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1R ParF— &SR TW5 Lp(a)Esli siRNA B4 D EIR
siRNA ID é 5 5 "

%DDDDDDD

kﬁﬁ Lg$) GCCCCUUAUUGUUAUACGA UCGUAUAACAAUAAGGGGC
LP3 ‘
(44)

%fg L&V CCCCUUAUUGUUAUACGA UCGUAUAACAAUAAGGGG
— e 4 - |

47)

%fg L£y4 CCCCUUAUUGUUAUACA UGUAUAACAAUAAGGGG
LP7

(49)

LPS | LP16

o (5o | ACAGCCCCUUAUUGUUAUACGA | CGUAUAACAAUAAGGGGC
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K2BEMPRa L TPaF—FEh TS5 APOC III XU DGATZ2 siRNA E 41 @ i3

EiN

SEQ ID NO |4 % AL 1)

50 APOC3_01 5'-ACGGGACAGUAUUCUCAGUNA
51 APOC3_02 5'-CCCAAUAAAGCUGGACAAGAA

52 APOC3_03 5'-CUGUAGGUUGCUUAAAAGGGA
53 APOC3_04 5'-CUGGAGCACCGUUAAGGACAA

54 APOC3_05 5'-UCCCAAUAAAGCUGGACAAGA

55 APOC3_06 5'-GCCCCUGUAGGUUGCUUAAAA
56 APOC3_07 5'-CCCUGAAAGACUACUGGAGCA

57 APOC3_08 5'-UGCUUAAAAGGGACAGUAUUC
58 APOC3_09 5'-GACCUCAAUACCCCAAGUCCA

59 APOC3_10 5'-GAGCACCGUUAAGGACAAGUU
60 APOC3_01 5'-ACGGGACAGUAUUCUCAGUNA
61 APOC3_02 5'-CCCAAUAAAGCUGGACAAGAA

62 APOC3_03 5'-CUGUAGGUUGCUUAAAAGGGA
63 APOC3_04 5'-CUGGAGCACCGUUAAGGACAA

64 APOC3_05 5'-UCCCAAUAAAGCUGGACAAGA

65 APOC3_06 5'-GCCCCUGUAGGUUGCUUAAAA
66 APOC3_07 5'-CCCUGAAAGACUACUGGAGCA

67 APOC3_08 5'-UGCUUAAAAGGGACAGUAUUC
68 APOC3_09 5'-GACCUCAAUACCCCAAGUCCA

69 APOC3_10 5'-GAGCACCGUUAAGGACAAGUUt
70 APOC3_01 5'-UCACUGAGAAUACUGUCCCGU-3"
71 APOC3_02 5'-UUCUUGUCCAGCUUUAUUGGG-3’
72 APOC3_03 5'-UCCCUUUUAAGCAACCUACAG-3'
73 APOC3_04 5'-UUGUCCUUAACGGUGCUCCAG-3'
74 APOC3_05 5'-UCUUGUCCAGCUUUAUUGGGA-3'
75 APOC3_06 5'-UUUUAAGCAACCUACAGGGGC-3'
76 APOC3_07 5'-UGCUCCAGUAGUCUUUCAGGG-3'
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77 APOC3_08 5'-GAAUACUGUCCCUUUUAAGCA-3’
78 APOC3_09 5'-UGGACUUGGGGUAUUGAGGUC-3'
79 APOC3_10 5'-AACUUGUCCUUAACGGUGCUC-3"
80 APOC3_01 5'-UCACUGAGAAUACUGUCCCGU
81 APOC3_02 5'-UUCUUGUCCAGCUUUVAUUGGG
82 APOC3_03 5'-UCCCUUUUAAGCAACCUACAG

83 APOC3_04 5'-UUGUCCUUAACGGUGCUCCAG
84 APOC3_05 5'-UCUUGUCCAGCUUUAUUGGGA
85 APOC3_06 5'-UUUUAAGCAACCUACAGGGGC
86 APOC3_07 5'-UGCUCCAGUAGUCUUUCAGGG
87 APOC3_08 5'-GAAUACUGUCCCUUUUAAGCA
88 APOC3_09 5'-UGGACUUGGGGUAUUGAGGUC
89 APOC3_10 5'-AACUUGUCCUUAACGGUGCUC
90 DGAT2_01 5'-CUCUGUAAAUUUGGAAGUGUC
91 DGAT2_02 5'-CACCAUGAGCUAGGUGGAGUA
92 DGAT2_03 5'-UUCCUGAAGUGACAAAGGAAA

93 DGAT2_04 5'-GACCACCAGGAACUAUAUCUU

94 DGAT2_05 5'-GUUCCAGAAAUACAUUGGUUU
95 DGAT2_06 5'-AACCGCAAGGGCUUUGUGAAA
96 DGAT2_07 5'-GAGCAAGAAGUUCCCAGGCAU

97 DGAT2_08 5'-CAGUAGUAGGCAUCUGGAAUG
98 DGAT2_09 5'-GUCAUGGGUGUCUGUGGGUUA
99 DGAT2_10 5'-GCUCUGUAAAUUUGGAAGUGU
100 DGAT2_01 5'-CUCUGUAAAUUUGGAAGUGUC
101 DGAT2_02 5'-CACCAUGAGCUAGGUGGAGUA
102 DGAT2_03 5'-UUCCUGAAGUGACAAAGGAAA
103 DGAT2_04 5'-GACCACCAGGAACUAUAUCUU
104 DGAT2_05 5'-GUUCCAGAAAUACAUUGGUUU
105 DGAT2_06 5'-AACCGCAAGGGCUUUGUGAAA
106 DGAT2_07 5'-GAGCAAGAAGUUCCCAGGCAU
107 DGAT2_08 5'-CAGUAGUAGGCAUCUGGAAUG
108 DGAT2_09 5'-GUCAUGGGUGUCUGUGGGUUA
109 DGAT2_10 5'-GCUCUGUAAAUUUGGAAGUGU
110 DGAT2_01 5'-GACACUUCCAAAUUUACAGAG-3'
111 DGAT2_02 5'-UACUCCACCUAGCUCAUGGUG-3"
112 DGAT2_03 5'-UUUCCUUUGUCACUUCAGGAA-3'
113 DGAT2_04 5'-AAGAUAUAGUUCCUGGUGGUC-3"
114 DGAT2_05 5'-AAACCAAUGUAUUUCUGGAAC-3'
115 DGAT2_06 5'-UUUCACAAAGCCCUUGCGGUU-3'
116 DGAT2_07 5'-AUGCCUGGGAACUUCUUGCUC-3'
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117 DGAT2_08 5'-CAUUCCAGAUGCCUACUACUG-3"
118 DGAT2_09 5'-UAACCCACAGACACCCAUGAC-3'
119 DGAT2_10 5'-ACACUUCCAAAUUUACAGAGC-3'
120 DGAT2_01 5'-GACACUUCCAAAUUUACAGAG
122 DGAT2_02 5'-UACUCCACCUAGCUCAUGGUG
122 DGAT2_03 5'-UUUCCUUUGUCACUUCAGGAA
123 DGAT2_04 5'-AAGAUAUAGUUCCUGGUGGUC
124 DGAT2_05 5'-AAACCAAUGUAUUUCUGGAAC
125 DGAT2_06 5'-UUUCACAAAGCCCUUGCGGUU
126 DGAT2_07 5'-AUGCCUGGGAACUUCUUGCUC
127 DGAT2_08 5'-CAUUCCAGAUGCCUACUACUG
128 DGAT2_09 5'-UAACCCACAGACACCCAUGAC
129 DGAT2_10 5'-ACACUUCCAAAUUUACAGAGC
ooogoaod

