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# Bl : CAG J b'— MEWA Y IX 7 LFF I

# I A<y F 77 A FBLFI(RNA) BS54

1 CUGCUGCUUCUGCUGCUGCUG B %13 =35
UGCUGCUGUUGCUGCUGCUGC BB 236
GCUGCUGCAGCUGCUGCUGCU B %% =37

2 CUGCUGCUUAUGCUGCUGCUG Bo %% 238
UGCUGCUGUAUCUGCUGCUGC B %1% =39
CUGCUGCUUCUGAUGCUGCUG Bl 5% 541
CUGCUGCUUCUGCGGCUGCUG B33 =42

3 CUGCUGCUAGUACUGCUGCUG BB 243
GCUGCUGCAUAUGCUGCUGCU B %13 =40
CUGCUGCUAAUACUGCUGCUG B %% 2326
CUGCUGCUUGCGCUGCUGCUG B %13 245
CUGCUGCUAGGGCUGCUGCUG BB 246

4 CUGCUGCUAAAACUGCUGCUG B %13 =347
CUGCUGCUAAACCUGCUGCUG Bl %) % 548
CUGCUGCUUAAACUGCUGCUG B %13 =49
CUGCUGCUUAACCUGCUGCUG BB 250
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CAGUOODODOUODmRNAOCAGLOOODOODOODDODODODDOODODOODOODDOO

