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U—FHMGB1 RNAiFUVIXZLFF REs

A (

SYy -7 S AS
»FL| kXAEF/ MRNAEF 5 & T oF T AR Ac 7
A (A3 = B5
HIE

S1-A|UGGGCAAAGGAGAU | UUUAGGAUCUCCUU 14
S14 CCUAAA UGCCCAGG
S2-A|AAAGAGAAAUGAAA 2 UUAGGUUUUCAUUU 15
S15 ACCUAA CUCUUUGG

5S3 - -A|AAGAAGAUGAUGAU 3 UUCAUCAUCAUCAU 16
S16 GAUGAA CUUCUUGG

54 -A|AUGAUGAUGAUGAA 4 UACUUAUUCAUCAU 17
S17 UAAGUA CAUCAUGG

S5 -A|GAUGAUGAAUAAGU 5 GAACCAACUUAUUC 18
518 ucGuuc AUCAUCGG
SE-A|UGAAUAAGUUGGUU 6 UGCUAGAACCAACU 19
519 CUAGCA UAUUCAGG
S7T-AAAUAAGUUGGUUCU 7 UGCGCUAGAACCAA 20
320 AGCGCA CUUAUUGG

S8 -A|AUAAGUUGGUUCUA 8 UJGCGCUAGAACCA 21
521 GCGCAA ACUUAUGG

SS9 -A|AGAAAAAAAUUGAA 9 UUACAUUUCAAUUU 2 9
522 AUGUAA UUUUCUGG
S10-|UUGUUGUUCUGUUA 10 UUCAGUUAACAGAA 23
AS523 |ACUGAA CAACAAGG
511-|UUCUGAAUGCUUCU 11 UUJACUUAGAAGCAU 94
AS524 |AAGUAA UCAGAAGG
3512-|CUGAAUGCUUCUAA | 2 UUUUACUUAGAAGC 95
ASZ5 GUAAAA AUUCAGGG
S13-|GAAUGCUUCUAAGU L3 UUAUUUACUUAGAA 28
AS 26 AAAUAA GCAUUCGG
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Gl [mC] [mA] [mA] [ [IMePhospho
UGGGC | fA) [£G] [£G] [fA) nate-40-mu
gy | AAAGG | [mG] [mAl [mU] [mC |UUUAG f%[ifi%éf%
;. | AGAUC |1 [mC] [mU] [mAl [m  GAUCU mG?[fA][ .
As | CUAAA | Al [mA] [mG] ImC] [ |cCUUU ][mc][fu?[
14 | GCAGC | mA] [mG) Imcl [mc] |cecca | M0 P8
y | CGAAA | [mG] [ademA-GaltN I P UT[
, |GGCUG | Acl [ademA-GalNA | (BAES o
C (A% | c] [ademA-GalNAc 14) mG)] [mCJ [mC
#%227) | 1 mG) [mG] [mC] [m ] ImC] [mas]
Ul [mG] [mC] [mGs] [mGJ
(EFIES788) (RMESS14)
(mUs] [mG] [fG] [m
Gl [mC] [mA] [mA]l [ (MePhospho
UGGGC | fA] [mG) [fG] [mA] nate-40-mU
gy AAAGG | [£G] [fA] [mUl [mC |UUUAG f%gi?ii&fﬁ
.. | AGAUC |1 [mC] [fU] [mA] [m |GAUCU mG] “fA] [mU
As | CUAAA | Al [mAl [mG] [mCl [ |CCUUU ][mé][fU?[
4 GCAGC mAl [mG] [mc] [mC) |cccca | M0 100 o
Y CGAAA [mMG] [ademA-GalN GG ] [flj} (mu] |
3 GGCUG | Ac] [ademA-GalNA (R &EE f G
C (&% | ¢c] [ademA-GalNAc 14) 1 IfCl ImC
£527) |1 mG] [mG) [mC] [m b lre imas]
Ul [mG] [mc] [mGs] (mG]
EABET 5 09 (RAEBE15)
S 2 AAAGA [mAs] [mA] [mA]l [m UUAGG [MePhospho
8 - GAAAU | G] [mA]l] [mG] [mA. [ |UUUUC |nate-40-mU
AS | GAAAA | fA] [fA] [fU) [fG) |AUUUC |s] [fUs] [fA
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Al [mA]l [mG) [mc] [
mAl] [mG] [mC] [mC]
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Ac)] [ademA-GalNA
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] mG] [mG] [mC] [m
Ul [(mG] [mcC]
(BEEANEST790)