# 3 DGAT2 siRNA # % (SEQ ID NO 131~170). PCSK9 SEQ 1D
NO:171~210 %Ot ApoCIII(SEQ ID NO:211~250) ®» &

SEQ ID NO #ic 51
131 GACCACCAGGAACUAUAUCUU o AR
132 GUUCCAGAAAUACAUUGGUUU T ARLH
133 AACCGCAAGGGCUUUGUGAAA o R ELA
134 GAGCAAGAAGUUCCCAGGCAU ' AR A
135 CUUUGGAGAGAAUGAAGUGUA T A B
136 CUUCGACAAGCACAAGACCAA ' AR A
137 GCCGAUGGGUCCAGAAGAAGU B A B
138 CUUCACUUGGCUGGUGUUUGA v R ELA
139 CUCCUUUGGAGAGAAUGAAGU ' ARl A
140 UGCCAUCCUCAUGUACAUAUU ' A Bl
141 CCGCAAGGGCUUUGUGAAACU o AR
142 AGCAAGAAGUUCCCAGGCAUA T ARLH
143 AGUGUACAAGCAGGUGAUCUU B A B
144 UGCUGACCACCAGGAACUAUA ' ARl A
145 CCGAUGGGUCCAGAAGAAGUU B A Bl
146 UUUGGAGAGAAUGAAGUGUAC o AR
147 UGGCGCUACUUUCGAGACUAC T ARLH
148 AAUGCCUGUGUUGAGGGAGUA v R ELA
149 AGUUCCAGAAAUACAUUGGUU ' ARl A
150 CAGAAGUGAGCAAGAAGUUCC B A Bl
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151 AAGAUAUAGUUCCUGGUGGUC T T AELA
152 AAACCAAUGUAUUUCUGGAAC T Tt AR
153 UUUCACAAAGCCCUUGCGGUU T T AR
154 AUGCCUGGGAACUUCUUGCUC T T AR
155 UACACUUCAUUCUCUCCAAAG T T AR
156 UUGGUCUUGUGCUUGUCGAAG T T ARSI
157 ACUUCUUCUGGACCCAUCGGC T T AR
158 UCAAACACCAGCCAAGUGAAG T T AR
159 ACUUCAUUCUCUCCAAAGGAG T F s AR
160 AAUAUGUACAUGAGGAUGGCA T T AR
161 AGUUUCACAAAGCCCUUGCGG T T AR
162 UAUGCCUGGGAACUUCUUGCU T T AR
163 AAGAUCACCUGCUUGUACACU T T AR
164 UAUAGUUCCUGGUGGUCAGCA T T ARSI
165 AACUUCUUCUGGACCCAUCGG T rF ARG
166 GUACACUUCAUUCUCUCCAAA T T AR
167 GUAGUCUCGAAAGUAGCGCCA T T AR
168 UACUCCCUCAACACAGGCAUU T T AR
169 AACCAAUGUAUUUCUGGAACU T T AR
170 GGAACUUCUUGCUCACUUCUG T T AR
171 CCUCAUAGGCCUGGAGUUUAU ' A EdA
172 AGGCCUGGAGUUUAUUCGGAA v S P 7|
173 CCCUCAUAGGCCUGGAGUUUA o A ELF
174 AGGUCUGGAAUGCAAAGUCAA o AL F
175 GGCCUGGAGUUUAUUCGGAAA o A ELF
176 CAGGUCUGGAAUGCAAAGUCA e S P 7|
177 CCUCACCAAGAUCCUGCAUGU o A ELF
178 ACCCUCAUAGGCCUGGAGUUU o AL F
179 CACCAGCAUACAGAGUGACCA o A ELF
180 AUCUCCUAGACACCAGCAUAC o XA
181 UCCUAGACACCAGCAUACAGA A S Y|
182 CUGGAGUUUAUUCGGAAAAGC AV S 7|
183 GCCUGGAGUUUAUUCGGAAAA B ARELF
184 GAGGCAGAGACUGAUCCACUU o A ELF
185 UAGGCCUGGAGUUUAUUCGGA o A ELF
186 CACUUCUCUGCCAAAGAUGUC o XA
187 AUGCAAAGUCAAGGAGCAUGG o XA
188 GGUCAUGGUCACCGACUUCGA AV S P 7|
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189 GGCAGCUGUUUUGCAGGACUG o A ELF
190 GGGCAGGUUGGCAGCUGUUUU e S P 7|
191 AUAAACUCCAGGCCUAUGAGG T T AR
192 UUCCGAAUAAACUCCAGGCCU T T AR
193 UAAACUCCAGGCCUAUGAGGG T T AR
194 UUGACUUUGCAUUCCAGACCU T T AELA
195 UUUCCGAAUAAACUCCAGGCC T T ARSI
196 UGACUUUGCAUUCCAGACCUG T T AR
197 ACAUGCAGGAUCUUGGUGAGG T T AR
198 AAACUCCAGGCCUAUGAGGGU T T AR
199 UGGUCACUCUGUAUGCUGGUG T T AR
200 GUAUGCUGGUGUCUAGGAGAU T Ty AR
201 UCUGUAUGCUGGUGUCUAGGA T T AR
202 GCUUUUCCGAAUAAACUCCAG T T AR
203 UUUUCCGAAUAAACUCCAGGC T T AL
204 AAGUGGAUCAGUCUCUGCCUC T T AR
205 UCCGAAUAAACUCCAGGCCUA T T AR
206 GACAUCUUUGGCAGAGAAGUG T T AR
207 CCAUGCUCCUUGACUUUGCAU T T AR
208 UCGAAGUCGGUGACCAUGACC T T AR
209 CAGUCCUGCAAAACAGCUGCC T T AL
210 AAAACAGCUGCCAACCUGCCC T rFE ARG
211 CUGGAGCACCGUUAAGGACAA Ve S 7|
212 CCCUGAAAGACUACUGGAGCA 2 A ELF
213 GAGCACCGUUAAGGACAAGUU o AL F
214 ACUGGAGCACCGUUAAGGACA A 7|
215 CCUGAAAGACUACUGGAGCAC Ve S 7|
216 AAGACUACUGGAGCACCGUUA o A ELF
217 CAGUUCCCUGAAAGACUACUG o AL F
218 GGUGACCGAUGGCUUCAGUUC o A ELF)
219 GGGUGACCGAUGGCUUCAGUU o XA
220 ACUACUGGAGCACCGUUAAGG A P 7|
221 GACUACUGGAGCACCGUUAAG v S P 7|
222 UUCAGUUCCCUGAAAGACUAC o A ELF
223 GUUCCCUGAAAGACUACUGGA o AL F
224 UGGAGCACCGUUAAGGACAAG T A ELF)
225 CGCCACCAAGACCGCCAAGGA o XA
226 GGGCUGGGUGACCGAUGGCUU B A LA
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227 GCCACCAAGACCGCCAAGGAU o AR

228 AGACUACUGGAGCACCGUUAA ' AR

229 CCACCAAGACCGCCAAGGAUG T AR

230 UCCCUGAAAGACUACUGGAGC ' A B

231 UUGUCCUUAACGGUGCUCCAG T rF ' AR
232 UGCUCCAGUAGUCUUUCAGGG T T AR
233 AACUUGUCCUUAACGGUGCUC T T AES]
234 UGUCCUUAACGGUGCUCCAGU T T AR
235 GUGCUCCAGUAGUCUUUCAGG T T AR
236 UAACGGUGCUCCAGUAGUCUU T T AR
237 CAGUAGUCUUUCAGGGAACUG T T AR
238 GAACUGAAGCCAUCGGUCACC T T AR
239 AACUGAAGCCAUCGGUCACCC T T A
240 CCUUAACGGUGCUCCAGUAGU T T AR
241 CUUAACGGUGCUCCAGUAGUC T T AR
242 GUAGUCUUUCAGGGAACUGAA T T AR
243 UCCAGUAGUCUUUCAGGGAAC T T AR
244 CUUGUCCUUAACGGUGCUCCA T T AES]
245 UCCUUGGCGGUCUUGGUGGCG T rF ' AR
246 AAGCCAUCGGUCACCCAGCCC T T AR
247 AUCCUUGGCGGUCUUGGUGGC T T AE S
248 UUAACGGUGCUCCAGUAGUCU T T AR
249 CAUCCUUGGCGGUCUUGGUGG T T AR
250 GCUCCAGUAGUCUUUCAGGGA T T AR

gooad

#4 £ b THEPG2 #ilah o APOC3 X O DGAT2 Bz F-RB O Y 1

VU TIEBW TSI 5 siRNA %t

£ R A T F A

Arocs_|5" 5

01 “"|ACGGGACAGUAUUCUCAGUNAtcacect |[UCACUGAGAAUACUGUCCC
catcccgegaage-3' (SEQ ID NO 401) GU-3' (SEQ ID NO 70)

INLE b 5

02 “|CCCAAUAAAGCUGGACAAGAAtcaccte |[UUCUUGUCCAGCUUUAUUG

< atcccgcgaage-3'(SEQ ID NO 402) GG-3'(SEQ ID NO 71)

INT N 5

03 “|CUGUAGGUUGCUUAAAAGGGAtcacct |[UCCCUUUUAAGCAACCUAC
catcccgegaage-3'(SEQ ID NO 403) AG-3'(SEQ ID NO 72)

APOC3_|5'- 5'-

04 CUGGAGCACCGUUAAGGACAAtcacct [ UUGUCCUUAACGGUGCUCC
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catcccgegaage-3'(SEQ ID NO 404)

AG-3'(SEQ ID NO 73)