oooooooooooooooao
oooooad

FB2:CAG Y v— MEA Y IX T LFF R

AT OMBEBIRS AT 7T A FECHI(RNA) B2 5 #
CUGCUGCUUCUGCUGCUG | g %1%
9:G>U CUG =35
CUGCUGCUACUGCUGCUG | 2 %1%
9:G>A CUG 295
CUGCUGCUCCUGCUGCUG | fid%1%&
9:G>C CUG 5220
UGCUGCUGAUGCUGCUG | o511
9:C>A CUGC 5221
UGCUGCUGGUGCUGCUG | fig#113&
9:C>G CUGC 2222
GCUGCUGCAGCUGCUGCU | fid#1%
9:U>A GCU 737
GCUGCUGCCGCUGCUGCU | %1%
9:U>C GCU 5224
GCUGCUGCGGCUGCUGCU | fig%1%&
9:U>G GCU 2225
CAGCAGCAGCAUAAGCA | fid#%&
9:G>U_10:C>A GCAG 575
CUGCUGCUUCGGCUGCUG | it %1%
9:G>U 11:U>G CUG 276
CAGCAGCAUCAACAGCAG | fid%%&
9:G>U 12:G>A CGA 277
CUGCUGCUCCUACUGCUG | F2 %1%
9:G>C 12:G>A CUG 278
CUGCUGCUACUGGUGCU | fd#1%
9:G>A 13:C>G GCUG 240
CUGCUGCUUCUGAUGCU | fig#1%
9:G>U 13:C>A GCUG 280
CUGCUGCUACUGCGGCUG | fid%1%&
9:G>A 14:U>G CUG =81
CUGCUGCUCCUGCCGCUG | Fd%1%
9:G>C 14:U>C CUG 282
CUGCUGCUUCUGCCGCUG | fig#1%
9:G>U 14:U>C CUG 383
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AR Y TFOMNEBLOX AT A FECHI(RNA) B A = #
CUGCUGCUUCUGCGGCUG | Bi%1%&
9:G>U 14:U>G CUG 241
CUGCUGCUCCUGCUACUG | Ei%1%
9:G>C 15:G>A CUG 85
CUGCUGCUCCUGCUGAUG | Fia %1%
9:G>C 16:C>A CUG 286
CUGCUGCUUCUGCUGGU | Bd%1%&
9:G>U 16:C>G GCUG =87
UGCUGCUGCCGCUGAUGC | fid%I2&
10:U>C_15:C>A UGC 288
UGCUGCUGCGUCUGCUGC | Fa31[&
10:U>G 11:G>U UGC 289
UGCUGCUGCGGAUGCUG | Fa3I[ &
10:U>G 12:C>A CUGC 290
UGCUGCUGCGGCUGAUG | B3
10:U>G 15:C>A CUGC 291
UGCUGCUGCUACGGCUGC | fid%I2&
11:G>A 13:U>G UGC 92
UGCUGCUGCUACUGAUG | fid%I|2&
11:G>A_15:C>A CuGC 93
UGCUGCUGCUCGUGCUGC | g5 %
11:G>C_12:C>G uGC 294
UGCUGCUGCUCCUACUGC | g5 %
11:G>C 14:G>A UGC 295
UGCUGCUGCUUAUGCUG | Bi¥13%&
11:G>U 12:C>A CUGC 96
UGCUGCUGCUUCGGCUGC | Fa313&
11:G>U_13:U>G UGC 297
UGCUGCUGCUUCUACUGC | fid%13&
11:G>U_14:G>A uGC 298
UGCUGCUGCUUCUGCGGC | g5 %
11:G>U_16:U>G uGC 299
UGCUGCUCCUGCUACUGC | Bi¥13%&
8:G>C 14:G>A UGC 2100
UGCUGCUCGUGCUGCUGC | g5 %
8:G>C 9:C>G UGC 2101
UGCUGCUUCGGCUGCUGC | Bt#13%&
8:G>U 10:U>G UGC 2102
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AR TFOMNMBEBILOX AT T4 NELFI(RNA) BLA 3 =4
UGCUGCUUCUGAUGCUG | Bi#1%
8:G>U 12:C>A CUGC 2103
UGCUGCUUCUGCCGCUGC | B33
8:G>U 13:U>C UGC 21104
UGCUGCUUCUGCGGCUGC | fid %1 2&
8:G>U 13:U>G UGC 2105
UGCUGCUUAUGCUGCUG | A&
8:G>U 9:C>A CUGC 2106
UGCUGCUGAUUCUGCUG | fid %1%
9:C>A 11:G>U CUGC 2107
UGCUGCUGAUGCUGCCGC | B3
9:C>A 16:U>C uGC 2108
UGCUGCUGACGCUGCUGC | B3 %
9:C>A 10:U>C uGC 2109
GCUGCUGCUACUGAUGC | Fi#1%
10:G>A_14:C>A UGCU 2110
GCUGCUGCUACUGGUGC | Bi#1%
10:G>A 14:C>G UGCU 2111
GCUGCUGCUCGUGCUGCU | Ed%I%&
10:G>C 11.C>G GCU 2112
GCUGCUGCUCCUACUGCU | Fi513&
10:G>C_13:G>A GCU 2113
GCUGCUGCUUAUGCUGC | fid#1%&
10:G>U 11:C>A UGCU 114
GCUGCUGCUUCGGCUGCU | Bi#1%
10:G>U_12:U>G GCU 2115
GCUGCUGCUUCUGAUGC | fid %1%
10:G>U 14:C>A UGCU 2116
GCUGCUGCUUCUGCGGCU | Fi%1%&
10:G>U_15:U>G GCU 2117
GCUGCUGCUGAUACUGC | Ed#i%
11:C>A 13:G>A UGCU 2118
GCUGCUGCUGAUCCUGCU | Ei31%
11:C>A 13:G>C GCU 2119
GCUGCUGCUGAUUCUGC | Bi#1%
11:C>A_13:G>U UGCU 21120
GCUGCUGCUGAUGCAGC | Bi¥1%
11:C>A 15:U>A UGCU =121
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RAT YT OMNBBIOX A 7 774 RBELFI(RNA) Bb I 5 #
GCUGCUGCUGAUGCCGCU | fa31|&
11:C>A 15:U>C GCU 2122
GCUGCUGCUGUUGAUGC | fid%1%&
11:.C>U 14:C>A UGCU 2123
GCUGCUGAUGGUGCUGC | fid#13&
8:C>A 11:C>G UGCU 2124
GCUGCUGAUGCGGCUGC | 31
8:C>A 12:U>G UGCU 2125
GCUGCUGAUGCUGCCGCU | fig %1%
8:C>A 15:U>C GCU 2126
GCUGCUGAUGCUGCUCCU | B31%&
8:C>A 16:G>C GCU 2127
GCUGCUGGUGCUGCUUC | A3
1 2~8:C>G_16:G>U UGCU 2128
GCUGCUGCCGCUGAUGCU | Fa311%&
2~9:U>C_14:C>A GCU 2129
GCUGCUGCGGAUGCUGC | fig#13&
2~9:U>G 11:C>A UGCU 2130
GCUGCUGCGGCUGAUGC | fig#1|&
9:U>G 14:C>A UGCU =131
CUGCUGCUUAUUCUGCU | fid#13%&
9:G>U 10:C>A 12:G>U GCUG 5132
CUGCUGCUCAUGAUGCU | fig#13&
9:G>C 10:C>A 13:C>A GCUG 5133
CUGCUGCUCGUGAUGCU | fid%11%&
9:G>C 10:C>G 13:C>A GCUG 2134
CUGCUGCUCGUGGUGCU | B3I
9:G>C 10:C>G 13:C>G GCUG 135
CUGCUGCUUAUGGUGCU | Ba313&
9:G>U_10:C>A_13:C>G GCUG 2136
CUGCUGCUUGUGAUGCU | fig %1%
9:G>U 10:C>G 13:C>A GCUG 2137
CUGCUGCUUGUGGUGCU | B3 I13&
9:G>U 10:C>G 13:C>G GCUG 5138
CUGCUGCUAGUGCGGCU | Ba¥113&
9:G>A_10:C>G_14:U>G GCUG 51139
CUGCUGCUCGUGCAGCUG | fid %1%
9:G>C 10:C>G 14:U>A CUG 2140
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AR FOMNEBILORZ A7 774 FEFI(RNA) Ao = #
CUGCUGCUCGUGCGGCUG | fid511%
9:G>C _10:C>G_14:U>G CUG 2141
CUGCUGCUUAUGCCGCUG | fig#113&
9:G>U 10:C>A 14:U>C CUG 2142
CUGCUGCUUAUGCGGCU | B #1&
9:G>U 10:C>A 14:U>G GCUG 2143
CUGCUGCUCAUGCUUCUG | Bd511%
9:G>C 10:C>A 15:G>U CuG £144
CUGCUGCUUAUGCUACU | 513
9:G>U 10:C>A 15:G>A GCUG 21145
CUGCUGCUUAUGCUCCUG | fig#113&
9:G>U 10:C>A 15:G>C CUG 2146
CUGCUGCUCGUGCUGAU | fid#11&
9:G>C_10:C>G_16:C>A GCUG 5147
CUGCUGCUCGUGCUGGU | %1%
9:G>C 10:C>G 16:C>G GCUG 2148
CUGCUGCUUAUGCUGGU | 5%
9:G>U 10:C>A 16:C>G GCUG 2149
CUGCUGCUUGUGCUGAU | 5%
9:G>U 10:C>G 16:C>A GCUG 2150
CUGCUGCUAAAGCUGCU | B#3%&
9:G>A 10:C>A 11:U>A GCUG 21325
CUGCUGCUAACGCUGCUG | g5
9:G>A 10:C>A 11:U>C CUG 2152
CUGCUGCUAGGGCUGCU | Bt 5%
9:G>A 10:C>G_11:U>G GCUG 2146
CUGCUGCUCACGCUGCUG | fit 5%
9:G>C 10:C>A 11:U>C CUG 2154
CUGCUGCUCGCGCUGCUG | Bd511%
9:G>C 10:C>G 11:U>C CUG 2155
CUGCUGCUUACGCUGCUG | g #113&
9:G>U 10:C>A 11:U>C CUG 2156
CUGCUGCUUAGGCUGCU | fia#113&
9:G>U 10:C>A 11:U>G GCUG 2157
CUGCUGCUUGCGCUGCUG | Bt 51%&
9:G>U 10:C>G 11:U>C CUG 245
UGCUGCUGAAGCUUCUG | Bd#1%&
9:C>A 10:U>A 14:G>U CUGC 2159
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AR Y FOMBELIOZA T T A NEFHI(RNA) FSE 5
UGCUGCUGACGAUGCUG | oI %&
9:C>A 10:U>C 12:C>A CUGC 2160
UGCUGCUGACGGUGCUG | B3I
9:C>A 10:U>C 12:C>G CUGC 2161
UGCUGCUGACGCGGCUGC | fid %1%
9:C>A 10:U>C 13:U>G UGC 2162
UGCUGCUGACGCUUCUGC | Bi#1%
9:C>A 10:U>C 14:G>U UGC 2163
UGCUGCUGGCGCUCCUGC | Ba#13&
9:C>G 10:U>C 14:G>C UGC 2164
GCUGCUGCACCUGGUGCU | Ea31%&
9:U>A 10:G>C 14:C>G GCU 165
GCUGCUGCGACUGAUGC | B3I %&
9:U>G 10:G>A 14:C>A UGCU 2166
GCUGCUGCGACUGCUUCU | Ea31%&
9:U>G 10:G>A 16:G>U GCU 2167
GCUGCUGCGCAUGCUGCU | fig#11&
9:U>G 10:G>C 11:C>A GCU 2168
GCUGCUGCGCGUGCUGCU | fig#113&
9:U>G 10:G>C 11:C>G GCU 2169
GCUGCUGCGCCUGAUGCU | fig#113&
9:U>G 10:G>C 14:C>A GCU 2170
GCUGCUGCGCCUGGUGCU | B33
9:U>G 10:G>C 14:C>G GCU 2171
GCUGCUGCGUAUGCUGC | d31%
9:U>G 10:G>U 11:C>A UGCU 2172
GCUGCUGCGUCUUCUGCU | B31%&
9:U>G 10:G>U _13:G>U GCU 2173
GCUGCUGCGUCUGAUGC | Ed31%
9:U>G 10:G>U_14:C>A UGCU 2174
GCUGCUGCGUCUGGUGC | fa#113&
9:U>G 10:G>U_14:C>G UGCU 2175
GCUGCUGCGUCUGCAGCU | 51 %
9:U>G 10:G>U 15:U>A GCU 2176
GCUGCUGCAUAUGCUGC | 5%
9:U>A 10:G>U 11:C>A UGCU 543
CUGCUGCUAGUCCUUCUG | Ba#113&
9:G>A 10:C>G 12:G>C 15:G>U CUG 2178
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AV YTFOMNBEBBILOZA T 774 FELFI(RNA) ALAE5#
CUGCUGCUCAUUCUACUG | fig#112&
9:G>C 10:C>A 12:G>U 15:G>A CUG 2179
CUGCUGCUCGUACUGAU | fid#1&
9:G>C 10:C>G 12:G>A 16:C>A GCUG 2180
CUGCUGCUCGUUCUGGU | fig#I1&
9:G>C 10:C>G 12:G>U 16:C>G GCUG 181
CUGCUGCUAGUGAUCCU | fig#11&
9:G>A 10:C>G 13:C>A 15:G>C GCUG 2182
CUGCUGCUAGUGGUUCU | fig %11 &
9:G>A 10:C>G 13:C>G 15:G>U GCUG 2183
CUGCUGCUAAUGCGUCU | fig#II&
9:G>A 10:C>A 14:U>G 15:G>U GCUG 2184
CUGCUGCUCAUGCGUCUG | fig#113&
9:G>C 10:C>A 14:U>G 15:G>U CuG 21185
CUGCUGCUCGUGCGCCUG | fig#112&
9:G>C 10:C>G 14:U>G 15:G>C CUG 2186
CUGCUGCUCGUGCGUCUG | fig#1&
9:G>C 10:C>G 14:U>G 15:G>U CUG 2187
CUGCUGCUUAUGCGUCU | fig#1&
9:G>U 10:C>A 14:U>G 15:G>U GCUG 2188
CUGCUGCUAAUGCGGUU | fig#I1&
9:G>A 10:C>A 14:U>G 16:C>U GCUG 21189
CUGCUGCUCGUGCAGAU | fig#11%&
9:G>C 10:C>G 14:U>A 16:C>A GCUG 2190
CUGCUGCUCGUGCGGAU | fig#11&
9:G>C 10:C>G 14:U>G 16:C>A GCUG 191
CUGCUGCUAGUGCUUAU | fig#11&
9:G>A 10:C>G 15:G>U 16:C>A GCUG 2192
CUGCUGCUCGUGCUCAUG | B3
9:G>C_10:C>G 15:G>C_16:C>A CUG 2193
CUGCUGCUCGUGCUUAU | fig#I1&
9:G>C 10:C>G 15:G>U 16:C>A GCUG 2194
CUGCUGCUAAGGCUCCUG | fig#112&
9:G>A 10:C>A 11:U>G 15:G>C CUG 2195
CUGCUGCUUAGGCUCCUG | fig % &
9:G>U_10:C>A_11:U>G _15:G>C CUG 2196
CUGCUGCUAACGCUGUU | fig#I1&
9:G>A 10:C>A 11:U>C 16:C>U GCUG 2197
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AV Y TFOMNBBILOZA T 7 A REFI(RNA) BCAE#
CUGCUGCUAGCGCUGUU | 511 %&
9:G>A 10:C>G 11:U>C 16:C>U GCUG 2198
CUGCUGCUUAGGCUGUU | 511 %&
9:G>U 10:C>A 11:U>G 16:C>U GCUG 2199
UGCUGCUGACGCUUUUG | Fd 3%
9:C>A 10:U>C 14:G>U 15:C>U CuaGC 2200
UGCUGCUGACGCUUCGGC | fid#1%
9:C>A 10:U>C 14:G>U 16:U>G UGC 2201
UGCUGCUGGCGCUUUUG | B #113&
9:C>G 10:U>C 14:G>U 15:C>U CuaC 2202
UGCUGCUGUCGCUUCGGC | fig#11&
9:C>U 10:U>C 14:G>U 16:U>G UGC 2203
GCUGCUGCAUAUACUGC | Ba#13&
9:U>A 10:G>U 11:C>A 13:G>A UGCU 2204
GCUGCUGCGCAUGCUUCU | fig#113&
9:U>G 10:G>C 11:C>A 16:G>U GCU 2205
GCUGCUGCGCGUGAUGC | Ba#1%&
9:U>G 10:G>C 11:C>G 14:C>A UGCU 2206
GCUGCUGCGCGUGCUUCU | g #13%&
9:U>G 10:G>C 11:.C>G 16:G>U GCU =207
GCUGCUGCGUAUGCCGCU | o511
9:U>G 10:G>U 11:C>A 15:U>C GCU 2208
9:U>G_10:G>U_I1:C>A_16:G>U GCUGCUGCGUAUGCUUC | 51
UGCu 2209
9:G>A_10:C>A_11:U>A_15:G>A_16 | CUGCUGCUAAAGCUAAU | B 513
C>A - - - | GCUG 210
9:G>A_10:C>A_11:U>A_15:G>A_16 | CUGCUGCUAAAGCUAUU | Bi5l#%
C>U B B ~ | GCUG 2211
9:G>A_10:C>A_11:U>A_15:G>U_16 | CUGCUGCUAAAGCUUAU | Bc 513
C>A B B ~ | GCUG 2212
9:G>A_10:C>A_11:U>A_15:G>U_16 | CUGCUGCUAAAGCUUUU | B 513
C>U B B ~ | GCUG 2213
9:C>A_10:U>C_12:C>A_15:C>A_16 | UGCUGCUGACGAUGAAG | Bd3#
U>A CuGe =214
9:C>A_10:U>C_12:C>A_15:C>U_16 | UGCUGCUGACGAUGUAG | Bd31%
U>A B B - | CUGC 2215
9:U>A_10:G>U 11:C>A_15:U>A_16 | GCUGCUGCAUAUGCAAC | Bic 5113
:G>A - - ~ | UGCu 2916
AR FOMBBIOZA HA FEFI(RNA) B 125 #
9:U>A_10:G>U_11:C>A_15:U>A_16 | GCUGCUGCAUAUGCAUC | fid %1%
:G>U UGCU 7217
Ooo0O0oooao

