH 447149 AADe

RNAi =8 'é‘/] HBsAg - g S
(At3he 22 5 "

PBS 1.000 # 3 gl
AD03498 0.087 +0.016 91.3% 8
AD03499 0.069 % 0.011 93.1% 15
AD03500 0.095 + 0.031 90.5% 8
AD03501 0.046 + 0.020 95.4% 15

A7) F 239 YR Zbzbe] HBV RNAI &A1= HBY Al €% 1781-1799¢] 2+ X ORFe] Hojx REAHo =
AR A Qe i dE Egelgitt.  Zhzhe] RNAD 2HE A= PBS WiERw ) HlnEte] fod oS B

AAd 10. pHBV ml-2-A0A]e] HBY g E7}o] Z3F A7,

A7) AN 2o 7\AE pHBY TRz RS ALgHT. PhSsE S E 240 JAE uksh o] thakat 11
Fom Wry, ® e JAE Fo ayel weh 200 plol ©U et FANE 247 wpg
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[0688]

[0689]
[0690]

[0691]

2 A4 109 g pHBV o}

s==53

10-2774202

r8) Bo) 1E.

Iw RNAI Z8-A4 2 8% Fo oy
A PBS OF I (RNAi ZHeA (194 222942 G FAL
g8
B | PBS IF I (RNAI #&A | 194 222942 &Y F4}
)
C 3.0 mg/kg AD04585 194,22 97,50 9. 2 64 FA 2] 2D FA}
D 3.0 mg/kg AD04771 195 2 22 A7 9] A FA}
B 3.0 mg/kg AD04580 195 22907, 50 47, 2 eq Aafe) okl FA)
il 3.0 mg/kg AD04776 195 2 22 AAje] 9 a1
G 1.5 mg/kg AD04585 + 195 2294, 5047, 2 g dafo] & FAH
1.5 mg/kg AD04580
H 1.5 mg’kg AD04771 + 194 222 dAe] 3Y FA}
1.5 mg/kg AD04776
I 2.0 mg/kg AD04771 + 194 222472 29 FA}
1.0 mg/kg AD04776
] 2.25 mg/kg AD04771 + 1297 2 22 AA e a4 FA}
0.75 mg'kg AD04776
ztzte] vk oA, E 24 JIAE wlsh B, Easo|E 9hE AR Fo APSE HBV RVAT 2EA(5)e]
S sk 200 pl19 I8 Fof, Wi HBV RNAQ ZH&AI7E Q15 200 plo] FAHCE 9% Ad42 A¥s
WAtk ZhzZbe] HBV RNAi 284l £ 4 31 5% 50l yekdl vkl o] Al Thre] 5wkl A ekE N-opAE -
ZAEAR EHE g EPANUG. FAs B3 old] AA gt =&d R YR FRsh 24 Aol
A (F, W3 #AR) SRS 2 gl 3 vl pheag AP (n = 3).
dHE Fol Ao, olojA -1 dAl, 8 dAl, 15 dA, 22 dA, 29 dA, 36 dA, 43 A, 50 dA, 57
A, 264 Aol FFATE. A BY 1HE x9H FU(HBsAg) TS 7] Arlel 26 7]AlE dxfol| whet
AAQstr. Aoz HE HolHE thg3 o] yekdin:

- 115 -



[0692]

[0693]
[0694]

[0695]

SSS0dl 10-2774202

[E 25]

H Ao 10 25 ] HBV RNAi Z+-2#] o] B & pHBV Fl--2=9] 41 9] 3 7] A 2 PBS th2T
(IF A7t HNZT L 24 ALE-E)d disll A5t E B HBsAe 7% (BRE BAE ()2 B3 2).

= s 24 15 24 22 4R
A 1.000 £ 0.146 1.000 = 0.095 1.000=0.202
B 0.931+0.161 1.091 £0.156 1,132 = 0.259
C 0.071 + 0.050 0.031=0.022 0.024=0.013
D 0.134+0.035 0.130=0.024 0.119=0.028
E 0.015+0.001 0.041 £ 0.012 0.087 = 0.015
F 0.197 £ 0.081 0.308x0.138 0.476=0.156
G 0.029 £ 0.015 0.069 = 0.029 0.094=0.016
H 0.191 + 0.057 0.315=0.094 0.420=0.126
I 0.153+0.050 0.194=0.076 0.233+0.116
J 0.155+0.059 0.177 £ 0.067 0316 =0.117
aF 20 2 A 36 2A 43 4A
A 1.000+0.182 1.000 £ 0.287 1.000=0.298
B 1417+ 0414 1.166 = 0.248
[ 0.007 £ 0.005 0.004 = 0.003 0.006 = 0.001
D 0.048 +£ 0.023 0.036 = 0.020 0.052 = 0.027
E 0.014 % 0.006 0.021 £0.011 0.026 = 0.011
F 0.246x 0.081 0.244 £ 0.097 0.179 = 0.061
G 0.023 £ 0.009 0.027 = 0.009 0.037=0.013
H 0.200+ 0.080 0.185=0.081 0.194 + 0.055
I 0.141 + 0.082 0.133 £ 0.051 0.151 = 0.082
J 0.133 £ 0.064 0.102 £ 0.039 0.129 = 0.050
& 50 24 5724 64 LA
A 1.000 + 0.296 1.000 = 0.394 1.000=0.395
B
(3] 0.015 £ 0.0001 0.002 £ 0.001 0.004 = 0.001
D
E 0.052+0.015 0.009 = 0.002 0.018 = 0.007
F
G 0.076 = 0.020 0.012 = 0.003 0.020 = 0.007
H
I
I

RNADI Zh-8-#] AD04585 % AD04771&, X 1 ® X 2] Yepd vk} 22 BV Alse] A 257-275¢ d+= S 7%

d= ZE]le] Aox REAOE FHAQ EAA TiY AES ZES MAIEGItE. HBV RNAL ZHEA

AD04580 = AD04776° F 12 F 200 vk whel 28 BV Alme 99X 1781-1799¢ & X AW wE 2

ol Hojx FEAHo=T AFHAQI JEW* Ve IS Ztes AAEIt. Alg® o]#fgh HBV RNAL

A8, BEOE 27 F 4 kel HBsAgel 2+
_‘?‘_

28 BT, 7479

e
o2l
i,
>
fato)
2
N
2
o)
loe]
w2
=

N
&
B
I

%o =
$2 BsAg %‘iJ 5“1 AdE F7t= ZAaAZ .

I K

2712 W24 F9o 1% C (3.0 mg/kg AD04585), L& E (3.0 mg/kg AD04580), = 18 G (1.5 mg/kg AD04585
+ 1.5 mg/kg AD04580)¢] w3, *171 A 20] 71" Azl whgl -1 A, 8 A&, 15 A, 22 A, 29
A, 2 36 A, 43 A L 50 A FHE Y MEZEZFEH € HBV DNA S A, 83 By
DNAE Z} B& dis] o]z gt 21#94 Al -l A elslith.  dlelElE k7] Holl AAgh):
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[0696]

[0697]
[0698]

[0699]

[0700]

[0701]

[0702]
[0703]

[0704]

[E 26]

444 10 2255 9| HBY RNAi 4-£719] £ £ pHBV 714 2:0] 48] 52|

SSS0dl 10-2774202

A 2 PBS =T

(PBS 15 A B= 259 sl Aw3td P+ % HBVDNA +F (BT HAE ()= 9 32).

as 8 AA 15 A 294 20 A
A/B
(PBS) 1.000 = 0.316 1.000 + 0.427 1.000 = 0.428 1.000 £ 0.475
C 0.172 =0.151 0.142 £ 0.079 0252+ 0.132 0.072 = 0.086
E 0.024 = 0.015 0.042 £ 0.037 0.449 = 0,184 0.053 = 0,048
G 0.093 = 0.053 0.083 = 0.037 0.370=0.153 0.211 = 0.060
IF 36 94 4324 5044
A/B
(PBS) 1.000 + 0,623 1.000 + 0.532 1.000 £ 0.532
C 0.044 = 0.020 0.104 = 0.033 0.136 = 0.016
E 0.012 = 0.004 0.061 = 0.031 0.161 = 0,019
G 0.048 = 0.022 0.147 = 0.010 0.20% = 0.041
MEA o agu 2Fos B wFolA, PBS 1FI Hluslo]

% 269 dHlolH+
7

ZAE HBV RNAQ 2847},
HBY DNA 459 A&

g ATAALL herat,

AAld) 11. pHBV F}-p-20]A]9] HBV RNAi -84 Z§ AT

47) AA G 20 7]AE pHBV vl mES A EEY, ukeAE &) F 279 VA vkeh o] thkd o
Fog Ui, ¥ 279 71AE Fol ewle] wak 200 ple @Y 3 FALAS 7bzte] mhg-o)
Foisl3int:

(% 27]

A A d 119] th3 pHBV pl-29] B 5.

IF RNAI 454 2 &% ol 89

A |PBs RNAI FEA 118) 1949 2 T4

B 3.0 mg/kg AD04962 1 D72 9 FAL

C 3.0 mg/kg AD04963 1 47 0] &gl FAL

D 1.5 mg/kg AD04962 + 1 2xe] T FA}
1.5 mg'kg AD04963

B 2.0 mg/kg AD04962 + 197 2] T FA}
1.0 mg’'kg AD04963

F 2.25 mg/kg AD04962 + 1 Yxjo] o FAL
0.75 mg/kg AD04963

G 1.5 mg'kg AD04962 + 1 97je O FA}
1.5 mg/kg AD04963

H 3.0 mg/kg AD04962 + 1 9o ol ZAL
3.0 mg/kg AD04963

I 1.5 mg/kg AD04962 + 1979 9 =A)
1.5 mg/kg AD04963

I 4.5 mg/kg AD04962 + 1 DA e] S =AY
4.5 mg/kg AD04963

K | 3.0mgke AD04872 1 9] Thel = A1

L 3.0 mg/kg AD04882 1 Aol 2l FA}

M 3.0 mg/kg ADO488S 1 D7 2] 9 FA)

Zhzke] wh$zol A, E 240] Z1AE vheh ge, EAFo|E $E AQS Fol APSE HBY RVAI A8 A (E)e]
& FHAE 00 419 Ak Fof, S RAT HBA7} G 200 y19] EeAIE BT AR AT
At Z1zhe] HBV RVAI A8 Al 5ol ekl uheh o] Al Fhehe] 5'-mekiel AFHE N-obAld-
DeEAY B4 s i@owu} FAbe B3} offel 2 SEIMBE

A Y = i Uz gy &
=2

>
N

=, e FAR) FASAT. 7 2EAA 3 rlle) whes

dHE Fof A -1 A, olojx 8 dAl, 15 dA, 22 dA, 29 4R, L 36 LA T (1w L
(AD04882) 3} 1% M (AD04885)> A|<lsl), &2 BE ¢ wW U (HBsAg) o= 7] AAld 20 7A€ &
ztoll we} AA4stdt. AgozRE | dolHE dlr] wel e
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[0705]

[0706]
[0707]

[0708]

[0709]

[0710]
[0711]

SSS0dl 10-2774202

AN 11 25 E 2] HBV RNAi 28 42] Fo T pHBV rl-529 A 2] =] A 2 pBS thELe s
A7 Y BT HBsAg (BF AAe (+-)= &5 3).

a1s s LA 15 A 2244
A 1.000 = 0.048 1.000 =0.144 1.000 £ 0.083
B 0.125 +0.025 0.083 £0.014 0.063 = 0.016
C 0.019 % 0.005 0.035 £ 0.008 0.052 £ 0.009
D 0.054+0.013 0.079 £ 0.009 0.108 £ 0.021
E 0.099 £ 0.025 0.098 = 0.053 0.142 + 0.050
E 0.070+0.015 0.103 +0.036 0.140 = 0.020
G 0.041 £0.021 0.012 £ 0.008 0:021+ 0.013
H 0.020 £ 0.006 0.044 0010 0.062 £ 0.019
I 0.077 £0.017 0.019 £ 0.004 0.004 = 0.001
J 0.012 % 0,002 0.021 £ 0.001 0.032 £ 0.002
K 0.045=0.014 0.013 = 0.005 0.008 = 0.005
L 0.106 = 0.020 0.176 £ 0.044 0.215+ 0.082
M 0.275+0.029 0.378 £ 0.080 0.572 £ 0.043
s 29 2 A 36 9H