ucuuu
GG

(REFEE
15)
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mU] [fU] [mU
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N L AEF,/ mRNAES |S PPN AS
e "’ ki IO Y
S40- AACUAAACAUGGGCAAA | GGAUCUCCUUUGCCCAUGUU |,
AS414 GGAGAUCE UAGUUAU

S41- ACUAAACAUGGGCAAAG |, AGGAUUUCCUUUGCCCAUG |,
AS415 GAAAUCCT UUUAGUUA

S42- CUAAACAUGGGCAAAGG |, UAGGAUCUCCUUUGCCCAUG [, ¢
AS416 AGAUCCTA UUUAGUU

S43- UAAACAUGGGCAAAGGA | . UUAGGUUCUCCUUUGCCCAU | .,
AS417 GAACCUAA GUUUAGU

S44- AAACAUGGGCAAAGGAG |, CUUAGUAUCUCCUUUGCCCA |,
AS418 AUACUAAG UGUUUAG

S45- AACAUGGGCAAAGGAGA |, UCUUAUGAUCUCCUUUGCCC |, o
AS419 UCAUAAGA AUGUUUA

S46- ACAUGGGCAAAGGAGAU | UUCUUUGGAUCUCCUUUGCC |,
AS420 CCAAAGAA CAUGUUU

S47- CAUGGGCAAAGGAGAUC | . CUUCUUAGGAUCUCCUUUGC |,
AS421 CUAAGAAG CCAUGUU

S48- AUGGGCAAAGGAGAUCC | g GCUUCUUAGGAUCUCCUUU | .,
AS422 UAAGAAGC GCCCAUGU

S49- AAGCCGAGAGGCAAAAU | o AUGAUUACAUUUUGCCUCU |
AS423 GUAAUCAT CGGCUUCU

$50- AGCCGAGAGGCAAAAUG | < UAUGAUGACAUUUUGCCUC | o,
AS424 UCAUCATA UCGGCUUC

S51- AAAUGUCAUCAUAUGCA |, ACAAAUAAUGCAUAUGAUG | ..
AS425 UUAUUUGT ACAUUUUG
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852- CAUCAUAUGCAUUUUUU 52 GUUUGUACAAAAAAUGCAU 426
AS426 GUACAAAC AUGAUGAC
553- AUCAUAUGCAUUUUUUG 53 AGUUUUCACAAAAAAUGCA 497
AS427 UGAAAACT UAUGAUGA
534- AUAUGCAUUUUUUGUGC 54 ACAAGUUUGCACAAAAAAU 428
AS5428 AAACUUGT GCAUAUGA
555- GUCAACUUCUCAGAGUU 55 UCUUAUAAAACUCUGAGAA 429
AS429 UUAUAAGA GUUGACUG
S56- AAGAAGUGCUCAGAGAG 56 UCUUCUACCUCUCUGAGCAC 430
AS430 GUAGAAGA UUCUUAG
S57- AGAAGUGCUCAGAGAGG 57 GUCUUUCACCUCUCUGAGCA 431
AS431 UGAAAGAC CUUCUUA
858- GAAGUGCUCAGAGAGGU 58 GGUCUUCCACCUCUCUGAGC 432