ooooooooooooooocAGcO

OO0OOO0OOmRNAOOOOUOMRNAOOCAGH
oooooooooooooooooobobboboboboDboODboODoODOCAGODDODODODODOOODRD
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B i B A& =
[B] 31— (DNA) CTCGAG NA

B30 /L— 7 (RNA) CUCGAG NA

et FRL— 7 (DNA) ACCTGC NA

Xt FRIL— 7 (RNA) ACCUGC NA

miR-30 /L — 7 (DNA) Gtgaagccacagatg Be %% =31
miR-30 /L — 7 (RNA) Gugaagccacagaug 12532
miR-33 /L— 7 (DNA) gttctggcaatacct hd 1% =33
miR-33 /L — 7 (RNA) guucuggcaauaccu B A& 534
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FE: friyes V—2— 3 ~L—F— BILOEmL—THEI
B 50 — & —EdA 3 L—7 —EF N—7HEF
hsa-mir-26a-1 GUGGCCUCG GGGACGC GUGCAGGUCCC
AAUGGG
[Ac 42 5:274]
hsa-mir-26a-2 GGCUGUGGCUGG | UGGAGGCAGCU GUUUCCAUCUG
A [AlF%& 5:251] UGAGG
(B2 5:227] [AA2&5:275]
hsa-mir-33a CUGUG AG UGUUCUGGUGG
UACCCAUG
[A2 % 5:276]
hsa-mir-451a CUUGGGAAUGGC | UCUUGCUAUACCC |N/A
AAGG AGA
[B 713 5:229] [Ac A 5:253]
hsa-mir-22 GGCUGAGCCGCAG | UGCCCUCUGCC UGUCCUGACCC
U [BL5E 5:254] AGCUA
[Bd 5135 5:230] [Ac 513 =:277]
hsa-mir-375 Ccccc GGC GGACCUGAGCG
U
[ACE =:278]
hsa-mir-21 UGUCGGG CUGACA CUGUUGAAUCU
CAUGG
[Ac 5 5:279]
hsa-mir-99a CCCAUUGGCAUA | UGUCAGUGUG GUGAAGUGGAC
[BL A% =:233] [BLA%E =-257] CGCA
[AcA13E 5:280]
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A 50— & —pfdF 3k L—F —HEdFl N— 7B
hsa-mir-199a-1 | GCCAA GGC AGGAGGCUCUC
AAUGUGU
[A53%E5281]
hsa-mir-199a-2 | AGGAAGCUUCUG | GACUGGGCAAGGG | AGGACAAUGCC
GAGAUCCUGCUCC | AGAGCA GUUGU
GUCGC [BLF25:259] [BCA13E 75:282]
[AL 3 5:235]
hsa-mir-30a GCGAC UGC CUGUGAAGCCA
CAGAUGGG
[BL A7 =:283]
mmu-mir-26a-1 | AAGGCCGUGGCCU | GGGACGCGGGCCU | GUGCAGGUCCC
CG G AAGGGG
[A A& 5:237] [BF1& 5:261] (B33 =:284]
mmu-mir-26a-2 | GGCUGCGGCUGGA | UGGAGGCAGCG GUGUCCGUCCA
(A 513 5238] [BLA3E 2:262] UGAGG
[Ac13E 5:285]
mmu-mir-33 CUGUG GG UGUUCUGGCAA
UACCUGUG
[BLA7E 7:286]
mmu-mir-451a | CUUGGGAAUGGC | UCUUGCUGCUCCC | N/A
GAGG ACA
[AL 517 5:240] [Ac513E 75:264]
mmu-mir-22 ACCUGGCUGAGCC | UGCCCUCUGCCCC | UGUCCUGACCC
GCAGU UGGC AGCUA [E3%E
[BLF3E 5:241] (B33 5265] 5:277]
mmu-mir-375 CCCC GGC CGGACCUGAGC
GU
(B3 55:287]
mmu-mir-21a UGUACCACCUUGU | UGACAUUUUGGUA | CUGUUGAAUCU
CGGA ucC CAUGG
(AL A7 5:243] [ALF17%& 5:267] [A 313 5:279]
mmu-mir-99a CAUA GuaG GUGAAGUGGAC
CGC
[Ac 53 5289]
mmu-mir-99b GGCACC UGUC GGGCCUUCGCC
GCACA
[A31%E5:290]
mmu-mir-199a-1 | GCCAU GGC AGGAGGCUGGG
ACAUGU

(A5 5:291]
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i 5 — & —EdF 3"k L—7 —idF] L—7EEF
mmu-mir-199a-2 | UGGAAGCUUCAG | GACUGGGCAAGGG | AGGACAAUGCC
GAGAUCCUGCUCC | CCAG GUUGU
GUCGC [ACA3% 5:271] [Ac135292]
[BL42&5:247]
mmu-mir-30a GCGAC UGC CUGUGAAGCCA
CAAAUGGG
[AlF % =:282]
eSIBR(miR155- | CTGGAGGCTTGCT | CAGGAAGGACACA | UUUUGGCCUCU
based) TTGGGCTGTATUG | AGGCCCTTTATCAG | GACUGA
CUG CACTCACATGGAA | [fit#113% B:294]
[Hi 51175 2-:249] CAAATGGCCACCG
TGGGAGGATGACA
A
[Bc 5% 5:273]
hsa-min-pri- ACUGUCCUUUU GAAUGGUGGU [Ad | UGUAUAUCUGA
miR101-2 [BL 511 75:885] %17 5 886] AAGG [BiFE
75:887]
hsa-min-pri- GUGUUGGGGACU | ACCCGGCGGGCGC | CUGUAGCGCAA
miR203a CGCGCGCUGGGUC | GGCGACAGCGA [A2 | UU [A%1% 5:890]
C [A31% 5 888] 51|13 5:889]
hsa-min-pri- UGUUUUGAGCGG | UCCUCUCAUUUGC | UUGUCAUAAAC
miR335 GGG [AcA%& =:891] | UAUAUUCA [fic%%E | CG [ACA%E 5:893]
5:892]
hsa-min-pri- CUGACUAUGCCUC | GGGUUGUAGUC [ | UAAAGCUGGAG
miR324 CC [BLF1Z5:894] 31|72 895] A [BR51%5:896]
hsa-min-pri- AGGCCUCGCUGUU | CACGGCGGGGACA | UUCUACUGCUC
miR135a-1 CUC [B2%%=5:897] | [AcHZE5:898] ACUCA [Ec513%&
5:899]
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0o0o0o0ooooooooog3'TTTTTCG0 00O O0ag,;
11)00D0DO0O0D0ODD0OO00DD0OO0O0DDOOO0ODOO0ODDOORDOTtgcacacctecctggecgggcagcetectgC
TGCTGCTGATGCAGCTGCTGtgttctggcaatacctgCAGCAGCAGCAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO O589;0700CUG_1450;023)0
0000000000 ooog3'TTTTTGO OO OOOO;

