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&1
frig ABCC11 EERRLH] RMIDE &
12-34 CCGGTGTATTTGAATAAACCAGG 2
32-54 AGGTTGGCAAATCATACTATAGC 3
35-57 TTGGCAAATCATACTATAGCTGA 4
37-59 GGCAAATCATACTATAGCTGAAA 5
42-64 ATCATACTATAGCTGAAAGAATT 6
54-76 CTGAAAGAATTGGCAGGAACTGA 7
58-80 AAGAATTGGCAGGAACTGAAAAT 8
64-86 TGGCAGGAACTGAAAATGACTAG 9
65-87 GGCAGGAACTGAAAATGACTAGG 10
68-90 AGGAACTGAAAATGACTAGGAAG 11
7193 AACTGAAAATGACTAGGAAGAGG 12
125-147 |TCGTGAATCGTGGCATCGACATA 13
127-149  |GTGAATCGTGGCATCGACATAGG 14
148-170 |GGCGATGACATGGTTTCAGGACT 15
152-174 |ATGACATGGTTTCAGGACTTATT 16
154-176 |GACATGGTTTCAGGACTTATTTA 17
157-179  |ATGGTTTCAGGACTTATTTATAA 18
158-180 |TGGTTTCAGGACTTATTTATAAA 19
164-186 |CAGGACTTATTTATAAAACCTAT 20
165-187 |AGGACTTATTTATAAAACCTATA 21
167-189 |GACTTATTTATAAAACCTATACT 22
204-226  |CTGGAGTCAGCAAGAGAGAAATC 23
265-287 |AAGTATGATGCTGCCTTGAGAAC 24
335-357 |TGGACAATGCTGGCCTGTTCTCC 25
381-403 |CCCGCTCATGATCCAAAGCTTAC 26
382-404 |CCGCTCATGATCCAAAGCTTACG 27
396-418 |AAGCTTACGGAGTCGCTTAGATG 28
397-419 |AGCTTACGGAGTCGCTTAGATGA 29
408-430  |TCGCTTAGATGAGAACACCATCC 30
442-464 |GTCCATGATGCCTCAGACAAAAA 31
443-465 |TCCATGATGCCTCAGACAAAAAT 32
450-472 |TGCCTCAGACAAAAATGTCCAAA 33
451-473  |GCCTCAGACAAAAATGTCCAAAG 34
457-479 |GACAAAAATGTCCAAAGGCTTCA 35
472-494 |AGGCTTCACCGCCTTTGGGAAGA 36
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oooao
478-500 |CACCGCCTTTGGGAAGAAGAAGT 37
480-502 |CCGCCTTTGGGAAGAAGAAGTCT 38
482-504 |GCCTTTGGGAAGAAGAAGTCTCA 39
510-532 |AGGGATTGAAAAAGCTTCAGTGC 40
527-549 |CAGTGCTTCTGGTGATGCTGAGG 41
536-358 |TGGTGATGCTGAGGTTCCAGAGA 42
542-364 |TGCTGAGGTTCCAGAGAACAAGG 43
546-568 |GAGGTTCCAGAGAACAAGGTTGA 44
550-572 |TTCCAGAGAACAAGGTTGATTTT 45
551-573 |TCCAGAGAACAAGGTTGATTTTC 46
555-577 GAGAACAAGGTTGATTTTCGATG 47
562-584 AGGTTGATTTTCGATGCACTTCT 48
575-597 |ATGCACTTCTGGGCATCTGCTTC 49
576-598 |TGCACTTCTGGGCATCTGCTTCT 50
0606-628 |CAGTGTACTCGGGCCAATATTGA 51
616-638 |GGGCCAATATTGATTATACCAAA 52
617-639 |GGCCAATATTGATTATACCAAAG 53
618-640 |GCCAATATTGATTATACCAAAGA 54
632-654 |TACCAAAGATCCTGGAATATTCA 55
666-688 |GGGGAATGCTGTCCATGGAGTGG 56
709-731 CTCTCCGAATGCGTGAAGTCTCT 57
711-733  |CTCCGAATGCGTGAAGTCTCTGA 58
713-735 |CCGAATGCGTGAAGTCTCTGAGT 59
717-739  JATGCGTGAAGTCTCTGAGTTTCT 60
719-741  |GCGTGAAGTCTCTGAGTTTCTCC 61
732-754 GAGTTTCTCCTCCAGTTGGATCA 62
741-763 |CTCCAGTTGGATCATCAACCAAC 63
742-764 |TCCAGTTGGATCATCAACCAACG 64
785-807 CAGCTGTTTCCTCCTTTGCCTTT 65
786-808 |AGCTGTTTCCTCCTTTGCCTTTG 66
792-814 |TTCCTCCTTTGCCTTTGAGAAGC 67
801-823 |TGCCTTTGAGAAGCTCATCCAAT 68
806-828 |TTGAGAAGCTCATCCAATTTAAG 69
811-833 |AAGCTCATCCAATTTAAGTCTGT 70
814-836 CTCATCCAATTTAAGTCTGTAAT 71
817-839 ATCCAATTTAAGTCTGTAATACA 72
861-883 JCAGCTTCTTCACCGGTGATGTAA 73
862-884 AGCTTCTTCACCGGTGATGTAAA 74
872-894 |CCGGTGATGTAAACTACCTGTTT 75
873-895 |CGGTGATGTAAACTACCTGTITG 76
889-911 |CTGTTTGAAGGGGTGTGCTATGG 77
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903-925