. 5'- 5'-
or0C3-1UCCCAAUAAAGCUGGACAAGA cacet |[UCUUGUCCAGCUUUAUUGG
catcecgegaage-3'(SEQ ID NO 405) GA-3'(SEQ ID NO 74)

APOC3_ |2 5

06 —|GCCCCUGUAGGUUGCUUAAAAtcacct [UUUUAAGCAACCUACAGGG
catcccgegaage-3'(SEQ ID NO 406) GC-3'(SEQ ID NO 75)

APOC3_ |3 5"

07 —|CCCUGAAAGACUACUGGAGCAtcacct [UGCUCCAGUAGUCUUUCAG

! catcecgegaage-3'(SEQ ID NO 407) GG-3'(SEQ ID NO 76)

apocs_|5” 5"

08 “|UGCUUAAAAGGGACAGUAUUCtcaccet | GAAUACUGUCCCUUUUAAG
catcecgegaage-3' (SEQ ID NO 408) CA-3'(SEQ ID NO 77)

APOC3_ |2 3"

09 —“|GACCUCAAUACCCCAAGUCCAtcacctc |[UGGACUUGGGGUAUUGAGG
atcccgegaage-3'(SEQ ID NO 409) UC-3'(SEQ ID NO 78)

apocs_|%" 5

10 ~|GAGCACCGUUAAGGACAAGUUtcacct [AACUUGUCCUUAACGGUGC
catcccgegaage-3'(SEQ ID NO 410) UC-3'(SEQ ID NO 79)

DGAT2_ |2 5"

01 “|[CUCUGUAAAUUUGGAAGUGUCtcacct | GACACUUCCAAAUUUACAG
catcccgegaage-3' (SEQ ID NO 411) AG-3'(SEQ ID NO 110)

pGAT2_ |2 5"

02 “[CACCAUGAGCUAGGUGGAGUAtcacct [UACUCCACCUAGCUCAUGG
catcccgegaage-3'(SEQ ID NO 412) UG-3'(SEQ ID NO 111)

DGAT2_ |2 3

03 —“|UUCCUGAAGUGACAAAGGAAAtcacct [UUUCCUUUGUCACUUCAGG
catcccgegaage-3'(SEQ ID NO 413) AA-3'(SEQ ID NO 112)

pGaTz_ |2 5"

04 “|GACCACCAGGAACUAUAUCUUtcacct |AAGAUAUAGUUCCUGGUGG
catcccgegaage-3'(SEQ ID NO 414) UC-3'(SEQ ID NO 113)

pGAT2 |2 5"

05 “|GUUCCAGAAAUACAUUGGUUUtcacct |AAACCAAUGUAUUUCUGGA
catccegegaage-3'(SEQ ID NO 415) AC-3'(SEQ ID NO 114)

pGAT2 |2 5

06 “[AACCGCAAGGGCUUUGUGAAAtcacet |[UUUCACAAAGCCCUUGCGG
catcccgegaage-3'(SEQ ID NO 416) UU-3'(SEQ ID NO 115)

peaTz |2 5

07 “~|GAGCAAGAAGUUCCCAGGCAUtcacct |AUGCCUGGGAACUUCUUGC
catcccgegaage-3'(SEQ ID NO 417) UC-3'(SEQ ID NO 116)

pGaTz |3 5"

08 “[CAGUAGUAGGCAUCUGGAAUG¢tcacet [CAUUCCAGAUGCCUACUAC
catccegegaage-3'(SEQ ID NO 418) UG-3'"(SEQ ID NO 117)

pGAT2 |2 5"

09 “|[GUCAUGGGUGUCUGUGGGUUAtcace |UAACCCACAGACACCCAUG
tcatccegegaage-3'(SEQ ID NO 419) AC-3'(SEQ ID NO 118)

pGAT2z_ |2 5

10 “|GCUCUGUAAAUUUGGAAGUGUtcace |[ACACUUCCAAAUUUACAGA

tcatcccgegaage-3'(SEQ ID NO 420)

GC-3'(SEQ ID NO 119)
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5 B HOWTMHELZEET v A BV TRR S 728 th i

siRNA14b~siRNA15-5" CR X, #HEfMi (1> 270 v T BANLRD

(C=#%;CR=EXE SN F=~T v rikh),

siRNA35~44 (X, PC8 ¥ bH 75D

siRNAA, GEUOHIZ, PC2EFNNLRD

F VU T4 il 1)

siRNA14m |2 X157 Cm*Um*Am Gm Am Cm Cf Um Gf Um t Um Um Gm Cm

4> 27 Y |UmUmUm Um Gm Um 3’ (SEQ ID NO 494)

T TrFE AR5 Am*CI*Am Af Af Af Gm Cf Am Af Am Af Cm Af Gm
Gf Um Cf Um Am Gm* Am* Am 3’ (SEQ ID NO 495)

siRNA14b [z % (5'-3"):CUAGACCUGUtUUGCUUUUGU (SEQ ID NO 389)
TrF LA (5-3):ACAAAAGCAAAACAGGUCUAGAA (SEQ ID NO
390)

siRNA15b | & (5'-3"):CUAGACCUGUtUUGCUUUUGUtcacctcatcccgegaage
(SEQ ID NO 496)
TroFELA (5-3):ACAAAAGCAAAACAGGUCUAGAA(SEQ ID NO
390)

siRNA15- |2 & (5'-3"):cgaagegeecctactccact CUAGACCUGUtUUGCUUUUGU

57 C (SEQ ID NO 497)
TrFEr A (5-3):ACAAAAGCAAAACAGGUCUAGAA(SEQ ID NO
390)

siRNA15- [ R (5'-3"):ccctactccact CUAGACCUGUtUUGCUUUUGU (SEQ ID

5'CR NO 498)
TrFEr A (5-3):ACAAAAGCAAAACAGGUCUAGAA(SEQ ID NO
390)

siRNA35 A (5'-3"):CAGGUCUGGAAUGCAAAGUCA(SEQ ID NO 278 £ ¢
262 KU 1176)
T FELr A (5-3):UGACUUUGCAUUCCAGACCUG(SEQ ID NO
272, 196, 334)

siRNA36 A (5'-3"):CAGGUCUGGAAUGCAAAGUCAATAT(SEQ ID NO
421)
T rF A (5-3):UGACUUUGCAUUCCAGACCUGATAT(SEQ ID
NO 422)

siRNA37 % (5-
3):CAGGUCUGGAAUGCAAAGUCAdTdCdAdCdCdTdCdAdTdCdCd
CdGdCdGdAdAdGdC (SEq ID NO 423)
TrFELA(5-3):UGACUUUGCAUUCCAGACCUG (SEQ ID NO
272, 196, 334)

siRNA 38 | % (5'-3):CAGGUCUGGAAUGCAAAGUCA (SEQ ID NO 278 XU
262 K10 176)
ToFE A (B
3):UGACUUUGCAUUCCAGACCUGATdCdAdCdCdTdCdAdTdCdCd
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CdGdCdGdAdAdGdC (SEQ ID NO 424)

siRNA39 oA (5'-
37:CAGGUCUGGAAUGCAAAGUCAdTAdCdAdCdCdTdCdAdTdCdCd
CdGdCdGdAdAdGdC(SEq ID NO 423)

7 rFE A (5-3"):UGACUUUGCAUUCCAGACCUGATAT(SEQ ID
NO 422)

siRNA40 & (5'-3"):CAGGUCUGGAAUGCAAAGUCA4TAT SEQ ID NO
421)

TrFEr R (5
3):UGACUUUGCAUUCCAGACCUGATdCdAdCdCdTdCdAdTdCdCd
CdGdCdGdAdAdGdC(SEQ ID NO 424)

siRNA41 o x (5'-
37:dCdGdAdAdGdCdGdCdCdCdTdAdCdTdCdCdAdCdTCAGGUCUG
GAAUGCAAAGUCA (SEQ ID NO 425)

T rFELA (5'-3):UGACUUUGCAUUCCAGACCUG(SEQ ID NO
272, 196, 334)

siRNA42 oA (5
37:dCdGdAdAdGdCdGdCdCdCdTdAdCdTdCdCdAdCAdTCAGGUCUG
GAAUGCAAAGUCA (SEQ ID NO 425)

T rFE A (5-3):UGACUUUGCAUUCCAGACCUGATAT(SEQ ID
NO 422)

siRNA43 |&» =2 (5'-
37:dCdGdAdAdGdCdGdCdCdCdTdAdCdTdCdCdAdCAdTCAGGUCUG
GAAUGCAAAGUCAATAT (SEQ ID NO 428)