12) 0 0000000000000 0D0O0OO0DOO0OORDOT¢tgcacacctcctggecgggcagcetctgC
TGCTGCTGATGCTACTGCTGtgttctggcaatacctgCAGCAGAAGCAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO O590;0700CUG_1540;023)0
I e I I O

13))0 000000000000 0D0DDOD0O0ODDOODOtgcacacctecctggecgggcagcetctgC
TGCTGCTGATGCTGATGCTGtgttctggcaatacctgCAGCAACAGCAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DOB591;0700CUG_1630;023)0
I e I I A

14) 0000000000000 0OO0DOODDOOORDTtgcacacctcctggecgggcagcetectgC
TGCTGCTGCAACTGCTGCTGtgttctggcaatacctgCAGCAGCAGAAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO D592, 0700CUG_2170;023)0
0o0o0oo0oooooooog3'TTTTTCG0 0O OOOn0;

150 0000000000000 0D0O0OO0DODOORDOtgcacacctcctggecgggcagcetctgC
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TGCTGCTGCAGATGCTGCTGtgttctggcaatacctgCAGCAGCAACAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO593;0700CUG_2260;023)0
0000000000 ooog3'TTTTTGO OO OOOO;

16)0 000000000 0O0ODDOOODOODDOORDOTtgcacacctcctggecgggcagcetectgC
TGCTGCTGCAGCAGCTGCTGtgttctggcaatacctgCAGCAGCAGCAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO O594;0700CUG_2350;023)0
ooooooooooooos'rTrTrTrTrTecoooogooag;

17) 00000000 D0DDDODDODDODODDODODODODOG OR OTtgcacacctcctggecgggcagetctgC
TGCTGCTGCAGCTACTGCTGtgttctggcaatacctgCAGCAGAAGCAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DOLB95;,0700CUG_2440,;023)0
I I I O

18)0 0000000000 0D0OO0ODOODDOORDOTtgcacacctcctggecgggcagcetectgC
TGCTGCTGCAGCTGATGCTGtgttctggcaatacctgCAGCAACAGCAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DOB596;0700CUG_2530;023)0
0o0oooogoogoooooog3'TTTTTco 0 oogoag;

19) 00000000000 0DDOODOODDOOORDOTtgcacacctecctggecgggcagcetectgC
TGCTGCAGCTGCTGCTGCTGtgttctggcaatacctgCAGCAGCAGCAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O ODO597;0700CUG_NA-AO;023)
00000000000 ooog3'TTTTTGO OO OOOO;

20)0 000000000000 O0ODODOODODOODORDOTtgcacacctcctggecgggcagcetctgC
TGCTGCAACTGCTGCTGCTGtgttctggcaatacctgCAGCAGCAGCAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO598;0700CUG_NA_BO;023)
ooooooogooooooos'rTrrTrTrcooogogooag;

21) 00 0000000000000 0DU0DUOUOOOOdtgcecacacctecctggecgggcagcetctgC
TGCTGCAGATGCTGCTGCTGtgttctggcaatacctgCAGCAGCAGCAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(OD OO DO599;0700CUG_NA_CDO ;0 23)
ooooogogoggooooooog3'TTTTTc0 000000, o000 oooood
O3'TTTTTGO O OOOOO,;

22) 0000000000000 O0D0OOODODO0ODORDOTtgcacacctcctggcecgggcagcetctgC
TGCTGCAGCAGCTGCTGCTGtgttctggcaatacctgCAGCAGCAGCAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO O600;0700CUG_NA_DO;O23)
ooooooogooooooos'rTrrTrTrTcooogoogag;

23)0 000000000000 O0OD0OOODDO0ODORDOTtgcacacctcctggcgggcagcectctgC
TGCTGCAGCTACTGCTGCTGtgttctggcaatacctgCAGCAGCAGAAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO D 601,070 0CUG_NA_EO ;0 23)
0 I I O

24)0 00000000000 0OO0DODOODDOODORDTtgcacacctcctggcecgggcagcectctgC
TGCTGCAGCTGATGCTGCTGtgttctggcaatacctgCAGCAGCAACAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 602,070 0CUG_NA_FO;023)
0 I I A

25)0 000000000000 O0DOOO0ODODO0OD0ORDOTtgcacacctcctggcecgggcagcetctgC
TGCTGCAGCTGCAGCTGCTGtgttctggcaatacctgCAGCAGCAGCAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 603;0700CUG_NA_GO ;0 23)
0000000000 oooog3'TTTTTGOD OO OOOO;

26)0 000000000000 O0ODODOODODOODORDOTtgcacacctcctggcecgggcagcectctgC
TGCTGCAGCTGCTACTGCTGtgttctggcaatacctgCAGCAGAAGCAGCAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO D G604;0700CUG_NA_HO;O023)
ooooooogooooooos'rTrTrTrTrTcooogoogag;

27)0 000000000000 O0OD0DOODDO0ODORDOTtgcacacctcctggcgggcagcectctgC
TGCTGCAGCTGCTGATGCTGtgttctggcaatacctgCAGCAACAGCAGCAGCAGCAGC
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AgggaggcctgccctgactgcccacTTTTTG(O OO DOG605;0700CUG_NA_I1D0;023)
0 I I e

28)0 00 00000D0OO0ODODODODODDOODNORDOTtgcacacctcctggcgggcagcectctgC
TGCTGCTAAAGCTGCTGCTGtgttctggcaatacctgCAGCAGCAGCAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO G606;0700CUG_3070;023)0
0ooooooooogooog3'TTTTrTco oogoooag;

29)0 00000000 0OO0ODODOODODOODDOODORDOTtgcacacctcctggcecgggcagcetctgC
TGCTGCTAATACTGCTGCTGtgttctggcaatacctgCAGCAGCAGAAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO G607;0700CUG_3340;023)0
00000000 ooooog3'TTTTTCGO OO OOOO;

30)0 000000000000 O0DODOODODO0OD0ORDOT¢tgcacacctcctggcecgggcagcetctgC
TGCTGCTAATGATGCTGCTGtgttctggcaatacctgCAGCAGCAACAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO O608;0700CUG_3610;023)0
ooooooooooooo3'TrTrTrTrTecooooonoan;
31)000000000000000U0DU0UOUOOOdtgcecacacctcctggecgggcagcetctgcC
TGCTGCTAATGCAGCTGCTGtgttctggcaatacctgCAGCAGCAGCAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DOG609;0700CUG_3880;023)0
I e I I A

32)0 0000000000000 DODO0OO0ODDO0O0ORDOTtgcacacctcctggcecgggcagcectctgC
TGCTGCTAATGCTACTGCTGtgttctggcaatacctgCAGCAGAAGCAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO D 610,070 0CUG_4150;023)0
0ooooooooogooog3'TTTTrTco 0oggoag;

33)0 000000000000 O0DOD0OO0ODODOOD0ORDOTtgcacacctcctggcecgggcagcectctgC
TGCTGCTACAGATGCTGCTGtgttctggcaatacctgCAGCAGCAACAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(OOODOG611;0700CUG_6310;023)0
00000000 ooooog3'TTTTTCG0 OO OOOOd;

34)0 0000000000000 DOOODODO0OD0ORDOT¢tgcacacctcctggcecgggcagcetctgC
TGCTGCTACAGCAGCTGCTGtgttctggcaatacctgCAGCAGCAGCAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO O612;0700CUG_6580;023)0
oooooooooogooo3'TrTrTrTrTecooooonoag;

35) 00 0000000000000 O0O0ODODO0ODORDOT¢tgcacacctcctggcgggcagcectctgC
TGCTGCTACAGCTGATGCTGtgttctggcaatacctgCAGCAACAGCAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO613;0700CUG_7120;023)0
I e I I A

36)0 0000000000000 U0DU0OU0UUOUOOOOTtgcacacctcctggcgggcagcectctgC
TGCTGCTGAAGATGCTGCTGtgttctggcaatacctgCAGCAGCAACAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 614;0700CUG_21160 ;0 23)
0 I I I O
37)000000000O0O0OD0OODODOODDOODORDOTtgcacacctcctggecgggcagcectctgC
TGCTGCTGAAGCAGCTGCTGtgttctggcaatacctgCAGCAGCAGCAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O OO 615;0700CUG_21430;023)
000000000 ooooog3'TTTTTGO OO OOOO0;

38)0 000000000 O0ODOO0ODODOODDOODNORDOTtgcacacctcctggcecgggcagcetctgC
TGCTGCTGAAGCTACTGCTGtgttctggcaatacctgCAGCAGAAGCAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DG616;0700CUG_21700;023)
oooooooooooooo3'TrTrTrTrTcooooonoag;

39)0 0000000000000 U0DU0DUUUOOOdtgcacacctcctggcgggcagcetctgC
TGCTGCTAATGCTGATGCTGtgttctggcaatacctgCAGCAACAGCAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG 00D O617;0700CUG_4420;023)0
I e I I A

