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Q22L; E21K.G: F20C:N19S: G16A.S: VI4M.S: GI2R;

G10G,V,R; L8Q.V; V7E; C6G.F; V5L: A4T,V.S

=7V 2(97bp)

T54R; E49K: H48R.Q: V47F,A; H46R: F45C; H43R;
G41S,D; G37R; V29.insA

=2 Y 3 (70bp)

D76Y.V: G72S.C: L67R; P66A: N65S; S591.S

=7 > 4(118bp)

D124G,V; VI118L.InsAAAAC; L117V; T116T;
R115G; G114A: 1113T.F; 1112M.T; G108V: L106V.F;
S106L.delTCACTC: 1104F: D101G.Y.H.N: E100G.K:
199V; VO7L.M: D96N.V: A95T.,V: G93S.V.A, C.R,D:
D90V.A; A89T.V; T88del ACTGCTGAC: V87A M:
N86I,S,.D.K; G85R.,S; L84V.F: H80R

T2 Y 5(461bp)

1151T,S; 1149T; V1481,G; G147D,R; C146R, {&1k;
A145T.G: L144F.S; G141E.{Z1E; A140A.G;
N139D,K.H.N: GI38E: T137R: S134N;
E133V.delGAA,insTT; E132insTT; G127R,InsTGGG;
L126S,dellTT, {5 1k; D126,delTT
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#3. EFSOD1 dsRNADEVABLUT U F Lo AHEERH|

Bi%E | sRNA SS | trzums &5 | AS | FoFto RS A5

ZX{HD | ID (5"°-3") 5 | ID (5°-37) &5

26 D-2741 7414 | CGGAGGUCUGGCCUA 4 7415 UUUAUAGGCCAGACCUCC 173
UAACATAT GdTdT

27 D-2742 7416 | GGAGGUCUGGCCUAU 5 7417 | UUUUAUAGGCCAGACCUC 174
AAACATAT CdTdT

28 D-2743 7418 | GAGGUCUGGCCUAUA 6 7419 | UCUUUAUAGGCCAGACCU 175
AAGCATAT CdTdT

29 D-2744 7420 | AGGUCUGGCCUAUAA 7 7421 UACUUUAUAGGCCAGACC 176
AGUCATAT UdTdT

30 D-2745 7422 | GGUCUGGCCUAUAAA 8 7423 | UUACUUUAUAGGCCAGAC 177
GUACATAT CdTdT

32 D-2746 | 7424 | UCUGGCCUAUAAAGU | 9 7425 | UACUACUUUAUAGGCCAG | 178
AGUCATAT AdTdT

i3 D-2747 7426 | CUGGCCUAUAAAGUA 10 7427 UGACUACUUUAUAGGCCA 179
GUCCATdT GdTdT

34 D-2748 7428 | UGGCCUAUAAAGUAG 11 7429 | UCGACUACUUUAUAGGCC 180
UCGCdTdT AdTdT

35 D-2749 | 7430 | GGCCUAUAAAGUAGU | 12 | 7431 | UGCGACUACUUUAUAGGC | 181
CGCCdTdT CdTdT

36 D-2750 7432 | GCCUAUAAAGUAGUC 13 7433 UCGCGACUACUUUAUAGG 182
GCGCATdT CdTdT

37 D-2751 7434 | CCUAUAAAGUAGUCG 14 7435 UCCGCGACUACUUUAUAG 183
CGGCATdT GdTdT

74 D-2752 7436 | GUCGUAGUCUCCUGC 15 7437 | UGCUGCAGGAGACUACGA 184
AGCCATdT CdrdT
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76 D-2753 7438 | CGUAGUCUCCUGCAG | 16 7439 | UACGCUGCAGGAGACUAC | 185
CGUCITdT GdTdT

77 D-2754 7440 [ GUAGUCUCCUGCAGC | 17 7441 | UGACGCUGCAGGAGACUA | 186
GUCCATdT CdTdT

78 D-2755 7442 | UAGUCUCCUGCAGCG | 18 7443 | UAGACGCUGCAGGAGACU | 187
UCUCdTdT AdTdT

149 | D-2756 7444 | AUGGCGACGAAGGCC | 19 7445 | UCACGGCCUUCGUCGCCA | 188
GUGCTdT UdIdT

153 | D-2757 7446 | CGACGAAGGCCGUGU | 20 7447 | UCGCACACGGCCUUCGUC 189
GCGCATdT GdTdT

157 | D-2758 7448 | GAAGGCCGUGUGCGU | 21 7449 | UAGCACGCACACGGCCUU | 190
GCUCATdT CdTdT

160 | D-2759 7450 | GGCCGUGUGCGUGCU | 22 7451 | UUUCAGCACGCACACGGC | 191
GAACATdT CdTdT

177 D-2760 7452 | AGGGCGACGGCCCAG | 23 7453 | UGCACUGGGCCGUCGCCC | 192
UGCCATdT Udrdr

192 | D-2761 7454 | UGCAGGGCAUCAUCA | 24 7455 | UAAUUGAUGAUGCCCUGC | 193
AUUCITdT AdTdT

193 | D-2762 7456 | GCAGGGCAUCAUCAA | 25 7457 | UAAAUUGAUGAUGCCCUG | 194
UUUCATdT CdTdT

195 | D-2763 7458 | AGGGCAUCAUCAAUU | 26 7459 | UCGAAAUUGAUGAUGCCC | 195
UCGCATdT udTdT

196 | D-2764 7460 | GGGCAUCAUCAAUUU | 27 7461 | UUCGAAAUUGAUGAUGCC | 196
CGACATdT CdTdT

197 | D-2765 7462 | GGCAUCAUCAAUUUC | 28 7463 | UCUCGAAAUUGAUGAUGC | 197
GAGCATdT CdTdT

198 | D-2766 7464 | GCAUCAUCAAUUUCG | 29 7465 | UGCUCGAAAUUGAUGAUG | 198
AGCCATdT CdTdT

199 | D-2767 7466 | CAUCAUCAAUUUCGA | 30 7467 | UUGCUCGAAAUUGAUGAU | 199
GCACdTdT GdTdT

206 | D-2768 7468 | AAUUUCGAGCAGAAG | 31 7469 | UUUCCUUCUGCUCGAAAU | 200
GAACATdT UdTdT

209 | D-2769 7470 | UUCGAGCAGAAGGAA | 32 7471 | UACUUUCCUUCUGCUCGA | 201
AGUCATdT AdTdT

210 | D-2770 7472 | UCGAGCAGAAGGAAA | 33 7473 | UUACUUUCCUUCUGCUCG | 202
GUACATdT AdTdT

239 | D-2771 7474 | AAGGUGUGGGGAAGC | 34 7475 | UAAUGCUUCCCCACACCU | 203
AUUCATdT UdTdT

241 D-2772 7476 | GGUGUGGGGAAGCAU | 35 7477 | UUUAAUGCUUCCCCACAC | 204
UAACATdT CdTdT

261 D-2773 7478 | GACUGACUGAAGGCC | 36 7479 | UGCAGGCCUUCAGUCAGU | 205
UGCCdTdT CdTdT

263 | D-2774 7480 | CUGACUGAAGGCCUG | 37 7481 | UAUGCAGGCCUUCAGUCA | 206
CAUCATdT GdTdT

264 | D-2775 7482 | UGACUGAAGGCCUGC | 38 7483 | UCAUGCAGGCCUUCAGUC | 207
AUGCATdT AdTdT

268 | D-2776 7484 | UGAAGGCCUGCAUGG | 39 7485 | UAAUCCAUGCAGGCCUUC | 208
AUUCATdT AdTdT

269 | D-2777 7486 | GAAGGCCUGCAUGGA | 40 7487 | UGAAUCCAUGCAGGCCUU | 209
UUCCATdT CdTdT

276 | D-2778 7488 | UGCAUGGAUUCCAUG | 41 7489 | UGAACAUGGAAUCCAUGC | 210
UUCCdTdT AdTdT

278 | D-2779 7490 | CAUGGAUUCCAUGUU | 42 7491 | UAUGAACAUGGAAUCCAU | 211
CAUCATdT GdTdT

281 D-2780 7492 [ GGAUUCCAUGUUCAU | 43 7493 | UCUCAUGAACAUGGAAUC | 212
GAGCATdT CdTdT

284 | D-2781 7494 | UUCCAUGUUCAUGAG | 44 7495 | UAAACUCAUGAACAUGGA | 213
UuuUCdTdT AdTdT

290 D-2782 7496 | GUUCAUGAGUUUGGA | 45 7497 | UAUCUCCAAACUCAUGAA | 214
GAUCATdT CdTdT

291 D-2783 7498 | UUCAUGAGUUUGGAG | 46 7499 | UUAUCUCCAAACUCAUGA | 215
AUACATdT AdTdT

295 D-2784 7500 | UGAGUUUGGAGAUAA | 47 7501 | UGUAUUAUCUCCAAACUC | 216
UACCATdT AdTdT
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296 | D-2785 7502 | GAGUUUGGAGAUAAU | 48 7503 | UUGUAUUAUCUCCAAACU | 217
ACACdTdT CdTdT