A 1.000 = 0.209 1.000 £0.270

B 0.079£0.020 0.096 £ 0.007

C 0.087 = 0.014 0.164 £ 0.026

D 0.176 £ 0.014 0.292 £0.030

£ 0.223 £ 0,082 0.373 £0.150

i3 0.213 £ 0.020 0.328 £0.034

G 0.031+£0.013 0.078 £ 0.064

H 0.97 £ 0.028 0.160 = 0.060

I 0.008 = 0.001 0.002 £ 0.0003

i 0.044 £ 0.008 0.069 £ 0.009

K 0.011 £ 0.007 0.011 £0.009

L 0.299 + 0.009

M 0.792 + 0,057

RNAT 2F&A] AD04962E, ¥ 1 2 X 20 Yerd vle} 22 HBV Al 91X 257-2759] = S /i 35 Zd
o] Holm HEAoz ARAQ e AlA st NES T2 MASIGTE. RNAD 2HEA] AD048T2E, ¥ 1 ¥ ¥
20 vhebA ule} e HBV Alse] $1X 261-27991 Q& S MW B ZEdo] Hojm: HEHoz AJr A Qe
A 7t LS 2te2 A5k, RNAT ZH8A] AD04963S, F 1 2 F 20 Yehd uke} 7S HBV Al
FIA 1781-1799¢l 9= X /1 = ZE o]l Aojle FaAow FuARl HEAl: Zig MdS Ztes A st
SIth. RNAQ ZH8-A] AD04882 % AD04885E, 3 1 @ 3% 20 vERW mpel S BV Al 99X 1780-1798¢] 9L

:I::

= XY 5 Ty gl Hojr FEHoRE ARAQ HAA JtE MES ZEE AAEY. HE 99 1
9o YER Z+7he] HBV RNAT ZHEAl=, /Ay oz ggla 2o q 5 BFoA], BE A5 A|dd 2 PBS

ot Wlarske] HBsAgel #as WY, AFo= F71e] WBsAg #2S 7HA sttt

FhE, 8% BY 09 e FA(Bedg) FFEL EF IF L L NS AUR RE A5 o a7
o A vpasied $38 O0 EYAD, 4E Y BEE G BER S YRR WY

Al 11 2% H 9] HBV RNAi 24 2] £o T pHBV vf$20] M 9] ze] A 2 PBS thZTol s

A3l B HBeAg TF.

EE) SUA | 2294 | 2094 | 369A
A 1.000 1.000 1.000 1.000
B 0.425 0.201 0.371 0.365
€ 0.152 0.170 0.328 0.336
D 0.266 0.249 0.456 0.440
E 0.278 0.295 0.589 0.561
F 0.306 0.201 0.718 0.522
G 0.183 0.138 0.291 0.249
H 0.091 0.131 0.315 0.238
I 0.183 0.052 0.069 0.036
i 0.089 0.114 0.190 0.236
K 0.458 0.172 0.322 0.207

LR, A7 A 20 71" Aol whet, & 279 Az gl Wi 8 dAl, 15 dAl, 22 dA, 329 o
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[0712]

[0713]

[0714]

[0715]

[0716]

[0717]

[0718]
[0719]

[0720]

SSS0dl 10-2774202

Aol =HE dF AZSEHE Q"é HBV DNA #& ZAet3lvh. A HBV DNAE 7t AlAelA 72 SE=5Y o

AN 7 2256 9] HBV RNAI 3§79] To} F pHBV rp20)4 9] H2] A 3 PBS 2] chef
B7rotE Y €Y HBVDNA FF (RE A< ()= &9 39).

g 844 1594 22 94 29 L7
A 1.000+0.232 1.000 +0.463 1.000+0.272 1.000 + 0.205
B 0.577+£0.219 0.222+0.064 0.196 = 0.055 0.261+0:117
C 0.165 = 0.051 0.070 £ 0.042 0.142+£0.105 0228+ 0.174
D 0.343 £ 0.125 0.307 £0.091 0.300 = 0.092 0.356+ 0.032
E 0.262 + 0.033 0.216=0.018 0.227+0.028 0.279+0.090
F 0.320=0.134 0.332+0.208 0.344=0.209 0,338 +0.211
G 0.231 = 0.036 0.034=0.024 0.069 = 0.039 0.077 =£0.020
H 0.229+0.101 0.155+0.121 0.148 = 0.079 0.215+0.035
I 0.281+0.129 0.100+0.071 0.023+0.019 0.011 = 0.009
J 0.078 = 0.050 0.061 =0.020 0.074=0.029 0.056+0.030
K 0.314 = 0.064 0.119+0.043 0.076 = 0.067 0,078 = 0.095
L 0.295 + 0.077 0.305+0.101 0.213+=0.088 0.186 = 0.084
M 0.515+0.247 0.505 £0.293 0.488+0.318 0.478 + 0.267

I 309 dlolElE ZAME RNAT ZEA7F, MEAoR Tgla %o E B FETo|A], PBS 183 H|wale] HBV
DNA 9] #ZaE ATs9SS veldt. A5 &= HBV DNAQ] F7te] #AE 7P et

AN 12. pHBV Bl-2:0A] <] HBV RNAi Z-§-A]

47 AN 20 71AE pHBY whex RS ALgSTE. mhSAE §7] & 316 7AE ke o] thakd
Fom Wra, ® 319 JAE %o ayel weh 200 plel w9 ek FANE A7) wpg
7ol 5tgin}:

A A e 12 o] T3 pHBV vH$-29] Fo] 15,

% | RNAI #8428 o 4

A PBS (RNAi 2H&-4] ¢12) 1 LA ] T FAL

B 2.0 mg/kg AD04871 1 A9 G FA}

c 2.0 mg/kg AD04872 1 A 9] TG FA

D 2.0 mg/kg AD04874 1 LA T FAL

E 2.0 mg/kg AD04875 1 A ] & FA}

F 2.0 mg/kg AD04876 1 7] & FA}

G 2.0 mg/kg AD04881 1 A9 T FA}

H 2.0 mg/kg AD04883 1 A T FAL
747ke] vhg-zolAl, & 240 Z1AE wpsh 2, TadlolE HE A5 Fol AWSE BV RVAI ZEAS] FS
ok 2%LMJﬁBFEﬂ,“bHWRM1&ﬁﬂﬂuM_%OuLJEiﬁﬂE%H?Q%*Eﬂ%ﬂﬁq.
a % i3 A3e N-otAd-d=gE

Z47bo] HBV RNAi ZF&Al= ¥ 4 2 % 50 Ve blel o] Al speke] 5 -wthio)
AR 33 Yr=s L3 ZA}b B3l ool AAH Qe =53 ¥R 2 giel 28 ApoldlA
Z1

(Z, W3t FA=) SRS, Fol4 3 vkl kg A @ (n = 3).

45 Fol Ao, olojA 8 dAl, 15 A, L 22 Aol F=Z3k. T A (PBS), 1w B (2.0 mg/kg
AD04871), & C (2.0 mg/kg AD04872), 1& D (2.0 mg/kg AD04874), 1% E (2.0 mg/kg AD04875), ¥ L& F
(2.0 mg/kg AD04876)= =3k 29 AR, 36 LA, 43 LA, 2 50 A - dFS Y. I B g
B A (BsAg) 58 A7) A 20 7" Ao wel 2AsGY. A ozHE] HolEHE 37 ®
o] vERdT:

K
2
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[0721]

[0722]
[0723]

[0724]

[0725]

[0726]

S=S35l 10-2774202

[% 32]
AAld 12 2EE o] HBV RNAi ZH4-4)¢] T = pHBV dl-$2¢ 4 2] 3z A 2 pBS dZ2Z4] disl
A58 B4 HBsAg (B3 B AE (+-)= §H9 2).
g 8 4A 15 94 22 24 29 A
A 1.000+0.132 1.000 + 0.089 1.000 + 0.080 1.000 = 0.098
B 0.102 + 0.034 0.041 + 0.021 0.049 + 0.033 0.048 + 0.031
c 0.153+0.064 0.064 + 0.032 0.063 = 0.034 0.042+0.017
D 0.123 +0.022 0.049 + 0.017 0.039 = 0.010 0.023 = 0.001
E 0.190 + 0.075 0.094 + 0.038 0.107 = 0.061 0.081 £ 0.051
F 0.190 = 0.031 0.076 + 0.033 0.084 = 0.038 0.049 +0.024
G 0.159 + 0.047 0.216 £ 0.057 0.235=0.151
H 0.508 = 0.078 0.666 £ 0.131 0.543 = 0.048
1 0.279 + 0.087 0.357 £ 0.078 0.614+0.156
g 36 4A 43 9 # 50 LA
A 1.000 = 0.063 1.000 +0.242 1.000+ 0224
B 0.054+ 0.038 0.064 + 0.030 0.092 + 0.025
& 0.040+0.017 0.034+0.015 0.085 = 0.010
D 0.037 + 0.004 0.037+0.010 0.065=0.012
E 0.126 + 0.077 0.125 + 0.063 0.170=0.079
F 0.089 + 0.044 0.082 £ 0.034 0.115 = 0.028
G
H
I

RNAi 2H8-A| AD04871, AD04872, AD04874, AD04875, H AD048762, ¥ 1 ¥ ¥ 2] Jebd wpe} 22 HBV 7%
o $1A 261-2799] & S WY BE Zde] Hojx REH o FrAHQ QEAA Mg IS REE 77}
A, o)yd Zhzhe] HBV RNAi 2HgAli= PBS WiERwy ®laste] HBsAge] AEd #AaE uvEehfo]of
stk dlE 5o, AD04871 (“14 B), AD04872 (“1 C), AD04874 (714 D), % AD04876 (1w F) Zt7te] @Y
2 mg/kg &% tlxwT) vlaste] 15 AN 43 dAZEA SAE 247ke] AlAol s 90% 7<) HBsAge] 7+
22 YehAYE.  RNAD 284 AD04881, AD04883, AD04884Z, 3 1 2 ¥ 20 Yeld wiel e HBV A9l
1A 1780-17981 = X /MG = zE|Qle] Aol FEAHom FRAQl FEAA vhg NAE s 77t
AA T

AA 13, X g9 =of

HBV mRNA®] S ORFl #1x|eh= el Aol Hadom FrARl el 7}

o, HBV mRNA®] X ORFell 91x]3h= el Aol R0z Au

2gA o] 23] gaks Hriete dibAd & A, E1

wA3sh HBV RNAD 2-&All gk At F-97F sobxd WV Aws E@she SEhansgs st

(o3}, X 99 Hobx nhgzm AAY). o] B2 o]E RNAI ZH8Ale 27 F-9 WellA] pHBV1.3 Sehxm=

9 10719 9715 EdwolNFemn AT, SF9S e HBV nRNAS] UmXE 75 AR

wobddek.  whebA, o HBV k-2~ WLEllol A, - wgalAel AAlE HBV Alwel 91A] 1780 % 1781 %4 3}s)

PB4l ZhERS ZhE HBV RNAT 2MgA19] 232 S A= o adHelx] ¥& Ao o).
=

of a3l wht

Mo
b
iy
Ry
o
[
)
X
L
&
<
S
Y
%o
2
Lo
oo
ot
X,
Olo
A,
BN
o

o9& Foal= RNAD ZHgA

S xF3= A2 RNAI

Lo
>
o ue

{0
rr

o]

rr

eI, a7 o Z1AE

i

g S E 336 A8 A EFSE O o

200 pl1e] d8f FANES vh-2o Al Alshitt:
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[0727]

[0728]
[0729]

[0730]

[0731]

[0732]
[0733]

[0734]

[0735]

HAJe] 139 X G Fobx

akgsio] Fod IF.