AS432 GGAAGACC ACUUCUU
§59- AAGUGCUCAGAGAGGUG 59 UGGUCUUCCACCUCUCUGAG 433
AS433 GAAGACCA CACUUCU
860- AGUGCUCAGAGAGGUGG 60 AUGGUUUUCCACCUCUCUGA 434
AS434 AAAACCAT GCACUUC
561- GUGCUCAGAGAGGUGGA 61 CAUGGUCUUCCACCUCUCUG 435
AS435 AGACCATG AGCACUU
§62- UGCUCAGAGAGGUGGAA 62 ACAUGUUCUUCCACCUCUCU 136
AS436 GAACAUGT GAGCACU
S63- GCUCAGAGAGGUGGAAG 63 GACAUUGUCUUCCACCUCUC 437
AS437 ACAAUGTC UGAGCAC
S64- CUCAGAGAGGUGGAAGA 64 AGACAUGGUCUUCCACCUCU 438
AS438 CCAUGUCT CUGAGCA
S65- UCAGAGAGGUGGAAGAC 65 CAGACUUGGUCUUCCACCUC 439
AS439 CAAGUCTG UCUGAGC
566- CAGAGAGGUGGAAGACC 66 GCAGAUAUGGUCUUCCACCU 440
AS440 AUAUCUGC CUCUGAG
567- AGAGAGGUGGAAGACCA 67 AGCAGUCAUGGUCUUCCACC 441
AS441 UGACUGCT UCUCUGA
S68- GAGAGGUGGAAGACCAU 68 UAGCAUACAUGGUCUUCCAC 442
AS442 GUAUGCTA CUCUCUG
869- AGAGGUGGAAGACCAUG 69 UUAGCUGACAUGGUCUUCC 443
AS443 UCAGCUAA ACCUCUCU
579- GAGGUGGAAGACCAUGU 70 UUUAGUAGACAUGGUCUUC 444
AS444 CUACUAAA CACCUCUC
871- AGGUGGAAGACCAUGUC 7 CUUUAUCAGACAUGGUCUU 445
AS445 UGAUAAAG CCACCUCU
572~ GGUGGAAGACCAUGUCU 7 UCUUUUGCAGACAUGGUCU 446
AS446 GCAAAAGA UCCACCUC
573- GUGGAAGACCAUGUCUG 7 CUCUUUAGCAGACAUGGUC 447
AS447 CUAAAGAG UUCCACCU
§74- UGGAAGACCAUGUCUGC 74 UCUCUUUAGCAGACAUGGU 448
AS448 UAAAGAGA CUUCCACC
875- GGAAGACCAUGUCUGCU 75 UUCUCUUUAGCAGACAUGG 449
AS449 AAAGAGAA UCUUCCAC
876- GAAGACCAUGUCUGCUA 76 UUUCUUUUUAGCAGACAUG 450
AS450 AAAAGAAA GUCUUCCA
877- AAGACCAUGUCUGCUAA 77 CUUUCUCUUUAGCAGACAU 451
AS451 AGAGAAAG GGUCUUCC
578- AGACCAUGUCUGCUAAA 73 CCUUUUUCUUUAGCAGACA 452
AS452 GAAAAAGG UGGUCUUC
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879- AAAUUUGAAGAUAUGGC 79 CCGCUUUUGCCAUAUCUUCA 453
AS453 AAAAGCGG AAUUUUC