316 | D-2786 7504 | AGGCUGUACCAGUGC | 49 7505 | UCCUGCACUGGUACAGCC | 218
AGGCATdT UdTdT

317 D-2787 7506 | GGCUGUACCAGUGCA | 50 7507 | UACCUGCACUGGUACAGC | 219
GGUCTdT CdTdT

329 | D-2788 7508 | GCAGGUCCUCACUUU | 51 7509 | UAUUAAAGUGAGGACCUG | 220
AAUCATdT Cd1dT

330 | D-2789 7510 | CAGGUCCUCACUUUA | 52 7511 | UGAUUAAAGUGAGGACCU | 221
AUCCATdT GdTdT

337 D-2790 7512 | UCACUUUAAUCCUCU | 53 7513 | UGAUAGAGGAUUAAAGUG | 222
AUCCATdT AdTdT

350 | D-2791 7514 | CUAUCCAGAAAACAC | 54 7515 | UACCGUGUUUUCUGGAUA | 223
GGUCATdT GdTdT

351 D-2792 7516 | UAUCCAGAAAACACG | 55 7517 | UCACCGUGUUUUCUGGAU | 224
GUGCATdT AdTdT

352 D-2793 7518 | AUCCAGAAAACACGG | 56 7519 | UCCACCGUGUUUUCUGGA | 225
UGGCATdT UdTdT

354 | D-2794 7520 | CCAGAAAACACGGUG | 57 7521 | UGCCCACCGUGUUUUCUG | 226
GGCCATdT GdTdT

357 D-2795 7522 | GAAAACACGGUGGGC | 58 7523 | UUUGGCCCACCGUGUUUU | 227
CAACATdT CdTdT

358 D-2796 7524 [ AAAACACGGUGGGCC | 59 7525 | UUUUGGCCCACCGUGUUU | 228
AAACATdT UdTdT

364 D-2797 7526 | CGGUGGGCCAAAGGA | 60 7527 | UUCAUCCUUUGGCCCACC | 229
UGACATdT GdTdT

375 D-2798 7528 | AGGAUGAAGAGAGGC | 61 7529 | UCAUGCCUCUCUUCAUCC | 230
AUGCATdT UdTdT

378 D-2799 7530 | AUGAAGAGAGGCAUG | 62 7531 | UCAACAUGCCUCUCUUCA | 231
UuGCdTdT UdTdT

383 D-2800 7532 | GAGAGGCAUGUUGGA | 63 7533 | UGUCUCCAACAUGCCUCU | 232
GACCdTdT CdTdT

384 | D-2801 7534 | AGAGGCAUGUUGGAG | 64 7535 | UAGUCUCCAACAUGCCUC | 233
ACUCATdT UdTdT

390 | D-2802 7536 | AUGUUGGAGACUUGG | 65 7537 | UUGCCCAAGUCUCCAACA | 234
GCACdTdT udTdT

392 D-2803 7538 | GUUGGAGACUUGGGC | 66 7539 | UAUUGCCCAAGUCUCCAA | 235
AAUCTdT CdTdT

395 D-2804 7540 | GGAGACUUGGGCAAU | 67 7541 | UCACAUUGCCCAAGUCUC | 236
GUGCATdT CdTdT

404 D-2805 7542 | GGCAAUGUGACUGCU | 68 7543 | UGUCAGCAGUCACAUUGC | 237
GACCATdT CdTdT

406 | D-2806 7544 | CAAUGUGACUGCUGA | 69 7545 | UUUGUCAGCAGUCACAUU | 238
CAACATdT GdTdT

417 D-2807 7546 | CUGACAAAGAUGGUG | 70 7547 | UCCACACCAUCUUUGUCA | 239
UGGCATdT GdTdT

418 D-2808 7548 | UGACAAAGAUGGUGU | 71 7549 | UGCCACACCAUCUUUGUC | 240
GGCCdTdT AdTdT

469 | D-2809 7550 | CUCAGGAGACCAUUG | 72 7551 | UAUGCAAUGGUCUCCUGA | 241
CAUCATdT GdTdT

470 | D-2810 7552 | UCAGGAGACCAUUGC | 73 7553 | UGAUGCAAUGGUCUCCUG | 242
AUCCATdT AdTdT

475 | D-2811 7554 | AGACCAUUGCAUCAU | 74 7555 | UCCAAUGAUGCAAUGGUC | 243
UGGCATdT UdTdT

476 D-2812 7556 | GACCAUUGCAUCAUU | 75 7557 | UGCCAAUGAUGCAAUGGU | 244
GGCCATdT CdTdT

480 | D-2813 7558 | AUUGCAUCAUUGGCC | 76 7559 | UUGCGGCCAAUGAUGCAA | 245
GCACdTdT UdTdT

487 D-2814 7560 | CAUUGGCCGCACACU | 77 7561 | UACCAGUGUGCGGCCAAU | 246
GGUCATAT GdTdT

494 D-2815 7562 [ CGCACACUGGUGGUC | 78 7563 | UAUGGACCACCAGUGUGC | 247
CAUCATdT GdTdT

496 | D-2816 7564 | CACACUGGUGGUCCA | 79 7565 | UUCAUGGACCACCAGUGU | 248
UGACATdT GdTdT
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497 D-2817 7566 | ACACUGGUGGUCCAU | 80 7567 | UUUCAUGGACCACCAGUG | 249
GAACATAT UdTdT

501 D-2818 7568 | UGGUGGUCCAUGAAA | 81 7569 | UCUUUUUCAUGGACCACC | 250
AAGCATdT AdTdT

504 D-2819 7570 | UGGUCCAUGAAAAAG | 82 7571 | UCUGCUUUUUCAUGGACC | 251
CAGCATdT AdTdT

515 D-2820 7572 | AAAGCAGAUGACUUG | 83 7573 | UGCCCAAGUCAUCUGCUU | 252
GGCCdTdT UdTdT

518 D-2821 7574 | GCAGAUGACUUGGGC | 84 7575 | UUUUGCCCAAGUCAUCUG | 253
AAACATdT CdTdT

522 | D-2822 7576 | AUGACUUGGGCAAAG | 85 7577 | UCACCUUUGCCCAAGUCA | 254
GUGCATAT UdTdT

523 | D-2823 7578 | UGACUUGGGCAAAGG | 86 7579 | UCCACCUUUGCCCAAGUC | 255
UGGCATdT AdTdT

524 D-2824 7580 | GACUUGGGCAAAGGU | 87 7581 | UUCCACCUUUGCCCAAGU | 256
GGACATdT CdIdr

552 | D-2825 7582 | GUACAAAGACAGGAA | 88 7583 | UCGUUUCCUGUCUUUGUA | 257
ACGCATdT CdTdT

554 D-2826 7584 | ACAAAGACAGGAAAC | 89 7585 | UAGCGUUUCCUGUCUUUG | 258
GCUCdTdT UdTdT

555 | D-2827 7586 | CAAAGACAGGAAACG | 90 7587 | UCAGCGUUUCCUGUCUUU | 259
CUGCdTdT GdTdT

562 D-2828 7588 | AGGAAACGCUGGAAG | 91 7589 | UCGACUUCCAGCGUUUCC | 260
UCGCATdT UdTdT

576 | D-2829 7590 | GUCGUUUGGCUUGUG | 92 7591 | UCACCACAAGCCAAACGA | 261
GUGCTdT CdTdT

577 | D-2830 7592 | UCGUUUGGCUUGUGG | 93 7593 | UACACCACAAGCCAAACG | 262
UGUCATdT AdTdT

578 | D-2831 7594 | CGUUUGGCUUGUGGU | 94 7595 | UUACACCACAAGCCAAAC | 263
GUACATdT GdTdT

579 | D-2832 7596 | GUUUGGCUUGUGGUG | 95 7597 | UUUACACCACAAGCCAAA | 264
UAACATdT CdTdT

581 D-2833 7598 | UUGGCUUGUGGUGUA | 96 7599 | UAAUUACACCACAAGCCA | 265
AUUCATdT AdTdT

583 | D-2834 7600 | GGCUUGUGGUGUAAU | 97 7601 | UCCAAUUACACCACAAGC | 266
UGGCdTdT CdIdT

584 D-2835 7602 | GCUUGUGGUGUAAUU | 98 7603 | UCCCAAUUACACCACAAG | 267
GGGCATdT CdIdT

585 D-2836 7604 | CUUGUGGUGUAAUUG | 99 7605 | UUCCCAAUUACACCACAA | 268
GGACATdT GdTdT

587 | D-2837 7606 | UGUGGUGUAAUUGGG | 100 | 7607 | UGAUCCCAAUUACACCAC | 269
AUCCATdT AdTdT

588 D-2838 7608 | GUGGUGUAAUUGGGA | 101 | 7609 | UCGAUCCCAAUUACACCA | 270
UCGCdTdT CdTdT

589 | D-2839 7610 | UGGUGUAAUUGGGAU | 102 | 7611 | UGCGAUCCCAAUUACACC | 271
CGCCdTdT AdTdT

593 | D-2840 7612 | GUAAUUGGGAUCGCC | 103 | 7613 | UUUGGGCGAUCCCAAUUA | 272
CAACATAT CdTdT

594 | D-2841 7614 | UAAUUGGGAUCGCCC | 104 | 7615 | UAUUGGGCGAUCCCAAUU | 273
AAUCTdT AdTdT

595 | D-2842 7616 | AAUUGGGAUCGCCCA | 105 | 7617 | UUAUUGGGCGAUCCCAAU | 274
AUACATdT UdTdT

596 D-2843 7618 | AUUGGGAUCGCCCAA | 106 | 7619 | UUUAUUGGGCGAUCCCAA | 275
UAACATdT udTdT

597 | D-2844 7620 | UUGGGAUCGCCCAAU | 107 | 7621 | UUUUAUUGGGCGAUCCCA | 276
AAACATdT AdTdT

598 | D-2845 7622 | UGGGAUCGCCCAAUA | 108 | 7623 | UGUUUAUUGGGCGAUCCC | 277
AACCATdT AdTdT

599 | D-2846 7624 | GGGAUCGCCCAAUAA | 109 | 7625 | UUGUUUAUUGGGCGAUCC | 278
ACACATdT CdTdT

602 D-2847 7626 | AUCGCCCAAUAAACA | 110 | 7627 | UGAAUGUUUAUUGGGCGA | 279
UUCCdTdT UdTdT

607 | D-2848 7628 | CCAAUAAACAUUCCC 1L | 7629 | UCAAGGGAAUGUUUAUUG | 280
UUGCATdT GdTdT
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608 | D-2849 7630 | CAAUAAACAUUCCCU 112 | 7631 | UCCAAGGGAAUGUUUAUU | 281
UGGCdTdT GdTdT