SSS0dl 10-2774202

aF RNAI Z-5-A4] 2 &5 Fo 84 FEY F @)
1 PBS (RNAi ZH2-4 912) 1 9Ae] G T4 4
2 2.0 mg/kg AD04585 + 1 L9 od FA} 4
1.0 mg/kg AD04963
3 2.0 mg/kg AD0O4872 + 1 gAe] & FA) 4
1.0 mg/kg AD04963
4 2.5 mg/kg AD04585 + 1 DA e o Za} 4
0.5 mgkg AD04963
5 2.5 mg/kg ADO4872 + 1979 o A} 4
0.5 mg/kg AD04963
6 3.0 mg/kg AD04963 15 o] 9L FA} 1
7t7ke] whg2olll, E 330 Z1AE vhek 2, E2I0lE 9F AdS Fol AYSHE BV RNAL ZHEA (2)e]
FE PR A0 p19] A% R, T B WAL 2EA7} QE 200 19 EAAIE 43 JAE AT
Att.  ZFZbe] HBV RNAD &A= E 4 2 3 50l YERH H}9Jr 1 Az~ 7] 5 -dekgo] A3t N-olME-
ZetEslyl g4 eeg TRt FAbhs B ool ZA gl =@ AR U wRel 25 Aol
A (F, g8 #A2) Fdsh. 7 gl 3 vt vhesE ARG (0= 3)
45 5 A, 8 dAl, 156 dAl, 22 U, 2 29 dAol FF3t, A BY 1Y 2W FL(HBsAg) FEE A
7] Al 20 7] Aol wElk AR, 36 Al E 43 dAo] 1F 1 WA 5ol v dHS FHES
th. Ao RREe HeolHE st7] & 340 HERTh:
[E 34]

AT 13 255 2] HBV RNAi 284 9] Fof & X

o3l 47 8hE 9 HBsAg (3

Q9 b vhg-

T A (H)E WG ).

aF 8 AA 15 44 22 9A
1 1.000 + 0.186 1.000 + 0.165 1.000 £ 0.132
2 0.061 + 0.034 0.041 £ 0.035 0.030+0.015
3 0.020 + 0.011 0.007 + 0.003 0.003 % 0.002
4 0.063 = 0.039 0.022 +0.011 0.029 + 0.013
5 0.027 = 0.014 0.003 = 0.003 0.001 = 0.001
6 0.948 1360 1.652

29 A A 36 4A 43 9 A

1 1.000 £ 0.059 1.000 £ 0.044 1.000 + 0.045
2 0.051 + 0.029 0.062 + 0.029
3 0.004 + 0.003 0.008 + 0.003 0.018 = 0.007
4 0.040 = 0.022 0.061 + 0.030
5 0.002  0.001 0.003 % 0.002 0.014 + 0.006
6 1.831

o = wpet o

L

- X Ih= 3
T 5 §lAT.
A &3+

7] AAe 139] Z]AE X G =oly mpo-
s Okt 1Fo® Yy
A Fel skt

2ol 3.0 mg/kge] HBV RNAi 2ZF&-A] AD049632] th
7Hu01— = u_g]o]oﬂ 24011:

ow, % 33 A% 5 ' EFe HARCAA 2 =

-121 -

2ol xe] A 9 PBS thze]

A g3Folal HBYV Alwel ¥A] 1781-1799 3l
FEAHoR ARAQ SHEj Al 7} =

F7EE, s 2 Wix 5 A7 PBS dlEwar )
T %3] HBsAge] HAE YeERAT (22 LA).

2y nl2Adx]o] BV RNAi &-&A9 & kg ¥ X3

weS ALgakgiTh z
L E 350l A8 Fol axlel wek 200 plel Wl T FAplg 7zte) nhe

T 1F 68 WBsAgd HUheS A
W3kl HBsAge AEdt EHUles

-~ 2 &7 & 319 A9 AL



[0736]

[0737]
[0738]

[0739]

[0740]

[0741]
[0742]

[0743]

[0744]

[0745]
[0746]

[0747]

SSS0dl 10-2774202

[ 35]

AAel 149 AEX GG =2 ap§-29] R IF7

aE RNAi ZH8-# & &% 5o 8¥

1 PBS (RNAi ZH4-4] g12) 1 27 8] D AL

2 2.0 mg/kg AD04872 127 T2 FAL

3 2.0 mg/kg AD0D4872 + 147 9] 4 T4
0.7 mg/kg AD05070

4 2.0 mg/kg AD04872 + 1 g7l g FA}
1.0 mg/kg AD05070

3 2.0 mg/kg AD04872 + 1 dAje] Y T4}
2.0 mg/kg AD05070

212e) whg oA, E 350] 1AE vuhe} g, AW 9% A5 ol ABSE HBY RNAT AR (5)e]

kS Tl 200 ple FsF Fol, W HBV RNAD 2847 91E 200 plel EAHOE 2 A4S A Fs)
k. ZHzhel HBV RNAD 284l & 4 2 ¥ 59 yebd mie} o] Al ieke] 5 -Tuiel] HEE N-olA e~
A EAR 243 =g i?&o}fﬂ't} FAbE 23 oo 24 de =& v YR giel &8 Aol

A (Z, S8 FA2) FAst. E 359 e 2 g4 3 vhele] vheag Agekdn (n= 3).

dHS 1 LA (Fol ), 8 A, 15 dAl, 22 I, % 29 dAdl Hsta, 93 BYE 1+ ®W &< (HBsAg)
T 7] A 200 ZIAE dpel wet AAsltt. AP o mFE ] HolHE §hr] Fel ekt
[ 36]

AAd 14 2HEY X G Folg vl§- oA 9 A2 A 2 PBS 2ol dl&l] F73tE 37 HBsAg
R,

% 8 4 A 15 LA 22 94 29 A7
1 1.000 = 0.120 1.000 = 0.255 1.000 = 0.224 1.000 + 0.143
2 0.104 = 0.104 0.009 = 0.009 0.005 = 0.004 0.005 + 0.003
3 0.076 £ 0.041 0.010+ 0.009 0.006 = 0.005 0.005 + 0.005
4 0.036 = 0.008 0.002 = 0.001 0.001 = 0.001 0.002 + 0.001
5 0.019+0.017 0.003 £ 0.002 0.003 = 0.001 0.004 + 0.000

¥ 362 "dxso2 Fol® HBV RNAL 2H8A] AD04872, 2 AD04872 (HBV A< $1*] 261-2799] A= S 7N
T o] Holx HEZHOoZ AHAS otEMA 7ES ¥3sH) el AD05070 (HBV Alwel $Jx] 1781-17999
of Aol FiAom FHAQ QHAL TteE x3FH) O xFol, SAHE 74 A ZHx
BsAg®] o3 Hthes ATEUFE HAFT. o] X 49 Fopx Edox EARo]
= 0.7 mg/kg WA 2 mg/kge] HBV RNAi ZH&#] AD050709] #7}= 2 mg/kge] HBV RNAT %+

A AD04872°0] S FHAATIA &Sk
AAl 26 Z1AE Axabel whet 8 A, 156 A, E 22 dAe] FHE 3
AsAry, 7z a2 o wREe dAHL Zstw, olo]A] DNAZ wal

30
2 e

e}

A 14 S 2HFE 9] HBV RNAi 218419 £ & X 99 Foly mlg-oAof A2 d 4 PBS
ol el Ar3tE W I3 HBV DNA 5 (33 HxbE= (H-)= vkl 9).

IF 8 dA 1544 22 4 A
1 1.000 = 0.007 1.000 £ 0.011 1.000 + 0.066
2 0.225 +0.019 0.022 = 0.001 0.036 + 0.001
3 0.151 + 0.002 0.029 = 0.001 0.042 = 0.003
4 0.140 + 0.006 0.016 = 0.000 0.018 = 0.000
5 0.069 =+ 0.002 0.018 = 0.003 0.043 + 0.002

o] X 49 Folx Huox EAWold %A FL7F EA8E 0.7 mg/kg WA 2 mg/kge] HBV RNAiI =84
AD050702] H7F= 2 mg/kg®] HBV RNAi 284 AD048729] A S 7HAA7)A] &Sk},

AA ) 15. pHBV ml-2-~0]A]2] HBV RNAi ZH-&-A]
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[0748]

[0749]

[0750]

[0751]

[0752]

d7) AAlel 20 Z1AE pHBY wh9-2 RElS ARESHITE. mhe-2E SH7] 3 389 VIAlE RS Edbebe thgdt
aFeR Wral, 3 38l ZIAE ol aiel w200 ple) B e FANG zhzhe] wh-zaol Al FofE3)
t}:
[ 38]
AAd 15 S pHBV FF3-2=0] Fof T F.
= RNAi 2+-8-4] g &% 5o 24
1 PBS (RNAi ZH- 4] §12) 1 Lo g FAL
2 2.0 mg/kg AD04776 1 29 394 FA4}
3 2.0 mg/kg AD05069 1 24 o] el Z A}
4 2.0 mg'kg ADO5070 1 YAje] Tl E A}
5 2.0 mg/kg AD05071 1 272 2L FAL
6 2.0 mg/kg ADOS073 1 27fe] 9L FAL
7 2.0 mg/’kg AD0O5074 1 LAfe] il FAL
3 2.0 mg/kg AD05075 1 DA e] el = ap
0 2.0 mg/kg AD05076 1 9# 9] 24 FAL
10 2.0 mg/kg ADOS077 1 D7fe] o FA}
11 2.0 mg/kg AD05078 1 47 o] 2 FA}
12 3.0 mg/kg AD04872 + 1 97 o] 99 ZA}
1.0 mg/kg AD04776
13 3.0 mg/kg AD04872 + 1 27 o] ©hal = A}
1.0 mg/kg ADOS069
14 3.0 mg/kg AD04872 + 1 A#) o] T3 FA}
1.0 mg/kg ADOS070
15 3.0 mg/kg AD04872 + 1 LA o] e Z A}
1.0 mg/kg AD0O5071
16 3.0 mg/kg AD04872 + 1 Q5 e] T FA}
1.0 mg'kg AD05073
17 3.0 mgkg AD0O4872 + 195 9] 3 FAL
1.0 mg'kg AD05074
18 3.0 mg/kg AD04872 + 1 Q5 e] T FA}
1.0 mg'kg AD05075
19 3.0 mg/kg AD04872 + 1 27 o] el Z A}
1.0 mg'kg AD05076
20 3.0 mgkg AD04872 + 1 952 3 FA}
1.0 mg'kg AD05077
21 3.0 mgkg AD04872 + 1 Eafe] o4 FA
1.0 mg/'kg AD0OS078

Zyzbo] mpg-2of| A, # 389 71AlE wiel e EAWOE &% AHS Tl AFshE HBV RNAI 2HEAI(E)<]
%S FfslE 200 ple FsF Fol, @ HBV RNAL Z8A7F §1E 200 plel = &% AAFE AT
Atk zZbzhe] HBV RNAT ZH8Al= ¥ 4 @ ¥ 50 vehd vpe}l o] s ek 51— I N-o} 4 & -
2P EAN 1438 fes g, FARE B3 ozle] A e =&d gy 5 Alol
A (F, F8F FAR) S8, 4 a5l 3 vkl vl E At (n = 3).