S80- AAUUUGAAGAUAUGGCA 20 UCCGCUUUUGCCAUAUCUUC 454
AS454 AAAGCGGA AAAUUUU

581- GAAAGAGAAAUGAAAAC 81 GGAUAUAGGUUUUCAUUUC 455
AS4355 CUAUAUCC UCUUUCAU

582- AAAAAAGAAGUUCAAGG 82 AUUGGUAUCCUUGAACUUC 456
AS8456 AUACCAAT LUUUUuUuGU

583- CCCAAUGCACCCAAGAG 83 AAGGAUGCCUCUUGGGUGC 457
AS457 GCAUCCTT AUUGGGAU

584- CCAAUGCACCCAAGAGG g4 GAAGGUGGCCUCUUGGGUG 458
AS458 CCACCUTC CAUUGGGA

S83- CAAUGCACCCAAGAGGC 85 CGAAGUAGGCCUCUUGGGU 459
AS459 CUACUUCG GCAUUGGG

S86- AAUGCACCCAAGAGGCC 86 CCGAAUGAGGCCUCUUGGG 460
AS460 UCAUUCGG UGCAUUGG

587- AUGCACCCAAGAGGCCU 87 GCCGAUGGAGGCCUCUUGG 461
AS461 CCAUCGGC GUGCAUUG

588- UGCACCCAAGAGGCCUCC 88 GGCCGUAGGAGGCCUCUUG 462
AS462 UACGGCC GGUGCAUU

589- GCACCCAAGAGGCCUCCU 89 AGGCCUAAGGAGGCCUCUU 463
AS463 UAGGCCT GGGUGCAU

S90- CACCCAAGAGGCCUCCUU 90 AAGGCUGAAGGAGGCCUCU 464
AS464 CAGCCTT UGGGUGCA

$91- ACCCAAGAGGCCUCCUUC 91 GAAGGUCGAAGGAGGCCUC 465
AS465 GACCUTC UUGGGUGC

892- CCCAAGAGGCCUCCUUCG 92 AGAAGUCCGAAGGAGGCCU 466
AS466 GACUUCT CUUGGGUG

893~ CCAAGAGGCCUCCUUCG 93 AAGAAUGCCGAAGGAGGCC 467
AS467 GCAUUCTT UCUUGGGU

594- CAAGAGGCCUCCUUCGG 94 GAAGAUGGCCGAAGGAGGC 468
AS468 CCAUCUTC CUCUUGGG

595- AAGAGGCCUCCUUCGGC 93 GGAAGUAGGCCGAAGGAGG 469
AS469 CUACUUCC CCUCUUGG

596- AGAGGCCUCCUUCGGCC 9 AGGAAUAAGGCCGAAGGAG 470
AS470 UUAUUCCT GCCUCUUG

597- GAGGCCUCCUUCGGCCU 97 GAGGAUGAAGGCCGAAGGA 471
AS471 UCAUCCTC GGCCUCUU

598- AGGCCUCCUUCGGCCUUC 08 AGAGGUAGAAGGCCGAAGG 472
AS472 UACCUCT AGGCCUCU

599- GGCCUCCUUCGGCCUUCU 99 AAGAGUAAGAAGGCCGAAG 47
AS473 UACUCTT GAGGCCUC

5100- GCCUCCUUCGGCCUUCUU 100 GAAGAUGAAGAAGGCCGAA 474
AS474 CAUCUTC GGAGGCCU

S101- GGAAUAACACUGCUGCA 101 UUGUCUUCUGCAGCAGUGU 475
AS475 GAAGACAA TAUUCCAC

5102- GAUGACAAGCAGCCUUA 102 UCUUUUCAUAAGGCUGCUU 476
AS476 UGAAAAGA GUCAUCUG

§103- GGAUAUUGCUGCAUAUC 103 UUUAGUUCGAUAUGCAGCA 477
AS477 GAACUAAA AUAUCCUU

8104- AGCAAGAAAAAGAAGGA 104 CcuccucuuccuuCcuuuuuC 478
AS478 AGAGGAGG UuGCuuy

S105- GCAAGAAAAAGAAGGAA 105 UCCUCUUCUUCCUUCUUUUU 479
AS479 GAAGAGGA CUUGCUU
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S106- CAAGAAAAAGAAGGAAG 106 UucCuucucuuccuuCcuuuu 480
AS480 AGAAGGAA UCUUGCU
8107- AAGAAAAAGAAGGAAGA 107 CuucCuccucuuccuucuuu 481