609 | D-2850 7632 | AAUAAACAUUCCCUU | 113 | 7633 | UUCCAAGGGAAUGUUUAU | 282
GGACATdT UdTdT

610 | D-2851 7634 [ AUAAACAUUCCCUUG | 114 | 7635 | UAUCCAAGGGAAUGUUUA | 283
GAUCTdT UdTdT

611 D-2852 7636 | UAAACAUUCCCUUGG | 115 | 7637 | UCAUCCAAGGGAAUGUUU | 284
AUGCATdT AdTdT

612 | D-2853 7638 | AAACAUUCCCUUGGA | 116 | 7639 | UACAUCCAAGGGAAUGUU | 285
UGUCdTdT UdTdT

613 | D-2854 7640 | AACAUUCCCUUGGAU | 117 | 7641 | UUACAUCCAAGGGAAUGU | 286
GUACATdT UdTdT

616 | D-2855 7642 | AUUCCCUUGGAUGUA | 118 | 7643 | UGACUACAUCCAAGGGAA | 287
GUCCATdT UdTdT

621 D-2856 7644 | CUUGGAUGUAGUCUG | 119 | 7645 | UCCUCAGACUACAUCCAA | 288
AGGCATdT GdTdT

633 | D-2857 7646 | CUGAGGCCCCUUAAC 120 | 7647 | UUGAGUUAAGGGGCCUCA | 289
UCACATdT GdTdT

635 D-2858 7648 | GAGGCCCCUUAACUC 121 7649 | UGAUGAGUUAAGGGGCCU | 290
AUCCATdT CdTdT

636 | D-2859 7650 | AGGCCCCUUAACUCA 122 | 7651 | UAGAUGAGUUAAGGGGCC | 291
UCUCATdT udTdT

639 | D-2860 7652 | CCCCUUAACUCAUCU 123 | 7653 | UAACAGAUGAGUUAAGGG | 292
GUUCATAT GdTdT

640 | D-2861 7654 | CCCUUAACUCAUCUG 124 | 7655 | UUAACAGAUGAGUUAAGG | 293
UUACATdT GdTdT

641 D-2862 7656 | CCUUAACUCAUCUGU | 125 | 7657 | UAUAACAGAUGAGUUAAG | 294
UAUCdTdT GdTdT

642 | D-2863 7658 | CUUAACUCAUCUGUU | 126 | 7659 | UGAUAACAGAUGAGUUAA | 295
AUCCATdT GdTdT

643 | D-2864 7660 | UUAACUCAUCUGUUA | 127 | 7661 | UGGAUAACAGAUGAGUUA | 296
UCCCdTdT AdTdT

644 | D-2865 7662 | UAACUCAUCUGUUAU | 128 | 7663 | UAGGAUAACAGAUGAGUU | 297
CCUCdTdT AdTdT

645 D-2866 7664 | AACUCAUCUGUUAUC | 129 | 7665 | UCAGGAUAACAGAUGAGU | 298
CUGCdTdT UdTdT

654 D-2867 7666 | GUUAUCCUGCUAGCU | 130 | 7667 | UUACAGCUAGCAGGAUAA | 299
GUACATAT CdTdT

660 | D-2868 7668 | CUGCUAGCUGUAGAA | 131 | 7669 | UCAUUUCUACAGCUAGCA | 300
AUGCATdT GdTdT

661 D-2869 7670 | UGCUAGCUGUAGAAA | 132 | 7671 | UACAUUUCUACAGCUAGC | 301
UGUCdTdT AdTdT

666 | D-2870 7672 | GCUGUAGAAAUGUAU | 133 | 7673 | UAGGAUACAUUUCUACAG | 302
CCuCdTdT CdTdT

667 | D-2871 7674 | CUGUAGAAAUGUAUC | 134 | 7675 | UCAGGAUACAUUUCUACA | 303
CUGCATdT GdTdT

668 | D-2872 7676 | UGUAGAAAUGUAUCC | 135 | 7677 | UUCAGGAUACAUUUCUAC | 304
UGACdTdT AdTdT

669 | D-2873 7678 | GUAGAAAUGUAUCCU | 136 | 7679 | UAUCAGGAUACAUUUCUA | 305
GAUCATdT CdTdT

673 | D-2874 7680 | AAAUGUAUCCUGAUA | 137 | 7681 | UGUUUAUCAGGAUACAUU | 306
AACCATdT UdTdT

677 | D-2875 7682 | GUAUCCUGAUAAACA | 138 | 7683 | UUAAUGUUUAUCAGGAUA | 307
UUACATdT CdTdT

692 D-2876 7684 | UUAAACACUGUAAUC | 139 [ 7685 | UUAAGAUUACAGUGUUUA | 308
UUACTdT AdTdT

698 D-2877 7686 | ACUGUAAUCUUAAAA | 140 | 7687 | UCACUUUUAAGAUUACAG | 309
GUGCATdT UdrdT

699 | D-2878 7688 | CUGUAAUCUUAAAAG | 141 | 7689 | UACACUUUUAAGAUUACA | 310
UGUCdTdT GdTdT

700 | D-2879 7690 | UGUAAUCUUAAAAGU | 142 | 7691 | UUACACUUUUAAGAUUAC | 311
GUACATAT AdTdT

701 D-2880 7692 | GUAAUCUUAAAAGUG | 143 | 7693 | UUUACACUUUUAAGAUUA | 312
UAACATdT CdTdT
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706 | D-2881 7694 | CUUAAAAGUGUAAUU | 144 | 7695 | UCACAAUUACACUUUUAA | 313
GUGCTdT GdTdT
749 | D-2882 7696 | UACCUGUAGUGAGAA | 145 | 7697 | UAGUUUCUCACUACAGGU | 314
ACUCATdT AdTdT
770 | D-2883 7698 | UUAUGAUCACUUGGA | 146 | 7699 | UUCUUCCAAGUGAUCAUA | 315
AGACATdT AdTdT
772 D-2884 7700 | AUGAUCACUUGGAAG | 147 | 7701 | UAAUCUUCCAAGUGAUCA | 316
AUUCATdT UdTdT
775 D-2885 7702 | AUCACUUGGAAGAUU | 148 | 7703 | UACAAAUCUUCCAAGUGA | 317
UGUCATdT UdTdT
781 D-2886 7704 | UGGAAGAUUUGUAUA | 149 | 7705 | UAACUAUACAAAUCUUCC | 318 10
GUUCTdT AdTdT
800 | D-2887 7706 | UAUAAAACUCAGUUA | 150 | 7707 | UUUUUAACUGAGUUUUAU | 319
AAACATdT AdTdT
804 | D-2888 7708 | AAACUCAGUUAAAAU | 151 7709 | UGACAUUUUAACUGAGUU | 320
GUCCATdT udTdT
819 | D-2889 7710 | GUCUGUUUCAAUGAC | 152 | 7711 | UCAGGUCAUUGAAACAGA | 321
CUGCATdT CdTdT
829 D-2890 7712 | AUGACCUGUAUUUUG | 153 | 7713 | UUGGCAAAAUACAGGUCA | 322
CCACdTdT udTdT
832 | D-2891 7714 | ACCUGUAUUUUGCCA | 154 | 7715 | UGUCUGGCAAAAUACAGG | 323
GACCATdT UdTdT
833 | D-2892 7716 | CCUGUAUUUUGCCAG | 155 | 7717 | UAGUCUGGCAAAAUACAG | 324
ACUCATdT GdTdT
851 D-2893 7718 | UAAAUCACAGAUGGG | 156 | 7719 | UAUACCCAUCUGUGAUUU | 325 20
UAUCATdT AdTdT
854 D-2894 7720 | AUCACAGAUGGGUAU | 157 | 7721 | UUUAAUACCCAUCUGUGA | 326
UAACATAT UdTdT
855 D-2895 7722 | UCACAGAUGGGUAUU | 158 | 7723 | UUUUAAUACCCAUCUGUG | 327
AAACTdT AdTdT
857 D-2896 7724 | ACAGAUGGGUAUUAA | 159 | 7725 | UAGUUUAAUACCCAUCUG | 328
ACUCdTdT UdTdT
858 D-2897 7726 | CAGAUGGGUAUUAAA | 160 | 7727 | UAAGUUUAAUACCCAUCU | 329
CUUCATdT GdTdT
859 | D-2898 7728 | AGAUGGGUAUUAAAC | 161 | 7729 | UCAAGUUUAAUACCCAUC | 330
UUGCATdT UdTdT
861 D-2899 7730 | AUGGGUAUUAAACUU | 162 | 7731 | UGACAAGUUUAAUACCCA | 331
GUCCATdT UdTdT
869 | D-2900 7732 | UAAACUUGUCAGAAU | 163 | 7733 | UGAAAUUCUGACAAGUUU | 332
UUCCdTdT AdTdT 30
891 D-2901 7734 | UCAUUCAAGCCUGUG | 164 | 7735 | UAUUCACAGGCUUGAAUG | 333
AAUCATdT AdTdT
8§92 | D-2902 7736 | CAUUCAAGCCUGUGA | 165 | 7737 | UUAUUCACAGGCUUGAAU | 334
AUACTdT GdTdT
906 | D-2903 7738 | AAUAAAAACCCUGUA | 166 | 7739 | UCCAUACAGGGUUUUUAU | 335
UGGCATdT UdTdT
907 | D-2904 7740 | AUAAAAACCCUGUAU | 167 | 7741 | UGCCAUACAGGGUUUUUA | 336
GGCCATdT UdTdT
912 | D-2905 7742 | AACCCUGUAUGGCAC | 168 | 7743 | UUAAGUGCCAUACAGGGU | 337
UUACATdT UdTdT
913 | D-2906 7744 | ACCCUGUAUGGCACU 169 | 7745 | UAUAAGUGCCAUACAGGG | 338
UAUCATdT udrdr
934 D-2907 7746 | GAGGCUAUUAAAAGA | 170 | 7747 | UGAUUCUUUUAAUAGCCU | 339
AUCCATdT CdTdT
944 D-2908 7748 | AAAGAAUCCAAAUUC | 171 7749 | UUUUGAAUUUGGAUUCUU | 340 40
AAACTdT udrdr
947 | D-2909 7750 | GAAUCCAAAUUCAAA | 172 | 7751 | UUAGUUUGAAUUUGGAUU | 341
CUACATdT CdTdT
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£4. SOD 1 #{sFRBMEEM®ICOVWT 2@V OfEIZEAHe L afilan SO