S Fo] A -1 Ao, olojx 8 A, 15 AAf, 22 AA, 29 A, 36 LA, 43 LA, L 50 LAl =3
k. 83 BY 119 ¥4 FYUBsAg) S A7) AAd 20] A" dxjol wel AA4sgit. Ao
BE o] dolHE &t7] & 399] UeEbH | it HBsAg: HBsAgel A tshy ks whdsith:

I
fl )

e
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[0753]

[0754]

[0755]

[0756]

[0757]

[0758]

SSS0dl 10-2774202

Q26 15 25 9] HBV RNAL Z8749] 6 F pHBV t}8-20] 9] A2 A 2 pBS 220 4

A 7ElE W HBsAg

1% 8 YA 1594 22 94 2094
1 1.000+0.119 1.000 £ 0.047 1.000 = 0.080 1.000=+ 0.027
2 0.339 £ 0.076 0.414 % 0.126 0.385 £ 0.067 0.450+ 0.075
3 0.240 £ 0,096 0.361 = 0.078 0.446 = 0.073 0.508+0.114
4 0.081 £ 0.026 0.127 = 0.031 0.223 = 0.057 0.330+0.112
s 0.452 + 0.020 0431 +0.126 0.373 = 0.079 0.383 + 0.080
6 0.375+0.181 0.632+0.192 0.463+0.117 0.567 + 0.159
7 0.325£0.032 0.438 % 0.125 0.393 £ 0.056 0.443 + 0.096
8 0.155£0.031 0.3220.019 0.333 £0.077 0.463 + 0.043
9 0.245 £ 0.063 0.467 = 0.090 0.477 £ 0.045 0.562 + 0.049
10 0.120 + 0.062 0.173 = 0.029 0.289 = 0.019 0.331+0.042
11 0.128 + 0.042 0.172+0.046 0.179 = 0.015 0.215+0.049
12 0.040 £ 0.015 0.014 = 0.004 0.014 = 0.006 0.015 + 0.004
13 0.050 £ 0.020 0.015£0.011 0.017 = 0.008 0.022 £ 0.009
14 0.020 £ 0.011 0.011 % 0.006 0.015 = 0.006 0.023 + 0.004
15 0.043 £ 0.005 0.013 = 0.005 0.010 = 0,002 0.011 +0.004
16 0.021 £ 0.017 0.008 + 0.004 0.012 =+ 0.003 0.011+ 0.001
T 0.032 £ 0.011 0.009 + 0.003 0.007 £0.002 0.008 + 0.0003
18 0.023 £ 0.014 0.010 £ 0.006 0.009 = 0.006 0.009 £ 0.004
19 0.025 + 0.006 0.010 % 0,004 0.009 = 0.002 0.010 + 0.003
20 0.061 £ 0.013 0.027 = 0.006 0.020 = 0.003 0.029 + 0.006
21 0.061 + 0.050 0.013+0.010 0.012 =+ 0.005 0.018+ 0.006
g 36 94 4394 5024
1 1.000 + 0.031 1.0000.114 1.000£0.112
2 0.617£0.116 0.643 = 0.154 0.665 = 0.199
3 0.638 £ 0.067 0.743 £ 0.015 0.792+0.115
4 0.472+0.121 0.515+0.126 0.689 = 0.167
5 0.591 + 0.159 0.604 + 0.086 0.709 + 0.115
6 0.717 £0.136 0.686 % 0.194 0.781 = 0.301
7 0.586 £ 0.069 0.77520.143 0.747 £ 0.095
8 0.666 = 0.066 0.803 = 0.096 0.856 = 0.180
9 0.801 £ 0.047 0.667 = 0.055 0.765 = 0.208
10 0.640 £ 0.059 0.667 + 0,034 0.742+0.133
11 0.429 + 0.063 0.383 % 0.005 0,497 = 0.060
12 0.037 £0.013 0.044 = 0.012 0.056 = 0.014
13 0.046 £ 0.011 0.055+0.010 0.070 = 0.010
14 0.054+0.016 0.070 £ 0.018 0.096 = 0.012
15 0.029 £ 0.011 0.032 + 0.015 0.051 = 0.020
16 0.033 £ 0.005 0.038 = 0.007 0.062 = 0.004
17 0.021 £ 0.002 0.031 = 0.004 0.061 = 0.005
18 0.034 + 0,014 0.047 + 0.016 0.079 = 0.017
19 0.028 £ 0.005 0.037 £ 0.006 0.060 = 0.011
20 0.070 £ 0.009 0.063 = 0.018 0.097 £ 0.018
21 _ 0.040+0012 0.066 + 0.007 0.120 = 0.036

RNAD 2H8-A] AD04776, AD05069, AD05070, ADO5071, AD05073, B! AD05074%E, ¥ 1 % F 20 vepbd wie} 2
BV Aol 1A 1781-1799°] Sli= X /W ¥ ZEQle] AHojk Bixor Al A~ 7he MaE 2t

=8 Zhz dAE k. RNAD ZHEA] AD05075, AD05076, AD0S077, 2 AD050782, 3 1 2 # 20 yepd nis}
2o HBY Al 993 1780-1798<0 = X /W B Lol Hoj FEHow AwAl ¢ AA rg A9
= == 7427y ARGl

¥ 39% WEow Fold HBV RNAQ 2H&4] AD04776, AD0O5069, AD05070, ADOS071, AD05073, 2 AD05074 M= o]
S} AD04872 (HBV Aol 914 261-2799 = S /Y #5 T glo] Hojm= REZH o7 AR A otelAl~ 7}
oS ¥xegh o] 23 S4E 2zt Aldel AR PBS WiEw ) Hlulske] HBsAge] #oldt Hrhes AlFEle
S HoFEn.

AAd 16. pHBV o}-p-20A<] HBV RNAi &84 &3 vh& & 2§ 7.

A7) A 200 Z1AE pHBY vhe R ARSI, phesE 8] & 400 Z1AE ks @ 2
2 v, ® o400 AE Fol ol wel 200 plel w9 weh FANES 7zkel vpgzel
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[0759]

[0760]
[0761]

[0762]

[0763]

[0764]

[0765]

[0766]

SSS0dl 10-2774202

AAd 16°) N pHBV B}$-20] £ 25

d& RNAi 2H8-A4] B 8%

S

1 PBS (RNAi &47 ¢12)

EEEEDER

2 3.2 mg/kg AD04872

EEEEDER

3 3.2 mg/kg ADO4872

1A 2 2 249 29 74

4 3.0 mg/kg AD04872 +
0.8 mg/kg ADU5070

EEEEDED

1.3 mg/kg AD05070

5 3.0 mg/kg AD04872 + 1 97 2 22 AAe 9Y FAL
0.8 mg/kg AD05070

6 3.0 mg/kg AD04872 + 1 Daje] 3 FA}
1.0 mg/kg ADO5070

7 3.0 mg/kg AD04872 + 1 Q3] 2 22 Wafe] A Fa)
1.0 mg/kg AD05070

8 2.7 mg/kg AD04872 + 1 D72 29 F A}
1.3 mg/kg ADO5070

9 2.7 me/keg AD0O4872 + 197 2 22 DA o] A FAL

10 2.0 mg/kg ADD4872 +
2.0 mg/kg AD04776

1974 222 2A9 22 T4

11 | 0.8 mg/kg AD05070

194 2 22 A9 29 FA

12 1.3 mg/kg AD05070

197 222 LA e g FA

A7ke] whgseA, B 400 AL vhe g, FadelE 4F Ad4 ol AWFE BV RNAI -84 (5)9)
& FHHZ 200 19l TS} ol E BV RNAI Z-EAF G 200 1l TadolE 4F AT AT
Sk, Z-Zbe] HBV RNAL ZHeAl= ¥ 4 2 % 59 YeRd upe} o] Al kel 5 -dakRol] H3tE N-ofAE-
BEEAN AN 0TS EAAYT. FAE Za opgdl AH dE SeT A% g Rk 2 Aol
A (F, Jot FARR) 5T, 4 2FA 6 vlge vl E AFESIT (n = 6).
A S Fof Ho, olojx 8§ LA, 15 AA, 22 A, 29 Al FHsta, 3 BY 7+ ¥ < (HBsAg)
FE=S A7) A 20 7| Azl whet 75*35}%13}. Ae o2 HE 9 ]HE 7] & 419 Ve
[& 41]
2216 16 226 o) HEV RNAI Z8709] =6 & pEBV sho o] A9 A7) 7 2D pBs G2 B
AF5Y YT HBsAg 2 F (R E HAE ()2 9 9),
EE OF | 1597 29 2097

1 1.000x0.117 1.000+0.213 1.000+0.169 1.000 £ 0.130

2 0.050x=0.018 0.015 = 0.007 0.011 £0.005 0.009 £+ 0.006

3 0.051 =0.037 0.014x0.011 0.010 £ 0.006 0.002 £ 0.001

4 0.029=0.018 0.010 < 0.006 0.011 £ 0.006 0.010 < 0.005

5 0.022 = 0.003 0.007 = 0.001 0.000 £0.003 0.001 £ 0.001

) 0.027=0.012 0.007 = 0.004 0.008 £0.005 0.011 + 0.003

T 0.028 =0.012 0.010 < 0.005 0.009 £ 0.005 0.001 = 0.000

8 0.033+=0.016 0.016 = 0.008 0.020 £ 0.000 0.021 +£0.011

9 0.034£+0.025 0.015+0.011 0.018 +0.013 0.003 = 0.002

10 0.038 = 0.021 001'\"’0 005 0.019 £ 0.004 0.003 £ 0.001

11 0.446%0.143 0.474 +0.149 0.338+0.123

12 0.307=0.111 0.257+0.122 0.236 +0.057 0.138+0.031
AMAow g 230w & wEz AP HBV RNA] AEA= wE =48 Add Ad PBS Ry "I
3o HBsAg®] A= Witk HBsAg W& e 22 Al AFolE WE oA Fbw AT
F7l2, 94 BY 09 e B(Bedy) FE2 T BAAAT. 8 Ad 342 Asjel, 747be) agold e
6 Tt o] mbg-2of thE HA AES EHola, XY AMES dd MEE Sto] HAS Y. -1 4A, 16 o
A, 22 U R 20 U SAE A, A TRODYED 6 bl sHhsd A 25 WA A
O|FA slaL, ol Ztzhe]l " AMES EYsle], Zbzbe] aFel tid 3719 §H9 2FS FASIATE.  o]ofA],

747ke] gl g 37
429 VFERITE:

Lo

Anog Al O B3 BEE AAR

AgozReel HolHE &7

=]
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[0767]

[0768]
[0769]

[0770]

[0771]

[0772]

[0773]

[0774]

[0775]

A d 16 256 °] HBV RN

SSS0dl 10-2774202

RNAi Z27 9] Fo] T pHBV rt$-2o]42] Az A D pBS thZTe sl

BT5E B HBeAg FF (15 24, 22 24, 2 20 9A thdt 2F Hals (=2 293
aF LRI 15 LA 22 9A 20 AA
1 1.000 1.000+0.011 1.000 +0.170 1.000+0.173
2 0.510 0.308 +0.031 0.217 +0.021 0.226 +0.035
3 0.488 0.301 +0.065 0.283 + 0.081 0.147 +0.030
4 0213 0.216 + 0.067 0.192 +0.029 0.141 +0.048
5 0.192 0.211+0.053 0216+ 0.088 0.047 +0.016
6 0.176 0.163 +0.022 0.238 + 0.069 0.117 £0.011
7 0.165 0.175 £ 0.046 0.215+0.061 0.028 +0.012
8 0.128 0.166 + 0.065 0386+ 0.284 0.167 +0.118
o 0.172 0.171 +0.037 0.244 £ 0.052 0.032 +0.010
10 0.180 0.211+0.012 0283 +0.034 0.034 +0.001
11 0.634 0.594 4 0.082 0.840+0.152 0.271 +0.029
12 0.486 0.441 + 0.066 0.804 + 0.096 0.214 £0.039

A 16 22

4 =
u3le] HBeAgel 7HAE HSITF. HBeAg &
¥ %

B52 A¥¥E HBV RNAL AH8Al= EE SAHE Al
KX

B 2] HBV RNAi #H8-42] B & pHBV v 2] A7) A 2 PBS thZF] s

=]
=8
A9 P2 A HBVDNA 77 (E2F 4= (+HE 29 D).