T rFE A (5'-3):UGACUUUGCAUUCCAGACCUG(SEQ ID NO
272, 196, 334)

siRNA44 A (5'-3):CAGGUCUGGAAUGCAAAGUCA(SEQ ID NO 278 B¢
262 &N 176)

TrFRA (5
37:dCdGdAdAdGdCdGdCdCdCdTdAdCdTdCdCdAdCdTUGACUUU
GCAUUCCAGACCUG (SEQ ID NO 427)

siRNA-A 5'-AGGCCUGGAGUUUAUUCGGAA GalNAc-3’ (SEQ ID NO 172
K} 256)
37-ttUCCGGACCUCAAAUAAGCCUU -5’ (SEQ ID NO 252 K O®
254)

siRNA-G 57- cgaagecgecectacteccactA*G*GCCUGGAGUUUAUUCGGAA
GalNAc-3’ (SEQ ID NO 428)

3"- t*t*UCCGGACCUCAAAUAAGCC*U*U-5"
siRNA-H 57- AGGCCUGGAGUUUAUUCGGAAtcacctcatccecgegaage-3’ (SEQ

ID NO 253)
37- GalNAc UCCGGACCUCAAAUAAGCCUU -5’ (SEQ ID NO 429)
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ER

c, g, a, tXi{FdT, dG, dA, dC : DNAMHK

A, G, C, U: RNAWKK
f:2°

—FFF—2° —T It

—O—AF

m: 2’

X X7 LVAF RS AFeF AT — K (PS)

GalNAcg
oooooao
0000000000000 D0DO000a0
oooooao
0000000000 '0000fd000000O0O00D0O0O0O0o0oOO'00o0ooOoooao
0000000000000 0D0DO00D0DO0D0O0D0DO0DO0OO0ODDO0OODDODOODOOOOaD
0000000000000 00D0DO00D0DO0O0O0D0O0O0O0DOoDO0O0DOoOOoODoDoOoOoOoao
0000000000000 O0'000000D0O0O0D0 0ODO0O0DO0ODO0OODOO0OODaO
0000000 00’'0000000D0000D0000D0O00O0D0O00O0DoDOoOooooOan
0000000000 '000000D0000DO00O0DDO0OO0O0DDOO0O0DDOoOOoOOoDOaO
0000000 00’'00000000000D00000000D0000DO0OO0OoooOaO
0000000000000 0D0D0D00D0DO0DO0O0D0O0O0O0D0DODO0O0ODOoDOOoODoOOoOOooOao
0000000000000 00D000000000000000a0
0oooao
* 6.

MiHERLTo| 10%FBS#® | 10%HS #%» | FBS T» HS T®
%l 51 4 KD KD KD %KD & T %KD & T
siRNA14m 78.7 79.6 79.9 0.0 0.0
siRNA14b 82.0 51.4 59.1 37.3 28.0
siRNA15b 80.1 80.6 65.9 0.0 17.6
siRNA15-5'C 86.5 87.6 84.7 0.0 2.0
siRNA15s7 80.9 44.8 51.4 44.6 36.5
0oooao
= 7.
siRNA 4 Mi%7 L <o KD 10%HS T®» KD HS TO%KD & T
siRNA14m 50.4 62.2 0.0
siRNA14b 50.1 28.7 42.8
siRNA15-5'C 50.6 58.6 0.0
INC_02 34.2 0.0 100.0
INC 03 44.7 0.0 100.0
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oooo
# 8.siRNA @i

siRNA 4 i B 41
S(57-37) Cm*Um*Am Gm Am Cm
CfUm Gf Um t Um Um Gm Cm
SERIALFERICES S Um Um Um Um Gm Um
N— g AS (57-37) Am*Cf*Am Af Af Af

Gm Cf Am Af Am Af Cm Af Gm Gf
Um Cf Um Am Gm* Am* Am
S (5'-3"):
CUAGACCUGUtUUGCUUUUGU
AS (5'-3"):
ACAAAAGCAAAACAGGUCUAGAA
S (5'-3"):
CUAGACCUGUtUUGCUUUUGUtce
siRNA15b 37 S g5 il acctcatcccgegaage
AS (5'-3"):
ACAAAAGCAAAACAGGUCUAGAA
S (5'-3"):
cgaagcgcecctactccact CUAGACCUG
siRNA15-5'C 578 $5 ik UtUUGCUUUUGU
AS (5'-3"):
ACAAAAGCAAAACAGGUCUAGAA
S (5'-3"):
CUAGACCUGUtUUGCUUUUGUgec
'S EICDOBATE gaage (SEQ ID NO 430)

(Harpin) ¥4y AS (5'-3"):
ACAAAAGCAAAACAGGUCUAGAA
(SEQ ID NO 390)

S (5'-3"):
ccctactccact CUAGACCUGUtUUGC
12 X7 L FF FOATL0H, |[UUUUGU (SEQ ID NO 431)

AT B L AS (5'-3"):
ACAAAAGCAAAACAGGUCUAGAA
(SEQ ID NO 390)

S (5'-3"):
cgaagecgCUAGACCUGUtUUGCUU
UUGU (SEQ ID NO 432)

AS (5'-3"):
ACAAAAGCAAAACAGGUCUAGAA
(SEQ ID NO 390)

siRNA14m

siRNA14b B L

siRNA15s7

Inc_02

Inc_03 5/ S8 Lic~7 v

gooooao

ugbobooobododg ooboobod

gooaoan
oooooooooo'ooooooooooooooobooboDboDbOoODbODoODOoOOOoO0On0nn
gooooobooooboobogooooobooboboboooboooboobooboooboooan
oooooooooooooooooooooobobobooooboDboODbODODODODOoOOoOOoOOnOn
goooob'rcobooboobooboobobooboobooboobooboDbao
ugboboooboobouobouooooobooboooboobooboob’oobobOaO
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oooooooogoooooooooooooboboooboboboDboDboDboOoOoOoooonbn
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Ooooao
#9
siRNA 4 fif 7z Lo KD 80%HS T» KD 80%HS TO%KD & F
PC8 00 72.9 0.0 100.0
PC8 01 51.6 14.5 72.0
PC8_03 50.0 1.4 97.3
PC8_05 63.3 60.4 4.6
PC8_10 54.0 25.8 52.2
PC8_11 72.6 17.3 76.2
ooooo
# 10
siRNA 4 . B (g7l
PC8_00 [#&dh7z L S (5'-3"):
CAGGUCUGGAAUGCAAAGUCA(SEQ
ID NO 262, 278, 176)
AS (5'-3"):
UGACUUUGCAUUCCAGACCUG (SEQ
ID NO 272, 196, 334)
PC8_01 [3'S ¢ Ec&Hh S(57-37):
CAGGUCUGGAAUGCAAAGUCAtcaccte
atccegegaage (SEQ ID NO 433)
AS (5'-3"):
UGACUUUGCAUUCCAGACCUG (SEQ
ID NO 272, 196, 334)
PC8_03 (3'S & FlicEd~7 S(57-37):
CAGGUCUGGAAUGCAAAGUCAgcgaag
¢ (SEQ ID NO 434)
AS (5'-3"):
UGACUUUGCAUUCCAGACCUG (SEQ
ID NO 272, 196, 334)
PC8_05 |5’ S LiciZuh S (5'-3"):
cgaagcgeccctactccactCAGGUCUGGAAU
GCAAAGUCA(SEQ ID NO 435)
AS (5'-3"):
UGACUUUGCAUUCCAGACCUG (SEQ
ID NO 272, 196, 334)
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S‘I%NA L il 51
SiRNA |7 L S (5 -3) AGGCCUGGAGUUUAUUCGGAA
A GalNAc (SEQ ID NO 172, 2586)

AS (37-57) ttUCCGGACCUCAAAUAAGCCUU
(SEQ ID NO 252, 254)

siRNA_ |57 S 84 LIz h S (57-37)

G cgaagcgecctactccactA*G*GCCUGGAGUUUAUUCG
GAA GalNAc (SEQ ID NO 437)

AS (37-57) t*t*UCCGGACCUCAAAUAAGCC*U*U

siRNA_ |37 S &{ Ficifidh S (57-37)
H A*G*GCCUGGAGUUUAUUCGGAAtcacctcatccegega
age (SEQ ID NO 438)

AS (37-57) GalNAc
t*t*UCCGGACCUCAAAUAAGCC*U*U

PC8 10 |12 X7 v FF Fo |S (5'-3"):

AT DI ccctactccact CAGGUCUGGAAUGCAAAGUCA(SEQ
~NTFE L ID NO 436)
AS (5'-3"):