D1 siRNA in

vitroARZ ) —=vr7EE

siRNA [ 1 nM SOD1 SD[%] [01 nMSOD1 SD [%]
ZE$H | SRNA DS 24 BF SiRNA h'5 24 85
D fiED%TF &N 7EF SOD!
SOD1 mRNA mRNA (3881 % ]
(31880 %]
D-2741 | 872 27 706 3
D-2742 | 869 43 795 85
D-2743 6 36 806 88
D-2744 |38 72 759 85
D-2745 [951 91 841 68
D-2746 [1113 36 920 72
D-2747 | 1000 61 929 44
D-2748 | 1004 31 916 12
D-2749 | 871 29 96 4 13
D-2750 | 942 71 931 8
D-2751 [854 72 96 1 8
D-2752 |272 36 702 65
D-2753 | 255 48 675 45
D-2754 |232 4 702 23
D-2755 | 366 37 755 1
D-2756 |91 07 292 26
D-2757 |39 06 a0 18
D-2758 |64 11 139 28
D-2759 |67 11 141 1
D-2760 | 323 34 619 88
D-2761 | 129 36 417 83
D-2762 | 169 26 412 10
D-2763 |57 13 105 34
D-2764 |92 27 195 49
D-2765 | 136 19 294 88
D-2766 |87 11 281 66
D-2767 | 104 16 247 59
D-2768 | 130 14 277 73
D-2769 | 253 19 574 75
D-2770 | 149 16 355 44
D-2771 |14 18 326 86
D-2772 | 106 13 279 47
D-2773 | 143 14 357 31
D-2774 |71 13 230 15
D-2775 |98 09 313 33
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D-2776 [111 29 313 53
D-2777 |478 55 809 46
D-2778 |74 06 265 42
D-2779 [79 06 179 3

D-2780 [125 13 317 56
D-2781 [163 23 391 8

D-2782 [102 31 254 3

D-2783 [135 35 334 65
D-2784 | 123 25 363 54
D-2785 | 146 3 305 74
D-2786 |162 35 426 8

D-2787 | 144 42 373 65
D-2788 |98 3 216 66
D-2789 | 185 59 489 12
D-2790 | 116 38 281 56
D-2791 |89 18 266 56
D-2792 |81 14 256 53
D—2793 [93 16 266 3

D-2794 |89 19 258 42
D-2795 | 226 34 995 99
D-2796 [151 07 430 19
D-2797 | 211 25 430 13
D-2798 [104 12 280 51
D-2799 (110 12 298 33
D-2800 [213 24 524 47
D-2801 [123 33 287 4

D-2802 |84 18 188 37
D-2803 |59 1 121 41
D-2804 (118 16 289 75
D-2805 | 135 26 345 75
D-2806 |55 11 104 25
D-2807 |85 13 242 66
D-2808 [95 1.5 260 14
D-2809 [75 09 177 28
D-2810 [121 2 431 83
D-2811 |56 08 167 7

D-2812 | 142 14 425 82
D-2813 [290 34 667 13
D-2814 | 357 35 734 15
D-2815 |303 19 743 12
D-2816 [ 146 21 472 51
D-2817 [275 18 705 66
D-2818 |96 08 329 72
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D-2819 |90 08 291 3

D-2820 [108 14 387 35
D-2821 |58 04 194 61
D-2822 [105 25 463 68
D-2823 [35 11 188 35
D-2824 |99 32 438 08
D-2825 |66 26 297 11
D-2826 [8BO 19 406 72
D-2827 |70 12 252 45
D-2828 |64 22 224 17
D-2829 148 27 455 74
D-2830 |94 2 285 65
D-2831 |86 28 284 66
D-2832 123 32 434 32
D-2833 [ 205 52 667 91
D-2834 |107 25 359 22
D-2835 |116 24 377 -

D-2836 | 241 33 570 42
D-2837 | 987 12 967 43
D-2838 | 205 B 495 14
D-2839 [100 24 319 43
D-2840 | 502 83 892 74
D-2841 | 708 11 871 79
D-2842 | 797 21 909 36
D-2843 | 242 12 572 84
D-2844 |215 64 514 1

D-2845 129 22 394 73
D-2846 |102 26 305 26
D-2847 1405 97 700 65
D-2848 |418 7 637 6

D-2849 | 247 68 513 81
D-2850 | 794 15 765 16
D-2851 [281 65 720 88
D-2852 | 138 21 569 48
D-2853 |321 95 722 12
D-2854 | 215 39 588 10
D-2855 | 398 10 754 55
D-2856 | 144 34 404 58
D-2857 |86 1 184 45
D-2858 | 101 14 191 48
D-2859 |109 13 209 54
D-2860 |74 13 117 38
D-2861 |50 14 126 26
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D-2862 |55 1 138 27
D-2863 |82 13 265 43
D-2864 |91 16 402 34
D-2865 [63 06 228 34
D-2866 |70 17 178 43
D-2867 [93 08 317 62
D-2868 | 103 25 308 65
D-2869 [94 43 347 46
D-2870 |59 06 181 26
D-2871 |65 11 135 15
D-2872 1105 1 313 53
D-2873 |70 11 208 37
D-2874 |94 24 353 51
D-2875 |54 11 135 24
D-2876 | 141 46 459 52
D-2877 | 645 98 640 9

D-2878 [ 570 14 629 81
D-2879 |714 12 794 86
D-2880 | 797 11 1009 49
D-2831 [ 728 12 828 56
D-2832 | 644 88 732 69
D-2883 | 801 49 863 13
D-2834 | 696 58 742 13
D-2835 | 769 2 767 18
D-2886 | 740 07 804 34
D-2837 | 777 87 886 16
D-2888 | 703 51 66 2 22
D-2883 (712 3 673 73
D-2890 | 753 79 n2 64
D-2891 | 746 84 724 43
D-2892 [725 69 716 57
D-2833 [739 38 837 29
D-2894 [669 57 724 49
D-2895 [ 716 89 721 9

D-2896 |[710 56 744 13
D-2897 | 744 79 780 38
D-2898 | 740 58 735 16
D-2899 |10 10 741 97
D-2900 | M3 41 778 58
D-2901 |648 94 820 11
D-2002 1536 52 827 15
D-2903 [668 26 1011 13
D-2904 | 626 78 875 20
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D-2905

671

14

740

41

D-2906

640

32

739

12

D-2907

66 4
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820

11

D-2908

726

20
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23
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s i RNA®Iin

siRNA —X§8 1D

151050 @
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D-2757

02806

D-2860

D-2861

D-2875

D-2871

D-2758

| DR )—
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D-2823

D-2858

D&l |OD
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BETF SOD1 mRNA (33HBM%6)

s i RNA®O 1 2EOHERIET—4

;Rg; 10 | 25| 06 | 016 | 0039 | 00098 | 00024 | 00006 | 000015 | 0000038 | IGO0
D M| sM | M nM nM M nM nM nM (nM)
D251 2 [2 ] 2 | 3] 6 16 2] 57 7 & 0.001
D2806 | 2 3 3 ) 13 R 2] 83 90 1056 0004
D2860| 5 [ 6 | 5 | 6 | 10 | 22 | & | 68 87 %2 | oo
[D-2861 | 4 4 4 5 10 25 51 13 81 92 0002
[D2876] 4 [ 4] 4 |7 15 34 62 78 82 92 | 0004
D281 | 4 [ 5] 4] 8 | 18 43 62 78 87 90 0005
D2798| 5 | 5 5 9 17 41 70 81 97 m 006
D2759 | 4 4 4 7 15 35 63 82 87 94 000B
D2866 | 3 3 - 8 17 39 M 7! 80 76 0004
D2870| 4 5 5 8 18 41 5 77 93 101 0004
D283 3 3 - 7 20 42 81 g6 92 0006
D2888| 5 5 5 9 21 46 12 82 & 34 0008
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#£7. SH-SYSYHROSOD1 s i RNAD1 2fHOHBRRIGT—#