GTGCTATGGACCCCTAGTACTGA

938-960

CGCTGGTCATCTGCAGCATTTCT

940-962

CTGGTCATCTGCAGCATTTCTTC

941-963

TGGTCATCTGCAGCATTTCTTCC

948-970

CTGCAGCATTTCTTCCTACTTCA

951-973

CAGCATTTCTTCCTACTTCATTA

952-974

AGCATTTCTTCCTACTTCATTAT

960-982

TTCCTACTTCATTATTGGATACA

964-986

TACTTCATTATTGGATACACTGC

983-1005

CTGCATTTATTGCCATCTTATGC

993-1015

TGCCATCTTATGCTATCTCCTGG

1003-1025

TGCTATCTCCTGGTTTTCCCACT

1025-1047

TGGCGGTATTCATGACAAGAATG

90

1026-1048

GGCGGTATTCATGACAAGAATGG

1047-1069

GGCTGTGAAGGCTCAGCATCACA

1056-1078

GGCTCAGCATCACACATCTGAGG

1104-1126

CAGTGAAGTTCTCACTTGCATTA

1106-1128

GTGAAGTTCTCACTTGCATTAAG

1112-1134

TTCTCACTTGCATTAAGCTGATT

1114-1136

CTCACTTGCATTAAGCTGATTAA

1116-1138

CACTTGCATTAAGCTGATTAAAA

1119-1141

TTGCATTAAGCTGATTAAAATGT

99

1126-1148

AAGCTGATTAAAATGTACACATG

100

1127-1149

AGCTGATTAAAATGTACACATGG

101

1138-1160

ATGTACACATGGGAGAAACCATT

102

1146-1168

ATGGGAGAAACCATTTGCAGAAA

103

1147-1169

TGGGAGAAACCATTTGCAGAAAT

104

1148-1170

GGGAGAAACCATTTGCAGAAATC

105

1155-1177

ACCATTTGCAGAAATCATTGAAG

106

1163-1185

CAGAAATCATTGAAGACCTAAGA

107

1175-1197

AAGACCTAAGAAGGAAGGAAAGG

108

1178-1200

ACCTAAGAAGGAAGGAAAGGAAA

109

1182-1204

AAGAAGGAAGGAAAGGAAACTAT

110

1185-1207

AAGGAAGGAAAGGAAACTATTGG

111

1190-1212

AGGAAAGGAAACTATTGGAGAAG

112

1229-1251

GCCTGACAAGTATAACCTTGTTC

113

1233-1255

GACAAGTATAACCTTGTTCATCA

114

1236-1258

AAGTATAACCTTGTTCATCATCC

115

1280-1302

GGGTTCTCATCCACACATCCTTA

116

1289-1311

TCCACACATCCTTAAAGCTGAAA

117

1291-1313

CACACATCCTTAAAGCTGAAACT

118
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1293-1315

CACATCCTTAAAGCTGAAACTCA

1297-1319

TCCTTAAAGCTGAAACTCACAGC

1316-1338

CAGCGTCAATGGCCTTCAGCATG

1317-1339

AGCGTCAATGGCCTTCAGCATGC

1332-1354

CAGCATGCTGGCCTCCTTGAATC

1369-1391

GTGTTCTTTGTGCCTATTGCAGT

1378-1400

GTGCCTATTGCAGTCAAAGGTCT

1380-1402

GCCTATTGCAGTCAAAGGTCTCA

1388-1410

CAGTCAAAGGTCTCACGAATTCC

1415-1437

CTGCAGTGATGAGGTTCAAGAAG

1416-1438

TGCAGTGATGAGGTTCAAGAAGT

1418-1440

CAGTGATGAGGTTCAAGAAGTTT

1420-1442

GTGATGAGGTTCAAGAAGTTTIT

1425-1447

GAGGTTCAAGAAGTTTTTCCTCC

1462-1484

TTCTATGTCCAGACATTACAAGA

1486-1508

CCCAGCAAAGCTCTGGTCTTTGA

1488-1510

CAGCAAAGCTCTGGTCTITGAGG

1570-1592

GAGAGGAACGGGCATGCTTCTGA

1594-1616

GGGATGACCAGGCCTAGAGATGC

1649-1671

GCCCAGAGTTGCACAAGATCAAC

1650-167

CCCAGAGTTGCACAAGATCAACC

1676-1698

TGGTGTCCAAGGGGATGATGTTA

1707-1729

CGGCAACACGGGGAGTGGTAAGA

1721-1743

GTGGTAAGAGCAGCCTGTTGTCA

1833-1855

CGGGAACATCAGGGAGAACATCC

1924-1946

CTGGAACTTCTGCCCTTTGGAGA

1933-1955

CTGCCCTTTGGAGACATGACAGA

1935-1957

GCCCTTTGGAGACATGACAGAGA

2089-2111

CACATTTTTGAGGAGTGCATTAA

2153-2175

AGCTGCAGTACTTAGAATTTTGT

2155-2177

CTGCAGTACTTAGAATTTTGTGG

2165-2187

TAGAATTTTGTGGCCAGATCATT

2175-2197

TGGCCAGATCATTTTGTTGGAAA

2176-2198

GGCCAGATCATTTTGTTGGAAAA

2177-2199

GCCAGATCATTTTGTTGGAAAAT

2179-2201

CAGATCATTTTGTTGGAAAATGG

2191-2213

TTGGAAAATGGGAAAATCTGTGA

2200-2222

GGGAAAATCTGTGAAAATGGAAC

2216-2238

ATGGAACTCACAGTGAGTTAATG

2217-2239

TGGAACTCACAGTGAGTTAATGC

2220-2242

AACTCACAGTGAGTTAATGCAGA
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2222-2244 |CTCACAGTGAGTTAATGCAGAAA 160
2224-2246 |CACAGTGAGTTAATGCAGAAAAA 161
2226-2248 |CAGTGAGTTAATGCAGAAAAAGG 162
2236-2258 | ATGCAGAAAAAGGGGAAATATGC 163
2246-2268| AGGGGAAATATGCCCAACTTATC 164
2247-2269| GGGGAAATATGCCCAACTTATCC 165
2256-2278 | TGCCCAACTTATCCAGAAGATGC 166
2266-2288 | ATCCAGAAGATGCACAAGGAAGC 167
2305-2327| CAGGACACAGCAAAGATAGCAGA 168
2322-2344 | AGCAGAGAAGCCAAAGGTAGAAA 169
2326-2348 | GAGAAGCCAAAGGTAGAAAGTCA 170
2371-2393 | GAGTCTCTCAACGGAAATGCTGT 171
2373-2395 |GTCTCTCAACGGAAATGCTGTGC 172
2425-2447| ATGGAAGAAGGCTCCTTGAGTTG 173
2426-2448 [ TGGAAGAAGGCTCCTTGAGTTGG 174
2480-2502 | GAGGTTACATGGTCTCTTGCATA 175
2481-2503 | AGGTTACATGGTCTCTTGCATAA 176
2485-2507| TACATGGTCTCTTGCATAATTTT 177
2489-2511 [ TGGTCTCTTGCATAATTTTCTTC 178
2493-2515|CTCTTGCATAATTTTCTTCTTCG 179
2496-2518 |ITTGCATAATTTTCTTCTTCGTGG 180
2516-2538 | TGGTGCTGATCGTCTTCTTAACG 181
2519-2541|TGCTGATCGTCTTCTTAACGATC 182
2525-2547 | TCGTCTTCTTAACGATCTTCAGC 183
2629-2651 |GGCAACATTGCAGACAATCCTCA 184
2632-2654 |AACATTGCAGACAATCCTCAACT 185
2636-2658 | TTGCAGACAATCCTCAACTGTCC 186
2646-2668 | TCCTCAACTGTCCTTCTACCAGC 187
2720-2742 | CAGGGATTTTCACCAAGGTCACG 188
2759-2781|CCCTGCACAACAAGCTCTTTAAC 189
2762-2784 | TGCACAACAAGCTCTTTAACAAG 190
2767-2789| AACAAGCTCTTTAACAAGGTTTT 191
2795-2817|GCCCCATGAGTTTCTTTGACACC 192
2806-2828 | TTCTTTGACACCATCCCAATAGG 193
2819-2841 [ TCCCAATAGGCCGGCTTTTGAAC 194
2820-2842 |CCCAATAGGCCGGCTTTTGAACT 195
2870-2892 |ACCAGCTCTTGCCCATCTTTTCA 196
2872-2894 | CAGCTCTTGCCCATCTTTTCAGA 197
2950-2972 | CTGTCTCCATATATCCTGTTAAT 198
2952-2974| GTCTCCATATATCCTGTTAATGG 199
2963-2985 | TCCTGTTAATGGGAGCCATAATC 200
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2973-2995 |GGGAGCCATAATCATGGTTATTT 201
2975-2997 |GAGCCATAATCATGGTTATTTGC 202
2983-3005 |ATCATGGTTATTTGCTTCATTTA 203
2986-3008 | ATGGTTATTTGCTTCATTTATTA 204
2987-3009| TGGTTATTITGCTTCATTTATTAT 205
2994-3016 | TTGCTTCATTTATTATATGATGT 206
3037-3059 | TTCAAGAGACTGGAGAACTATAG 207
3052-3074 | AACTATAGCCGGTCTCCTTTATT 208
3066-3088 [TCCTTTATTCTCCCACATCCTCA 209
3075-3097 |CTCCCACATCCTCAATTCTCTGC 210
3108-3130 |CTCCATCCATGTCTATGGAAAAA 211
3109-3131 | TCCATCCATGTCTATGGAAAAAC 212
3112-3134 | ATCCATGTCTATGGAAAAACTGA 213
3122-3144 |ATGGAAAAACTGAAGACTTCATC 214
3123-3145 | TGGAAAAACTGAAGACTTCATCA 215
3134-3156 | AAGACTTCATCAGCCAGTTTAAG 216
3148-3170 | CAGTTTAAGAGGCTGACTGATGC 217
3158-3180 | GGCTGACTGATGCGCAGAATAAC 218
3182-3204 |ACCTGCTGTTGTTTCTATCTTCC 219
3185-3207 | TGCTGTTGTTTCTATCTTCCACA 220
3187-3209|CTGTTGTTTCTATCTTCCACACG 221
3216-3238 |GGCATTGAGGCTGGAGATCATGA 222
3263-3285|CCCTGTTCGTGGCTTTTGGCATT 223
3269-3291 | TCGTGGCTTTTGGCATTTCCTCC 224
3293-3315|CCCCCTACTCCTTTAAAGTCATG 225
3294-3316 |CCCCTACTCCTTTAAAGTCATGG 226
3374-3396 | TGGAGACAGAGGCACAGTTCACG 227
3384-3406 | GGCACAGTTCACGGCTGTAGAGA 228
3386-3408 | CACAGTTCACGGCTGTAGAGAGG 229
3396-3418 | GGCTGTAGAGAGGATACTGCAGT 230
3405-3427 | GAGGATACTGCAGTACATGAAGA 31
3410-3432 | TACTGCAGTACATGAAGATGTGT 232
3412-3434 | CTGCAGTACATGAAGATGTGTGT 234
3449-3471 [ TACACATGGAAGGCACAAGTTGT 235
3451-3473 |CACATGGAAGGCACAAGTTGTCC 236
3483-3505 | GCCACAGCATGGGGAAATCATAT 237
3492-3514 I TGGGGAAATCATATTTCAGGATT 238
3493-3515 | GGGGAAATCATATTTCAGGATTA 239
3494-3516 |GGGAAATCATATTITCAGGATTAT 240
3506-3528 I TTCAGGATTATCACATGAAATAC 241
3509-3531 |AGGATTATCACATGAAATACAGA 242
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3515-3537{ ATCACATGAAATACAGAGACAAC 243
3520-3542 | ATGAAATACAGAGACAACACACC 244
3676-3698 | CTCATTGACGGCGTGGACATITG 245
3713-3735|AGGACTTGCGGTCCAAGCTCTCA 246
3720-3742 | GCGGTCCAAGCTCTCAGTGATCC 247
3730-3752| CTCTCAGTGATCCCTCAAGATCC 248
3757-3779 | CTGCTCTCAGGAACCATCAGATT 249
3765-3787 | AGGAACCATCAGATTCAACCTAG 250
3768-3790 |AACCATCAGATTCAACCTAGATC 251
3769-3791 |ACCATCAGATTCAACCTAGATCC 252
3789-3811 | TCCCTTTGACCGTCACACTGACC 253
3825-3847 | TGCCTTGGAGAGGACATTCCTGA 254
3842-3864 | TCCTGACCAAGGCCATCTCAAAG 255
3858-3880| CTCAAAGTTCCCCAAAAAGCTGC 256
3865-3887 | TTCCCCAAAAAGCTGCATACAGA 257
3867-3889 | CCCCAAAAAGCTGCATACAGATG 258
3868-3890| CCCAAAAAGCTGCATACAGATGT 259
3890-3912 | TGGTGGAAAACGGTGGAAACTTC 260
3893-3915| TGGAAAACGGTGGAAACTTCTCT 261
3948-3970 | GGCTGTGCTTCGCAACTCCAAGA 262
3953-3975 | TGCTTCGCAACTCCAAGATCATC 263
3957-3979| TCGCAACTCCAAGATCATCCTTA 264
3958-3980| CGCAACTCCAAGATCATCCTTAT 265
3963-3985 | CTCCAAGATCATCCTTATCGATG 266
3964-3986 | TCCAAGATCATCCTTATCGATGA 267
3967-3989 | AAGATCATCCTTATCGATGAAGC 268
3996-4018 | CTCCATTGACATGGAGACAGACA 269
4086-4108 | CACCACTGTGCTGAACTGTGACC 270
4112-4134 | TCCTGGTTATGGGCAATGGGAAG 271
4122-4144 |GGGCAATGGGAAGGTGGTAGAAT 272
4123-4145|GGCAATGGGAAGGTGGTAGAATT 273
4128-4150| TGGGAAGGTGGTAGAATTTGATC 274
4205-4227 | CAGCCACTTCTTCACTGAGATAA 275
4206-4228 JAGCCACTTCTTCACTGAGATAAG 276
4207-4229| GCCACTTCTTCACTGAGATAAGG 277
4212-4234| TTCTTCACTGAGATAAGGAGATG 278
4215-4237| TTCACTGAGATAAGGAGATGTGG 279
4226-4248 | AAGGAGATGTGGAGACTTCATGG 280
4229-4251 | GAGATGTGGAGACTTCATGGAGG 281
4284-4306 | CAGCTTCGAGGCCCACAGTCTGC 282
4295-4317| CCCACAGTCTGCGACCTTCTTGT 283