UGACUUUGCAUUCCAGACCUG (SEQ ID NO
272, 196. 334)

PC8_ 11 [5'S #{ Lic~7 E|S (5'-3"):

v cgaagcgCAGGUCUGGAAUGCAAAGUCA

AS (5'-3"):

UGACUUUGCAUUCCAGACCUG (SEQ ID NO
272, 196, 334)

Oooo0oao
OoO0O00DO0O0O0O0O0O0DOOoO
Ooooooao
0OO0O000D000O00’'0000D0O00D0D0O00D0O00DO0O0DO0DOO0OD0DO0OoOoOooan
O000D000000O00O00D0O00D0O0O0O0DO0O0OODO0OO0DODOOO0DOOODOOoOoOon
0000000000000 0D0O0O0DODOOO0DO0O0ODO0DO0DOOOOoDOOoODOooOn
0000000000000 0D000D0O0O0D0O0O0O0D0O0O0DO0O0ODO0OODDOOD'O
OO000D0D00D0O00OC0O0O00DO0O0DODOOODO0ODO0OO0DODOOOOOoDOoOoOOoOn
0000000000000 0D0O00D0O0O000O00D0DO0O0DO0O0O0DO0DO0ODODOoDOn
O000D000000OC0O0O00D0D00ODODOO0DO0O0ODOO0DODOOO0DOOoODOoOoOOoOn
0000000000000 0D0O00D0O0O0O0O0O00D0DO0O0DO0O0ODO0DO0OooDOooOoOO
0000000000000 0OD0O0O0D
Ooooo
# 11

siRNA 4% 1% 72 L ¢ o KD 80%HS T» KD HS TH%KD it F

siRNA_A 53.2 15.5 70.8

siRNA_G 59.5 58.5 1.7

siRNA_H 57.6 0.0 100.0
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Oooogano
£ 12.10%FBS 7 CTHEINN IR~ AFHMBICESIT 5 100nM TO

siRNA_A. siRNA_H EU'siRNA_G o HHEYAR%D PCSK9 » KD X

JV
%KD %KD %KD
LB DK
" I siRNA_A siRNA_H siRNA_G
24 W i 0.0 0.0 15.0
48 W[ 5.8 17.5 50.6
72 W[ 0.0 0.0 36.5
Ooooogoogag
000000000
oooooao
gooooogogouogoouootooyoo ooy obouootoooyoo ooy Do Dby oo oo o oo
0000000000000 O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O0O00000000000
go0'cggo0ggfo0og0pboyggouoogo0ooopoDoy ooy’ DUy oo ooao
gooooogoouogoouopooco ooy ouoto oo oo Do Dbyt oUoobo oo
Ooo0o0o0goao
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ooooao
# 13.
siRNA 4 i ofE | KD% KD KD 20%HS CTD |50%HS TD
Mm%z L | 20%HS | 50%HS | KD%IEF | KD%IEF
TS3 1 5'SS 70.5 55.1 0.0 21.8 100.0
TS3_2 3'SS 75.4 0.0 0.0 100.0 100.0
TS3 3 3'AS 73.1 0.0 0.0 100.0 100.0
TS4_1 5'SS 64.4 9.3 8.8 85.6 86.3
TS4 2 3'SS 63.4 10.9 0.0 82.7 100.0
TS4 3 3'AS 67.9 0.0 0.0 100.0 100.0
ApoB_C10_1 5'SS 58.0 67.3 62.3 0.0 0.0
ApoB_C10_2 3'SS 52.4 0.0 38.2 100.0 27.0
ApoB C10_3 3'AS 56.6 56.6 18.9 0.0 66.6
ApoB_C3_1 5'SS 48.1 50.9 37.6 0.0 21.7
ApoB_C3 2 3'SS 58.1 49.8 48.0 14.2 17.3
ApoB_C3_3 3'AS 54.9 41.2 0.0 25.0 100.0
ApoB_C2_1 5'SS 66.8 87.7 87.6 0.0 0.0
ApoB C2 2 3'SS 70.9 87.1 86.8 0.0 0.0
ApoB_C2_3 3'AS 79.6 87.5 87.6 0.0 0.0
ApoB_DM2_1 5'SS 58.4 76.4 67.4 0.0 0.0
ApoB_DM2_2 3'SS 64.0 65.4 4.3 0.0 93.3
ApoB_DM2_3 3'AS 67.6 55.3 5.0 18.1 92.5
ApoB_DM3_1 5'SS 72.0 56.4 0.0 21.7 100.0
ApoB_DM3_2 3'SS 75.4 0.0 0.0 100.0 100.0
ApoB_DM3_3 3'AS 82.7 0.0 0.0 100.0 100.0
ApoB_DM5_1 5'SS 51.6 63.7 73.4 0.0 0.0
ApoB_DM5_2 3'SS 59.5 0.0 0.0 100.0 100.0
ApoB_DM5_3 3'AS 55.7 74.9 78.4 0.0 0.0
ApoB_DM13_1 5'SS 84.8 87.2 49.1 0.0 42.1
ApoB_DM13_2 3'SS 88.6 50.3 45.6 43.3 48.6
ApoB_DM13_3 3'AS 87.0 41.3 23.7 52.6 72.7
ApoB_DM18_1 5'SS 81.8 70.8 50.9 13.4 37.8
ApoB_DM18_2 3'SS 83.4 80.0 36.2 4.1 56.6
ApoB_DM18_3 3'AS 86.8 32.4 7.8 62.6 91.0
ApoB_DM19_1 5'SS 60.0 1.7 0.0 97.1 100.0
ApoB_DM19_2 3'SS 68.6 0.0 0.0 100.0 100.0
ApoB_DM19_3 3'AS 74.4 0.0 0.0 100.0 100.0
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siRNA 4

0

i

Bl 51

TS3_1

5k %

S(57-37):
cgaagegecctactccactUAGACUUCCUGAAUAAC*U
*A (SEQ ID NO 439)

AS (57-37):U*A*GUUAUUCAGGAAGUCUA*U*U
(SEQ ID NO 440)

TS3_2

3k R

S (57-37):
U*A*GACUUCCUGAAUAACUAtcacctcatcececgegaa
gc(SEQ ID NO 441)

AS (57-37):U*A*GUUAUUCAGGAAGUCUA*U*U
(SEQ ID NO 440)

TS3_3

3T FEA

S (57-37):U*A*GACUUCCUGAAUAAC*U*A
(SEQ ID NO 442)

AS (57-37):
U*A*GUUAUUCAGGAAGUCUA*U*Utcacctcatcce
gcgaage (SEQ ID NO 443)

TS4 1

51k v 2

S (57-37):
cgaagegecctactccactUCAUCACACUGAAUACC*A*
A (SEQ ID NO 444)

AS (57-37):U*U*GGUAUUCAGUGUGAUGA*U*U
(SEQ ID NO 445)

TS4_2

3ty %

S(57-37):
U*C*AUCACACUGAAUACCAAtcacctcatecegegaa
ge (SEQ ID NO 446)

AS (57-3"):U*U*GGUAUUCAGUGUGAUGA*U*U
(SEQ ID NO 445)

3T FEA

S (57-37):U*C*AUCACACUGAAUACC¥*A*A

(SEQ ID NO 447)

AS (57-37):
U*U*GGUAUUCAGUGUGAUGA*U*Utcacctcatcce
gecgaage(SEQ ID NO 448)

ApoB_C10_1

52X

S(57-37):

cgaagegecctactccact GUCAUCACACUGAAUACCA
*A*U (SEQ ID NO 449)

AS (57-37):
A*U*UGGUAUUCAGUGUGAUGAC*U*U(SEQ ID
NO 450)

ApoB_C10_2

3R

S(57-37):
G*U*CAUCACACUGAAUACCAAUtcacctcatccecgeg
aage (SEQ ID NO 451)

AS (57-37):
A*U*UGGUAUUCAGUGUGAUGAC*U*U(SEQ ID
NO 452)
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(40)

ApoB_C10_3 |37 v F & A |S (57-37):G*U*CAUCACACUGAAUACCA*A*U
(SEQ ID NO 453)

AS (57-37):
A*U*UGGUAUUCAGUGUGAUGAC*U*Utcacctcat
ccegegaage (SEQ ID NO 452)

ApoB_C3_1 5'k v & S (57-37):
cgaagcgecctactccact GGUGUAUGGCUUCAACCCU
*G*A (SEQ ID NO 454) AS (57 -
37):U*C*AGGGUUGAAGCCAUACACC*U*U(SEQ
ID NO 455)