AS481 GGAGGAAG UUCUUGC
S108- AGAAAAAGAAGGAAGAG 108 UCUUCUUCCUCUUCCUUCUU 482
AS482 GAAGAAGA UUuCuUuUG
5109- GAAGAAGAUGAUGAUGA 109 CUUAUUCAUCAUCAUCAUCU 483
AS483 UGAAUAAG UCUUCUU
§110- GAUGAUGAUGAUGAAUA 110 AACCAUCUUAUUCAUCAUCA 484
AS484 AGAUGGTT UCAUCUY
S111- GAUGAUGAUGAAUAAGU 111 UAGAAUCAACUUAUUCAUC 485
AS4835 UGAUUCTA AUCAUCAU
S112- AUGAUGAUGAAUAAGUU 112 CUAGAUCCAACUUAUUCAUC 486
AS486 GGAUCUAG AUCAUCA
8113- GAUGAAUAAGUUGGUUC 113 CUGCGUUAGAACCAACUUA 487
AS487 UAACGCAG UUCAUCAU
S114- UGAAUAAGUUGGUUCUA 114 AACUGUGCUAGAACCAACU 438
AS488 GCACAGTT UAUUCAUC
S115- GAAUAAGUUGGUUCUAG 115 AAACUUCGCUAGAACCAACU 489
AS489 CGAAGUTT UAUUCAU ‘
S116- AAUAAGUUGGUUCUAGC 116 AAAACUGCGCUAGAACCAAC 490
AS490 GCAGUUTT UUAUUCA
S117- AUAAGUUGGUUCUAGCG 117 AAAAAUUGCGCUAGAACCA 491
AS491 CAAUUUTT ACUUAUUC
S118- UAAGUUGGUUCUAGCGC 118 AAAAAUCUGCGCUAGAACC 492
AS492 AGAUUUTT AACUUAUU
S119- AAGUUGGUUCUAGCGCA 119 AAAAAUACUGCGCUAGAAC 493
AS493 GUAUUUTT CAACUUAU
S120- UUUUUCUUGUCUAUAAA 120 UUAAAUGCUUUAUAGACAA 494
AS494 GCAUUUAA GAAAAAAA
S121- UUUUCUUGUCUAUAAAG 121 GUUAAUUGCUUUAUAGACA 495
AS495 CAAUUAAC AGAAAAAA
S122- UUUCUUGUCUAUAAAGC 122 GGUUAUAUGCUUUAUAGAC 496
AS496 AUAUAACC AAGAAAAA
S123- UUCUUGUCUAUAAAGCA 123 GGGUUUAAUGCUUUAUAGA 497
AS497 UUAAACCC CAAGAAAA
S124- UCUUGUCUAUAAAGCAU 124 GGGGUUAAAUGCUUUAUAG 498
AS498 UUAACCCC ACAAGAAA
8125~ CAACUCACUCCUUUUAA 125 UUUUUUCUUUAAAAGGAGU 499
AS499 AGAAAAAA GAGUUGUG
5126- AACUCACUCCUUUUAAA 126 UUUUUUUCUUUAAAAGGAG 500
AS500 GAAAAAAA UGAGUUGU
S127- ACUCACUCCUUUUAAAG 127 AUUUUUUUCUUUAAAAGGA 501
AS501 AAAAAAAT GUGAGUUG
S128- CUCACUCCUUUUAAAGA 128 AAUUUUUUUCUUUAAAAGG 502
AS502 AAAAAATT AGUGAGUU
5129- UCACUCCUUUUAAAGAA 129 CAAUUUUUUUCUUUAAAAG 502
AS503 AAAAAUTG GCAGUGAGU
5130~ CACUCCUUUUAAAGAAA 130 UCAAUUUUUUUCUUUAAAA 504
AS504 AAAAUUGA GGAGUGAG
8131- ACUCCUUUUAAAGAAAA 131 UUCAAUUUUUUUCUUUAAA 505
AS505 AAAUUGAA AGGAGUGA
S132- CUCCUUUUAAAGAAAAA 132 UUUCAUUUUUUUUCUUUAA 506
AS506 AAAUGAAA AAGGAGUG
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S133- UCCUUUUAAAGAAAAAA [ =™ [ AUDUCUAUUUUUUUCUUUA |-
AS507 | AUAGAAAT AAAGGAGU
S134- CCUUUUAAAGAAAAAAA | |-, | CAUUUUAAUUUUUOUCDUU | oo
AS508 | UUAAAATG AAAAGGAG