[ 577 SOD1 mRNA (TIFE(0%)

sifNA | 10 000003

“A§8 | n 25| 06016 | 0039 | 00098 | 00024 | 00006 | 000015 8 Ic50
D MM || M| M M nM M Y nM (M)
D251 | 8| 13]16] 22 | 36 55 72 R 107 114 0013
D2 (11|12 ]15] 26 | 4 T 103 121 117 131 025
Dess0 |11 | 15|17 | 26 42 63 79 &H R 96 02
D2s61 [12] 1416 ] 19 | 37 60 82 a3 87 94 0017
D2 |20 B | B[ 59 | 79 92 96 % e 104 0234
D281 [15]19 | 8] @2 | N 87 95 94 € 96 0103
D218 (24| H | H | 88 91 96 134 123 106 94 039
D2 |0l [16] 285 | @ 67 85 94 104 108 0026
D256 [ 17|19 |24 | 42 | 72 93 a3 102 103 101 0105
D280 (19| 2 | 26| 40 | 62 88 100 105 106 106 0078
D23 |11 |16 ] 25| 41 | 64 84 a1 8 105 95 0099
D2esm 16|21 |25 46 | 68 91 R % 103 116 0106
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s i RNAD 1 2O MBISET —F

PEFF SOD1 mRNA (TITB0%)

siRNA 000003
—238 | 10| 25| 06 | 016 | 0039 [ 00098 | 00024 | 00006 | 0000IS| 8 50
| D [ M| M| oM[AM]| M| M M nM ™ M| (M)
D257 3| 4| 3] 4| 5 8 19 50 % 99 | 0001
D2806| 4 3 3 3 4 g 18 49 81 106 0001
D2860] 4 | 4| 5 | 5 | 6 8 20 %6 2 93 | 0001
D-2861 5 6 6 6 8 15 39 67 g7 93 o000
D2815]| 4 | 5| 5] 5 | 6 9 19 5 % 99 | 0001
D-28M 5 S 5 5 6 11 24 50 T 86 000
D278 7191 6 | 7| 10| 25 64 99 103 112 | 0004
D2759]| 6 | 6 | 5 | 6 8 21 50 20 e 104 | 0002
D2866| 4 | 4| 4 | 5 | 8 17 B 64 * 94 | 0001
D-2870 | 5 5 5 5 7 7 13 31 63 85 0003
D-2823 | 4 4 4 4 6 13 34 61 74 94 0001
D268 71| 6| 6 | 7 8 14 k<) 54 N 94 | 0001
Oooo0o0Ooao
oooao
£9. b FRERHMIEASOD1 s i RNAD1 2fEORRRIGT —#
%77 SOD1 mRNA (GIR80%)
siFNA
“*34 | 10| 25|06 (016 (0039 [ 00088 [ 00024 | 00006 | 000015 | 0000038 80
ID M| M| M| M nM nM nM M i nM (V)
D2/ | 28| D| 3B 48 66 g7 95 101 * 5] 103 0123
D2806| 26 | @ | 5 | 41 | 63 78 g7 %5 % 98 0113
D20 9 [B [ 5 [ 68 | & 94 93 % 101 0192
D2ge1 | 27 | ;3| 38 47 62 73 83 93 % 1@ 0114
D285 5 | 28 | 39 | 41 | 72 & | 100 | 106 | 106 118 0151
D281 | 25| 34 | 4 1574 63 3 97 100 a7 108 0182
D258 | 271 | 29 [ 31 | 4 | 51 7 & a1 % 98 0049
D278 | 34| B | 4 53 70 83 g7 101 98 103 0219
D2%66| 0| X [35]| 46 | 65 78 84 87 7 5 0118
D280 | 34| 34| 3B 4z T 74 82 9 R 98 0163
D223 | 27 | &1 | 40 | 58 | 67 E3) 84 &% @ a7 0186
D268 | 29| 3 | 37 53] 72 91 93 100 104 104 0197
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#10. SOD 1 B=FREMETEMEICOWT,
@k LU0 FMCERHMARIZEBITSASOD 1
AD1C50DFREHE

s 1 RNA®in

SH—SY5 Y#ilad, U8 7MGifl

JP 2017-535266 A 2017.11.30

SiRNA Z & §8 | SH-SY5Y [ UBTMG Er I AR
1D
F491C50 @ | F431C50 f@
( [,p.‘{ ) i ( F'M ]

D-2757 13 1 123

D-2806 %5 1 13

D-2860 2 1 192 ,

D-2861 17 1 B 114 |

D-2875 234 1 151

D-287 103 1 182

D-27%8 369 4 2

D-27% 26 2 219

D-2666 106 1 118

D-2870 8 3 163

D-2823 ¥ 1 186

D-2685% 106 1 [ 197
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K11A. RNy Iy—BIOUA FEES| (67 —37)

& —A#H |SSID | vk Y | Ayt | AS HA K HAF
D ¥— Ty— ID Bl FIE 5
By &5
VOY 7' L D-2910 | 7752 CAAUGUG | 342 7753 | UUUGU | 343 10
001 D-2806 PAhiHE ACUGCUG CAGCA
HY) RAAX 7 Lot ACAACCC GUCAC
FRI8MEE 19{%iX AUUGU
C:3 KD CC ¥ U
X7 LAFF)
VOY 7 L D-2911 | 7754 | CAAUGUG | 344 7753 | UUUGU | 343
002 D-2806 pl9MM ACUGCUG CAGCA
U9frizu, 2 A< ACAAUCC GUCAC
v F 2R AUUGU
U
VOY 7 D-2912 | 7755 CAAUGUG | 345 7753 | UUUGU | 343
003 D-2806 pl19GU ACUGCUG CAGCA 20
A7 (196712 G .GU ACAAGCC GUCAC
T % RR) AUUGU
8]
VOY 7L D-2913 | 7756 | CAAUGUG | 346 7753 | UUUGU | 343
004 _D-2806 pl19AU ACUGCUG CAGCA
~7 (191X A AU 2 ACAAACC GUCAC
7 &) AUUGU
6]
VOY 7 L D-2914 | 7757 | CAAUGUG | 347 7753 | UUUGU | 343
005 _D-2806 CMM ACAGCUG CAGCA
(P 2= v F) ACAAACC GUCAC
AUUGU
U 30
VOY 7 L D-2915 | 7758 CAAUGUG | 348 7753 | UUUGU | 343
006_D-2806 pl9DEL ACUGCUG CAGCA
(19 PR 5) ACAACC GUCAC
AUUGU
U
VOY 7 L D-2916 | 7759 | CAAUGUG | 349 7753 | UUUGU | 343
007 _D-2806 pl19ADD ACUGCUG CAGCA
(9 fLICX 7 LA F ACAAUCC GUCAC
REHm; iz u; C % AUUGU
RUSKHR CC YR 2 U
LA F K& {3%FF)
VoY 7 D-2917 | 7752 CAAUGUG | 342 7753 | UUUGU | 343 40
008 D-2806 U /L— ACUGCUG CAGCA
=z ACAACCC GUCAC
AUUGU
U
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VOY 7 L D-2918 | 7752 | CAAUGUG | 342 7753 | UUUGU | 343
009 D-2806 AU /L — ACUGCUG CAGCA
7 ACAACCC GUCAC

AUUGU

U
VOY 7L D-2919 | 7760 | CAAUGUG | 350 7753 | UUUGU | 343
010 _D-2806 mir-22- ACUGCUG CAGCA
N—=7 ACAACAC GUCAC

AUUGU

U
VOYmiR-101_7 L D-2923 | 7752 | CAAUGUG | 342 7753 | UUUGU | 343
001 hsa-mir-155; ACUGCUG CAGCA
D-2806 ACAACCC GUCAC

AUUGU

U
VOYmiR-102 7 L D-2924 | 7752 | CAAUGUG | 342 7753 | UUUGU | 343
001 ##1{F: D-2806; ACUGCUG CAGCA
let-7b AT 2 ACAACCC GUCAC

AUUGU

U
VOYmiR-103 7 L D-2925 | 7754 | CAAUGUG | 344 7753 | UUUGU | 343
002 #1E; ACUGCUG CAGCA
D-2806 pl9MMU: ACAAUCC GUCAC
let-7b 2T A AUUGU

U
VOYmiR-104 7L D-2926 | 7755 | CAAUGUG | 345 7753 | UUUGU | 343
003 #{F: ACUGCUG CAGCA
D-2806 pl19GU ~<7; ACAAGCC GUCAC
let-7b A5 L AUUGU

U
VOYmiR-105 7 L D-2927 | 7756 | CAAUGUG | 346 7753 | UUUGU | 343
004 #:{E; ACUGCUG CAGCA
D-2806 pl19AU <7 ; ACAAACC GUCAC
let-7b A5 A AUUGU

U
VOYmiR-106 7 L D-2928 | 7757 | CAAUGUG | 347 7753 | UUUGU | 343
005 & 1F: ACAGCUG CAGCA
D-2806 CMM: let-7b ACAAACC GUCAC
AT A AUUGU