ApoB_C3_2 3k A S(57-37):
G*G*UGUAUGGCUUCAACCCUGAtcacctcateceege
gaagc (SEQ ID NO 456) AS (57 -
3):U*C*AGGGUUGAAGCCAUACACC*U*U(SEQ
ID NO 455)

ApoB C3.3 [37vF & xS (5'-3"):G*G*UGUAUGGCUUCAACCCU*G*A
(SEQ ID NO 457 AS (57-37):
U*C*AGGGUUGAAGCCAUACACC*U*Utcacctcat
cccgegaage(SEQ ID NO 458)

ApoB_C2_1 5k v & S (57-37):
cgaagcgecctactccact CACCAACUUCUUCCACGAG
*U*C (SEQ ID NO 459) AS (57-37):
G*A*CUCGUGGAAGAAGUUGGUG*U*U(SEQ 1D
NO 460)

ApoB_C2_2 3k S (57-37):
C*A*CCAACUUCUUCCACGAGUCtcacctcatcecegeg
aagc (SEQ ID NO 461) AS (57-37):
G*A*CUCGUGGAAGAAGUUGGUG*U*U(SEQ ID
NO 460)

ApoB_C2_3 |37 vF o % |S(5-37):C*A*CCAACUUCUUCCACGAG*U*C

(SEQ ID NO 462) AS (57-37):

G*A*CUCGUGGAAGAAGUUGGUG*U*Utcacctcat
cccgegaage(SEQ ID NO 463)

ApoB_DM2_ 1

5k A

S (57-3"):

cgaagegecctactccact AGGCAGAGCUAGUGGCA*A*
A(SEQ ID NO 464)

AS (57-37):
U*U*UGCCACUAGCUCUGCCU*U*U(SEQ ID NO
465)

JP 2024-531728 A 2024.8.29

ApoB_DM2_2

3R

S(57-37):
A*G*GCAGAGCUAGUGGCAAAtcacctcatccegegaa
gc(SEQ ID NO 466)

AS (57-37):
U*U*UGCCACUAGCUCUGCCU*U*U(SEQ ID NO
465)

ApoB_DM2_3

3T TR

S(57-3"):A*G*GCAGAGCUAGUGGCA*A*A(SEQ
ID NO 467)

AS (57-37):
U*U*UGCCACUAGCUCUGCCU*U*Utcacctcatecce
gcgaage(SEQ ID NO 468)
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ApoB_DM3_1

5'1t A

S (57-37):

cgaagcgecctactccact GAGCAAAUCUCUUCAAU*A*
A(SEQ ID NO 469)

AS (57-37):
U*U*AUUGAAGAGAUUUGCUC*U*U(SEQ ID NO
470)

ApoB_DM3_2

3R

S (57-37):
G*A*GCAAAUCUCUUCAAUAAtcacctcatccegegaa
gc(SEQ ID NO 471)

AS (57-37):
U*U*AUUGAAGAGAUUUGCUC*U*U(SEQ ID NO
470)

ApoB_DM3_3

3T FER

S (57-37):G*A*GCAAAUCUCUUCAAU*A*A(SEQ
ID NO 472)

AS (57-37):
U*U*AUUGAAGAGAUUUGCUC*U*Utcacctcatcce
gegaage(SEQ ID NO 473)

ApoB_DM5_1

5'k &

S (57-37):

cgaagcgeectactccact CCACAAAUGUCUACAGC*A*
A(SEQ ID NO 474)

AS (57-37):
U*U*GCUGUAGACAUUUGUGG*U*U(SEQ ID
NO 475)

ApoB_DM5_2

3k R

S (57-37):
C*C*ACAAAUGUCUACAGCAAtcacctcateccecgegaa
gc(SEQ ID NO 476)

AS (57-37):
U*U*GCUGUAGACAUUUGUGG*U*U(SEQ ID
NO 475)

ApoB_DM5_3

3T rFREUR

S (57-37):C*C*ACAAAUGUCUACAGC*A*A(SEQ
ID NO 477)

AS (57 -
3/):U*U*GCUGUAGACAUUUGUGG*U*Utcacctca
tccegegaage (SEQ ID NO 478)

ApoB_DM13_
1

5t &

S (57-37):

cgaagegeectactecact GAAACAGGCUUGAAAGA*A*
U(SEQ ID NO 479)

AS (57-37):
A*U*UCUUUCAAGCCUGUUUC*U*U(SEQ ID NO
480)

ApoB_DM13_
2

3R

S(5"-
37):G*A*AACAGGCUUGAAAGAAUtcacctcatecege
gaagc(SEQ ID NO 481)

AS (57-37):
A*U)*UCUUUCAAGCCUGUUUC*U*U(SEQ ID NO
480

ApoB_DM13_
3

3T FREA

S(57-37):G*A*AACAGGCUUGAAAGA*A*U(SEQ
ID NO 482)

AS (57 -
37):A*U*UCUUUCAAGCCUGUUUC*U*Utcacctca
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tceccgegaage(SEQ ID NO 483)

ApoB_DM18_
1

5't A

S (57-37):

cgaagcgecctactccact GAGAGAAAUCGAAGAGG*A*
A(SEQ ID NO 484)

AS (57-37):
U*U*CCUCUUCGAUUUCUCUC*U*U(SEQ ID NO
485)

ApoB_DM18_

3" A

S (57-37):
G*A*GAGAAAUCGAAGAGGAAtcacctcatccecgegaa
gc(SEQ ID NO 486)

AS (57-37):
U*U*CCUCUUCGAUUUCUCUC*U*U(SEQ ID NO
485)

ApoB_DM18_
3

3T FEA

S (57-37):

G*A*GAGAAAUCGAAGAGG*A*A(SEQ ID NO
487)

AS (57-37):
U*U*CCUCUUCGAUUUCUCUC*U*Utcacctcatcce
gcgaage(SEQ ID NO 488)

ApoB DM19_
1

5 &

S (57-37):

cgaagegecctactccact AGUUAUAGUCCGUGAGC*U
*A(SEQ ID NO 489)

AS (57 -
37):U¥A*GCUCACGGACUAUAACU*U*U(SEQ ID
NO 490)

ApoB_DM19_
2

3R

S(57-
37):A*G*UUAUAGUCCGUGAGCUAtcacctcatcceg
cgaagc(SEQ ID NO 491)

AS (57 -
37):U*A*GCUCACGGACUAUAACU*U*U(SEQ ID
NO 490)

ApoB_DM19_
3

37 vFE LR

S (57-3"):A*G*UUAUAGUCCGUGAGC*U*A(SEQ
ID NO 492)

AS (57 -

37 ):U*A*GCUCACGGACUAUAACU*U*Utcacctca
tccegegaage (SEQ ID NO 493)

oooaoao
# 15

SEQ ID NO

1

auaacucugu ccauuaccg

ucguauaaca auaagggege

gauaacucug uccauuacc

auaacucugu ccauuacca
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11 uaacucuguc cauuaccgu

12 agaaugugcc ucgauaacu
13 auaacucugu ccaucacca

14 auaacucugu ccaucaccu

15 uaacucuguc cauuaccau
16 augugccuug auaacucug
17 aguuggugcu gcuucagaa
18 aauaaggggce ugccacagg

19 uaacucuguc caucaccau

20 augagccucg auaacucug

21 aaugagccuc gauaacucu
22 aaugcuucca ggacauuuc
23 acaguggugg agaauguge
24 guaugugccu cgauaacuc

25 ucgauaacuc uguccauca

26 ugucacugga cauuguguc
27 cugggaucca ugguguaac
28 agaugaccaa gcuuggcecag
29 uuaacucugu ccauuaccg
30 uuaacucugu ccauuaccce