S135- CUUUUAAAGAAAAAAAU ||~ [ ACAUUUCAAUUUUUUUCUU | oo
AS509 | UGAAAUGT UAAAAGGA
S136- UUUUAAAGAAAAAAATU ||~ | UACAUUUCAAUUUUUUUCU |,
AS510 | GAAAUGTA UUAAAAGG
S137- UUUAAAGAAAAAAAUUG | |-~ | UUACAUUUCAAUUUUUUUC |,
AS511 | AAAUGUAA UUUAAAAG
S138- UUAAAGAAAAAAAUUGA | ..” | CUUACUUUUCAAUUUUUTU | - 10
AS512 | AAAGUAAG CUUUAAAA
S139- UAAAGAAAAAAAGUGAA | ..~ | CCUUAUAUUUCAAUUUUUU |,
AS513 | AUAUAAGG UCUUUAAA
S140- AAAGAAAAAAAUUGAAA | | ™ [(GCCUUUCAUUUCAAUUUUU |,
AS514 | UGAAAGGC UUCUUUAA
S141- GAAAAAAAUUGAAAUGU |1,/” | ACAGCUUUACAUUUCAAUU |, .
AS515 | AAAGCUGT UUUUUCUU
S142- AAAAAAAUUGAAAUGUA | )~ | CACAGUCUUACAUUUCAAU |
AS516 | AGACUGTG UUUUUUCU
S143- GUAAGAUUUGUUUUUAA |-~ | UGUACUGUUUAAAAACAAA | _
AS517 | ACAGUACA UCUUACAC
S144- UAAGAUUUGUUUUUAAA | |, | CUGUAUAGUUUAAAAACAA |,
AS518 | CUAUACAG AUCUUACA
S145- AAGAUUUGUUUUUAAAC | ..~ | ACUGUUCAGUUUAAAAACA |, 20
AS519 | UGAACAGT AAUCUUAC
S146- AUUUGUUUUUAAACUGU ||, ™ | GACACUGUACAGUUUAAAA | .o
AS520 | ACAGUGTC ACAAAUCU
S147- UUGUUUUUAAACUGUAC | |-~ | AAGACUCUGUACAGUUUAA |
AS521 | AGAGUCTT AAACAAAU
S148- UGUUUUUAAACUGUACA | |, | AAAGAUACUGUACAGUUUA | .
AS522 | GUAUCUTT AAAACAAA
S149- GUUUUUAAACUGUACAG | |,o~ | AAAAGUCACUGUACAGUUU |,
AS523 | UGACUUTT AAAAACAA
S150- UUUUUAAACUGUACAGU | ;o | AAAAAUACACUGUACAGUU | .
AS524 | GUAUUUTT UAAAAACA
SI51- UUUUAAACUGUACAGUG ||, | AAAAAUGACACUGUACAGU |
AS525 | UCAUUUTT UUAAAAAC
S152- UUUAAACUGUACAGUGU | ., | AAAAAUAGACACUGUACAG | ..
AS526 | CUAUUUTT UUUAAAAA 30
S153- UUAAACUGUACAGUGUC | ., | CAAAAUAAGACACUGUACA | -
AS527 | UUAUUUTG GUUUAAAA
SI54- UAAACUGUACAGUGUCU | |, | ACAAAUAAAGACACUGUAC |
AS528 | uvauuuGr AGUUUAAA
S155- AAACUGUACAGUGUCUU |5, | UACAAUAAAAGACACUGUA |,
AS529 | UUAUUGTA CAGUUUAA
S156- AACUGUACAGUGUCUUU | .~ | AUACAUAAAAAGACACUGU | ..o
AS530 | UUAUGUAT ACAGUUUA
SI57- ACUGUACAGUGUCUUUU || ;™ | UAUACUAAAAAAGACACUG | .
AS$531 | UUAGUATA UACAGUUU
SI58- CUGUACAGUGUCUUTUU | | .o~ | CUAUAUAAAAAAAGACACU | .
AS532 | UUAUAUAG GUACAGUU
S159- UGUACAGUGUCUUUUUU |, | ACUAUUCAAAAAAAGACAC |
AS533 | UGAAUAGT UGUACAGU
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S160- UACAGUGUCUUUUUUUG 160 UAACUUUACAAAAAAAGAC 534
AS534 UAAAGUTA ACUGUACA