U
VOYmiR-107_ 7' L D-2929 | 7758 | CAAUGUG | 348 7753 | UUUGU | 343
006 2 1%:; ACUGCUG CAGCA
D-2806 pl9DEL; ACAACC GUCAC
let-7b A L AUUGU

U
VOYmiR-108_ ' L D-2930 | 7765 | CAAUGUG | 355 7753 | UUUGU | 343
007 #2{E; ACUGCUG CAGCA
D-2806 pl19ADD; ACAAUCC GUCAC
let-7b A F A C AUUGU
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VOYmiR-109 7 L D-2931 | 7752 CAAUGUG | 342 7753 | UUUGU | 343
008 #{F; D-2806 U ACUGCUG CAGCA
—T: let-7Tb AT A ACAACCC GUCAC
AUUGU
§)
VOYmiR-110_7 L D-2932 | 7752 | CAAUGUG | 342 7753 | UUUGU | 343
009 #{F; D-2806_AU ACUGCUG CAGCA
N—"T: let-Tb A7 A ACAACCC GUCAC
AUUGU
U
VOYmiR-111_7'L D-2933 | 7760 | CAAUGUG | 350 7753 | UUUGU | 343
010 #1E: ACUGCUG CAGCA
D-2806 mir-22-/L— ACAACAC GUCAC
Z:let-Tb AT A AUUGU
U
VOYmiR-112 7 L D-2934 | 7752 | CAAUGUG | 342 7753 | UUUGU | 343
001 #:{F; PD; D-2806; ACUGCUG CAGCA
let-7b JERER T A ACAACCC GUCAC
NETE AUUGU
U
VOYmiR-113 7 L D-2935 | 7754 | CAAUGUG | 344 7753 | UUUGU | 343
002 #21{E: ACUGCUG CAGCA
D-2806 pl9MMU: ACAAUCC GUCAC
let-7b JLHEA T L AUUGU
REE U
VOYmiR-114 7 L D-2936 | 7757 | CAAUGUG | 347 7753 | UUUGU | 343
005 #1E: ACAGCUG CAGCA
D-2806 CMM: let-7b ACAAACC GUCAC
HEAT L, REE AUUGU
U
VOYmiR-115 7 L D-2937 | 7760 | CAAUGUG | 350 7753 | UUUGU | 343
010 #21E: ACUGCUG CAGCA
D-2806_mir-22-/L— ACAACAC GUCAC
7 let-7Th FEREAR T AUUGU
L, REE U
VOYmiR-116 7 L D-2938 | 7755 CAAUGUG | 345 7753 | UUUGU | 343
003 #{E: ACUGCUG CAGCA
D-2806 pl19GU -7 ; ACAAGCC GUCAC
let-7b FEREA T A AUUGU
REETE U
VOYmiR-117 7 L D-2939 | 7766 | CGACGAA | 356 7767 | UCGCA | 357
001 #{%; D-2757; GGCCGUG CACGG
let-7b AT A UGCGCCC CCUUC
GUCGU
U
VOYmiR-118 7 L D-2940 | 7768 | UGACUUG | 358 7769 | UCCAC | 359
001 #{F; D-2823; GGCAAAG CUUUG
let-7Tb A7 A GUGGCCC CCCAA
GUCAU
9]
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VOYmiR-119 7 L D-2941 | 7770 AACUCAU | 360 7771 | UCAGG | 361
001 ##21F; D-2866; CUGUUAU AUAAC
let-7b AT L ccuaGccce AGAUG
AGUUU
8]
VOYmiR-127 D-2942 | 7752 CAAUGUG | 342 7753 | UUUGU | 343
ACUGCUG CAGCA
ACAACCC GUCAC
AUUGU
U
VOYmiR-102.860 D-2943 | 7772 CCCCUUA | 362 7773 | UAACA | 363
ACUCAUC GAUGA
uguuccc GUUAA
GGGGU
U
VOYmiR102.861 D-2944 | 7774 CCCUUAA | 364 7775 | UUAAC | 365
CUCAUCU AGAUG
GUUACCC AGUUA
AGGGU
U
VOYmiR-102.866 D-2945 | 7776 AACUCAU | 366 7771 | UCAGG | 361
CUGUUAU AUAAC
cuuaccc AGAUG
AGUUU
U
VOYmiR-102.870 D-2946 | 7777 GCUGUGG | 367 7778 | UAGGA | 368
AAAUGUA UACAU
ucuuccc UUCUA
CAGCU
U
VOYmiR-102.823 D-2947 | 7779 UGACUUG | 369 7769 | UCCAC | 339
GGCAAAG CuUUUG
GUGAGCC CCCAA
GUCAU
U
VOYmiR-104.860 D-2948 | 7780 CCCCUUA | 370 7773 | UAACA | 363
ACUCAUC GAUGA
uGguuGcc GUUAA
GGGGU
U
VOYmiR-104.861 D-2949 | 7781 CCCUUAA | 371 7775 | UUAAC | 365
CUCAUCU AGAUG
GUUAGCC AGUUA
AGGGU
U
VOYmiR-104.866 D-2950 | 7782 AACUCAU | 372 7771 | UCAGG | 361
CUGUUAU AUAAC
CUUAGCC AGAUG
AGUUU
U
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VOYmiR-104.870 D-2951 | 7783 GCUGUGG | 373 7778 | UAGGA | 368
AAAUGUA UACAU
ucuuGcce UUCUA

CAGCU
U

VOYmiR-104.823 D-2952 | 7784 UGACUUG | 374 7769 | UCCAC | 359
GGCAAAG CUuuG
GUAGGCC CCCAA

GUCAU
U

VOYmiR-109.860 D-2953 | 7772 CCCCUUA | 362 7773 | UAACA | 363
ACUCAUC GAUGA
uguuccc GUUAA

GGGGU
8]

VOYmiR-104.861 D-2954 | 7774 CCCUUAA | 364 7775 | UUAAC | 365
CUCAUCU AGAUG |
GUUACCC AGUUA

AGGGU
u

VOYmiR-104.866 D-2955 | 7776 AACUCAU | 366 7771 | UCAGG | 361
CUGUUAU AUAAC
cuugccec AGAUG

AGUUU
U

VOYmiR-109.870 D-2956 | 7777 GCUGUGG | 367 7778 | UAGGA | 368
AAAUGUA UACAU
ucuuccc UUCUA

CAGCU
U

VOYmiR-109.823 D-2957 | 7779 UGACUUG | 369 7769 | UCCAC | 359
GGCAAAG CUUUG
GUGAGCC CCCAA

GUCAU
U

VOYmiR-114.860 D-2958 | 7785 CCCCUUA | 375 7773 | UAACA | 363
ACACAUC GAUGA
UGUUACC GUUAA

GGGGU
U

VOYmiR-114.861 D-2959 | 7786 CCCUUAA | 376 7775 | UUAAC | 365
CUGAUCU AGAUG
GUUAACC AGUUA

AGGGU
U

VOYmiR-114.866 D-2960 | 7787 AACUCAU | 377 7771 | UCAGG | 361
CUCUUAU AUAAC
cuuaGccc AGAUG

AGUUU
U

gooboao

10

20

30

40



gooooooanb

(76)

JP 2017-535266 A 2017.11.30

VOYmiR-114.870 D-2961 | 7788 GCUGUGG | 378 7778 | UAGGA | 368
AAUUGUA UACAU
ucuuaGcc UUCUA

CAGCU
u

VOYmiR-114.823 D-2962 | 7789 UGACUUG | 379 7769 | UCCAC | 359
GGGAAAG CUUUG
GUGAGCC CCCAA

GUCAU
U

VOYmiR-116.860 D-2963 | 7780 CCCCUUA | 370 7773 | UAACA | 363
ACUCAUC GAUGA
uGuuUGCC GUUAA

GGGGU
u

VOYmiR-116.861 D-2964 | 7781 CCCUUAA | 371 7775 | UUAAC | 365
CUCAUCU AGAUG
GUUAGCC AGUUA

AGGGU
U

VOYmiR-116.866 D-2965 | 7790 AACUCAU | 380 7771 | UCAGG | 361
CUGUUAU AUAAC
cuuaaec AGAUG

AGUUU
U

VOYmiR-116.870 D-2966 | 7783 GCUGUGG | 373 7778 | UAGGA | 368
AAAUGUA UACAU
ucuuaGcce UUCUA

CAGCU
U

VOYmiR-116.823 D-2967 | 7784 UGACUUG | 374 7769 | UCCAC | 359
GGCAAAG CuUuuUG
GUAGGCC CCCAA

GUCAU
U

VoymiR-127.860 D-2968 | 7791 CCCCUUA | 381 7773 | UAACA | 363
ACUCAUU GAUGA
uguuccc GUUAA

GGGGU
U

VoymiR-127.861 D-2969 | 7774 CCCUUAA | 364 7775 | UUAAC | 365
CUCAUCU AGAUG
GUUACCC AGUUA

AGGGU
U

VoymiR-127.866 D-2970 | 7776 AACUCAU | 366 7771 | UCAGG | 361
CUGUUAU AUAAC
cuuaGccc AGAUG

AGUUU
U
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gooooooanb

VoymiR-127.870 D-2971 | 7777 | GCUGUGG | 367 7778 | UAGGA | 368
AAAUGUA UACAU
ucuuccc UUCUA