goooogao

JP 2019-523302 A 2019.8.22

10

20

30

40



ogogoano

Oooooooogg
OO0 ooood
OOo0oooodg
O 0O0oooodg

(18)

4305-4327

GCGACCTTCTTGTTTGGAGATGA

284

4307-4329

GACCTTCTTGTTTGGAGATGAGA

285

4318-4340

TTGGAGATGAGAACTTCTCCTGG

286

4334-4356

CTCCTGGAAGCAGGGGTAAATGT

287

4337-4359

CTGGAAGCAGGGGTAAATGTAGG

289

4364-43806

GTGGGGATTGCTGGATGGAAACC

290

4374-4396

CTGGATGGAAACCCTGGAATAGG

291

4379-4401

TGGAAACCCTGGAATAGGCTACT

292

4384-4406

ACCCTGGAATAGGCTACTTGATG

293

4385-4407

CCCTGGAATAGGCTACTTGATGG

294

4415-4437

GACCTTAGAACCCCAGAACCATC

295

4416-4438

ACCTTAGAACCCCAGAACCATCT

296

4424-4446

ACCCCAGAACCATCTAAGACATG

297

4425-4447

CCCCAGAACCATCTAAGACATGG

298

4431-4453

AACCATCTAAGACATGGGATTCA

299

4435-4457

ATCTAAGACATGGGATTCAGTGA

300

4441-4463

GACATGGGATTCAGTGATCATGT

4446-4468

GGGATTCAGTGATCATGTGGTTC

302

4454-4476

GTGATCATGTGGTTCTCCTTTTA

4457-4479

ATCATGTGGTTCTCCTTTTAACT

304

4460-4482

ATGTGGTTCTCCTTTTAACTTAC

305

4463-4485

TGGTTCTCCTTTTAACTTACATG

306

4469-4491

TCCTITTAACTTACATGCTGAAT

307

4476-4498

AACTTACATGCTGAATAATTTTA

4480-4502

TACATGCTGAATAATTTTATAAT

4483-4505

ATGCTGAATAATTTTATAATAAG

310

4484-4506

TGCTGAATAATTTTATAATAAGG

311

4503-4525

AAGGTAAAAGCTTATAGTTTTCT

312

4510-4532

AAGCTTATAGTTTTCTGATCTGT

313

4524-4546

CTGATCTGTGTTAGAAGTGTTGC

314

4529-4551

CTGTGTTAGAAGTGTTGCAAATG

315

4535-4557

TAGAAGTGTTGCAAATGCTGTAC

316

4540-4562

GTGTTGCAAATGCTGTACTGACT

317

4543-4565

TTGCAAATGCTGTACTGACTTTG

318

4544-4566

TGCAAATGCTGTACTGACTTTGT

319

4549-4571

ATGCTGTACTGACTTTGTAAAAT

320

4550-4572

TGCTGTACTGACTTTGTAAAATA

321

4552-4574

CTGTACTGACTTTGTAAAATATA

322

4555-4577

TACTGACTTTGTAAAATATAAAA

323

4557-4579

CTGACTTTGTAAAATATAAAACT

fad
[\
=

4559-4581

GACTTTGTAAAATATAAAACTAA

W
o)
]
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0Dooo
*2
RNA UK
. 21t TR(5'—3") RNA RADES:
ABCCI] BREA 21ty T — (5'—-3)
D 2 UGGUUUAUUCAAAUACACCGG 326
GGUGUAUUUGAAUAAACCAGG 327
DR 3 UAUAGUAUGAUUUGCCAACCU 328
GUUGGCAAAUCAUACUAUAGC 329
3 AGCUAUAGUAUGAUUUGCCAA 330
RAIDE 4 GGCAAAUCAUACUAUAGCUGA 331
R UCAGCUAUAGUAUGAUUUGCC 332
? CAAAUCAUACUAUAGCUGAAA 333
3 UUCUUUCAGCUAUAGUAUGAU 334
RADEE 6 CAUACUAUAGCUGAAAGAAUU 335
P AGUUCCUGCCAAUUCUUUCAG 336
/ GAAAGAAUUGGCAGGAACUGA 337
B UUUCAGUUCCUGCCAAUUCUU 338
1]
ASIDES 8 GAAUUGGCAGGAACUGAAAAU 339
B AGUCAUUUUCAGUUCCUGCCA 340
RAIDES 9 GCAGGAACUGAAAAUGACUAG 341
. UAGUCAUUUUCAGUUCCUGCC 342
| -
READES 10 CAGGAACUGAAAAUGACUAGG 343
B UCCUAGUCAUUUUCAGUUCCU 344
||
AADES 11 GAACUGAAAAUGACUAGGAAG 345
B UCUUCCUAGUCAUUUUCAGUU 346
RESIDHE S 12 CUGAAAAUGACUAGGAAGAGG 347
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BEAIDE 75 13