% s U A 1527 2295
1 1.000+0.122 1.000 = 0.299 1.000 £0.241
2 0.312+0.016 0.126 = 0.008 0.087 = 0.018
3 0.264 = 0.065 0.081 = 0.023 0.073 = 0.028
4 0.321+0.254 0.120 = 0.066 0.134+0.101
5 0.319+0.081 0.108 = 0.038 0.008 = 0.051
6 0.260 = 0.005 0.068 = 0.010 0.076 = 0.031
7 0.170 = 0.028 0.082 = 0.013 0.062 =0.018
8 0.188 = 0.020 0.192 = 0.160 0.307 = 0.309
9 0.242 + 0,003 0.100 = 0.042 0.075 = 0,028
10 0.322+0.028 0.159 + 0.025 0.086 = 0.016
11 1.124+0.142 0.742 £0.127 0.807 £0,192
12 1,004 =0.144 0.541 = 0.340 0.560 = 0.060

NEHer a8
11 ¥ 125 A 9)3ta

g7 Al 20 7A€

go® ri, X

2302 T EFE AFE HBV RNAL ZH&A= 8 dAldl 3 HBV DNAO] a7t e 1w

A Aol AA A4 gz vlaste] I3 HBV DNAQ] A4S BT,

 pHBY mh92 mEle ALgSth weaE a7] E ado] J1AE wieh o] thkd 1
il 71AR Fol el weh 200 wlel v veh FALE zAzke] mhgel
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[0776] [ 44]
AAd 17 d g pHBV ot+20] T 2F.
IF | RNALEEA H &F Fo 84
1 PBS (RNAI 24 §12) 127 2 F4}
2 5 mg'kg ADO4585 + 1 Ao B FAL

1 mg/kg AD04963
3 5 me/kg AD04872 + 1 45 3 T4
1 mg/kg AD04963
4 5 mg'kg ADO4585 +
1 mg/kg AD04963

==

LA L8 eAS 2d FA

5 5 mg/kg AD04872 + 197 4 gdA ] T FA
1 mg/kg AD04963

6 2.5 mg/kg AD04585 + 1 gAe] 98 FA}
0.5 mg/kg AD04963

7 2.0 mg/kg AD04585 + 1 9#e] 2l F4}
1.0 mg/kg AD04963

8 2.5 mg/kg AD0O4872 + 1 2A] 2 FA}
0.5 mg'kg AD04963

9 2.0 mg/kg AD04872 + 1 g7e] 2 F4}
1.0 mg/kg AD04963

10 5 mg'ke AD04872 + 1 gAe] g FAL

1 mg/'kg AD04981

11 2.5 mg/kg AD04872 +
0.5 mg/kg AD04981
12 2.5 mg/kg AD04872 +
0.5 mgkg AD04981
13 2 mg/kg AD04872 +

1 mg'kg AD04981

14 2.5 mg/kg AD04585 +
0.5 mg/kg AD04981
15 2mgkg ADO4585 +

1 mg'kg AD04981

16 0.5 mg/kg AD04981

—

LA L8 LA 2L FA
EEEECE

SEEREOEZ

[y

—

-

LA ¢ 24
SEREOER

PEEE=SE

—

-

[0777]

[0778] Zyzko] wmh9-zo A, & 440 71AE wie} e, EAWOE &F A4 Foll AlF3E HBV RNAL FHEAI(E)<]
A4S Fal= 200 pleo ¥3F Fol, E+= HBV RNAT ZHE-A17F ¢l 200 nl1e] E2H0E 4% 2A4E A&3s)t
k. ZHzhel HBV RNAD 284l & 4 2 % 59 yeld mfe} o] Ala siehe] 5 -Tuaiel HEE N-olAE-
ZEEA 543} es XsIGith. FAME 5 ol AA i =& gR UE gRel 38 Alo]d
A (F, I3 FAR) ST, 7 aFdA 3 vkl ule-2E AlgEith (n = 3)

[0779] HHE Fo] Ao, olojx 8 A, 14 A, 21 A, 2 29 A 2 36 Ao F=Hsta, I BY 114 ®W
FA(MBsAg) F5S A7) AAld 20 714" dxjol wpe} 24, AdozRE o doleE 7] & 459l
[BR=RNi=
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[0780]

[0781]
[0782]

[0783]

[0784]

[0785]
[0786]

449 17 25 H °] HBV RNAi #&4 °] B4 £ pHBV vh¢

A3 HE HBsAg 77 (BF Hae

+2 g H).

299 H7] A 2 PBs tlzTd sl

s s YA 1494 21 24 20 2A
1 1.000 £ 0.068 1.000 = 0.125 1.000 £ 0.152 1.000 = 0.110
2 0.058 = 0.033 0.050 = 0.022 0.085 £ 0.023 0.158 = 0.021
3 0.025 = 0.009 0.014 = 0.006 0.015 + 0,008 0.026 = 0.015
4 0.032 £ 0.007 0.005 = 0.001 0.006 + 0.002 0.014 = 0.002
5 0.024 £ 0.009 0.003 = 0.001 0.001 £ 0.0004 0.001 £ 0.0005
6 0.063 = 0.020 0.077 = 0.013 0.131 +0.011 0.214 = 0.026
7 0.041 £ 0.018 0.059 = 0.017 0,091 £ 0.016 0.140 = 0.045
s 0.070 = 0.008 0.046=0.016 0.043 £ 0,000 0.055 < 0.012
9 0.043 = 0.006 0.027 = 0.003 0.064£0.017 0.064+0.014
10 0.015 = 0.008 0.005 £ 0.003 0.005 £ 0.003 0.005 = 0.003
11 0.047 £ 0.014 0.005 £ 0.003 0.003 £ 0.002 0.003 £ 0.003
12 0.062 = 0.006 0.025 = 0.007 0.027 £ 0.005 0.033 = 0.005
13 0.092 = 0.029 0.050 = 0,021 0.050 +0.022 0.054 = 0.0019
14 0.310 = 0.180 0.056 = 0.010 0.081 £0.010 0.112 + 0.0018
15 0.304 + 0.044 0.083 = 0,021 0,115+ 0,013 0.165 = 0,025
16 1.667 £ 0.217 0.416 = 0.163 0.341£0.179 0.511 % 0.0011
I 36 Y5

1 1.000 £ 0.225

3 0.049 = 0.019

4

5 0.004 = 0.0004

6

8 0.081 £ 0.010

9 0.108 = 0.026

10 0.009 = 0.004

11 0.005 = 0.003

12 0.060 £ 0.014

13 0.094 £ 0.027

14

15

16 0.634 = 0.005

Alg®E HBV RNAT ZHeA] 232 BE SAHE AJHd AA 295 2oty v|alg
AD048725 SHi-dl 32 AD04872 th4le] AD045855 A|d F%53 Z2gH & 7

F7IR, A7) AAd 26 71" Aol wel 8 dA,

14 4A, 21

a4, 229 o

al I3 HBV DNA 55 A4k, &3 HBV DNAZ 24 A HolA 4 s&E=24HH
I 469 AA 8}

SSS0dl 10-2774202

[ 46]

AAd 17 2 27 F °] HBV RNAI 34 o] Fof  pHBV vh-¢-290] 4 o] H2] d 2 PBS 2w =)

A775E BF ¥ HBVDNA £ F (BF At (=2 13 2).

a% 8L 14 4 21 97 20 97

1 1,000+ 0.280 1.000 +0.269 1.000 +0.418 1.000 + 0.383
2 0.136 = 0.068 0.192 £ 0.071 0.173 + 0.032 0.292 = 0.039
3 0.097 = 0.034 0.068 £ 0.016 0.076 % 0.034 0.131=0.061
4 0.061 + 0.039 0.002 + 0.001 0.003 + 0.001 0.019 = 0.013
5 0.068 + 0.025 0.003 +0.002 0.0009 +0.0003 0.0009 = 0.0003
6 0.354 % 0.299 0.345 +0.187 0.522 0234 0.509 = 0.106
7 0.103 % 0.064 0.291 +0.025 0.203 + 0.043 0.203 = 0.015
8 0336 0.142 0.185 + 0.071 0.183 + 0.065 0.162 = 0.064
9 0.198 % 0.055 0.093 +0.023 0.118 +0.054 0.143 = 0.032
10 0.122+ 0.071 0.024 +0.026 0.023 £ 0.020 0.014 =0.017
11 0.160 = 0.069 0.016 +0.023 0.003 + 0.001 0.005 = 0.004
12 0.158 % 0.039 0.120+0.044 0.100 + 0.049 0.091=0.034
13 0.190 = 0.038 0.169 + 0.025 0.066 + 0.015 0.081 = 0.015
14 0434+ 0.136 0.318+0.104 0.144 +0.094 0.240 = 0.029
15 0.358 + 0.185 0.287 +0.108 0.279 + 0.080 0.303 = 0.038
16 0.713 % 0.085 0.674 % 0.140 0.496 + 0.125 0.590 = 0.093

}\] ;:—l]?_]. HBV RNAI X]—B_z-ﬂ }_6‘]'% E—E‘ %X&]% Oﬂ ra) ;(:1 /\] Oﬂ/‘ EHZ;J’}- H]_]—_]’_—S]—O:]

STk, AD04872E Ffrdl FF2 AD04872 tialel] AD04585E A FE e ZFHT)
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[0787]

[0788]

[0789]

[0790]

[0791]

[0792]
[0793]

[0794]

[0795]

[0796]

[0797]

SSS0dl 10-2774202

o & 74AaE 22 44 2 29 Ao B}

b

AAld 18, HBV g™ A3} w2 2] HBV RNAI ZH&-A)

@

d

A

[e)

% PH92 (Yecuris)el, olEo] 1 A4 ALeelgle m A AEE oSttt <A FAET}
o 6 AL B e Tl ASA a9 7149l NIBC A= k2 2AEe] e gasic,

LA, vhe20o] 4 x 10 A/ke BV 5428 o] guu 4ES ATak], Az AES AN AL

©

o] A& #lste], C57BL/6 Wk = o] 5 FRG ® (F7d49 Fah -/-/ Rag2 -/-/ Tl2rg -/-) 4<% =°}
i
q

2 WA 3 MY &, &3 HBV DNA 5F& A7 7HA¥E7F FE 72999SS vellE Hekd (plateaw) o] =8
SHATE (W2 A= HBVOl ofs) d o gl&). HBV RNAQ 2H&Aldl ofdk A= Al#

ojlom, old me} o5 o] wpx|ute] 7}7pglt.

AE A P AES -10 A F -3 dA AFEAT. 1 AA] AREte], B Fol &8l¥ 0.01 mg/kee] <l
gt s Wid AT adgor Z4zbo] whe-zo] Fofsto] HBY HAE Asjeidict. vk e
W74 7o) o] M FoE A&t <dETRo] Fole v EE A3 ExbelA 3 HBV DNAE
A 71A N, HBsAgS TAATIAE &S Aoz o dHr).

-5 517] & 479 VAR RS xFeE Odd 1o R Yl

[ 47]

44 18] HY HBV 29 FRG U7} B vh320] Fof T F.

% RNAi ZHE-A 2 & Fo 8y 54
A-TF$~ 1 | PBS (RNAi 324 §1-2) 1A e] & FAL 21 SR A 7
FFEAA 2 EFD)
A-oh§-22 | PBS (RNAL ZH3-A §15) 1 A 2 29 A &l | 36 LAl EAAA
F4
B-op$2£1 | 40mgkg ADO4ST2 + 1 94 2 20 o] 2 | 36 YA AFAAF
2.0 mg/kg ADO5070 ZAL
B-7h%22 | 4.0 mg/kg ADD4872 + 197 2 20 AAe] B2 | 40 DA gkFAAY
2.0 mg/kg ADO5070 F A}
C-tb2~ 1 | 4.5mgke AD04872 + 1979 22 T4} 15 DAl ghEbapA1
1.5 mg/kg AD05070
C-dh-$-22 | 45mg/kg AD04872 + 194 2 20 dA4°] 94 | 36 @A AN A
1.5 mg/kg AD05070 FA}
C-db$-23 | 45mgkg AD04872 + 1 94 2 20 o] 9 | 40 DA A
1.5 mg/kg AD05070 FAL
v 919] 3 479 71 E wpeh e gl whek, 1 dA 2 29 dAol (29 AAl AT o= A, E
2Ho|E Sk A9l Fol APstE HBV RNAL ZH8-A1(£)9] & sHiates, AS 20 g2 100 nle] H3F Fo,
W= HBV RNAL 2H8AIZF Qi U7 F-9]o] IAH0|E &% AdsE A474e vhe2o g AEsiidt.
Zte] HBV RNAQ #H8A%E ¥ 4 9 E 5] UEbd vle} ko] Al shehe] 5'-webie] AFE N-olAE-2eEA}
W oEAg =E x@ET. FARE 53 o] HA Qv =& I UE 9Nel 2§ AloldA (F
S5} FAbR) sl
S 8 A, 15 dA, 22 dA, 29 A, 36 dA, 2 40 Al ko, A BY Y EW < (HBsAg)
TS 7] Al 200 71| Aol uhet @Xéo}iiﬁk Ao mFE o HelHE &7 #oll ekt
[ 48]

9/ 18 2569 Zzhe] 718 HBY 298 U709 FRG B wh9- 2o chal A e] A (3 LA)el b
4799 97 HBsAz 4 7.