CAGCU
u
VoymiR-127.823 D-2972 | 7792 | UGACUUG | 382 7769 | UCCAC | 359
GGCAAAG CUUUG
GUAGCCC CCCAA
GUCAU 10
§)
VOYmiR-120 D-2973 | 7793 | CAAUGUG | 383 7794 | UUUGU | 384
ACUGCUG CAGCA
ACAAA GUCAC
AUUGU
G
oooooo
oooooo
20
®11B. NokrPy—BXUOHA FE&H (67 —3°)
£ B [ A8 [SSID [ RvtrY [Rykr [AS [HAF [HAF
ID v Ty— ID Bl & =
e
VoY 7 v D-2920 | 7761 UUUGUCA | 351 7762 | CAAUG | 352
011 D-2806 /< GCAGUCA UGACU
vV r—— CAUUGUC GCUGA
WA F#, /Ny CAAAU
oYy —8#E e
D 3K C TA 30
0y
VOY 7 L D-2921 | 7761 UUUGUCA | 351 7763 | CAAUG | 353
012 D-2806 /% GCAGUCA UGACU
vl r—— CAUUGUC GCUGA
A R, 73y CAAUU
o y—#HE @
N 3K C TA
s
VoY 7 L D-2922 | 7764 | UUUGUCA | 354 7762 | CAAUG | 352
013 D-2806 7 GCAGUCA UGACU 40
vl —— CAUUGAC GCUGA
HA B8, Sy CAAAU
oYy —#E C
D 3EKWC TR
s 7
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| VOYmir-100 861 g OE+(08
| vOYmir100 866 8 OE+08
VO Y mir-100 823 8 OE +08
VO Ymir-11 A0 4 TE+(8 N )
VOYmir-1 26 JT7E+B
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VO Ymir144 823 | 1 TE+00
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00000

#13. Mx¥SOD1 mRNAL~L

§873 SOD1 mRNA LX)l (96) (GAPDH (C I#4%(b)
LB HEK283T U251M3 HA

VOYmiR-102 823 195 49 6 873

VOYmiR-102 850 17 53 192

VOYmiR-102 851 1.1 139 28

VOYmiR-104 823 49 9 69 6 1027

VOYmiR-104 86 1 1.0 107 363

VOYmiR-104 856 123 54 6 855

VOYmiR-108 823 230 45 1 24 §

VOYmiR-108 860 19 83 356

VOYmiR-108 861 19 227 573

VOYmiR-108 £56 41 385 67 8

VOYmiR-114 823 193 447 83

VOYmiR-114 850 14 47 176

VOYmiR-114 881 11 g7 48 1

VOYmiR-114 866 40 387 782

VOYmiR-116 880 11 48 15 8

VOYmiR=-116 886 55 402 737

VOYmiR-127 880 10 21 74

VOYmiR-127 866 10 154 438

mCherry 1000 1002 100 1
00000000000 DO0O00D0DO0DO0OO0DOD0DO0DO0OO0DODODOONDDODOODOaO
0000000000000 O00OD0DO0DO0O0D0OD0D0DO0OO0DODDO0OODDODOODOaO
ODO0DO0O0D0DDO0O0OOoO0OaO
000000
0000000000000 O00OO0DO0O0O0
0000000000000 O00OD0DD0DO0O0D0DD00DO0O0D0ODO0DO0OO0DD0DODO0O0ODOaO
0000000000000 O0O0D0DO0O0O0DOD0O0O0O0DODOOO0DDOOOOODOan
0000000000000 O0O0OD0DO0DO0O0DD0DO0DO0OO0DODDOODDOOODOaDn
0000000000000 00OD0DO0O0O0D0OD0DO0DO0O0DODDO0OO0NDDODOODOaO
0000000000000 O00D0DO0O0O0DOD0DO0O0OO0DODO0DOODOOOOoDOaOn
0000000000000 O0O0OD0DO0OO0OO0DOD0DO0O0OO0DODODOODDOODOODOaO
00
O0DO0O000
0000000000000 O0O0ODD0OO0O0ODODOON
0000000000000 O0O0ODDO0DO0O0DOD0DDO0OODODDOODDOOODOaO
0000000000000 O00OD0DD0DO0O0DOD0O0DO0OO0DODODO0OO0DDOOODOaO
0000000000000 00D0DO0O0O0D0OD0DO0O0O0DODO0OO0NDOOOOoDOaO
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0000000000000 000D0DO00o000Do00o0DoOo0oDoo0DoDoooDoOo
00oo0o
00000000000 OooooOoooao
0000000000000 0D000D00o000Do00o0DOoo0oDoOo0Dooo0oDoOo
0000000000000 D00DDO0ODDO0OO0DD0DO0DDOODO0ODDODDOO
0000000000000 O000DD00DO000D0O0o0DOoOOoOoDOoo0DoDoOooDOoOaO
0000000000000 0D00D0D00o000Do00o0DoOo0oDoo0DoDoo0oDoOo
0000000000000 0D00D0D00o000Do00o0DoOO0oDo0o0Doo0o0oDoOn
0000000000 OoOoOo0oOon
00ooo
000
#14. A XOEH (5" —37)
4 FR ARG | SS Ryt Pdy | 2vEY | AS HA K HA K
ID ID — Ty — ID Bl 51
A %3E 5
dVOYmiR-1 | D-2974 | 7795 | GCAGGUCC | 385 7796 | GAUUAAAG | 386
02.788 UCACUUUA UGAGGACC
AUGCC UGCUU
dVOYmiR-1 | D-2975 | 7797 | GGCAAUGU | 387 7798 | UGUCAGCA | 388
02.805 GACUGCUG GUCACAUU
ACCCC GCCUU
dVOYmiR-1 | D-2976 | 7799 | GCAGGUCC | 389 7796 | GAUUAAAG | 386
04.788 UCACUUUA UGAGGACC
AUUCC UGCUU
dVOYmiR-1 | D-2977 | 7800 | GGCAAUGU | 390 7798 | UGUCAGCA | 388
04.805 GACUGCUG GUCACAUU
AUGCC GCCUU
dVOYmiR-1 | D-2978 | 7801 | GCAGGUCC | 391 7796 | GAUUAAAG | 386
09.788 UCACUUUA UGAGGACC
AUCCC UGCUU
dVOYmiR-1 | D-2979 | 7802 | GGCAAUGU | 392 7798 | UGUCAGCA | 388
09.805 GACUGCUG GUCACAUU
AUACC GCCUU
dVOYmiR-1 | D-2980 | 7803 | GCAGGUCC | 393 7796 | GAUUAAAG | 386
14.788 UGACUUUA UGAGGACC
AUCCC UGCUU
dVOYmiR-1 | D-2981 | 7804 | GGCAAUGU | 394 7798 | UGUCAGCA | 388
14.805 GUCUGCUG GUCACAUU
AUACC GCCUU
dVOYmiR-1 | D-2982 | 7801 | GCAGGUCC | 391 7796 | GAUUAAAG | 386
16.788 UCACUUUA UGAGGACC
AUCCC UGCUU
dVOYmiR-1 | D-2983 | 7802 | GGCAAUGU | 392 7798 | UGUCAGCA | 388
16.805 GACUGCUG GUCACAUU
AUACC GCCUU
dVoymiR-12 | D-2984 | 7801 | GCAGGUCC | 391 7805 | GAUUAAAG | 395
7.788 UCACUUUA UGAGGACC
AUCCC UGCUUU
dVoymiR-12 [ D-2985 | 7802 | GGCAAUGU | 392 7806 | UGUCAGCA | 396
7.805 GACUGCUG GUCACAUU
AUACC GCCUUU
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F15. 7ALANM
siRNA 4F siRNA 43L& ™ A )L A B
(15cm 7 4 v ¥ 20 VG)
VOYmiR-114 A 5.5E+10
VOYmiR-114 (& 2 5.5E+10
VOYmiR-114 AT 4.5E+10
VOYmiR-114 (iZf& 4 3.7E+10
VOYmiR-114 AT 6.5E+10
VOYmiR-114 (L& 6 2.5E+10
VOYmiR-126 A 1.6E+10
VOYmiR-126 (L& 2 3.2E+10
VOYmiR-126 (L& 3 6.0E+10
VOYmiR-126 (L& 4 1.6E+10
VOYmiR-126 (& 5 9.5E+09
VOYmiR-126 L& 6 6.0E+10
- %t BR 2.1E+11
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use 59
1388 q
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#F17. SOD1DOHREH
Wy SODI mRNA FH (% %)
1 x 10° vg/#i i 1x 10° vg/Hi i 1x 10° vg/#l 2
(AT 40 59 69
{37 & 2 31 46 75
i 7% 3 50 66 81
fir i 4 21 34 55
{75 49 52 67
fi7ifE 6 31 37 62
%t (eGFP) 100 100 94
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#18. A NLANIH
s H4X 42 E (15em 153 M
colz VG)
{1 2 kb 35E+10
(i1 B2 2 kb 12E+11
scAAV miR114 16 kb 11E+11
i/ 5 2 kb 24E+10
£186 2 kb 11E+11 )
16 2 kb 22E+11
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Box No. I1 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. I:I 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 international application that do not comply with the prescribed requirements to such an
extent that ne meaningful international search can be carried out, specifically:

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

Box No. Il Observations where unity of invention is lacking {(Continvation of item 3 of first sheet)

This Intémational Searching Authority foutid multiple inventions in this international application, as follows:

————pleass see extra sheet—

k. I:I As all required additional search fees were timety paid by the applicant, this international search report covers all searchable
claims, :

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

3. g 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.:
1-11, limited to SEQ ID NOs: 4 and 173 (siRNA duplex No. D-2741), SEQ O NOs: 123 and 292 {siRNA duplex No. D-2860),
and {siRNA duplex No. D-2861)

4, D 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..