UGUCGAUGCCACGAUUCACGA
GUGAAUCGUGGCAUCGACAUA

348
349

BCFID%H S 14

UAUGUCGAUGCCACGAUUCAC
GAAUCGUGGCAUCGACAUAGG

350
351

FIDFS 15

UCCUGAAACCAUGUCAUCGCC
CGAUGACAUGGUUUCAGGACU

352
353

BCHIDEE 16

UAAGUCCUGAAACCAUGUCAU
GACAUGGUUUCAGGACUUAUU

354
355

BEHMIDEHE 17

AAUAAGUCCUGAAACCAUGUC
CAUGGUUUCAGGACUUAUUUA

356
357

BSIDE S 18

AUAAAUAAGUCCUGAAACCAU
GGUUUCAGGACUUAUUUAUAA

358
359

BFIIDE S 19

UAUAAAUAAGUCCUGAAACCA
GUUUCAGGACUUAUUUAUAAA

360
361

FEHIDFE S 20

AGGUUUUAUAAAUAAGUCCUG
GGACUUAUUUAUAAAACCUAU

362
363

RLFIDFES 21

UAGGUUUUAUAAAUAAGUCCU
GACUUAUUUAUAAAACCUAUA

364
365

FEFID® S 22

UAUAGGUUUUAUAAAUAAGUC
CUUAUUUAUAAAACCUAUACU

366
367

BHIDFRS 23

UUUCUCUCUUGCUGACUCCAG
GGAGUCAGCAAGAGAGAAAUC

368
369

BeSIDE 5 24

UCUCAAGGCAGCAUCAUACUU
GUAUGAUGCUGCCUUGAGAAC

370
371

BUFIIDE S 25

AGAACAGGCCAGCAUUGUCCA
GACAAUGCUGGCCUGUUCUCC

372

-
723

RLAITDT 5 26

AAGCUUUGGAUCAUGAGCGGG
CGCUCAUGAUCCAAAGCUUAC

374
375

BHIDE S 27

UAAGCUUUGGAUCAUGAGCGG
GCUCAUGAUCCAAAGCUUACG

376

377

BCAHIIDEH 28

UCUAAGCGACUCCGUAAGCUU
GCUUACGGAGUCGCUUAGAUG

T
3/

379

RAIDRS 29

AUCUAAGCGACUCCGUAAGCU
CUUACGGAGUCGCUUAGAUGA

380
381

BLAHIIDE S 30

AUGGUGUUCUCAUCUAAGCGA
GCUUAGAUGAGAACACCAUCC

382
383

BLFIID&E S 31

UUUGUCUGAGGCAUCAUGGAC
CCAUGAUGCCUCAGACAAAAA

384
385

BEAIDE 5 32

UUUUGUCUGAGGCAUCAUGGA
CAUGAUGCCUCAGACAAAAAU

386
387

EEFIID& 33

UGGACAUUUUUGUCUGAGGCA
CCUCAGACAAAAAUGUCCAAA

388
389

RLFIDE 5 34

UUGGACAUUUUUGUCUGAGGC
CUCAGACAAAAAUGUCCAAAG

390
391

BEFIDE S 35

AAGCCUUUGGACAUUUUUGUC
CAAAAAUGUCCAAAGGCUUCA

392
393

EFIDE S 36

UUCCCAAAGGCGGUGAAGCCU
GCUUCACCGCCUUUGGGAAGA

394
395
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ECHIDE R 37

UUCUUCUUCCCAAAGGCGGUG
CCGCCUUUGGGAAGAAGAAGU

396
397

AEAID v 38

ACUUCUUCUUCCCAAAGGCGG
GCCUUUGGGAAGAAGAAGUCU

398
399

RCAITD ¥ 39

AGACUUCUUCUUCCCAAAGGC
CUUUGGGAAGAAGAAGUCUCA

400
401

AHIDFEHS 40

ACUGAAGCUUUUUCAAUCCCU
GGAUUGAAAAAGCUUCAGUGC

402
403

RCHID&ES 41

UCAGCAUCACCAGAAGCACUG
GUGCUUCUGGUGAUGCUGAGG

404
405

BHIDE 5 42

UCUGGAACCUCAGCAUCACCA
GUGAUGCUGAGGUUCCAGAGA

406
407

BAIDH 15 43

UUGUUCUCUGGAACCUCAGCA
CUGAGGUUCCAGAGAACAAGG

408
409

BESIDH 15 44 AACCUUGUUCUCUGGAACCUC 410

GGUUCCAGAGAACAAGGUUGA 411
wmns ooy |
o | | o
wn R | o
S e I

BHIDEH 49

AGCAGAUGCCCAGAAGUGCAU
GCACUUCUGGGCAUCUGCUUC

420
421

BAIDE S S50

AAGCAGAUGCCCAGAAGUGCA
CACUUCUGGGCAUCUGCUUCU

422
423

BdHIDHS 51

AAUAUUGGCCCGAGUACACUG
GUGUACUCGGGCCAAUAUUGA

424
425

BEIID&E = 52

UGGUAUAAUCAAUAUUGGCCC
GCCAAUAUUGAUUAUACCAAA

426
427

BCHIDH S 53

UUGGUAUAAUCAAUAUUGGCC
CCAAUAUUGAUUAUACCAAAG

428
429

FCHIDFRE 54

UUUGGUAUAAUCAAUAUUGGC
CAAUAUUGAUUAUACCAAAGA

430
431

BHID&E S 55

AAUAUUCCAGGAUCUUUGGUA
CCAAAGAUCCUGGAAUAUUCA

432
433

BIVIID%E 5 56

ACUCCAUGGACAGCAUUCCCC
GGAAUGCUGUCCAUGGAGUGG

434
435

BLFIDFE 5 57

AGACUUCACGCAUUCGGAGAG
CUCCGAAUGCGUGAAGUCUCU

436
437

BEHIDFHEF 58

AGAGACUUCACGCAUUCGGAG
CCGAAUGCGUGAAGUCUCUGA

438
439

BdFIIDFE S 59

UCAGAGACUUCACGCAUUCGG
GAAUGCGUGAAGUCUCUGAGU

440
441

BLHIDE S 60

AAACUCAGAGACUUCACGCAU
GCGUGAAGUCUCUGAGUUUCU

442
443
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ooooo
" AGAAACUCAGAGACUUCACGC I
ACHIDHE 01 GUGAAGUCUCUGAGUUUCUCC 445
IR 62 AUCCAACUGGAGGAGAAACUC 146

GUUUCUCCUCCAGUUGGAUCA

447

EAIIDE S 63

UGGUUGAUGAUCCAACUGGAG
CCAGUUGGAUCAUCAACCAAC

448
449

UUGGUUGAUGAUCCAACUGGA

450

RCIDE 5 64 CAGUUGGAUCAUCAACCAACG 431
A 65 GCUGUUUCCUCCUUUGOCUUU 5
RIS 66 CUGUUUCCUCCULUGECUUUG 155
RIS 67 CCUCCUUUGCCUUCGAGAAGE 57
RS 68 CCUUUGAGAAGCUCAUCCAAU 5

BLAIDH S 69

UAAAUUGGAUGAGCUUCUCAA
GAGAAGCUCAUCCAAUUUAAG

460
461

REHIDEHS 70

AGACUUAAAUUGGAUGAGCUU
GCUCAUCCAAUUUAAGUCUGU

462
463

HEHDES 71

UACAGACUUAAAUUGGAUGAG
CAUCCAAUUUAAGUCUGUAAU

464
465

EFIDEH 72

UAUUACAGACUUAAAUUGGAU
CCAAUUUAAGUCUGUAAUACA

466
467

BFIIDE S 73

ACAUCACCGGUGAAGAAGCUG
GCUUCUUCACCGGUGAUGUAA

468
469

BLAIDE S 74

UACAUCACCGGUGAAGAAGCU
CUUCUUCACCGGUGAUGUAAA

470
471

BeFIDHR S 75

ACAGGUAGUUUACAUCACCGG
GGUGAUGUAAACUACCUGUUU

472
473

BLFIDE S 76

AACAGGUAGUUUACAUCACCG
GUGAUGUAAACUACCUGUUUG

474
475

KCHIDES 77

AUAGCACACCCCUUCAAACAG
GUUUGAAGGGGUGUGCUAUGG

476
477

ALFID&ES 7

AGUACUAGGGGUCCAUAGCAC
GCUAUGGACCCCUAGUACUGA

478
479

BHIIDH & 7

AAAUGCUGCAGAUGACCAGCG
CUGGUCAUCUGCAGCAUUUCU

480
481

MDD+ 80

AGAAAUGCUGCAGAUGACCAG
GGUCAUCUGCAGCAUUUCUUC

482
483

BADEF S 81

AAGAAAUGCUGCAGAUGACCA
GUCAUCUGCAGCAUUUCUUCC

484
485

ALFIDH S 82

AAGUAGGAAGAAAUGCUGCAG
GCAGCAUUUCUUCCUACUUCA

486
487

BCAIIDE 5 83

AUGAAGUAGGAAGAAAUGCUG
GCAUUUCUUCCUACUUCAUUA

488
489

BAIDE S 84

AAUGAAGUAGGAAGAAAUGCU
CAUUUCUUCCUACUUCAUUAU

490
491

goooogao

10

20

30

40



(30)