2] s gA 15 A 22 A 29 A 36 4 A 40 4 A
A-1 0.830 0.828 0,932 0.858 1.107

A-2 1.303 1.328

B-1 0.548 0314 0272 0.207 0.138

B-2 0.592 0.337 0.243 0.215 0.160 0.175
C-1 0.643 0.460 0415 0.251 0.164

c2 0.353 0.228 0.182 0.172 0.224 0.216
C-3 0.814 0.674

F7bR, 471 AAld 20 71| Aabel wek -10 A, -3 dA, 8 dA, 15 A, 22 dA, 29 A, 36
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[0798]

[0799]
[0800]

[0801]

[0802]

SES3 10-2774202
Ada, 240 dAel Y FH MZIEHE I HBV DNA e AREch. dolHE sy & 499 A
t}:

[3 49]

e

Al 14 2HE 9] HBV RNAi 284 2] 5o T 4o HBV 294 FRG 9173 of9-29 dig -10
A4 2 -3 47 He) Aol oo e A7stE €3 HBVDNA FF

3% [ 0UA | 39A | YA | 15UA | 294 | 2904 | 3694 | 0 A
A-l 0.883 1.117 0.072 0.038 0.015 0.027 0.060

A-2 1.070 0.930 0.130 0.075

B-1 1.538 0.462 0.032 0.017 0.011 0.006 0.010

B-2 1.350 0.650 0.042 0.018 0.012 0.007 0.008 0.007
€=1 1.348 0.652 0.041 0.020 0.016 0.005 0.004

C-2 1.030 0.970 0.031 0.015 0.006 0.011 0.008 0.008

o = wkeh o], MEHFRR[O] ] Fol= HBV RNAD 284 F-a] 9 A stell npolefx BAE FHAAZATH

oE AAld

B o] ole] AHAE AW B AANAAT, AED AW dAGTA s Aolw, BEH 7
MFol ole) FAEE B ougel WFEE ABeLA s Ae] opde] olssolel @tk ThE W, o] ¥
wago] ah7] Awe) el Savh

P

SEQUENCE LISTING
<110> ARROWHEAD PHARMACEUTICALS, INC.
Zhen Li
Rui Zhu
Christine I. Wooddell
Bruce D. Given
Tao Pei
David L. Lewis
Lauren J. Almeida
David B. Rozema

Darren H. Wakefield

<120> RNAi Agents for Hepatitis B Virus Infection
<130> 30647-W01

<150> 62/370,754

<151> 2016-08-04

<150> 62/534,733

<151> 2017-07-20

<150> 62/540,639

<151> 2017-08-03

<160> 334
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<210> 1

<211> 3221

<212> DNA

<213> Artificial sequence

<220><223> Hepatitis B virus (subtype ADW2), genotype

<400> 1

ttccactgcec
tggtggctcc
aatctccgceg
aggacccctg

gcagagtcta

tggccaaaat
tcctggttat
atgcctcatc
aattccagga
aggcaactct
tattcccatc

tttctettgg

tgtttggctt
gagtcccttt
aacaaaacaa
ggaacgttgce
gttaacaggc
gctccattta

aaacaggctt

ctttaccccg
actggetggg
ccgatccata
ctcatcggaa
ctaggttgta

ctgaatcccg

ttccaccaag
agttcaggaa
aggactgggg
ctcgtgttac

gactcgtggt

tcgcagtccc
cgctggatgt
ttcttgttgg
acaacaacaa
atgtttccct
ccatcgtctt

ctcagtttac

tcagctatat
ataccgctgt
aaagatgggg
cacaggatca
ctattgattg
cacaatgtgg

tcactttctc

ttgctcggca
gcttggecat
ctgcggaact
ctgacaattc
ctgccaactg

cggacgacce

ctctgcagga
cagtaaaccc
accctgtgac
aggceggggtt

ggacttctct

caacctccaa
gtctgeggeg
ttcttctgga
ccagtacggg
catgttgctg
gggctttcge

tagtgccatt

ggatgatgtg
taccaatttt
ttattcccta
tattgtacaa
gaaagtatgt
atatcctgcc

gccaacttac

acggcctggt
aggccatcag
cctageccgct
tgtcgtectce
gatccttcge

ctcteggggce

tcccaaagtc
tgctccgaat
gaatatggag
tttettgttg

caattttcta

tcactcacca
ttttatcata
ttatcaaggt
accatgcaaa
tacaaaacct
aaaataccta

tgttcagtgg

gtattgggeg
cttttgtctc
aacttcatgg
aagatcaaac
caaagaattg
ttaatgcctt

aaggcctttc

ctgtgccaag
cgcatgcegtg
tgttttgctce
tcgcggaaat
gggacgtcct

cgcttgggac

aggggtctgt
attgcctctce
aacatcacat
acaagaatcc

gggggatcac

acctcctgtc
ttectettea
atgttgcccg
acctgcacga
tcggatggaa
tgggagtggg

ttcgtagggce

ccaagtctgt
tgggtataca
gttacataat
actgttttag
tgggtctttt
tgtatgectg

taagtaaaca

tgtttgctga
gaacctttgt
gcagccggtce
atacatcgtt
ttgtttacgt

tctctegtee

SSS0dl 10-2774202

A, complete gene (AM282986.1)

attttcctgce
acatctcgtc
caggattcct
tcacaatacc

ccgtgtgtct

ctccaatttg
tcetgetget
tttgtectct
ctcctgctca
attgcacctg
cctcagtccg

tttcececcac

acagcatcgt
tttaaaccct
tggaagttgg
aaaacttcct
gggctttgct
tatacaagct

gtacatgaac

cgcaaccccce
ggctectetg
tggggcaaag
tccatggctg
ccegteggeg

ccttetecegt
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120
180
240

300

360
420
480
540
600
660

720

780
840
900
960
1020
1080

1140

1200
1260
1320
1380
1440

1500



ctgcegttcec

tctcatctgce
tgaacgccca
tgtcaacgac
tgggggagga
gcgcaccagce
tgttcaagcc

agaatttgga

cagagatctc
ttgctcacct
tctagctacc
ttatgttaat
ccttactttt
cactcctcca

tgttgttaga

acgcagatct
ttcecttggac
ttaatcctga
ataggtgtca
ttatgcctgce
aaccttatta

ctctttggaa

ggtcaccata
aaaggcatgg
ttggaccctg
gaccactggc
ccacacggcg

acaattcctc

agccgaccac

cggteegtgt
tcagatcctg
cgaccttgag
gattaggtta
accatgcaac
tccaagctgt

gctactgtgg

ctagacaccg
caccatactg
tgggtgggta
actaacatgg
ggaagagaga
gcctatagac

cgacgggacc

caatcgccgce
tcataaggtg
atggcaaact
acaatttgtg
tagattctat
tccagatcag

ggctggtatt

ttcttgggaa
ggacgaatct
cattcggagc
cagcagccaa
gtgttttggg

ctcectgectce

ggggcegeace

gcacttcgct
cccaaggtct
gcctacttca
aaggtctttg
tttttcacct
geettgggtg

agttactctc

cctcagctct
cactcaggca
ataatttgga
gtttaaagat
ctgtacttga
caccaaatgc

gaggcaggtc

gtcgcagaag
ggaaacttta
ccttecttte
ggccectcetcea
cctacccaca
gtagttaatc

ctatataaga

caagagctac
ttctgttcce
caactcaaac
ccaggtagga
gtggagccct

caccaatcgg

tctctttacg

tcacctctgce
tacataagag
aagactgtgt
tattaggagg
ctgcctaatc
gctttgggge

gtttttgect

gtatcgggaa
agcaattctc
agatccagca
caggcaacta
atatttggtc
ccctatctta

ccctagaaga

atctcaatct
ctgggcttta
ctaagattca
ctgtaaatga
ctaaatattt
attacttcaa

gggaaaccac

agcatgggag
aaccctctgg
aatccagatt
gtgggagcat
caggctcagg

cagtcaggaa

cggtctcccc

acgttgcatg
gactcttgga
gtttaaggac
ctgtaggcat
atctcttgta
atggacattg

tctgactttt

gccttagagt
tgctggggegg
tccagggatc
ttgtggttte
tctttcggag
tcaacacttc

agaactccct

cgggaatctce
ttcctctaca
tttacaagag
aaagagaaga
gccecttagac
aaccagacat

acgtagcgca

gttggtcatc
gattctttce
gggacttcaa
tcgggccagg
gcatattgac

ggcagcctac

gtctgtgect

gagaccaccg
ctcccagcaa
tgggaggagc
aaattggtct
catgtcccac
acccttataa

ttcetteegt

ctcctgagca
aattgatgac
tagtagtcaa
atatatcttg
tgtggattcg
cggaaactac

cgcctegeag

aatgttagta
gtacctatct
gacattatta
ttgaaattaa
aaaggaatta
tatttacata

tcattttgcg

gaaacctcgc
cgatcatcag
ccccatcaag
gttcacccct
cacagtgtca

tceccatctct
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1560

1620
1680
1740
1800
1860
1920

1980

2040
2100
2160
2220
2280
2340

2400

2460
2520
2580
2640
2700
2760

2820

2880
2940
3000
3060
3120

3180
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ccacctctaa gagacagtca tcctcaggcec atgcagtgga a

<210> 2

<211> 19

<212> DNA

<213> Artificial sequence
<220><223> HBV cDNA target sequence
<400> 2

gtggtggact tctctcaat

<210> 3

<211> 19

<212> DNA

<213> Artificial sequence
<220><223> HBV cDNA target sequence
<400> 3

tggtggactt ctctcaatt

<210> 4

<211> 19

<212> DNA

<213> Artificial sequence
<220>

<223> HBV cDNA target sequence
<400> 4

ggacttctct caattttct

<210> 5

<211> 19

<212> DNA

<213> Artificial sequence
<220>

<223> HBV cDNA target sequence
<400> 5

gctgtaggca taaattggt

<210> 6

<211> 19
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<212> DNA

<213> Artificial sequence

<220><223> HBV cDNA target sequence

<400> 6

ctgtaggcat aaattggtc 19
<210> 7

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence

<400> 7

auugagagaa guccaccac 19
<210> 8

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<400> 8

uuugagagaa guccaccac 19
<210> 9

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 9

auugagagaa guccaccan 19
<210> 10

<211> 19

<212> RNA

<213> Artificial sequence

- 134 -
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<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 10

uuugagagaa guccaccan 19
<210> 11

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence

<220><221> modified_base

<222> 1, 19

<223> n = any nucleotide

<400> 11

nuugagagaa guccaccan 19
<210> 12

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence

<400> 12

aauugagaga aguccacca 19
<210> 13

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence

<400> 13

uauugagaga aguccacca 19
<210> 14

<211> 19

<212> RNA

- 135 -
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<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 14

aauugagaga aguccaccn 19
<210> 15

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 15

uauugagaga aguccaccn 19
<210> 16

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 1, 19

<223> n = any nucleotide

<400> 16

nauugagaga aguccaccn 19
<210> 17

<211> 19

<212> RNA

<213> Artificial sequence
<220><223> HBV RNAi agent antisense strand core stretch sequence
<400> 17

agaaaauuga gagaagucc 19
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<210

> 18
<211> 19
<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<400> 18

ugaaaauuga gagaagucc 19
<210> 19

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 19

agaaaauuga gagaagucn 19

<210> 20

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 20

ugaaaauuga gagaagucn 19
<210> 21

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence

<220><221> modified_base
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<222> 1, 19
<223> n = any nucleotide
<400> 21

ngaaaauuga gagaagucn 19

<210> 22

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<400> 22

accaauuuau gccuacagce 19
<210> 23

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<400> 23

uccaauuuau gccuacage 19
<210> 24

<211> 19

<212> RNA

<213> Artificial sequence
<220><223

> HBV RNAi agent antisense strand core stretch sequence

<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 24

accaauuuau gccuacagn 19
<210> 25

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
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<220><221> modified_base
<222> 19

<223> n = any nucleotide
<400> 25

uccaauuuau gecuacagn

<210> 26
<211

> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 1,19

<223> n = any nucleotide
<400> 26

nccaauuuau gecuacagn
<210> 27

<211> 19

<212> RNA
<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<400> 27

gaccaauuua ugccuacag

<210> 28

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<400> 28

aaccaauuua ugccuacag

<210> 29

<211> 19

<212> RNA

<213> Artificial sequence

- 139 -

oin
1]
Jm
el

19

19

19

19

10-2774202



oin
1]
Jm
el

<220><223> HBV RNAi agent antisense strand core stretch sequence
<400> 29

uaccaauuua ugccuacag 19
<210> 30

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence

<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 30

gaccaauuua ugccuacan 19
<210> 31

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 31

aaccaauuua ugccuacan 19
<210> 32

<211> 19

<212> RNA

<213> Artificial sequence
<220><223

> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 19

<223> n = any nucleotide

<400> 32

uaccaauuua ugccuacan 19
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<210> 33