10

20

30

40

50



(93) JP 2024-543782 A 2024.11.26

40)0 0 00 0000000000000 OO0OO0O0O0OtgecacacctecectggecgggcagcetectgcC
TGCTGCTACAACTGCTGCTGtgttctggcaatacctgCAGCAGCAGAAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO D618, 0700CUG_6040,;023)0
I e I I O A

41)0 000000000000 DOODODOODODOAO OTtgcacacctcctggcgggcagcetctgC
TGCTGCTACAGCTACTGCTGtgttctggcaatacctgCAGCAGAAGCAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 619;0700CUG_6850;023)0
0o0o0o0o0goooooooog3'TTTTTco 0 ooooag;

42) 0000000000000 DODOODODOODODOGO OTtgcacacctcctggcgggcagcetctgC
TGCTGCTGAAACTGCTGCTGtgttctggcaatacctgCAGCAGCAGAAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O OO 620;0700CUG_20890 ;0 23)
00000000000 ooog3'TTTTTGO OO OOOO;

43)0 00000000000 O0DO0OODODOODODO OTtgcacacctcctggcgggcagcectctgC
TGCTGCTGAAGCTGATGCTGtgttctggcaatacctgCAGCAACAGCAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO D G621;0700CUG_21970;023)
ooooooogooooooos'rTrTrTrTrTcooogoogag;

44)0 000000000000 D0OOODO0ODOODODOU OTtgcacacctcctggcgggcagcectctgC
TGCTGCTAAAGATGCTGCTGtgttctggcaatacctgCAGCAGCAACAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 622;0700CUG_48700 ;0 23)
0 I I I O

45 )0 0 0 00000000 O0oO0oo0ooooboo0on0oDbODnDtgcecacacctecctggecgggcagcetectgC
TGCTGCTACAGAAGCTGCTGtgttctggcaatacctgCAGCAGCAACAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O O DO 623;0700CUG_99730;023)
0 I I I O

46)0 00 000000OO0OD0O0OODODDOODODOODODOGU OTtgcacacctcctggcgggcagcetctgC
TGCTGCTACAGATGATGCTGtgttctggcaatacctgCAGCAACAACAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O ODO624;0700CUG_10130;023)
0000000000 oooog3'TTTTTGOD OO OOOO;

47) 000 000000OO0D00OO0ODOOODODOODODOG OTtgcacacctcctggcgggcagcectctgC
TGCTGCTACAGCAGATGCTGtgttctggcaatacctgCAGCAACAGCAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO G625;0700CUG_10700 ;0 23)
ooooooogooooooos'rTrrTrTrTcooogoogag;

48) 0 0 0 0 0000000000000 OOOOOtgcacacctecectggecgggcagcetectgC
TGCTGCTGAAGATACTGCTGtgttctggcaatacctgCAGCAGAAACAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 626;0700CUG_23410;023)
0 I I O

490)0 0 000 000O0O0O0OoOoOoOooOoboO0oO0D0ODnDtgcecacacctecctggecgggcagcetectgC
TGCTGCTGAAGCAACTGCTGtgttctggcaatacctgCAGCAGAAGCAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 627; 070 0CUG_23980 ;0 23)
0 I I A

50)0 000000000000 O0DODOODODOODORDOT¢tgcacacctcctggcecgggcagcetctgC
TGCTGCTAAAACTGCTGCTGtgttctggcaatacctgCAGCAGCAGAAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O OO 628;0700CUG_47890 ;0 23)
0000000000 oooog3'TTTTTGOD OO OOOO;

51))0 000000000000 0D0OO0OODODO0OD0ORDOTtgcacacctcctggcecgggcagcectctgC
TGCTGCTAAAGCAGCTGCTGtgttctggcaatacctgCAGCAGCAGCAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO D G629;0700CUG_49510;023)
ooooooogooooooos'rTrTrTrTrTcooogoogag;

52)0 0000000000000 D0DOODDO0ODNORDOTtgcacacctcctggcgggcagcectctgC
TGCTGCTAAAGCTACTGCTGtgttctggcaatacctgCAGCAGAAGCAAAAGCAGCAGC
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AgggaggcctgccctgactgcccacTTTTTG(O O OO 630;0700CUG_50320;023)
0 I I e

53)0 0000000000000 U0DU0DU0UU0OUOOgOgOdtgcacacctcctggcgggcagcectctgC
TGCTGCTAAAGCTGATGCTGtgttctggcaatacctgCAGCAACAGCAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(ODO OO DO 631;0700CUG_51130;023)
0 I I I O

54) 000000000000 0OO0DODOODDOODORDOTtgcacacctcctggcecgggcagcetctgC
TGCTGCTAATAATGCTGCTGtgttctggcaatacctgCAGCAGCAAAAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O OO 632;0700CUG_55990 ;0 23)
000000000 ooooog3'TTTTTGO OO OOOO0;

55) 00 0000000000000 U0UUUUOOOdtgcacacctcctggcgggcagcetctgC
TGCTGCTAATACAGCTGCTGtgttctggcaatacctgCAGCAGCAGAAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO D 633;0700CUG_56800;023)
oooooooooooooos'TrTrTrTrTcoooononoag;

56)0 000000000000 O0ODOOODDO0ODNORDOTtgcacacctcctggcgggcagcectctgC
TGCTGCTAATACTACTGCTGtgttctggcaatacctgCAGCAGAAGAAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO634;0700CUG_57610;023)
0 I I e

57) D 0000C0C0O0O0O0O0D0O0O0DU0ODU0ODU0OU0OUOOOOTtgcacacctcctggecgggcagcetctgC
TGCTGCTAATACTGATGCTGtgttctggcaatacctgCAGCAACAGAAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O O DO 635;0700CUG_58420;023)
0o0oooogogooooooog3'TTTTTco 0 ooogag;

58)0 000000000 0OD0OODOODDOODNOTDOTtgcacacctcctggcgggcagcectctgC
TGCTGCTAATGAAGCTGCTGtgttctggcaatacctgCAGCAGCAACAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O OO 636;0700CUG_63280;023)
0000000000 oooog3'TTTTTGO OO OOOO0;

50)0 000000000000 O0DODOODODOODORDOT¢tgcacacctcctggcecgggcagcetctgC
TGCTGCTAATGATACTGCTGtgttctggcaatacctgCAGCAGAAACAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DG637;0700CUG_64090 ;0 23)
oooooooooooooos3'TrTrTrTrTcoooononoag;

60)0 0000000000 D0D0OO0ODODOODDOODNORDOTtgcacacctcctggcgggcagcetctgC
TGCTGCTAATGATGATGCTGtgttctggcaatacctgCAGCAACAACAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O OO 638;0700CUG_64900 ;0 23)
0 I I O I

61)000000000O0O0O0D0OO0ODODOODDOODNORDOTtgcacacctcctggcecgggcagcectctgC
TGCTGCTAATGCAACTGCTGtgttctggcaatacctgCAGCAGAAGCAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 639;0700CUG_69760 ;0 23)
0 I I I O

62) 0000000000 00O0OO0ODODOODDOODORDOTtgcacacctcctggcecgggcagcectctgC
TGCTGCTAATGCAGATGCTGtgttctggcaatacctgCAGCAACAGCAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O OO 640;0700CUG_70570;023)
000000000 ooooog3'TTTTTGO OO OOOO0;

63) 000000000000 0OO0ODODOODODOODORDOTtgcacacctcctggcecgggcagcectctgC
TGCTGCTAATGCTAATGCTGtgttctggcaatacctgCAGCAAAAGCAAAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DG641;0700CUG_75430;023)
oooooooooooooo3'TrTrTrTrTcooooonoag;

64)0 000000000000 O0OD0OOODODO0ODORDOTtgcacacctcctggcgggcagcectctgC
TGCTGCTACAAATGCTGCTGtgttctggcaatacctgCAGCAGCAAAAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O O DO642;0700CUG_92440;023)
0 I I O
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65)0 00 0000000000000 0U0OOOO0OtgcacacctcctggecgggcagcectctgC
TGCTGCTACAACAGCTGCTGtgttctggcaatacctgCAGCAGCAGAAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 643;0700CUG_93250,;023)
0 I I

66) 00 000C0C0O0OOOO0O0O0OO0DU0ODUODUUOUUOOOOTtgcacacctcctggcgggcagcectctgC
TGCTGCTACAACTACTGCTGtgttctggcaatacctgCAGCAGAAGAAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O O DO 644;0700CUG_94060 ;0 23)
0000000 gooooooog3'TTTTTCc0 0 O0Ooogag,;

67) 000000000 0OO0OD0O0OODODOODDOODORDOT tgcacacctcctggcecgggcagcetctgC
TGCTGCTACAACTGATGCTGtgttctggcaatacctgCAGCAACAGAAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O OO 645;0700CUG_94870;023)
00000000000 ooog3'TTTTTGO OO OOOO;