JP 2019-523302 A 2019.8.22

goooao
BFIDE £ 85 UAUCCAAUAAUGAAGUAGGAA 492
’ ) CCUACUUCAUUAUUGGAUACA 493
RFIDR - 86 AGUGUAUCCAAUAAUGAAGUA 494

CUUCAUUAUUGGAUACACUGC

495

BlFID®E 5 87

AUAAGAUGGCAAUAAAUGCAG
GCAUUUAUUGCCAUCUUAUGC

496
497

BANDE 5 88

AGGAGAUAGCAUAAGAUGGCA
CCAUCUUAUGCUAUCUCCUGG

498
499

BLHIDE 5 89

UGGGAAAACCAGGAGAUAGCA
CUAUCUCCUGGUUUUCCCACU

500
501

BLAIDE 1 90

UUCUUGUCAUGAAUACCGCCA
GCGGUAUUCAUGACAAGAAUG

502
503

BHIDE S 91

AUUCUUGUCAUGAAUACCGCC
CGGUAUUCAUGACAAGAAUGG

504
505

B FITDE 5 92

UGAUGCUGAGCCUUCACAGCC
CUGUGAAGGCUCAGCAUCACA

506
507

BESIDE S 93

UCAGAUGUGUGAUGCUGAGCC
CUCAGCAUCACACAUCUGAGG

508
509

REFIDHE S 94

AUGCAAGUGAGAACUUCACUG
GUGAAGUUCUCACUUGCAUUA

510
51

MeHIDH S 95

UAAUGCAAGUGAGAACUUCAC
GAAGUUCUCACUUGCAUUAAG

512
513

BLAIIDE 75 96

UCAGCUUAAUGCAAGUGAGAA
CUCACUUGCAUUAAGCUGAUU

514
515

B ANDH 5 97

AAUCAGCUUAAUGCAAGUGAG
CACUUGCAUUAAGCUGAUUAA

516
517

BEHID&H 5 98

UUAAUCAGCUUAAUGCAAGUG
CUUGCAUUAAGCUGAUUAAAA

518
519

BAIIDHE S 99

AUUUUAAUCAGCUUAAUGCAA
GCAUUAAGCUGAUUAAAAUGU

520
521

EEAIIDE 5 100

UGUGUACAUUUUAAUCAGCUU
GCUGAUUAAAAUGUACACAUG

522
523

ELSID#EH = 101

AUGUGUACAUUUUAAUCAGCU
CUGAUUAAAAUGUACACAUGG

524
525

BLFID&E S 102

UGGUUUCUCCCAUGUGUACAU
GUACACAUGGGAGAAACCAUU

526
527

BLFIDE S 103

UCUGCAAAUGGUUUCUCCCAU
GGGAGAAACCAUUUGCAGAAA

528
529

RCFIDE S 104

UUCUGCAAAUGGUUUCUCCCA
GGAGAAACCAUUUGCAGAAAU

530
531

BCAIIDHE 75 105

UUUCUGCAAAUGGUUUCUCCC
GAGAAACCAUUUGCAGAAAUC

532
533

BLFIDHH 106

UCAAUGAUUUCUGCAAAUGGU
CAUUUGCAGAAAUCAUUGAAG

534
535

EEFIDH S 107

UUAGGUCUUCAAUGAUUUCUG
GAAAUCAUUGAAGACCUAAGA

536
537

BEHIDH S 108

UUUCCUUCCUUCUUAGGUCUU
GACCUAAGAAGGAAGGAAAGG

538
539
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BLAHIIDHF S 109

UCCUUUCCUUCCUUCUUAGGU
CUAAGAAGGAAGGAAAGGAAA

540
541

RCAIDHF 110

AGUUUCCUUUCCUUCCUUCUU
GAAGGAAGGAAAGGAAACUAU

542

BCFIDFES 111

AAUAGUUUCCUUUCCUUCCUU
GGAAGGAAAGGAAACUAUUGG

RLFIDHET 112

UCUCCAAUAGUUUCCUUUCCU
GAAAGGAAACUAUUGGAGAAG

FeFIDFHS 113

ACAAGGUUAUACUUGUCAGGC
CUGACAAGUAUAACCUUGUUC

feSIDFE S 114

AUGAACAAGGUUAUACUUGUC

A
A
<

CAAGUAUAACCUUGUUCAUCA 551
IR vt M
R el M
I et
I e

BCAIDEH ) 120

UGUGAGUUUCAGCUUUAAGGA
CUUAAAGCUGAAACUCACAGC

U Uh
[ g
W N

BLAIIDE S 121

UGCUGAAGGCCAUUGACGCUG
GCGUCAAUGGCCUUCAGCAUG

564
565

AUGCUGAAGGCCAUUGACGCU

566

ALAIIDA 5 122 CGUCAAUGGCCUUCAGCAUGC 567
o UUCAAGGAGGCCAGCAUGCUG 568
REAID &5 123 GCAUGCUGGCCUCCUUGAAUC 569

BCHIID&H S 124

UGCAAUAGGCACAAAGAACAC
GUUCUUUGUGCCUAUUGCAGU

570
571

RAND®EH 125

ACCUUUGACUGCAAUAGGCAC
GCCUAUUGCAGUCAAAGGUCU

572
573

BLHIIDH S 126

AGACCUUUGACUGCAAUAGGC
CUAUUGCAGUCAAAGGUCUCA

574
575

AAUUCGUGAGACCUUUGACUG

576

REFIIDH 5 127 GUCAAAGGUCUCACGAAUUCC 577
. UCUUGAACCUCAUCACUGCAG 578
RAIDH S 128 GCAGUGAUGAGGUUCAAGAAG 579
DR 129 UUCUUGAACCUCAUCACUGCA 580
L ~ CAGUGAUGAGGUUCAAGAAGU 581
— ACUUCUUGAACCUCAUCACUG 582
RANDE 5 130 GUGAUGAGGUUCAAGAAGUUU 583
AAACUUCUUGAACCUCAUCAC 534

ALFNiDRE S 131

GAUGAGGUUCAAGAAGUUUUU

585

BLHIDH S 132

AGGAAAAACUUCUUGAACCUC
GGUUCAAGAAGUUUUUCCUCC

586
587
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FEHID&E S 133

UUGUAAUGUCUGGACAUAGAA
CUAUGUCCAGACAUUACAAGA

588
589

EE4ID®E S 134

AAAGACCAGAGCUUUGCUGGG
CAGCAAAGCUCUGGUCUUUGA

590
591

EEFID&E S 135

UCAAAGACCAGAGCUUUGCUG
GCAAAGCUCUGGUCUUUGAGG

592
593

EEFIIDE 75 136

AGAAGCAUGCCCGUUCCUCUC
GAGGAACGGGCAUGCUUCUGA

594
595

EAIID®E S 137

AUCUCUAGGCCUGGUCAUCCC
GAUGACCAGGCCUAGAGAUGC

596
597

BLAITDE S 138

UGAUCUUGUGCAACUCUGGGC
CCAGAGUUGCACAAGAUCAAC

598
599

UUGAUCUUGUGCAACUCUGGG

600

HEAUDHE 139 CAGAGUUGCACAAGAUCAACC 601
w0 oo, | o
we oo | o
wmen e poresieimas | o
wwi e |oercooee | o
weni oo | o
wen s [ | o
wmn | | o

ACFIDFHFF 149

ACAAAAUUCUAAGUACUGCAG
GCAGUACUUAGAAUUUUGUGG

620
621

BEFIID&E S 150

UGAUCUGGCCACAAAAUUCUA
GAAUUUUGUGGCCAGAUCAUU

622
623

BEHIDFS 151

UCCAACAAAAUGAUCUGGCCA
GCCAGAUCAUUUUGUUGGAAA

624
625

WD S 152

UUCCAACAAAAUGAUCUGGCC
CCAGAUCAUUUUGUUGGAAAA

626
627

24D 5 153

UUUCCAACAAAAUGAUCUGGC
CAGAUCAUUUUGUUGGAAAAU

628
629

RLAIIDF Y 154

AUUUUCCAACAAAAUGAUCUG
GAUCAUUUUGUUGGAAAAUGG

630
631

RADHR T 153

ACAGAUUUUCCCAUUUUCCAA
GGAAAAUGGGAAAAUCUGUGA

632
633

RCHIDAS 156

UCCAUUUUCACAGAUUUUCCC
GAAAAUCUGUGAAAAUGGAAC

634
635
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ooooo
o UUAACUCACUGUGAGUUCCAU 636
RAIDES 157 GGAACUCACAGUGAGUUAAUG 637
DR 158 AUUAACUCACUGUGAGUUCCA 638