31 uuaacucugu ccauuaccu
32 auaacucugu ccauuacce

33 auaacucugu ccauuaccu

34 uuaacucugu ccauuacca

36 ucguauaaca auaagggegc
37 tcguauaaca auaagggge

38 ucguauaaca auaagggsg

39 ucguauaaca auaaggg

40 uguauaacaa uaagggsg

45 gccccuuauu guuauacga
251 tcacctcatc ccgecgaage

255 ccucauagge cuggaguuua u
257 cccucauagg ccuggaguuu a
258 acccucauag geccuggaguu u
259 uaggeccugga guuuauucgg a
260 aggucuggaa ugcaaaguca a
261 ggccuggagu uuauucggaa a
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263 ccucaccaag auccugcaug u
264 caccagcaua cagagugacc a
265 auaaacucca ggccuaugag g
266 uuccgaauaa acuccaggcc u
267 uaaacuccag gccuaugagg g
268 aaacuccagg ccuaugaggg u
269 uccgaauaaa cuccaggcecu a
270 uugacuuugcec auuccagacc u
271 uuuccgaaua aacuccagge ¢
273 acaugcagga ucuuggugag g
274 uggucacucu guaugcuggu g
275 agcaagcaga cauuuaucuu u
276 aggucuggaa ugcaaaguca a
277 ggecuggagu uuauucggaa a
279 cccaagcaag cagacauuua u
280 ccucaccaag auccugcaug u
281 uuuucuagac cuguuuugecu u
282 acccaagcaa gcagacauuu a
283 caccagcaua cagagugacc a
284 auucuggguu uuguagecauu u
285 aucuccuaga caccagcaua ¢
286 uccuagacac cagcauacag a
287 gacauuuauc uuuugggucu g
288 uauucugggu uuuguagcau u
289 cuggaguuua uucggaaaag c
290 gccuggaguu uauucggaaa a
291 gaggcagaga cugauccacu u
292 aagcaagcag acauuuaucu u
293 uagaccuguu uugcuuuugu a
294 uuugcuuuug uaacuugaag a
295 cacuucucug ccaaagaugu ¢
296 uugcuuuugu aacuugaaga u
297 augcaaaguc aaggagcaug g
298 cccacccaag caagcagaca u
299 ggguaacagu gaggcuggga a
300 ggucaugguc accgacuucg a
301 ggcagecuguu uugcaggacu g
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302 gggecagguug gcagecuguuu u
303 uugaagauau uuauucuggg u
304 uggcagecugu uuugcecaggac u
305 ccggggauac cucaccaaga u
306 acugauccac uucucugcca a
307 auccacuucu cugccaaaga u
308 acuucucugc caaagauguc a
309 gucuggaaug caaagucaag g
310 cuucucugcc aaagauguca u
311 gaguugagge agagacugau
312 gaccuguuuu gcuuuuguaa c
313 cggggauacc ucaccaagau ¢
314 uuucuagacc uguuuugcuu u
315 ggucuggaau gcaaagucaa g
316 uaucuccuag acaccagcau a
317 agguuggcag cuguuuugea g
318 aacuuuucua gaccuguuuu g
319 cuuuucuaga ccuguuuuge u
320 uccacuucuc ugccaaagau g
321 uggaguuuau ucggaaaagc ¢
322 ggcagguugg cagcuguuuu g
323 uggaggugua ucuccuagac a
324 gucaucaaug aggccugguu ¢
325 uucuagaccu guuuugcuuu u
326 uucuggguuu uguagecauuu u
327 gagacugauc cacuucucug c
328 agucaaggag cauggaaucc c
329 aucuuuuggg ucuguccucu ¢
330 cacccaagca agcagacauu u
331 aaagauaaau gucugcuugc u
332 uugacuuugc auuccagace u
333 uuuccgaaua aacuccagge ¢
335 auaaaugucu gcuugcuugg g
336 acaugcagga ucuuggugag g
337 aagcaaaaca ggucuagaaa a
338 uaaaugucug cuugcuuggg u
339 uggucacucu guaugcuggu g
340 aaaugcuaca aaacccagaa u
341 guaugcuggu gucuaggaga u
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342 ucuguaugcu ggugucuagg a
343 cagacccaaa agauaaaugu C
344 aaugcuacaa aacccagaau a
345 gcuuuuccga auaaacucca g
346 uuuuccgaau aaacuccagg c
347 aaguggauca gucucugccu ¢
348 aagauaaaug ucugcuugcu u
349 uacaaaagca aaacaggucu a
350 ucuucaaguu acaaaagcaa a
351 gacaucuuug gcagagaagu g
352 aucuucaagu uacaaaagca a
353 ccaugcuccu ugacuuugca u
354 augucugcuu gcuugggugeg g
355 uucccageccu cacuguuacce ¢

356 ucgaagucgg ugaccaugac ¢

357 caguccugca aaacagcugc ¢

358 aaaacagcug ccaaccugcc ¢

359 acccagaaua aauaucuuca a
360 aguccugcaa aacagcugcc a

361 aucuugguga gguaucceecg g
362 uuggcagaga aguggaucag u
363 aucuuuggca gagaagugga u
364 ugacaucuuu ggcagagaag u
365 ccuugacuuu gcauuccaga ¢
366 augacaucuu uggcagagaa g
367 gaucagucuc ugccucaacu ¢

368 guuacaaaag caaaacaggu ¢
369 gaucuuggug agguauccce g
370 aaagcaaaac aggucuagaa a
371 cuugacuuug cauuccagac ¢
372 uaugcuggug ucuaggagau a
373 cugcaaaaca gcugccaacc u

374 caaaacaggu cuagaaaagu u
375 agcaaaacag gucuagaaaa g
376 caucuuugge agagaagugg a
377 ggcuuuuccg aauaaacucc a
378 caaaacagcu gccaaccugc ¢

379 ugucuaggag auacaccucc a
380 gaaccaggcc ucauugauga c

381 aaaagcaaaa caggucuaga a
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382 aaaaugcuac aaaacccaga a

383 gcagagaagu ggaucagucu ¢

384 gggauuccau gcuccuugac u

385 gagaggacag acccaaaaga u

386 aaaugucugec uugcuugggu g

387 tcacctcatc ccgegaage

388 agcgacgteg aggcgcectcat ggttgcagge gggegeegee gttcagttca
gggtetgage 60
ctggaggagt gagccaggca gtgagactgg ctegggeggg ccgggacgeg
tcgttgecage 120
agecggcetecce agctcccage caggattceg cgegeececett cacgcecgeccet
gctectgaac 180
ttcagcetcect gcacagtcct ccececaccgea aggctcaagg cgeegeegge
gtggaccgeg 240
cacggcectcet aggtctcecte gccaggacag caacctctcce cctggececte
atgggcaccg 300
tcagctccag geggteetgg tggeegetge cactgetget getgetgetg ctgetectgg
360
gtcccgeggg cgecegtgeg caggaggacg aggacggega ctacgaggag
ctggtgectag 420
ccttgegtte cgaggagegac ggeetggeceg aagcacccga gcacggaacc
acagccacct 480
tccaccgetg cgccaaggat ccgtggaggt tgeectggceac ctacgtggtg
gtgctgaagg 540
aggagaccca cctctcgeag tcagagcgca ctgeecgeceg cctgecaggcee
caggctgccece 600
gecggggata cetcaccaag atcecctgeatg tetteccatgg cettettect ggetteetgg
660
tgaagatgag tggegacctg ctggagctgg ccttgaagtt gcecccatgte
gactacatcg 720
aggaggactce ctetgtettt gceccagagea tccegtggaa cctggagegg
attacccctce 780
cacggtaccg ggecggatgaa taccagccce ccgacggagg cagecctggtg
gaggtgtate 840
tcctagacac cagcatacag agtgaccacc gggaaatcga gggcagggte
atggtcaccg 900
acttcgagaa tgtgeecegag gaggacggga cccgcetteca cagacaggcce
agcaagtgtg 960
acagtcatgg cacccacctg gcaggggtgg tcagecggeeg ggatgecegge
gtggccaagg 1020
gtgccagcat gecgecagecetg cgegtgetceca actgccaagg gaagggcecacg
gttagcggca 1080
ccctcatagg cctggagttt attcggaaaa gccagetggt ccagceectgtg
gggccactgg 1140
tggtgetget geceecetggeg ggtgggtaca gecegegtecet caacgccgece
tgccagegee 1200
tggegaggege tggggtegtg ctggtcaccg ctgeeggeaa cttcecgggac
gatgcctgcece 1260
tctactcccece agcctcagcet cccgaggtceca tcacagttgg ggccaccaat
gcccaagacce 1320
ageccggtgac cctggggact ttggggacca actttggeceg ctgtgtggac
ctetttgece 1380
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caggggagega catcattggt gcetecageg actgcagcac ctgetttgtg
tcacagagtg 1440