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent antisense strand core stretch sequence
<220><221> modified_base

<222> 1, 19

<223> n = any nucleotide

<400> 33

naccaauuua ugccuacan 19

<210> 34

<211> 19

<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<400> 34

gugguggacu ucucucaau 19
<210> 35

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<400> 35

gugguggacu ucucucaaa 19
<210> 36

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<220><221> modified_base
<222> 1

<223> n = any nucleotide
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<400> 36

nugguggacu ucucucaau 19
<210> 37

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1

<223> n = any nucleotide

<400> 37

nugguggacu ucucucaaa 19
<210> 38

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<220><221> modified_base

<222> 1, 19

<223> n = any nucleotide

<400> 38

nugguggacu ucucucaan 19
<210> 39

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<400> 39

ugguggacuu cucucaauu 19
<210> 40

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
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<400> 40

ugguggacuu cucucaaua 19
<210> 41

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1

<223> n = any nucleotide

<400> 41

ngguggacuu cucucaauu 19
<210> 42

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<220><221> modified_base

<222> 1

<223> n = any nucleotide

<400> 42

ngguggacuu cucucaaua 19
<210> 43

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1, 19

<223> n = any nucleotide

<400> 43

ngguggacuu cucucaaun 19

<210> 44
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<211> 19
<212> RNA
<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<400> 44

ggacuucucu caauuuucu 19
<210> 45

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<400> 45

ggacuucucu caauuuuca 19
<210> 46

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1

<223> n = any nucleotide

<400> 46

ngacuucucu caauuuucu 19

<210> 47

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1

<223> n = any nucleotide

<400> 47

ngacuucucu caauuuuca 19
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<210> 48

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1, 19

<223> n = any nucleotide

<400> 48

ngacuucucu caauuuucn 19

<210> 49

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<400> 49

gcuguaggcea uaaauuggu 19
<210> 50

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<400> 50

gcuguaggcea uaaauugga 19
<210> 51

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<220><221> modified_base
<222> 1

<223> n = any nucleotide
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<400> 51

ncuguaggca uaaauuggu 19
<210> 52

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1

<223> n = any nucleotide

<400> 52

ncuguaggca uaaauugga 19
<210> 53

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<220><221> modified_base

<222> 1, 19

<223> n = any nucleotide

<400> 53

ncuguaggca uaaauuggn 19
<210> 54

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<400> 54

cuguaggcau aaauugguc 19
<210> 55

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
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<400> 55

cuguaggcau aaauugguu 19
<210> 56

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence

<400> 56

cuguaggcau aaauuggua 19
<210> 57

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1

<223> n = any nucleotide

<400> 57

nuguaggcau aaauugguc 19

<210> 58

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1

<223> n = any nucleotide

<400> 58

nuguaggcau aaauugguu 19
<210> 59

<211> 19

<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1

<223> n = any nucleotide

<400> 59

nuguaggcau aaauuggua 19

<210> 60

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi agent sense strand core stretch sequence
<220><221> modified_base

<222> 1, 19

<223> n = any nucleotide

<400> 60

nuguaggcau aaauuggun 19
<210> 61

<211> 26

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 61

uaccaauuua ugccuacagg ccuuau 26

<210> 62

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 62

uaccaauuua ugccuacagg ccu 23
<210> 63

<211> 23

<212> RNA
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<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 63

uaccaauuua ugccuacagg ccu 23
<210> 64

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 64

uaccaauuua ugccuacagg ¢ 21
<210> 65

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 65

ugugaagcga agugcacacu u 21
<210> 66

<211> 26

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 66

uaccaauuua ugccuacagc cuccge 26

<210> 67

<211> 26

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 67

uaccaauuua ugccuacage cuccge 26

<210> 68
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<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 68

uaccaauuua ugccuacagu u 21
<210> 69

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 69

uaccaauuua ugccuacagg ¢ 21
<210> 70

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 70

uaccaauuua ugccuacagg ¢ 21
<210> 71

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 71

uaccaauuua ugccuacagu u 21

<210> 72

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 72
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auugagagaa guccaccacg a 21
<210> 73

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 73

auugagagaa guccaccacg a 21
<210> 74

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 74

auugagagaa guccaccacu u 21
<210> 75

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 75

uuugagagaa guccaccacg a 21
<210> 76

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 76

aauugagaga aguccaccac g 21

<210> 77
<11> 21
<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 77

aauugagaga aguccaccac g 21
<210> 78

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 78

aauugagaga aguccaccau u 21
<210> 79

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 79

uauugagaga aguccaccac g 21
<210> 80

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 80

uaccaauuua ugccuacagg u 21
<210> 81

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 81

uaccaauuua ugccuacagu u 21

<210> 82

<211> 21
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<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 82

uaccaauuua ugccuacage ¢

<210> 83

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 83

uaccaauuua ugccuacage cuu

<210> 84

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 84

uaccaauuua ugccuacage cuc

<210> 85

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 85

uaccaauuua ugccuacage ¢

<210> 86

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 86

uaccCaauuua ugccuacagc cuu
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<210> 87

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 87

uaccaauuua ugccuacage cuc

<210> 88

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 88

auugagagaa guccaccacu u

<210> 89

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 89

uuugagagaa guccaccacu u

<210> 90

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 90

auugagagaa guccaccacg guu

<210> 91

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 91
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auugagagaa guccaccacg guu

<210> 92

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 92

auugagagaa guccaccacg agu

<210> 93

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 93

uauugagaga aguccaccac g

<210> 94

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 94

uauugagaga aguccaccac g
<210> 95

<211> 23

<212> RNA

<213> Artificial sequence
<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 95

uauugagaga aguccaccac guu
<210> 96

<211> 23

<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 96

uauugagaga aguccaccac gag 23

<210> 97

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 97

uauugagaga aguccaccac gag 23
<210> 98

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 98

uauugagaga aguccaccac ga 22
<210> 99

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 99

uauugagaga aguccaccac ga 22
<210> 100

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 100

agaaaauuga gagaagucca C 21
<210> 101

<211> 21
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<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 101

uaccaauuua ugccuacagu u

<210> 102
<211> 21
<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 102

uaccaauuua ugccuacage ¢
<210> 103

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 103

uaccaauuua ugccuacage uu
<210> 104

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 104

uaccaauuua ugccuacagc cu
<210> 105

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 105

uaccaauuua ugccuacagc cuu
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<210> 106

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 106

uaccaauuua ugccuacagc cuc

<210> 107

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 107

uaccaauuua ugccuacagu u

<210> 108

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 108

uauugagaga aguccaccac g

<210> 109

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 109

uauugagaga aguccaccau u
<210> 110

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

- 158 -

oin
1]
Jm
el

23

21

21

21

10-2774202



<400> 110

uauugagaga aguccaccac g

<210> 111

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 111

uauugagaga aguccaccac uu

<210> 112

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 112

uauugagaga aguccaccac ga

<210> 113

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 113

uauugagaga aguccaccac g

<210> 114

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 114
uuugagagaa guccaccacu u
<210> 115
<211> 21

<212> RNA
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<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 115

uuugagagaa guccaccacg a 21
<210> 116

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 116

uuugagagaa guccaccacg uu 22

<210> 117

211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 117

uuugagagaa guccaccacg ag 22
<210> 118

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 118

uuugagagaa guccaccacu Uu 21
<210> 119

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 119
uauugagaga aguccaccac uu 22
<210> 120
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<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 120

uauugagaga aguccaccac uu 22
<210> 121

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 121

uauugagaga aguccaccac guu 23

<210> 122

211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 122

uauugagaga aguccaccac uu 22
<210> 123

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 123

uauugagaga aguccaccac gag 23
<210> 124

211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 124
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uauugagaga aguccaccac uu 22
<210> 125

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 125

agaaaauuga gagaaguccu u 21
<210> 126

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 126

agaaaauuga gagaagucca C 21

<210> 127

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 127

agaaaauuga gagaagucca cuu 23
<210> 128

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 128

agaaaauuga gagaagucca cc 22
<210> 129

<211> 21

<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 129

ugaaaauuga gagaaguccu u 21
<210> 130

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 130

ugaaaauuga gagaagucca c 21
<210> 131

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 131

accaauuuau gccuacageu u 21

<210> 132

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 132

accaauuuau gccuacagcc uu 22
<210> 133

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 133

accaauuuau gccuacagcc uc 22
<210> 134

<211> 21
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<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 134

uccCaauuuau gccuacagcu u
<210> 135

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 135

uccaauuuau gccuacagee uu
<210> 136

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 136

uaccaauuua ugccuacagc ¢

<210> 137
<11> 21
<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 137

uaccaauuua ugccuacage C
<210> 138

<11> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 138

uaccaauuua ugccuacagc ¢
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<210> 139

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 139

uaccaauuua ugccuacage u
<210> 140

<211> 21

<212> RNA

<213> Artificial sequence
<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 140

uaccaauuua ugccuacage g
<210> 141

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 141

aacCaauuua ugccuacagc ¢

<210> 142
<11> 21
<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 142

uaccaauuua ugccuacagu u
<210> 143

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
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uaccaauuua ugccuacage ¢
<210> 144

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 144

accaauuuau gecuacagee u

<210> 145

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 145

uccaauuuau gccuacagece u

<210> 146

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 146

aCCaauuuau gccuacagcc g

<210> 147

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence
<400> 147

uccaauuuau gccuacagec g

<210> 148

<211> 21

<212> RNA
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<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand modified sequence

<400> 148

uaccaauuua ugccuacagg g 21
<210> 149

<211> 26

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 149

uaccaauuua ugccuacagg ccuuau 26
<210> 150

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 150

uaccaauuua ugccuacagg ccu 23
<210> 151

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi1 Agent antisense strand unmodified sequence

<400> 151

uaccaauuua ugccuacagg ¢ 21

<210> 152

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 152
ugugaagcga agugcacacu u 21
<210> 153
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<211> 26

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 153

uaccaauuua ugccuacage cuccge 26
<210> 154

<211> 21

<212> RNA

<213> Artificial sequence

<220><223

> HBV RNAi Agent antisense strand unmodified sequence

<400> 154

uaccaauuua ugccuacagu u 21
<210> 155

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 155

auugagagaa guccaccacg a 21
<210> 156

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 156

auugagagaa guccaccacu u 21

<210> 157

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 157
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uuugagagaa guccaccacg a 21
<210> 158

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 158

aauugagaga aguccaccac g 21
<210> 159

<211> 21

<212> RNA

<213> Artificial sequence

<220><223

> HBV RNAi Agent antisense strand unmodified sequence

<400> 159

aauugagaga aguccaccau u 21
<210> 160

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 160

uauugagaga aguccaccac g 21
<210> 161

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 161

uaccaauuua ugccuacagg u 21

<210> 162
<211> 21
<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 162

uaccaauuua ugccuacage ¢ 21
<210> 163

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 163

uaccaauuua ugccuacagc cuu 23
<210> 164

<211> 23

<212> RNA

<213> Artificial sequence

<220><223

> HBV RNAi Agent antisense strand unmodified sequence

<400> 164

uaccaauuua ugccuacage cuc 23
<210> 165

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 165

uuugagagaa guccaccacu Uu 21
<210> 166

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 166

auugagagaa guccaccacg guu 23

<210> 167

<211> 23
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<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 167

auugagagaa guccaccacg agu 23
<210> 168

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 168

uauugagaga aguccaccac guu 23
<210> 169

<211> 23

<212> RNA

<213> Artificial sequence
<220><223

> HBV RNAi Agent antisense strand unmodified sequence

<400> 169

uauugagaga aguccaccac gag 23
<210> 170

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 170

uauugagaga aguccaccac ga 22
<210> 171

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 171

agaaaauuga gagaagucca ¢ 21
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<210> 172

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 172

uaccaauuua ugccuacagc uu 22
<210> 173

211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 173

uaccaauuua ugccuacagc cu 22
<210> 174

<211> 21

<212> RNA

<213> Artificial sequence

<220><223

> HBV RNAi Agent antisense strand unmodified sequence

<400> 174

uauugagaga aguccaccau Uu 21
<210> 175

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 175

uauugagaga aguccaccac uu 22
<210> 176

211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 176
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uuugagagaa guccaccacg uu 22