68)0 00000000 OO0ODOODOODDOODNORDOTtgcacacctcctggcecgggcagcectctgC
TGCTGCTACAGATACTGCTGtgttctggcaatacctgCAGCAGAAACAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO G646;0700CUG_100540:;023
yooooooooooogogogs'TrrrTTco o ooogoag;

69) 00 0000000000000 0DU0UOOOOOtgcacacctcctggecgggcagcetctgC
TGCTGCTACAGCAACTGCTGtgttctggcaatacctgCAGCAGAAGCAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 647;0700CUG_106210:;0 23
yoooooooogooogggs'TrrTrTrTeco0ogogogoag;
70)DbDODDOOOCOOOOODO0OO0OO0OO0ODUODUOU0UUOUOOOOTtgcacacctcctggcecgggcagcetctgC
TGCTGCTACAGCTAATGCTGtgttctggcaatacctgCAGCAAAAGCAGAAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 648;0700CUG_111880;023
)OoOoOoooooooogoggogog3'TTTTTGH OO OOOO;

71)0 00000000 OO0ODOOODODOODODOODORDOTtgcacacctcctggcecgggcagcetctgC
TGCTGCTGAAAATGCTGCTGtgttctggcaatacctgCAGCAGCAAAAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O ODO649;0700CUG_2226090 ;0 2
3)0 0000000000000 3'TTTTTGLODOOOOODOO,;

72) 0000000000000 O0ODOOODODOODORDOTtgcacacctcctggcecgggcagcetctgC
TGCTGCTGAAACAGCTGCTGtgttctggcaatacctgCAGCAGCAGAAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 650;0700CUG_226900 ;023
yooooooooooogogogs'TrrrTTco o ooogoag;

73)0 0000000000000 0D0O0DU0OOOO0OTtgcacacctcctggecgggcagcetctgC
TGCTGCTGAAACTACTGCTGtgttctggcaatacctgCAGCAGAAGAAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO 651;0700CUG_227710:;0 23
yooooooooouooggog3g'TrTrTrTrTeco0ogogogoag;

74)0 00000000 0OO0ODOOODOODDOODORDOTtgcacacctcctggcgggcagcectctgC
TGCTGCTGAAACTGATGCTGtgttctggcaatacctgCAGCAACAGAAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O O DO 652;0700CUG_228520;023
)Oooooooooooggog3'TTTTTGH OO OOOO;

75000 0000000000000 0O0DODO0OD0ORDOTtgcacacctcctggcecgggcagcectctgC
TGCTGCTGAAGAAGCTGCTGtgttctggcaatacctgCAGCAGCAACAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O O OO 653;0700CUG_2333380;0 2
3)0 00000000000 0OC0O3'TTTTTGLODOOOOODOO,;

76) 0000000000 O0OD0OOO0ODODOODODOODORDOTtgcacacctcctggcgggcagcetctgC
TGCTGCTGAAGATGATGCTGtgttctggcaatacctgCAGCAACAACAACAGCAGCAGC
AgggaggcctgccctgactgcccacTTTTTG(O OO DO G654;0700CUG_235000;023
yooooooooooogogogs'rTrrrTTcooooooag;

77)0 000000000000 O0ODOOODDOODORDOTtgcacacctcctggcgggcagcectctgC
TGCTGCTGAAGCAGATGCTGtgttctggcaatacctgCAGCAACAGCAACAGCAGCAGC
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AgggaggcctgccctgactgcccacTTTTTG(O OO O 655;0700CUG_240670 ;023
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shRNA AX¥x 7 F
ZF shRNA 7 1 —="" 7' A % — FEZF] (5'-3") —)VF
GTGGAAAGGACGAAACA ccgg CAGCAGCAGCAGCAGCAGCAG
ctcgag CTGCTGCTGCTGCTGCTGCTG tttttg
shHD1 AATTCTCGACCTCGAGACAA [SEQID NO:51] pTRC Pol il
GTGGAAAGGACGAAACA ccgg CAGCAGCAGTTTCAGCAGCAG
ctcgag CTGCTGCTGAAACTGCTGCTG tttttg
shHD1L AATTCTCGACCTCGAGACAA [SEQID NO:52] pTRC Pol il
GTGGAAAGGACGAAACA ccgg CCGAGAAATCTCTTACCTCAA
ctcgag TTGAGGTAAGAGATTTCTCGG tttttg
shPARP AATTCTCGACCTCGAGACAA [SEQID NO:53] pTRC Pol il
GTGGAAAGGACGAAACA ccgg GACCGTGTGAATCATTGTCTA
ctcgag TAGACAATGATTCACACGGTC tttttg
shHD2.4 AATTCTCGACCTGGTGACAA [SEQ ID NO:54] pTRC Pol il
GTGGAAAGGACGAAACA ccgg GAGGATAACTCGGCCATAATA
ctcgag TATTATGGCCGAGTTATCCTC tttttg
shMChry AATTCTCGACCTGGTGACAA [SEQ ID NO:55] pTRC Pol il
GTGGAAAGGACGAAACA cc GCAGCAGCAGCAGCAGCAG CAGC
acctgc GCTG CTGCTGCTGCTGCTGCTGC tttttg K pTRC
shHD1-1 AATTCTCGACCTGGTGACAA [SEQ ID NO:56] Pol lll
GTGGAAAGGACGAAACA cc GCAGCAGCTICTAGCAGCAG CAGC
acctge GCTG CTGCTGCTAGAGCTGCTGC tttttg A pTRC
shHD1L-1 AATTCTCGACCTGGTGACAA [SEQ ID NO:57] Pol lll
GTGGAAAGGACGAAACA cc CAGCAGCACAAGCAGCAG CAGC
ctcgag GCT GCTGCTGCAAATGCTGCTG tttttg K pTRC
shHD1L-1a | AATTCTCGACCTGGTGACAA [SEQ ID NO:58] Pol lll
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shRNA A¥¥ 7%
L Fp shRNA 7 o —= 7' A ¥ — FEEF (5'-3)) —JVF

GTGGAAAGGACGAAACA cc GCAGCAGCCAAAGCAGCAG CAGC

gtgaagccacagatg GCTG CTGCTGCTAAAGCTGCTGC tttttg W pTRC
shHD1L-1b | AATTCTCGACCTGGTGACAA [SEQ ID NO:59] Pol lll

GTGGAAAGGACGAAACA cc GCAGCAGCCAAAGCAGCAG CAGC

gttctggcaatacct GCTG CTGCTGCTAAAGCTGCTGC tttttg tZZ pTRC
shHD1L-1¢ | AATTCTCGACCTGGTGACAA [SEQ ID NO:60] Pol Ill

GTGGAAAGGACGAAACA cc CTGCTGCTAAAGCTGCTG CTGC

ctcgag GCA GCAGCAGCCAAAGCAGCAG tttttg W pTRC
shHD1L-1d | AATTCTCGACCTGGTGACAA [SEQ ID NO:61] Pol Ill

GTGGAAAGGACGAAACA ccgg GAGGATAACTCGGCCATAATA CG tZZ pTRC

acctgc GCta TTATGGCCGAGTTATCCTC tttttg Pol llI
shMCHR-1 | AATTCTCGACCTGGTGACAA [SEQ ID NO:62]
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# 2 : shRNA Ok v SHEE L R
shRNA 4 IR YTF Rt HA K FEXTEY
(B L 2D (RokvrY RNA 5 7u | GERE
CAG X18) Y—, A F) w7
shHD1 L Xhol /L—7F 20% IR
shHD1-1 7L ACCTGC V—7 50% R
shHD1L-1 (9-11, 9-11) L7 L 97% =12
shHDIL-1a (9-11, 9-11) g Ly 55% (A
Hroe 3Ly miR30 /L—
shHDIL-1b (9-11, 9-11) 7 95% =12
ot LY miR33 /L—
shHDIL-1¢ (9-11, 9-11) 7 95% =12
g )Ly T — A AY
shHDIL-1d (9-11, 9-11) 7 95% FEF IR
gL LY miR33 B4y
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37 —LT =T,
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AF¥ ¥ 74—V R, T —
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# 3 : CAG VU °— MEH shRNA miR33 B u—=2r 7 % —}

shHD-33part

shRNA 7 @ —= 74 % — bEFI (5- | BB
shRNA £ % 3
GTGGAAAGGACGAAACA g ctg

CTGCTGCTAAAGCTGCTGCTG t
gttctggcaatacct g ca
GCAGCAGCCAAAGCAGCAGCA ga tttttg
AATTCTCGACCTGGTGACAA [SEQ ID NO:63]

miR33 pTRC Pol Il

shHD-33part-3'k

GTGGAAAGGACGAAACA g ctg
CTGCTGCTAAAGCTGCTGCTG t
gttctggcaatacct g ca
GCAGCAGCTTAGCAGCAGCA ga tttttg
AATTCTCGACCTGGTGACAA [SEQ ID NO:64]