ggacatcaca ggetgetgee cacgtggetg gcattgcage catgatgetg
tctgeegage 1500

cggagctcac cctggecgag ttgaggcaga gactgatcca cttetetgee
aaagatgtca 1560

tcaatgagge ctggttcecet gaggaccagc gggtactgac ccccaacctg
gtggecgecee 1620

tgcecccecag cacccatggg gcaggttgge agectgttttg caggactgta
tggtcagcac 1680

actcggggcee tacacggatg gccacagceceg tcgeecegetg cgcecccagat
gaggagcetge 1740

tgagcectgete cagtttctee aggagtggga ageggeggeg cgagcgcatg
gaggcccaag 1800

ggggcaagcet ggtetgeegg gceccacaacg cttttgggegg tgagggtgte
tacgccattg 1860

ccaggtgetg cctgetacce caggccaact gcagcegtcca cacagctcca
ccagctgagg 1920

ccagcatggg gacccgtgte cactgccacc aacagggcca cgtcctcaca
ggctgcagcet 1980

cccactggga ggtggaggac cttggcacce acaagccgcec tgtgectgagg
ccacgaggtce 2040

agcccaacca gtgegtggge cacagggagg ccagcatcca cgetteetge
tgccatgece 2100

caggtctgga atgcaaagte aaggagcatg gaatcecgge ccctcaggag
caggtgaccg 2160

tggeetgega ggagggetgg accctgactg gctgcagtge ccteecetggg
acctcccacg 2220

tcetggggge ctacgececgta gacaacacgt gtgtagtcag gagccgggac
gtcagcacta 2280

caggcagcac cagcgaaggg gcecgtgacag ccgttgecat ctgetgeegg
agccggeacc 2340

tggegecagge ctcccaggag ctccagtgac agccccatcee caggatgggt
gtctggggag 2400

ggtcaaggge tggggetgag ctttaaaatg gttccgactt gtccetetet
cagcccteca 2460

tggectggea cgaggggatg gggatgcette cgecttteeg gggetgetgg
cctggeccett 2520

gagtggggca gecteettge ctggaactca ctcactctgg gtgeccetecte
cccaggtgga 2580

ggtgccagga agctccctce ctcactgtgg ggcatttcac cattcaaaca
ggtcgagetg 2640

tgetegggtg ctgccagetg ctcccaatgt gcegatgtee gtgggecagaa
tgacttttat 2700

tgagctettg ttccgtgecea ggcattcaat cctcaggtet ccaccaagga
ggcaggatte 2760

ttcccatgga taggggaggg ggeggtaggg getgcecaggga caaacategt
tggggggtga 2820

gtgtgaaagg tgctgatgge cctcatctce agctaactgt ggagaagccce
ctgggggete 2880

cctgattaat ggaggcettag ctttetggat ggcatctage cagaggetgg
agacaggtge 2940

gceeetggtg gtcacagget gtgeettggt ttectgagee acctttacte tgetetatge
3000

caggectgtge tagcaacacc caaaggtgegc ctgeggggag ccatcaccta
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ggactgactc 3060

ggcagtgtge agtggtgcecat gcactgtcte agccaaccceg
cggecagggta 3120

cacattcgca cccectactte acagaggaag aaacctggaa
cgtgectgee 3180

aagctcacac agcaggaact gagccagaaa cgcagattgg
aagccaagcce 3240

tecttettact tcaccegget gggcetecteca tttttacggg
gctgggaagg 3300

ggaacacaga ccaggaagct cggtgagtga tggcagaacg
gcatggaact 3360

ttttccgtta tcacccagge ctgattcact ggeetggegg
aaggcatggt 3420

cgggggagag ggccaacaac tgtecccetecet tgagcaccag
gcaagcagac 3480

ctccactace
ccagaggggsg
gctggetetg
taacagtgag
atgcctgcag
agatgcttct

ccccacccaa

atttatcttt tgggtetgte ctetetgttg cetttttaca gceccaactttt ctagacctgt

3540

tttgettttg taacttgaag atatttatte tgggttttgt agecattttta ttaatatggt

3600
gactttttaa aataaaaaca aacaaacgtt gtcctaa

391 gucaucacac ugaauaccaa u

392 auugguauuc agugugauga cac

393 uugauguguu uagucgcuau u

394 uagcgacuaa acacaucaau u

395 cuacacaaau cagcgauuu

396 aaaucgcuga uuuguguag

397 uaaggcuaug aagagauact t

398 aaguaucucu ucauagccuu a

399 acaaaagcaa aacaggucua gaa

400 gcgaagccce tactccact

427 cgaagcgecece tactccactu gacuuugcecau uccagaccug
473 uuauugaaga gauuugcucu utcacctcat cccgcgaage
474 cgaagcgecece tactccacte cacaaauguc uacagcaa
475 uugcuguaga cauuuguggu u

499 GUCAUCACACUGAAUACCA*A*U

500 G*U*CAUCACACUGAAUACCAAU

501 A*U*UGGUAUUCAGUGUGAUGAC*U*U
502 GGUGUAUGGCUUCAACCCU*G*A

503 G*G*UGUAUGGCUUCAACCCUGA

504 U*C*AGGGUUGAAGCCAUACACC*U*U
505 CACCAACUUCUUCCACGAG*U*C
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506 C*A*CCAACUUCUUCCACGAGUC

507 G*A*CUCGUGGAAGAAGUUGGUG*U*U

508 AGGCAGAGCUAGUGGCA*A*A

509 A*G*GCAGAGCUAGUGGCAAA

510 U*U*UGCCACUAGCUCUGCCU*U*U

511 GAGCAAAUCUCUUCAAU*A*A

512 G*A*GCAAAUCUCUUCAAUAA

513 U*U*AUUGAAGAGAUUUGCUC*U*U

514 CCACAAAUGUCUACAGC*A*A

515 C*C*ACAAAUGUCUACAGCAA(

516 U*U*GCUGUAGACAUUUGUGG*U*U

517 GAAACAGGCUUGAAAGA*A*U

518 G*A*AACAGGCUUGAAAGAAU

519 A*U*UCUUUCAAGCCUGUUUC*U*U

520 GAGAGAAAUCGAAGAGG*A*A

521 G*A*GAGAAAUCGAAGAGGAA

522 U*U*CCUCUUCGAUUUCUCUC*U*U

523 AGUUAUAGUCCGUGAGC*U*A

524 A*G*UUAUAGUCCGUGAGCUA

525 U*A*GCUCACGGACUAUAACU*U*U
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Box No.ll Observations where certain claims were found unsearchable {Continuation of item 2 of first sheet)
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2. I:‘ Claims Nos.:

because they relate to parts of the international application that de net comply with the prescribed requirements o such
an extent that ne meaningful international search can be carried out, specifically:

3 I:I Claims Nos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 8.4{a).

Box No. lll  Ohservations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additicnal sheet

1. As all required acditional search fees were timely paid by the applicant, this internaticnal search report covers all searchahle
claims.

2, D As all searchable claims could be searched without efiort justifying an additional tees, this Authority did net invite payment of
additional fees.

3. As only some of the required additional search fees were timely paid by the applicant, this intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

10-14, 23-28(completely); 1-9, 29-32(partially)

4, |:| No required additional search fees were timely paid by the applicant. Conseqguently, this intemational search report is
restricted to the invention first mentioned in the claims;; it is covered by claims Nos.:

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.
The additional search fees were accempanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

B No protest accompanied the payment of additional search fees.
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International Application No. PCT/EP2022 /075355

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

This International Searching Autherity found multiple (groups of)
inventions in this international application, as follows:

1. claims: 10-14 (completely); 1-9, 29-32(partially)

A nucleic acid meolecule comprising:

a first part that comprises a double strandead inhibitory
ribonucleic acid (RNA) molecule comprising a sense strand
and an antisensa strand; and

a second part that comprises a single stranded
daoxyribonucleic acid (DNA) molecula,

wherein the 3' end of said single stranded DNA molecule is
covalantly linkad te the 5' end of tha sense strand of the
double stranded inhibitory RNA molecule

or wharain the 3' end of tha single stranded DNA molecule is
covalently linked tec the 5' of the antisense strand of the
doubla stranded inhibiteory RNA molecule,

characterized in that the deouble stranded inhibiteory RNA
comprigsas a sense nucleotlda sequence that encodes a part of
a cardiovascular gene target associated with cardiovascular
digaase, or a polymorphic sadquenca variant tharaof,

and wherein said single stranded DNA molecule comprises a
nucleotide sequance that 1s adapted over at least part of
its length to anneal by complementary base pairing to a part
of sald single strandaed DNA to form a double stranded DNA
structure comprising a stem and a loop domain,

charactarizaed in that said nucleic acld molecula comprises
N-acetylgalactosamine

and gald double stranded inhibitory RMNA consists of natural
nucleotides.

The nucleic acid as above, wharain sald cardiovascular gene
target iz human Lipoprotein A.

2, claimsg: 15-18{completaly); 1-9, 29-32 (partially)

As invention 1, but raefarring to human Apolipoprotein C III.

3. claims: 19-22 (completely); 1-9, 29-32(partially)

As invention 1, but referring to human DGATZ.

4. claims: 23-25({completely); 1-9, 29-32 (partially)

As invention 1, but referring to human PCSKS.

5. claims: 26-28 (completely); 1-9, 29-32(partially)

As invention 1, but referring to human Apolipoprotein B.
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