GAACUCACAGUGAGUUAAUGC

639

RAITDHRS 159

UGCAUUAACUCACUGUGAGUU
CUCACAGUGAGUUAAUGCAGA

640
641

ALAID&E S 160

UCUGCAUUAACUCACUGUGAG
CACAGUGAGUUAAUGCAGAAA

642
643

BHIIDES 161

UUUCUGCAUUAACUCACUGUG
CAGUGAGUUAAUGCAGAAAAA

644
645

BEAIIDE S 162

UUUUUCUGCAUUAACUCACUG
GUGAGUUAAUGCAGAAAAAGG

646
647

HHIDFES 163

AUAUUUCCCCUUUUUCUGCAU
GCAGAAAAAGGGGAAAUAUGC

648
649

BLFIIDHE S 164

UAAGUUGGGCAUAUUUCCCCU
GGGAAAUAUGCCCAACUUAUC

650
651

RCHID®R S 165

AUAAGUUGGGCAUAUUUCCCC
GGAAAUAUGCCCAACUUAUCC

652
633

BHIDHE S 166

AUCUUCUGGAUAAGUUGGGCA
CCCAACUUAUCCAGAAGAUGC

634
6355

BHIDHE S 167

UUCCUUGUGCAUCUUCUGGAU
CCAGAAGAUGCACAAGGAAGC

636
657

BEFIDH = 168

UGCUAUCUUUGCUGUGUCCUG
GGACACAGCAAAGAUAGCAGA

658
639

BAIDFE S 169

UCUACCUUUGGCUUCUCUGCU
CAGAGAAGCCAAAGGUAGAAA

660
661

ALFIDTR 5 170

ACUUUCUACCUUUGGCUUCUC
GAAGCCAAAGGUAGAAAGUCA

662
663

BLAIDHF S 171

AGCAUUUCCGUUGAGAGACUC
GUCUCUCAACGGAAAUGCUGU

664
665

ACFID&®S 172

ACAGCAUUUCCGUUGAGAGAC
CUCUCAACGGAAAUGCUGUGC

666
667

BHIDH = 173

ACUCAAGGAGCCUUCUUCCAU
GGAAGAAGGCUCCUUGAGUUG

668
669

BCHIDE 5 174

—

AACUCAAGGAGCCUUCUUCCA
GAAGAAGGCUCCUUGAGUUGG

670
671

BATDES 175

UGCAAGAGACCAUGUAACCUC
GGUUACAUGGUCUCUUGCAUA

672
673

BHIIDES 176

AUGCAAGAGACCAUGUAACCU
GUUACAUGGUCUCUUGCAUAA

674
675

BLFID& S 177

AAUUAUGCAAGAGACCAUGUA
CAUGGUCUCUUGCAUAAUUUU

676
677

HHIDES 178

AGAAAAUUAUGCAAGAGACCA
GUCUCUUGCAUAAUUUUCUUC

678
679

HIDHER S 179

AAGAAGAAAAUUAUGCAAGAG
CUUGCAUAAUUUUCUUCUUCG

680
681

ALFIDES 180

ACGAAGAAGAAAAUUAUGCAA
GCAUAAUUUUCUUCUUCGUGG

682
683
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EAIDHE S 181

UUAAGAAGACGAUCAGCACCA
GUGCUGAUCGUCUUCUUAACG

684
685

BEANDE S 182

UCGUUAAGAAGACGAUCAGCA
CUGAUCGUCUUCUUAACGAUC

686
687

BIBIIDE S 183

UGAAGAUCGUUAAGAAGACGA
GUCUUCUUAACGAUCUUCAGC

688
689

ACAIDAR S 184

AGGAUUGUCUGCAAUGUUGCC
CAACAUUGCAGACAAUCCUCA

690
691

WD+ 185

UUGAGGAUUGUCUGCAAUGUU
CAUUGCAGACAAUCCUCAACU

692
693

BEAIDEE S 186

ACAGUUGAGGAUUGUCUGCAA
GCAGACAAUCCUCAACUGUCC

694
695

BLAIDT 5 187

UGGUAGAAGGACAGUUGAGGA
CUCAACUGUCCUUCUACCAGC

696
697

EFIIDEH 188

UGACCUUGGUGAAAAUCCCUG
GGGAUUUUCACCAAGGUCACG

698
699

ECHIDO&S 189

UAAAGAGCUUGUUGUGCAGGG
CUGCACAACAAGCUCUUUAAC

700
701

FCHIDES 190

UGUUAAAGAGCUUGUUGUGCA
CACAACAAGCUCUUUAACAAG

702
703

KCHID&EH 191

AACCUUGUUAAAGAGCUUGUU
CAAGCUCUUUAACAAGGUUUU

704
705

BAIDE S 192

UGUCAAAGAAACUCAUGGGGC
CCCAUGAGUUUCUUUGACACC

706
707

BLAIDAE S 193

UAUUGGGAUGGUGUCAAAGAA
CUUUGACACCAUCCCAAUAGG

708
709

EFIDE S 194

UCAAAAGCCGGCCUAUUGGGA
CCAAUAGGCCGGCUUUUGAAC

710
711

EEAIDEH S 195

UUCAAAAGCCGGCCUAUUGGG
CAAUAGGCCGGCUUUUGAACU

712
713

BLFIIDAE S 196

AAAAGAUGGGCAAGAGCUGGU
CAGCUCUUGCCCAUCUUUUCA

714
715

BCHIDE 5 197

UGAAAAGAUGGGCAAGAGCUG
GCUCUUGCCCAUCUUUUCAGA

716
717

ESIDFES 198

UAACAGGAUAUAUGGAGACAG
GUCUCCAUAUAUCCUGUUAAU

718
719

WHIDHES 199

AUUAACAGGAUAUAUGGAGAC
CUCCAUAUAUCCUGUUAAUGG

720
721

BLAIIDE ) 200

UUAUGGCUCCCAUUAACAGGA
CUGUUAAUGGGAGCCAUAAUC

722
723

fANDFES 201

AUAACCAUGAUUAUGGCUCCC
GAGCCAUAAUCAUGGUUAUUU

724
725

CHD&E S 202

AAAUAACCAUGAUUAUGGCUC
GCCAUAAUCAUGGUUAUUUGC

726
727

FCHIDA = 203

AAUGAAGCAAAUAACCAUGAU
CAUGGUUAUUUGCUUCAUUUA

728
729

RCAID &S 204

AUAAAUGAAGCAAAUAACCAU
GGUUAUUUGCUUCAUUUAUUA

730
731
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ECHIDE S 229

UCUCUACAGCCGUGAACUGUG
CAGUUCACGGCUGUAGAGAGG

780
781

BCHIDF S 230

UGCAGUAUCCUCUCUACAGCC
CUGUAGAGAGGAUACUGCAGU

782
783

BHIDE S 231

UUCAUGUACUGCAGUAUCCUC
GGAUACUGCAGUACAUGAAGA

784
785

BCFIIDHE S 232

ACAUCUUCAUGUACUGCAGUA
CUGCAGUACAUGAAGAUGUGU

786

787

BLAIDA 5 234

ACACAUCUUCAUGUACUGCAG
GCAGUACAUGAAGAUGUGUGU

788
789

BeHIDH S 235

AACUUGUGCCUUCCAUGUGUA
CACAUGGAAGGCACAAGUUGU

790
791

BEAIIDE 5 236

ACAACUUGUGCCUUCCAUGUG
CAUGGAAGGCACAAGUUGUCC

792
793

BLANDHE S 237

AUGAUUUCCCCAUGCUGUGGC
CACAGCAUGGGGAAAUCAUAU

794
795

MFID S 238

UCCUGAAAUAUGAUUUCCCCA
GGGAAAUCAUAUUUCAGGAUU

796
797

RLHIDFF 5 239

AUCCUGAAAUAUGAUUUCCCC
GGAAAUCAUAUUUCAGGAUUA

798
799

ACHIDE S 240

AAUCCUGAAAUAUGAUUUCCC
GAAAUCAUAUUUCAGGAUUAU

800
801

ECFNDE S 241

AUUUCAUGUGAUAAUCCUGAA
CAGGAUUAUCACAUGAAAUAC

802
303

UGUAUUUCAUGUGAUAAUCCU

804

RADES 242 GAUUAUCACAUGAAAUACAGA 803
LA 243 CACAUGAAAUACAGAGACAAC e
ALAID 5 244 GAAAUACAGAGACAACACACC 300
o [eccecoonee |

AGAGCUUGGACCGCAAGUCCU 812

BLHIID&E 5 246

GACUUGCGGUCCAAGCUCUCA

813

BCHIIDEH 247

AUCACUGAGAGCUUGGACCGC
GGUCCAAGCUCUCAGUGAUCC

814
815

FEHIDEH 248

AUCUUGAGGGAUCACUGAGAG
CUCAGUGAUCCCUCAAGAUCC

816
817

BLHIDA 5 249

UCUGAUGGUUCCUGAGAGCAG
GCUCUCAGGAACCAUCAGAUU

818
819

EEFIDFE S 250

AGGUUGAAUCUGAUGGUUCCU
GAACCAUCAGAUUCAACCUAG

820
821

FeFIDFHF S 251

UCUAGGUUGAAUCUGAUGGUU
CCAUCAGAUUCAACCUAGAUC

822
823

RHIDHF 252

AUCUAGGUUGAAUCUGAUGGU
CAUCAGAUUCAACCUAGAUCC

824
825

fFIIDE = 253

UCAGUGUGACGGUCAAAGGGA
CCUUUGACCGUCACACUGACC

826
327
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WAIDFE S 254

AGGAAUGUCCUCUCCAAGGCA
CCUUGGAGAGGACAUUCCUGA

828
829

HCADIRYS 255

UUGAGAUGGCCUUGGUCAGGA
CUGACCAAGGCCAUCUCAAAG

830
831

BLSIIDE V5 256

AGCUUUUUGGGGAACUUUGAG
CAAAGUUCCCCAAAAAGCUGC

832
833

BIFIIDEH 257

UGUAUGCAGCUUUUUGGGGAA
CCCCAAAAAGCUGCAUACAGA

834

EEHIIDH = 258

UCUGUAUGCAGCUUUUUGGGG
CCAAAAAGCUGCAUACAGAUG

BCAIDHR S 259

AUCUGUAUGCAGCUUUUUGGG
CAAAAAGCUGCAUACAGAUGU

BCHIIDEH 260