miR33 pTRC Pol llI

GTGGAAAGGACGAAACA
tgcacacctcctggegggcagct ctg
CTGCTGCTAAAGCTGCTGCTG t
gttctggcaatacct g ca
GCAGCAGCCAAAGCAGCAGCAG gg

aggcctgeectgactgeccac tttttg

shHD-33full AATTCTCGACCTGGTGACAA [SEQ ID NO:65] | miR33 pTRC Pol llI
GTGGAAAGGACGAAACA
tgcacacctcctggegggcagcet ctg
CTGCTGCTAAAGCTGCTGCTG t
gttctggcaatacct g ca
GCAGCACATCTAGCAGCAGCAG gg
shHD-33full- aggcctgecctgactgeccac tttttg
mimic AATTCTCGACCTGGTGACAA [SEQ ID NO:66] | miR33 pTRC Pol IlI
0000000 UdooDUoUooDUUoOoO0DU0UO0D0DU0DU0UU0O0DUDU0OO0DO0DUU0UO0OUODUOOoOOoODOOOn
0000000000000 0o0DbDd00OO0D0D0ORNADDODOODDOODOOAO
gobooooooooooboodooooooDoob oo b oo oooooonodo
0000000000000 o0D0O0ooD0DU0O0oOo0D0DO0DOoOo0O0DU0OO0OshRNAOODOOOOOO
OboooouooooU0ODNAOOODODODOODODOooOOooobooooo
ooooodd
0000000000000 0DU0U0UO00DU0U0U00DU0OO0DO0OCAGLOOUOODOOSsShRNAODOO
CAGUOUUOODODODUOOODUOOoODUOODOODO
OCAGUOUODOOshRNAODOODOODDODODOODOODDODOODODOODOAOd

10

20

30

40



(229) JP 2024-543782 A 2024.11.26

000000000000 0HEK 293TO0000000wWt (L700CAGODODOODO
00) 000 mut (6800CAGOODODOODDD) mRNADOOHTTOOODO100 OO
0000000000000 00000000000000000000000HEK29
3TO000000CAGODOOOUOOShRNADO DO OwtDOOmutD DOODODODOO0OOO0O
ooo
ooo
oDoo
G68)

O

OoOooooo

O

Oooooooooog

*z4 .

[
Iy |

O

O

g
g
O
a
O
a
u
g
O

O

0000000000 oooog (0D3A) DOshRNAODODDODDODDDDDODDOGDODO
Luciferase ActivityDO OO O ODOOOODOOScrambledO shRNAOOOODOAO
OD0D0O0O0OshMchryOD O OshHD1 shRNAO Owt (CAG17) O0O0Omut (CA
00000000 ooogogoogoogs0060%00000000WtO mutOd

OO0OHD1L-10HD1L-1a0HD1L-1bOHD1L-dO OO OHD-33part-3'k
0000000000000 ooooooooo0o0dwtdddOddmutO O

OO00OHD1L-1cOHD-33part0 HD-33fullO O OHD-33full-mimicO O

O 0Ooo0oo0ooao

O
OOCAcGODOOODOOshRNAOOOODODODOODODOODODDODOODOODODOO

cAGODOUODDOODODOOODOOODOODODDOODODORNA (siRNA) D ODODO
OCoOO0OHTTOODODODOODOOODODOODODOODODOODODOOOOOHU et al.
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siRNA £ % siRNA EZ51 (5'-3")

siHD2.4 as rUrArGrArCrArATUrGrArUrUrCrArCrArCrGrGtt (SEQ 1D NO:67)

siHD-3 as rGrCrUrGrCrUrGrCrUrGrCrUrGrCrUrGrCrUrGtt (SEQ ID NO:68)

siHD-3-p9 as rGrCrUrGrCrUrGrCrArGrCrUrGrCrUrGrCrUrGtt (SEQ 1D NO:69)

siHD-3-p9-11 as rGrCrUrGrCrUrGrCrArArArUrGrCrUrGrCrUrGtt (SEQ ID NO:70)

siHD2.4 s rCrCrGrUrGrUrGrArArUrCrArUrUrGrUrCrUrAtt (SEQ ID NO:71)
siHD-3 s rCrArGrCrArGrCrArGrCrArGrCrArGrCrArGrCtt (SEQ ID NO:72)
siHD-3-p9 s rCrArGrCrArGrCrArGrCrUrGrCrArGrCrArGrCtt (SEQ ID NO:73)

siHD-3-p9-11 s rCrArGrCrArGrCrArUrUrUrGrCrArGrCrArGrCtt (SEQ 1D NO:74)
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#£5 : IA YT shRNA L FE2~ v F D shRNA ODFEER
WEY | MiE | ¥4 (#H| 75 | v B 7 | BRLEERY | 3
7 A | — v —F
AV | 7 v
MK K
shHD | HD # SEL A 434 | ctc | CAGCAGCAGC 2 AGCAGCAGCA | 1
1A M gag | AGCAGCAGCA GCAGCAGCAG | 2
G (SEQ ID (SEQ ID %
NO:746) NO:747)
shHD | HD # SEL B 627 | ctc | CTGCTGCTGC 2 CTGCTGCTGC | 1
1B K2R gag | TGCTGCTGCT TGCTGCTGtt | 1
G (SEQ ID t (SEQ ID %
NO:748) NO:749)
shHD | HD # RS A 193 | ctc | CAGCAGCAGt 2 gCAGCAGCAG | 3
1L A TR < gag | ttCAGCAGCA tttCAGCAG 2
F G (SEQ ID (SEQ ID %
NO:501) NO:750)
shHD | up % T2 |B 1351 | ctc | CTGCTGCTGa 2 | CIGCTGaaaC | 4
1L B HE2E < 7 | gag | aaCTGCTGCT TGCTGCTGtt | 4
= G (SEQ ID ttt (SEQ %
NO:420) ID NO:751)
shHD1 | HEK29 | 24 A 4658 | acc | GCAGCAGCAG 3 CAGCAGCAGC | 3
1A 3T tgc | CAGCAGCAGC AGCAGCAGCA | 2
AGC (SEQ GC (SEQ ID| %
ID NO:752) NO:753)
shHD1 | HEK29 | &4 B 7543 | acc | GCTGCTGCTG 3 CTGCTGCTGC | 2
1B 3T tgc | CTGCTGCTGC TGCTGCTGCt | O
TGC (SEQ (SEQ ID %
ID NO:754) NO:755)
shHD1 | HEK29 RDZS A 5434 | acc | GCAGCAGCTC 3 cGCAGCAGCT | o
L 1A |37 < tgc | TAGCAGCAGC CTAGCAGCAG | 7
= AGC (SEQ (SEQ ID %
ID NO:756) NO:757)
shHD1 | HEK29 RPZS B 1789 | acc | GCTGCTGCTG 3 CTGCTGCTAG | 7
L 1 B |3T < 98 | tgc | CTAGAGCTGC AGCTGCTGCt | 1
= TGC (SEQ tt (SEQ ID | %
ID NO:758) NO:759)
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INTERNATIONAL SEARCH REPORT International application No.

PCTIIS 2217572

A CLASSIFICATION OF SUBJECT MATTER
IPC - INV. C12N 15/113, AG1K 31/7088 (2022.01)

ADD. ABTP 25/00 (2022.01)
CPC - INV. C12N 15/113, AG1K 31/7088, C12N 2310/11

ADD, C12N 2310/14, AG1P 25/00
According to Intemational Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system tollowed by classification symbols)
See Search History document

Documentation searched other than minimum documentation to the extent that such documents ars included in the fields searched
See Search History document

Electronic data base consulted during the intemational search (name of daia base and, where practicable, search terms used)
See Search History document

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2016/0376586 A1 (INSTYTUT CHEMI| BIDORGANICNZEJ PAN) 29 December 2016 1-3
(29.12.2016) para [0022], [0023], SEQ iD NO: 14
A US 2018/0251762 A1 (NORTHWESTERN UNIVERSITY) 8 September 2018 (D6.09.2018) para | 1-3
[0077], 10079, claims 1, 2, B.
A US 2018/0282724 A1 (PFROQR THERAPEUTICS Il BY) 4 Octobsr 2018 (D4.10.2018) claims 1, | 1-3
2
D Further documents are listed in the continuation of Box C. I:I See patent family annex.
* Special categories of cited d it “T"  later document published after the international filing dateo:;]pmnly
“A"  document defining the general state of the art which is not considered date and not in conflict with the application but cited to un
to be of particular relevance the prineiple or theory undetlying the invention
“D” document cited by the applicant in the international application "X" d t of particular rel Iaimed invention cannot be
g ﬁmgﬂ;i application or patent but published ou or after the international mhn:l::{%r:dd:gvel ﬁfﬂ”&“;:::m toimvolve an inventive siep
“L”  dogument which may throw doubts on priority claim(s) or which "Y" document of particular relevance; the claimed invention cannot
s cited o establigh the publication date of angther eitation or othar be considered to involve an inventive step when the document is
special remson (as specified) combined with one or more other guch documents, such combination

“0" document referring to anoral disclosure, use, exhibition or ather means being abvious to & person skilled in the art
“P"  document published prior to the international filing date but later than  “&”  docoment member of the same patent family

the priexity date claimed
Date of the actual completion of the international search Date of mailing of the international search repart
13 December 2022 FER 15 2023
Mame and mailing address of the ISA/US Autherized officer
Mail Stop PCT, Attn: ISA/US, Commissioner for Patents Karl Rodriguez
P.0. Box 1450, Alaxandria, Virginia 22313-1450
Facsimile No. 571-273-8300 Telephene No. PCT Helpdesk: 571-272-4300

Form PCTASA/210 (second sheet) (uly 2022)
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INTERNATIONAL SEARCII REPORT. " [ Tntemational application No.