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 fiees wers accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

E No protest accompanied the payment of additional scarch fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015}
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Confinuation of; Box No. Il Observations whare unity of invention is lacking

This applicaticn cantalns the following Inventions or groups of inventions which ara not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all Invantions to be examined, the appropriate additional examination fees must be paid.

Group |+: Claims 1-11, drawn to a composition comprising an adenc-associated viral (AA V) vector comprising a nugleic acid sequance
positishad batwaan twe inverted terrminal repsats (ITR8) for inhibiting or suppressing expression of SO0 1 In a cell. The composition will
be searched to the gxtent that the nucleic acid sequence of tha AAV vector ancompassas:

- the sense strand of SEQ 1D NO: 4 {first sense strand of Table 3; corresponds to sense strand of siRNA duplex D-2741),

- the antisense strand of SEQ ID NO: 173 (first antisense strand of Table 3; corresponds to antisense sirand of siRNA duplex D-2741),

- the siRNA duplex No. D-2741.

It is believed that claims 1-3, 5-11, limited to SEQ ID NOs: 4 and 173 {5iRNA duplex No, 0-2741), encempass this first named invention,
ahd thus these claims will be searched without fea to the extent that they encompass a composltion comprising and AAV vector
comprising a nucleic acid sequenca of siRNA duplex No. D-2741, namely SEQ 1D NOs: 4 and 173, Additional nucleic acid sense and
antlsense strangd sequence(s) will ba searchad upon the payment of additiona! fees. Applicants must speclfy the claims that encompass
any additionally elected nucleic acid sense and antisense strand sequence(s). Applicants must further indicate, if applicable, the daims
which encompass the first named invention, if different than what was indicated above for this group. Failure to clearly Identify how any
paid additional invention fees are to be applied to the "+" group(s) will result in anly the first claimed invention to be searched. An
wxumplary election would be composition comprising and AAV vector comprising a nuclalc acid saquence comprising the sense strand
SEQ 1D NO: 5 and the anlisense strand SEQ ID NO: 174, i.e. clalms 1-3, 5-11, limlted to SEQ ID NOs: 5 and 174 (sIRNA duplex No. D-
2742).

Group II: Claims 12-15 and 22-25, drawn to a method for inhibiting the expression of SOD 1 gene in a cell

Group IlI: Clalms 16-21, drawn to a method For treating and/er ameliorating amyotrophic lateral scterosis (ALS} In a sublect In need of
treatment -

The inventions listed as Groups I+, 11, and Il do not relate to a single general inventive concapt under PCT Ruie 13.1 because, under
PCT Rute 13.2, they lack the same or comasponding special technical features for the following reascns:

Speclal Technical Foeatures

Group 1+ requires a gomposition of matter comprising an AAV vactor, while Groups |1 and Il are drawn to methods. Further, the
technical feature of each of the inventions listed as Group |+ Is the spacific huclele acid sense and antisense strand sequences recited
therein. Each Invention requiras a nuclele ackl sense strand sequence and nudleic acid antisense strand sequance, not required by any
of the other inventions.

Group H raquires method steps for inhibiting the expression of SCD 1 genein a call, not raquired by Groups I+ and 11l

Group 1ll requires methad steps far freating andfor amalicrating amyotrophic lateral sclerosis (ALS) in a subject in nesd of treatment, not
required by Groups 1+ and 1.

Gommon Technical Features

The feature shared by the invantions listed as Groups |+ Is the AVV vector of claim 1. Groups Il and Ili also share this feature with
Group I+,

Ancthar feature sharad hy Gronps 1+, 1, and (1] Is the AVY vector described in claims 2 11.

Another feature shared by Groups Il and Iil is the method step of administering a composltion comprising an AA V veclor in order to
inhibit SQD1 [claim 12, 22] or treat amyotrophic lateral sclerosis (ALS) [claim 16].

However, these shered technical features do not reprasent a contribution over prior art, becauss the sharsd technical features are
taught by US 2003/0180756 A1 to Shi et al. (hereinafter "Shi'),

Shi discloses [clalm 1] an adenc-associated viral (AA V) veclor comprising a nucleic acid sequence positioned betwean two inverted
tatminal repeats (ITRs} for inhibiting or suppressing expression of SOD 1 in a cell (para [0117] "The AAV-based expression vacter to be
used typically includes the 145 nucleotide AAV inveried terminal repeats (ITRs) flanking a restriction site that can be used for subcloning
of the nucleic acid of the invention, either directly using the restriction site avaitable, or by excision of the transgene with restriction
anzymas followed by blunting of the ends, ligation of appropriate DNA finkers, restriction digestion, and ligation into the site between the
ITRs.*; para [0025] "Fig. 5A depicts a rAAVrh,10 vectar that expresses a microRNA targeting SOD1... ITRs mark the inverted repeats of
the AAV™; para [0225] "Taken togethar, our dala show that both synthetic siRNAs and hairpin vectors can selectively down-regulate the
exprassion of mutant SOD1, even when the mutant mRNA diffars Trom wild-typa by only a single nucleotide"),

wharein said nudeic acid sequence comprises a sense strand saquance and an antisense strand sequence (para [0012] "a first target
saquence of about 19 to about 25 nucleotides, which is essentially complementary, e.g., at least about 95 parcent identical, to a portion
of a nuclesotide sequence of a target nucleis acid or the complement thereof; ... a second target saquance of about 18 to about 25
nucleotides that is essentially complementary to the first target sequence; ... wherein the RNA inhibits expression of a target gene
comprising a sequonca that is essentially complementary o the first or the second Largut sugquence},

wherein the sense strand sequence comprises at least 15 contiguous rucleotides ang the antisense sirand sequence comprises at
least 15 contiguous nucleotides (para [0012] "about 19 to about 25 nuclectides"), and

wherein said sense strand sequence and antisense strand sequence share a region of complementarity of at least four nucleotides in
length (para [(:012] “The first and the sacond target sequences may consist of about 19 to about 23 nuclectides and may be perfectly
complementary to each other”).

——— please seo continuation on naxt extra shest —-—
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Shi further discloses [claim 2-4] wherein the nucleic acid sequence comprises a sense strand sequence and an antisense strand
sequenca of an siRNA duplex (para [0012] "It may have the structure of an siRNA. The first and the second target esquences may
consist of about 19 to about 23 nucleotides and may be perfectly complemantary to each other”),

Shi lurther discloses [claim 5) whersin the region of complementarity is at Isast 17 nucleotides in length (para [0012] "The first and the
second target sequences may conslst of about 19 to about 23 nuclectides and may be perfectly complementary to each other”).

Shi further discloses [claim 6] wherein the region of complementarity Is betwsen 19 and 21 nuclectidas In langth {para [0012] "The first
and the second target sequences may consist of about 19 to about 23 nucleotides and may be perfectly complementary to each other™).

Shi further discloses [claim 7] wherein the region of complementarity is 19 nucleotides in length (para [0012] "The fIrst and the second
target sequences may consist of about 18 to about 23 nucleotides and may be perfectly complementary to sach othar”).

Shi further discloses [claim 8] wherein the sense strand seguence and the antisense strand sequence are, independently, 30
nuclectides or less (para [D012] "The first and the second target sequences may consist of about 18 to about 23 nuctectides and may be
perfectly complementary to each other").

Shi further discloses [claim 9] wherein at least one of the sense strand sequence and the antisense strand sequenca comprise a 3'
ovarhang of at least 1 nucleotide (para [0088] "These RNAs are expected to form hairpin structures, wharein the first and the second
target sequences hybridize to essentially form the stem of the halrpln and tha spacer sequence corresponds essentially to the loop at
tha closed end of the hairpln structure. In ssme embodiments, the hairpins contain ... 3' overhangs of five or fewer uridines.”).

Shi further discloses {claim 10] whersin at least one of the sense strand sequence and the antisense strand sequence comprise a 3'
overhang of at least 2 nuclectides (para [0088] "3" overhangs of five or fewer uridines.")

Shi further discloses [claim 11) wherain the AA V vector comprises a capsid serotype AAVrh10 (para [0025] "Fig. 5A depicts a
rARYTh 10 vechor Winl expresses a microRNA targeting 50D17)

Shi further discloses administering a composition comprising an AAV vector in order to inhibit SOD1 [claim 12, 22] and treat amyotrophic
lateral sclerosis (ALS) [claim 16] (para [0148] "The vast majority of ALS-causing $O01 mutations are single-nucieotide point muiations
that alter single amino acid in the protein (hitp:/www.alsod.orgl}. Accordingly, ALS can be treated or prevented by a method comprising
administering to the subject a pharmaceutically effective amount of a nucleic acid of the invention comprising a first targeting sequence
that is essentislly complemeniary, and preferably parfactly complementary, to a sequence of the S0D1 gene comprising a point
mutation or complement thereof™).

As tha technical features were known in the art at the time of tha invention, they cannct be considered special technical features that
would otherwise unify the groups. Groups i+, II, and |Ii thersfore lack unity of invention under PCT Rule 13 because they do not share a
same or corrasponding speclal technical feature.

Form PCT/TSA/210 {extra sheet) (January 2015)
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