AGUUUCCACCGUUUUCCACCA
GUGGAAAACGGUGGAAACUUC

EHIDA S 261

AGAAGUUUCCACCGUUUUCCA
GAAAACGGUGGAAACUUCUCU

BLFIIDE 5 262

UUGGAGUUGCGAAGCACAGCC
CUGUGCUUCGCAACUCCAAGA

BLFIID%E 5 263

UGAUCUUGGAGUUGCGAAGCA
CUUCGCAACUCCAAGAUCAUC

BEHIDE S 264

AGGAUGAUCUUGGAGUUGCGA
GCAACUCCAAGAUCAUCCUUA

BEAIID 1 265

AAGGAUGAUCUUGGAGUUGCG
CAACUCCAAGAUCAUCCUUAU

BCHIDHRE 266

UCGAUAAGGAUGAUCUUGGAG
CCAAGAUCAUCCUUAUCGAUG

ACFILDA 5 267

AUCGAUAAGGAUGAUCUUGGA
CAAGAUCAUCCUUAUCGAUGA

fiLAIDF 5 268

UUCAUCGAUAAGGAUGAUCUU
GAUCAUCCUUAUCGAUGAAGC

BHIDE S 269

UCUGUCUCCAUGUCAAUGGAG
CCAUUGACAUGGAGACAGACA

BLAIID®E 5 270

UCACAGUUCAGCACAGUGGUG
CCACUGUGCUGAACUGUGACC

BeHIDHF 5 271

UCCCAUUGCCCAUAACCAGGA
CUGGUUAUGGGCAAUGGGAAG

EAIDES 272

UCUACCACCUUCCCAUUGCCC
GCAAUGGGAAGGUGGUAGAAU

BEAIDHE S 273

UUCUACCACCUUCCCAUUGCC
CAAUGGGAAGGUGGUAGAAUU

fCHDR S 274

UCAAAUUCUACCACCUUCCCA
GGAAGGUGGUAGAAUUUGAUC

BCHIIDE &5 275

AUCUCAGUGAAGAAGUGGCUG
GCCACUUCUUCACUGAGAUAA

BLAIIDEH 276

UAUCUCAGUGAAGAAGUGGCU
CCACUUCUUCACUGAGAUAAG

BAND®H S 277

UUAUCUCAGUGAAGAAGUGGC
CACUUCUUCACUGAGAUAAGG
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MFIIDR 5 278

UCUCCUUAUCUCAGUGAAGAA
CUUCACUGAGAUAAGGAGAUG

876
877

BFIIDHE T 279

ACAUCUCCUUAUCUCAGUGAA
CACUGAGAUAAGGAGAUGUGG

878
879

BHIDES 280

AUGAAGUCUCCACAUCUCCUU
GGAGAUGUGGAGACUUCAUGG

880
881

ALAIDE S 281

UCCAUGAAGUCUCCACAUCUC
GAUGUGGAGACUUCAUGGAGG

882
883

BLAIDFR 5 282

AGACUGUGGGCCUCGAAGCUG
GCUUCGAGGCCCACAGUCUGC

884
885

BLAIDH 5 283

AAGAAGGUCGCAGACUGUGGG
CACAGUCUGCGACCUUCUUGU

886
887

BUFIDH S 284

AUCUCCAAACAAGAAGGUCGC
GACCUUCUUGUUUGGAGAUGA

888
889

BEAIIDFH = 285

UCAUCUCCAAACAAGAAGGUC
CCUUCUUGUUUGGAGAUGAGA

890
891

BLHIDE " 286

AGGAGAAGUUCUCAUCUCCAA
GGAGAUGAGAACUUCUCCUGG

892
893

KeHIDF S 287

AUUUACCCCUGCUUCCAGGAG
CCUGGAAGCAGGGGUAAAUGU

894
895

BHIDF S 289

UACAUUUACCCCUGCUUCCAG
GGAAGCAGGGGUAAAUGUAGG

896
897

ECHITDA 290

UUUCCAUCCAGCAAUCCCCAC
GGGGAUUGCUGGAUGGAAACC

898
899

BAIIDEF TS 291

UAUUCCAGGGUUUCCAUCCAG
GGAUGGAAACCCUGGAAUAGG

900
901

BLFID& S 292

UAGCCUAUUCCAGGGUUUCCA
GAAACCCUGGAAUAGGCUACU

902
903

BIBIIDE S 293

UCAAGUAGCCUAUUCCAGGGU
CCUGGAAUAGGCUACUUGAUG

904
905

HIDHE 294

AUCAAGUAGCCUAUUCCAGGG
CUGGAAUAGGCUACUUGAUGG

906
907

BCFIID&E S 295

UGGUUCUGGGGUUCUAAGGUC
CCUUAGAACCCCAGAACCAUC

908
909

BCHID S 296

AUGGUUCUGGGGUUCUAAGGU
CUUAGAACCCCAGAACCAUCU

910
911

MFITD S 297

UGUCUUAGAUGGUUCUGGGGU
CCCAGAACCAUCUAAGACAUG

912
913

B 5 298

AUGUCUUAGAUGGUUCUGGGG
CCAGAACCAUCUAAGACAUGG

914
915

ReHIDES 299

AAUCCCAUGUCUUAGAUGGUU
CCAUCUAAGACAUGGGAUUCA

916
917

BLFIIDAE S 300

ACUGAAUCCCAUGUCUUAGAU
CUAAGACAUGGGAUUCAGUGA

918
919

AesIDR 5 301

AUGAUCACUGAAUCCCAUGUC
CAUGGGAUUCAGUGAUCAUGU

920
921

BEHIDE = 302

ACCACAUGAUCACUGAAUCCC
GAUUCAGUGAUCAUGUGGUUC

922
923
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R el

T e
UCAGCAUGUAAGUUAAAAGGA 32

BCFIIDH# 307

CUUUUAACUUACAUGCUGAAU

933

BLFID R 5308

AAAUUAUUCAGCAUGUAAGUU
CUUACAUGCUGAAUAAUUUUA

934
935

BCFIID & H 309

UAUAAAAUUAUUCAGCAUGUA
CAUGCUGAAUAAUUUUAUAAU

936
937

REAIDFH 5310

UAUUAUAAAAUUAUUCAGCAU
GCUGAAUAAUUUUAUAAUAAG

938
939

BLAITD& 311

UUAUUAUAAAAUUAUUCAGCA
CUGAAUAAUUUUAUAAUAAGG

940
941

BCAID®H 312

AAAACUAUAAGCUUUUACCUU
GGUAAAAGCUUAUAGUUUUCU

942
943

ACFID&FH 313

AGAUCAGAAAACUAUAAGCUU
GCUUAUAGUUUUCUGAUCUGU

944
945

RCAITDH 5314

AACACUUCUAACACAGAUCAG
GAUCUGUGUUAGAAGUGUUGC

946
947

BCAIDEH 315

UUUGCAACACUUCUAACACAG
GUGUUAGAAGUGUUGCAAAUG

948
949

BHIIDEZF316

ACAGCAUUUGCAACACUUCUA
GAAGUGUUGCAAAUGCUGUAC

950
951

EHIDES317

UCAGUACAGCAUUUGCAACAC
GUUGCAAAUGCUGUACUGACU

952
953

BCFIIDE 5 318

AAGUCAGUACAGCAUUUGCAA
GCAAAUGCUGUACUGACUUUG

954
955

BCHIIDAE 319

AAAGUCAGUACAGCAUUUGCA
CAAAUGCUGUACUGACUUUGU

956
957

EFIDH S 320

UUUACAAAGUCAGUACAGCAU
GCUGUACUGACUUUGUAAAAU

958
959

BCFIIDE 321

UUUUACAAAGUCAGUACAGCA
CUGUACUGACUUUGUAAAAUA

960
961

MDA 75322

UAUUUUACAAAGUCAGUACAG
GUACUGACUUUGUAAAAUAUA

962
963

REAIDHR 323

UUAUAUUUUACAAAGUCAGUA
CUGACUUUGUAAAAUAUAAAA

964
965

BLAIDH 75324

UUUUAUAUUUUACAAAGUCAG
GACUUUGUAAAAUAUAAAACU

966
967

BEHID &+ 325

AGUUUUAUAUUUUACAAAGUC
CUUUGUAAAAUAUAAAACUAA

968
969

TORISESNDRERSIN TV A FRA NN TERTERNENRDLNS,
UL, ZhdAG#ER3 IV A FRA—N—=N T O ZEPR T 5XDITEREN THRND,
PRIVFFRA NN T DEROIERBBLO L R OEAARHENS, LT,

RO RS F—N—NTE, RATIESNDHAREB IO W Dy —HIEDMEN 5.
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Box N¢. 1l Observations where certaln claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.:
because they relate to parts of the intemational application that do not comply with the prescribed requirements 1o such an
extent that no meaningful imernational search can be carried out, specifically:

3 D Claims Nos.:
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. 11 Observations 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:
-*.Plaase See Supplemental Page-"**-

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.,

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

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

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

1.12, 13 (in-part), 15 (in-part), 18-24, 25 (in-part), and 27-32; SEQ ID NO: 326

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D 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.