<210> 177

211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 177

uuugagagaa guccaccacg ag 22
<210> 178

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 178

agaaaauuga gagaaguccu u 21
<210> 179

<211> 23

<212> RNA

<213> Artificial sequence

<220><223

> HBV RNAi Agent antisense strand unmodified sequence

<400> 179

agaaaauuga gagaagucca cuu 23
<210> 180

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 180

agaaaauuga gagaagucca cc 22
<210> 181

<211> 21

<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi Agent antisense strand unmodified sequence
<400> 181

ugaaaauuga gagaagucca C 21

<210> 182

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 182

accaauuuau gccuacageu u 21
<210> 183

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 183

accaauuuau gccuacagcec uu 22
<210> 184

<211> 22

<212> RNA

<213> Artificial sequence

<220><223

> HBV RNAi Agent antisense strand unmodified sequence

<400> 184

accaauuuau gccuacagcc uc 22
<210> 185

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 185

uccaauuuau gccuacageu u 21
<210> 186

<211> 22
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<212> RNA
<213> Artificial sequence
<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 186

uccaauuuau gccuacagcc uu 22
<210> 187

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 187

uaccaauuua ugccuacage u 21
<210> 188

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 188

uaccaauuua ugccuacagc g 21
<210

> 189

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 189

aaccaauuua ugccuacagc C 21
<210> 190

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 190

accaauuuau gccuacagcc u 21
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<210> 191

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 191

uccaauuuau gccuacagee u 21
<210> 192

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 192

accaauuuau gccuacagec g 21
<210> 193

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence

<400> 193

uccaauuuau gccuacagec g 21

<210> 194

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent antisense strand unmodified sequence
<400> 194

uaccaauuua ugccuacagg g 21

<210> 195

<211> 25
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<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 195

uugccuguag gcauaaauug guaut 25

<210> 196

<211> 26
<212> RNA
<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 196

uauaugccug uaggcauaaa uuggua 26
<210> 197

<211> 26

<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 197

gcggaggcug uaggcauaaa uuggta 26
<210> 198

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 198

cuguaggcau aaauugguau u 21
<210> 199

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 199

gccuguagge auaaauuggu a 21
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<210> 200

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 200

gccuguagge auaaauuggu a 21

<

210> 201

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 201

gccuguagge auaaauuggu a 21
<210> 202

<211> 21

<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 202

gccuguagge auaaauuggt a 21
<210> 203

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 203

aacuguaggc auaaauuggu a 21
<210> 204

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence
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<400> 204

ucguggugga cuucucucaa u 21
<210> 205

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 205

aaguggugga cuucucucaa u 21

<210> 206

<211> 21

<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 206

ucguggugga cuucucucaa t 21
<210> 207

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 207

cgugguggac uucucucaau u 21
<210> 208

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 208
aaugguggac uucucucaau u 21
<210> 209

<211> 21
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<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 209

cgugguggac uucucucaat t 21
<210> 210

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 210

ggacuucucu caauuuucua a 21

<

210> 211

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 211

cgugguggac uucucucaau a 21
<210> 212

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 212

ucguggugga cuucucucaa a 21
<210> 213

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 213

accuguaggc auaaauuggu a 21
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<210> 214

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence
<400> 214

cuguaggcau aaauuggua 19
<210> 215

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 215

cuguaggcau aaauuggua 19
<

210> 216

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 216

cuguaggcau aaauuggua 19
<210> 217

<211> 20

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 217

acuguaggca uaaauuggua 20
<210> 218

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence
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<400> 218

ggcuguagge auaaauuggu a 21
<210> 219

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 219

aaguggugga cuucucucaa u 21
<210> 220

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 220

aaguggugga cuucucucaa a 21

<

210> 221

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 221

ccguggugga cuucucucaa u 21
<210> 222

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 222

ccguggugga cuucucucaa u 21
<210> 223

211> 22

<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi Agent sense strand modified sequence

<400> 223

cucguggugg acuucucuca au 22
<210> 224

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 224

gugguggacu ucucucaau 19
<210> 225

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 225

gugguggacu ucucucaauu u 21

<

210> 226

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 226

ucguggugga cuucucucaa uu 22
<210> 227

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 227

ugguggacuu cucucaauu 19
<210> 228

<211> 19
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<212> RNA
<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 228

ugguggacuu cucucaauu 19
<210> 229

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 229

guggacuucu cucaauuuuc u 21
<210> 230

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 230

cuguaggcau aaauugguau u 21

<

210> 231

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence
<400> 231

gcuguaggea uaaauuggua uu 22
<210> 232

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence
<400> 232

ggcecuguagge auaaauuggu auu 23
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<210> 233

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 233

aacuguaggc auaaauuggu auu 23
<210> 234

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 234

ugguggacuu cucucaauau u 21
<210> 235

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 235

gugguggacu ucucucaaua uu 22

<

210> 236

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence
<400> 236

aaugguggac uucucucaau auu 23
<210> 237

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence
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<400> 237

cgugguggac uucucucaau auu 23
<210> 238

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 238

cgugguggac uucucucaau a 21
<210> 239

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 239

aaguggugga cuucucucaa u 21
<210> 240

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 240

gugguggacu ucucucaaau u 21

<

210> 241

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 241

cgugguggac uucucucaaa uu 22
<210> 242

<211> 23

<212> RNA
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<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 242

aaguggugga cuucucucaa auu 23
<210> 243

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 243

ucguggugga cuucucucaa auu 23
<210> 244

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 244

gugguggacu ucucucaaua uu 22
<210> 245

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 245

cgugguggac uucucucaau auu 23

<

210> 246

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 246

cucguggugg acuucucuca aua 23

<210> 247
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<211> 25

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 247

cucguggugg acuucucuca auauu 25
<210> 248

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 248

ggcuguagge auaaauuggu a 21
<210> 249

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 249

gaggcuguag gcauaaauug gua 23
<210> 250

<211> 25

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 250

gaggcuguag gcauaaauug guauu 25

<

210> 251

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 251
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ggacuucucu caauuuucu 19
<210> 252

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 252

guggacuucu cucaauuuuc u 21
<210> 253

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 253

gguggacuuc ucucaauuuu cu 22
<210> 254

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 254

ggacuucucu caauuuuca 19
<210> 255

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 255

ggacuucucu caauuuuca 19

<

210> 256
<211> 19
<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi Agent sense strand modified sequence

<400> 256

gcuguaggea uaaauuggu 19
<210> 257

<211> 20

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 257

ggcuguagge auaaauuggu 20
<210> 258

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 258

gaggcuguag gcauaaauug gu 22
<210> 259

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 259

gcuguaggcea uaaauugga 19
<210> 260

<211> 20

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 260

ggcuguagge auaaauugga 20

<

210> 261

<11> 21
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<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 261

agcuguagge auaaauuggu a 21
<210> 262

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 262

cgcuguagge auaaauuggu a 21
<210> 263

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 263

ggecuguagge auaaauuggu u 21
<210> 264

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 264

cuguaggcau aaauugguau u 21

<210> 265

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 265
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cuguaggcau aaauugguau u 21

<210> 266

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 266

aggcuguagg cauaaauugg u 21
<210> 267

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 267

aggcuguagg cauaaauugg a 21
<210> 268

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 268

cggeuguagg cauaaauugg u 21
<210> 269

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 269

cggeuguagg cauaaauugg a 21
<210> 270

<211> 21

<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi Agent sense strand modified sequence
<400> 270
cccuguagge auaaauuggu a 21

<

210> 271

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 271

cgcuguagge auaaauuggu a 21
<210> 272

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 272

cccuguagge auaaauuggu a 21
<210> 273

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 273

guggacuucu cucaauuuuc u 21
<210> 274

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand modified sequence

<400> 274

cgcuguagge auaaauuggu a 21
<210> 275

<211> 25
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<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 275

uugccuguag gcauaaauug guaut 25

<210> 276

<211> 26

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 276

uauaugccug uaggcauaaa uuggua 26
<210> 277

<211> 26

<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 277

gcggaggcug uaggcauaaa uuggta 26
<210> 278

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 278

cuguaggcau aaauugguau u 21
<210> 279

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 279

gccuguagge auaaauuggu a 21
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<210> 280

<211> 21

<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 280

gccuguagge auaaauuggt a 21

<210> 281

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 281

aacuguaggce auaaauuggu a 21
<210> 282

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 282

ucguggugga cuucucucaa u 21
<210> 283

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 283

aaguggugga cuucucucaa u 21
<210> 284

<211> 21

<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
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<400> 284

ucguggugga cuucucucaa t 21
<210> 285

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 285

cgugguggac uucucucaau u 21

<210> 286

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 286

aaugguggac uucucucaau u 21
<210> 287

<211> 21

<212> DNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 287

cgugguggac uucucucaat t 21
<210> 288

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 288
ggacuucucu caauuuucua a 21
<210> 289
<211> 21

<212> RNA
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<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 289

cgugguggac uucucucaau a 21
<210> 290

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 290

ucguggugga cuucucucaa a 21

<210> 291

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 291

accuguaggc auaaauuggu a 21
<210> 292

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 292

cuguaggcau aaauuggua 19
<210> 293

<211> 20

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 293
acuguaggca uaaauuggua 20

<210> 294
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<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 294

ggcuguagge auaaauuggu a 21
<210> 295

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 295

aaguggugga cuucucucaa a 21

<210> 296

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 296

ccguggugga cuucucucaa u 21
<210> 297

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 297

cucguggugg acuucucuca au 22
<210> 298

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
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<400> 298

gugguggacu ucucucaau 19
<210> 299

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 299

gugguggacu ucucucaauu u 21
<210> 300

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 300

ucguggugga cuucucucaa uu 22

<210> 301

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 301

ugguggacuu cucucaauu 19
<210> 302

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 302

guggacuucu cucaauuuuc u 21
<210> 303

<211> 22

<212> RNA

<213> Artificial sequence
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<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 303

gcuguaggca uaaauuggua uu 22
<210> 304

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 304

ggcuguagge auaaauuggu auu 23
<210> 305

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 305

aacuguaggc auaaauuggu auu 23

<210> 306

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 306

ugguggacuu cucucaauau u 21
<210> 307

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 307

gugguggacu ucucucaaua uu 22
<210> 308

<211> 23
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<212> RNA
<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 308

aaugguggac uucucucaau auu 23
<210> 309

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 309

cgugguggac uucucucaau auu 23
<210> 310

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 310

gugguggacu ucucucaaau u 21

<210> 311

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 311

cgugguggac uucucucaaa uu 22
<210> 312

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 312

aaguggugga cuucucucaa auu 23
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<210> 313

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 313

ucguggugga cuucucucaa auu 23
<210> 314

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 314

cucguggugg acuucucuca aua 23
<210> 315

<211> 25

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 315

cucguggugg acuucucuca auauu 25

<210> 316

<211> 23

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 316

gaggcuguag gcauaaauug gua 23
<210> 317

<211> 25

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
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gaggcuguag gcauaaauug guauu
<210> 318

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 318

ggacuucucu caauuuucu

<210> 319

<211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 319

gguggacuuc ucucaauuuu cu

<210> 320

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 320

ggacuucucu caauuuuca

<210> 321

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence
<400> 321

guggacuucu cucaauuuuc a

<210> 322

<211> 19

<212> RNA
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<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 322

gcuguaggea uaaauuggu 19
<210> 323

<211> 20

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 323

ggcuguagge auaaauuggu 20
<210> 324

211> 22

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 324

gaggcuguag gcauaaauug gu 22
<210> 325

<211> 19

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 325

gcuguaggcea uaaauugga 19

<210> 326

<211> 20

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 326

ggcuguagge auaaauugga 20

<210> 327
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<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 327

agcuguagge auaaauuggu a 21
<210> 328

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 328

cgcuguagge auaaauuggu a 21
<210> 329

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 329

ggcuguagge auaaauuggu u 21
<210> 330

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 330

aggcuguagg cauaaauugg u 21

<210> 331

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 331
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aggcuguagg cauaaauugg a 21
<210> 332

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 332

cggeuguagg cauaaauugg Uu 21
<210> 333

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 333

cggeuguagg cauaaauugg a 21
<210> 334

<211> 21

<212> RNA

<213> Artificial sequence

<220><223> HBV RNAi Agent sense strand unmodified sequence

<400> 334

cccuguagge auaaauuggu a 21
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