PCT/US 22/77572

Box Noo1 . Nncleotide and/or amino acid sequence(s) (Continuation of item I.c of the first shect)

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

& forming part of the international application as fi led.

b. D furnished subsequent to the international fi ling date for the purposes of international search (Rule 13ter. 1(a)),

D accompanied by a statement to the effect that the sequence listing does not go beyond the disclosure in the
international application as filed.

1, D With regard to any nucleotide and/or amino acid sequence discloged in the internationsl application, this report has been
established to the extent that 2 meaningful search could be carried out without a WIPC Standard ST.26 compliant sequence
listing.

3. Additicnal comments;

Form PCT/ISA/210 (continuation of first sheet (1)) (July 2022)
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INTERNATIONAL SEARCH REPORT International application No.
PCTIUS 22/77572

BoxNo.Il  Observations where certain claims were found unsearchable {Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1 [] caimms dos:
because they relate to subject matter not required to be searched by this Autherity, namely:

2, D Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirenients to such an
extent that na meaningfi international search can be carried out, specifically:

3. Claims Nos.: Claims 4-11, 13-17,19-22,24-28,28-30,32-36,36-42,46-51, 54-58,61-64,67-72,76-80,82-137
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a),

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

This International Scarching Authotity found multiple inventions in this international application, as follows:
—-Go to Extra Sheet for continuation.«—

1 I:l As all required additional search fees were tiniely paid by the applicant, this international search report covers all searchable
claims, :

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees,

3 D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
onty those claimg for which fees were paid, specifically claing Nos.:

4. No required additional seatch fees were timely paid by the appiicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covi y claims Nos.:
Clalms 1-3, limited to SEQ ID NO: 743, with mismatch substittions "A" at positions 8 and 8, resulting In SEQ 1D NO: 317

Bemark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a profest fee.
I:l The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2022)
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(256) JP 2024-543782 A 2024.11.26

INTERNATIONAL SEARCH REPORT Tntemational application Mo,

PCTAJS 22/77572

Continuation of Box [ll: Observations where Linity of Invantion is tacking

This application contains the following Inventlons or groups of inventions which are not so linkad as to form a single general Inventive
concept under PCT Rule 13.1. In order for all Inventions fo ba searched, the appropriata additional search fees must be paid.

Group +: Claims 1-2, 12, 18, 23, 27, 31, 37, 38, 43-45, 52, 53, 58, 60, 65, 66, 73-75, 81, drawn to a doubla stranded RNA (dsRNA)
comprising a first strand that hybridlzes o a target CAG repaat ragion of a CAG repsat containing RNA and has at least two
mismatches.

The dsRMA will be searched to the extent that the first atrand first mismatch is at position B of SEQ ID NO: 743,
{CUGCUGCUGCUGCUGCUGCUG), [l.e., "U"| {clalm 1), and the second mismetch is 1 base 3 of the first mismateh (cleim 3), fl.a., "G"]
where the first mismatch of the "U" Is with an "A" (claim 2), and the second mismatch of “G" Is with an "A" (dalm 2), as depicted in sheat
26 fig 22 SEQ 1D NO: 317 (CUGCUGCAACUGCUGCUGCUG), This first named Invention has been selected based vn the guidance set
forth in section 10.54 of the PCT Internafional Search and Preliminary Examination Guidelines. Itis believed thal claims 1-3 read on this
first named invention and thus these claims will ba searched without fes to the axtent that they encompass the firet strand firet mismatch
is at position 8 of SEQ ID NQ: 743, "U" substituted with "A”, tha second mismatch Is 1 base 3' of the first mismatch, "G", substituted with
"A", variant sequence SEQ 1D NC: 317.

Additlonal CAG repeat sequences and first strand mismatches will ba searched upon payment of additional fees. Applicant must specify
the ciaims that encompass any additional CAG repeat sequences and first strand mismatches, Applicants must further indicate, if
applicable, the claims which read on the first named invention if different than what was Indicated above for this group. Failure to clearly
identify how any paid additional-invention foes are to be applied ta the "+* group{s) will result in only the first claimed invention to be
searched/examined. An exemplary election would be: CAG repeat sequences SEQ 1D NO: 743 (CUGCUGCUGCUGCUGCUGCUR),
with first mismatch at positfon 10, “C", substitutad by "A" and the second mismatch is 2 bases 3' to tha first mismatch "G" substituted by
"A", SEQ ID NO: 306 (CUGCUGCUGAUACUGCUGCUG) (clalms 1, 2, 45, 52).

The inventions listed as Group |+ do not relate to a aingle general inventive concept under PCT Rule 13.1 because, under PCT Rule
13.2, they lack tha same cr corragponding spacial tachnical featuras for the following ressons:

Special Technical Features:

Among the inventions listed s Groups 1+ are the specific target CAG repeat regions and the position of the first and at least second
mismatch recited therein. Each invention requires a specific target CAG repeat ragion and specll'ic pesition of the first and at least
second mismatch not required by any cther inventions.

Mo technical features are shared batween the polynuclectide sequences of Group + and, accordingly, this group lacks unity a priar.
Commeon Technical Feature:
Additionally, even If Groups |+ inventions were considered to share the technical features of:

Claim 1: A double-stranded RNA duplex comprising

a) a first sfrand that hybridizes to a target CAG repeat region of a CAG repeat containing RNA; and
b} a second s'rand that hybridizes to the {Irst strand,

whereln the first strand compriges:

1) a fIrst mismatch to the target CAG repeat region; and

ii} at least a second mismatch to the target CAG repeat region

However, said common technical feature dees not represent a contribution over the prior art, and is disclosed by US 2018/0251782 A1
to Northwestem University (hereinafter "Northwestern").

Northwaestarn dlscloses [claim 1] a double-stranded RNA duplex comprising

a) a first strand that hybridizes to a target CAG repeat reglon of a CAG repeat containing RNA; and

b} a second strand that hybridizes to the first strand (claims 1, 2, 5; *1. A double-stranded polynuclectide comprising a passenger strand
and a gulde atrand, the doubls-atranded polynucleotide comprising: (1) a trinucleotide rapeat sequenca (X1X2X3), wherain X1, X2, and
X3 Independently are selactad from any ribenuclactida A, C, G, and U, and n Is an intagar from 3-10; and (ll) one or more modifiad
nucleotides at the S-terminus of tha passenger strand that prevents loading of the passengar strand into the RNA-Induced sllencing
complex (RISC). 2. The double-stranded polynudleotide of claim 1, wherein the RNA is an siRNA or an shRNA"; "5, The double-
stranded polynuclectida of claim 1, wherein the trinliclectide repeat sequence |s selected from (CUG)n™; para [0079]; As used herain,
tha term "doubie-stranded RNA" ("dsRNA") refers to a complex of ribonuceic acid molecules having a duplex structure comprising two
anti-parallel and substantially complementary nucleic acid strands”),

wherein the first strand comprises:

i} a first mismatch fo the target CAG repeat reglen (para [0077); "As used hereln, the tarm "complementarity” may refer to a sequence
raglon on an anfl-sense strand that Is substantially complamantary to a target sequence but not fully complementary 1o a target
sequence. Whara tha anti-sense strand ia not fully complementary te the target sequence, mismatches may ba oplionally present in the
terminal regiona of the anti-sensae strand or alsewhere In the anti-senss strand"); and

11) at least a second mismatch to the target CAG repeat reglon (para [0077]).

———caontinued on next exira sheet——

Form PCT/ISA/210 (extra sheet) (July 2022}
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INTERNATIONAL SEARCH REPOKT Tntermational application No.

PCTAJS 22/T7572

——continued from prevous extra sheet—— .

As tha common technlcal feature was known in the art at tha time of the invention, this canhot be considered a cormmen special
technical feature that would otherwise unify the groups. The inventions lack unity with ona another.

Therefore, Group H [hventions lack unity of invention under PCT Rule 13 because they do not share a same or coresponding special
tachnical featuro.

Item 4 (continued): Clalms 4-11, 13-17, 18-22, 24-26, 28-30, 32-36, 38-42, 46-51, 54-58, 61-64, B7-T2, 76-80, 82-137 are dapehdent
dalms and are not drafted according to the sacond and third sentences of PCT Rule 6.4{a).

Form PCTASA/210 (extra sheet) {July 2022)
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