I:] No protest accompanied the payment of additional search fees.
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-***-Continad from Box No. Ik Observations Where Unity OF Invention 1s Lacking:

This appiication contains the following inventions or groups of inventions which ara not so linked as to form a single general inventive
concapt undar PCT Rule 13.1. In order for all inventions to ba examined, the approprisie additional examination feas must be paid.

Groups I+, Claims 1-32 and SEQ ID NOs: 2 and 226 are directed loward a method and composition for treating esmidrosis.

The mathod and composition will ba searched to the axtent they encompass a SIRNA encompassing SEQ ID NO: 326 (first axemplary
siRNA sequence), targeting SEQ D NO: 2 (first exemplary target sequence). Applicant is invited to alect additicnal siRNA sequence(s)
and comesponding target sequenca(s), with specified SEQ IO NO: for each, to ba searched. Additional siIRNA sequence(s) will be
searched upan the payment of additional fees. It is believed that claims 1-12, 13 {in-part}, 15 (in-part), 18-24, 25 {in-part), and 27-32
ancompass this first named invention and thus these claims will ba saarched without fae to the extant that they encompass SEQ ID NO:
326 (siRNA saquance), and SEQ |D NO: 2 {target sequence). Applicants musi specify the claims that ancompass any additionalty
elected siRNA sequence(s) and comresponding target saquence(s). Applicants must further indlcate, if applicable, the claims which
encompass the first named invention, if different than what was indicated above for this group. Failure to cearly identify how any paid
additlonal invention fees are to be applied to the "+* group(s) will result in only the first claimed invention o be searched/examined, An
exemplary sloction would be a siRNA sncompassing SEQ 1D NO: 327 {first exemplary elected siRNA saquenca), targeting SEQ 1D NC:
A (first axamplary electad target sanuencea).

No technical featuras are shared batween the sIRNA and target sequences of Groups |+ and, accordingly, thase groups lack unity a
priori.

Groups |+ shave the tachnical features including: a method of treating an osmidrosis condition in a subject, comprising: administering a
therapeutic agent in an amount that is effective to inhibit expression of an ABCC11 gena in a target call of the subject 1o an
osmidrosis-reducing level; a therapeutic composition for treating an osmidresis condition in a subject, comprising: a therapeutically
effactive amount of an ABCC11 gene-inhibiting agent; and a pharmaceutically acceptable carier,

Howaver, these sharad technical features ara praviously disclosed by US 2012/0328702 A1 o Edelson et al. (hereinafter 'Edelson’) in
view of the article "Pharmacoggnetics of human ABC transporter ABCC11; new insights into apecrine gland growth and metabuolite
sacretion’ by Ishikawa, T. et al. (hereinaftar 'ishikawa').

Edelson discloses a method of ireating an osmidrosis condition in a subject (a mathad of treating bromhidresis (an osmidrosis condition)
in & subjecl; paragraphs [0340), [0372]), comprising: administering a therapeutic agent in an amount that is effactive to inhibit expression
of an gena in a target call of tha subject to an osmidmsis-reducing fevel (comprising: administaring siRNA (a therapeutic agent) in an
amount that is sffective to inhibit expressicn of an gene in a targst cell of the subject to an esmidrosis-reducing level; paragraphs [0230],
[0251), [0340], [0372]}; a therapautic composition (a therapeutic composltion; paragraphs [0508], [0511]) for treating an osmidrosis
condition in a subject {for treating bromhidrosis (an osmidrosis condition) in a subject; paragraphs [0340], [0372]), comprising: a
therapautically effective amount of a gene-inhibiting agent (comprising: a therapautically effective amount of an siRNA {a gene-inhibiling

agent); paragraphs [0230), 10251)); and a pharmaceutically acceptable carier {and a pher ly ptable vehicle or excip
{carriar); paragraph [0511]).

Edelson does not disclose inhibition of expression of an ABCC11 gene.

Ishikawa discloses wherein decreased exprassion of ABCC11, as demonstrated by the degradation of a mutant of ABCC11 (wharein
decreased exprasaion of ABCG 11, as demanstrated by the dagradation of a rutant of ABCC 11; paga &, second column, third
paragraph; page 7, first column, secend paragraph); is assoclated with the lack of osmidrosis (is associated with the lack of osmidrosis;
page B, second column, third paragraph); and inhibition of ABCC11 expression using siRNA {inhibition of ABCG11 expression using
siRNA; page 9, second column, second paragraph).

It would have been obvieus to a persen of ordinary skill in the art at the time of the invention was made to have modified the disclasure
of Edetson to have included siRNA targeting ABCC11 wild-typa, as disclosaed by Ishikawa, in order to reduce the expression of ABCC11
in aphthelia tor effectively treating asmidrosls, as disclosed by Edelscn.

Since none of the spacial technical features of the Groups I+ inventions is found in more than one of the invantions, and since all of the
shared tachnical features ar praviously disclosed by a combination of the Edalson and Ishikawa references, unity of invention is
lacking.

Form PCT/ISA/210 (patent family annex) (January 2015)



(74)

JP 2019-523302 A 2019.8.22

gooooooaoo

(1) Int.Cl.
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo

31/713
31/7105
47/24
47/28
47/42
9/08
9/10
13/00
15/00
8/60
15/09
15/113

(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2017.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2010.01)

oo
gooo
gaoo
oooo
gooo
agooo
oooo
gooo
gogoo
gaoo
gooo
ggooo
gogoo
oooo
gooo
aggoo

31/7088
31/713
31/7105
47/24
47/28
47/42
9/08
9/10
13/00
43/00
15/00
8/60
15/09
15/09
15/113

gooo
gaoo
oooo
gooo
agooo
oooo
gooo
gogoo
gaoo
gooo
ggooo
gogoo
oooo
gooo
aggoo

gooooboooood
gooon
gooon
goooo
goooo
gooon
goooo
goooo
gooon
gooon
goooo
goooo
gooon
goooo
goooo
gooon

(eHOoooooono  ApP(BW,GH,GM,KE,LR,LS,MW,MZ,NA,RW,SD, SL,ST,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ,BY ,KG,KZ,RU, T
J,™™),EP(AL,AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI,,FR,GB,GR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,R
0,RS,SE,SI,SK,SM,TR) ,0A(BF,BJ,CF,CG,CI,,CM,GA,GN, GQ, GW, KM, ML ,MR ,NE, SN, TD, TG) , AE,AG, AL ,AM,AO0,AT,AU,AZ,
BA,BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DJ,DK,DM,D0,DZ,EC, EE,EG,ES,FI,GB,GD, GE,GH,GM, G
T,HN,HR,HU, ID, IL, IN, IR, 1S,30,JP,KE,KG,KH,KN,KP,KR,KW,KZ, LA, LC, LK, LR, LS, LU, LY,MA,MD,ME, MG, MK, MN , MW, MX
,MY,MZ ,NA,NG,NI,NO,NZ,OM, PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW,SA,SC,SD, SE, SG, SK, SL,SM, ST, SV, SY, TH, TJ, TM,

™,TR,TT

(72000 Oopoooooooogoo

ugboboboboouuoubbbooouooboboouoouboboooooobobooaoooon

(72) 000 OO0OO0O0OODOOOobOoOOooo

goooboboooooobobooooooobobobooooooboboooooooooboooooon
OOOO(@O) 4C076 AA1l AA16 AAS1 AA94 BB11 BB31 CCl7 CC18 CC26 DDG3N

gooo oo
gooo oo
agooo oo
gooo oo
gooo oo
agooo oo
agooo oo

DD70N EE41IN FF34

4C083 AD411 AD491 AD571 AD601 CC17 EE18 FFO1
4C084 AA13 AAl7 AA19 AA20 MAO2 MA16 MA63 MAG6 MA70 NAOS
NA14 ZA811 ZA812 ZA891 ZA892 7B211 7B212 7B352 ZC411 ZC412

ZC751

4C086 AAO1 AAO02 EA16 MAO1 MAO2 MAO4 MA16 MAG3 MAGG MA70
NAO5 NA14 7ZA81 ZA89 Z7B21 ZC41 ZC75



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	reference-file-article
	search-report
	overflow