Slel- CAGUGUCUUUUUUUGUA 161 GUUAAUUAUACAAAAAAAG 535
AS533 UAAUUAAC ACACUGUA

S162- GUGGUAUUUUCAAUAGC 162 GGUUAUUGGCUAUUGAAAA 536
AS536 CAAUAACC UACCACCA

5163- UGGUAUUUUCAAUAGCC 163 AGGUUUGUGGCUAUUGAAA 537
AS537 ACAAACCT AUACCACC

5164~ GGUAUUUUCAAUAGCCA 164 AAGGUUAGUGGCUAUUGAA 538
AS538 CUAACCTT AAUACCAC

S165- UAUUUUCAAUAGCCACU 165 GCAAGUUUAGUGGCUAUUG 539
AS539 AAACUUGC AAAAUACC

S166- AUUUUCAAUAGCCACUA 166 GGCAAUGUUAGUGGCUAUU 540
AS540 ACAUUGCC GAAAAUAC

S167- UUUUCAAUAGCCACUAA 167 AGGCAUGGUUAGUGGCUAU 541
AS541 CCAUGCCT UGAAAAUA

8168~ UUUCAAUAGCCACUAAC 168 CAGGCUAGGUUAGUGGCUA 542
AS542 CUAGCCTG UUGAAAAU

S165- UUCAAUAGCCACUAACC 169 CCAGGUAAGGUUAGUGGCU 543
AS543 UUACCUGG AUUGAAAA

S170- UCAAUAGCCACUAACCU 170 ACCAGUCAAGGUUAGUGGC 544
AS8544 UGACUGGT UAUUGAAA

S171- CAAUAGCCACUAACCUU 171 UACCAUGCAAGGUUAGUGG 545
AS545 GCAUGGTA CUAUUGAA

S172- AAUAGCCACUAACCUUG 172 GUACCUGGCAAGGUUAGUG 546
AS546 CCAGGUAC GCUAUUGA

S173- AUAGCCACUAACCUUGC 173 UGUACUAGGCAAGGUUAGU 547
AS547 CUAGUACA GGCUAUUG

S174- UAGCCACUAACCUUGCC 174 CUGUAUCAGGCAAGGUUAG 548
AS548 UGAUACAG UGGCUAUU

S175- AGCCACUAACCUUGCCU 175 ACUGUUCCAGGCAAGGUUA 549
AS549 GGAACAGT GUGGCUAU

S176- GCCACUAACCUUGCCUG 176 UACUGUACCAGGCAAGGUU 550
AS550 GUACAGTA AGUGGCUA

5177~ CCACUAACCUUGCCUGG 177 AUACUUUACCAGGCAAGGU 551
AS551 UAAAGUAT UAGUGGCU

5178- CACUAACCUUGCCUGGU 178 CAUACUGUACCAGGCAAGG 552
AS552 ACAGUATG UUAGUGGC

S179- ACUAACCUUGCCUGGUA 179 CCAUAUUGUACCAGGCAAG 553
AS553 CAAUAUGG GUUAGUGG

S180- GGGUUGUAAAUUGGCAU 180 AAAUUUCCAUGCCAAUUUA 554
AS354 GGAAAUTT CAACCCCC

S181- GGUUGUAAAUUGGCAUG 181 UAAAUUUCCAUGCCAAUUU 555
AS5335 GAAAUUTA ACAACCCC

S5182- GUUGUAAAUUGGCAUGG 182 UUAAAUUUCCAUGCCAAUU 556
AS556 AAAUUUAA UACAACCC

5183- UUGUAAAUUGGCAUGGA 183 UUUAAUUUUCCAUGCCAAU 557
AS8357 AAAUUAAA UUACAACC

5184- UGUAAAUUGGCAUGGAA 184 CUUUAUAUUUCCAUGCCAA 558
AS558 AUAUAAAG UUUACAAC

S5185- GUAAAUUGGCAUGGAAA 185 GCUUUUAAUUUCCAUGCCA 550
AS559 UUAAAAGC AUUUACAA

S186- UAAAUUGGCAUGGAAAU 186 UGCUUUAAAUUUCCAUGCC 560
AS560 UUAAAGCA AAUUUACA
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3187- AAAUUGGCAUGGAAAUU 187 CUGCUUUAAAUUUCCAUGCC 561
AS561 UAAAGCAG AAUUUAC

5188- AAUUGGCAUGGAAAUUU 188 CCUGCUUUAAAUUUCCAUGC 562
AS562 AAAGCAGG CAAUUUA

5189- AUUGGCAUGGAAAUUUA 189 . ACCUGUUUUAAAUUUCCAU 563
AS563 AAACAGGT GCCAAUUU

3190- UUGGCAUGGAAAUUUAA 190 AACCUUCUUUAAAUUUCCA 564
AS564 AGAAGGTT UGCCAAUU

S191- UGGCAUGGAAAUUUAAA 191 GAACCUGCUUUAAAUUUCC 565
AS565 GCAGGUTC AUGCCAAU

S192- GGCAUGGAAAUUUAAAG 192 AGAACUUGCUUUAAAUUUC 566
AS566 CAAGUUCT CAUGCCAA

S193- GCAUGGAAAUUUAAAGC 193 AAGAAUCUGCUUUAAAUUU 567
AS567 AGAUUCTT CCAUGCCA

S194- CAUGGAAAUUUAAAGCA 194 CAAGAUCCUGCUUUAAAUU 568
AS568 GGAUCUTG UCCAUGCC

S195- AUGGAAAUUUAAAGCAG 195 ACAAGUACCUGCUUUAAAU 569
AS569 GUACUUGT UUCCAUGC

5196- UGGAAAUUUAAAGCAGG 196 AACAAUAACCUGCUUUAAA 570
AS570 UUAUUGTT UUUCCAUG

5197- GGAAAUUUAAAGCAGGU 197 CAACAUGAACCUGCUUUAA 571
AS571 UCAUGUTG AUUUCCAU

5198- GAAAUUUAAAGCAGGUU 198 CCAACUAGAACCUGCUUUAA 572
AS572 CUAGUUGG AUUUCCA

S199- AAAUUUAAAGCAGGUUC 199 ACCAAUAAGAACCUGCUUU 573
AS573 UUAUUGGT AAATUUUCC

5200- AAUUUAAAGCAGGUUCU 200 CACCAUCAAGAACCUGCUUU 574
AS574 UGAUGGTG AAAUUUC

5201- AUUUAAAGCAGGUUCUU 201 GCACCUACAAGAACCUGCUU 575
AS575 GUAGGUGC UAAAUUU

5202- UUUAAAGCAGGUUCUUG 200 UGCACUAACAAGAACCUGCU 576
AS576 UUAGUGCA UUAAAUU

5203- UUAAAGCAGGUUCUUGU 203 GUGCAUCAACAAGAACCUGC 577
AS8577 UGAUGCAC UUUAAAU

S204- UAAAGCAGGUUCUUGUU 204 UGUGCUCCAACAAGAACCUG 578
AS578 GGAGCACA CUUUAAA

$205- AAAGCAGGUUCUUGUUG 205 CUGUGUACCAACAAGAACCU 579
AS579 GUACACAG GCUUUAA

8206- AAGCAGGUUCUUGUUGG 206 GCUGUUCACCAACAAGAACC 580
AS580 UGAACAGC UGCUUUA

5207- AGCAGGUUCUUGUUGGU 207 UGCUGUGCACCAACAAGAAC 581
AS381 GCACAGCA CUGCUUU

$208- GCAGGUUCUUGUUGGUG 208 GUGCUUUGCACCAACAAGA 582
AS582 CAAAGCAC ACCUGCUU

5209- CAGGUUCUUGUUGGUGC 209 UGUGCUGUGCACCAACAAG 583
AS383 ACAGCACA AACCUGCU

5210- AGGUUCUUGUUGGUGCA 210 UUGUGUUGUGCACCAACAA 584
AS584 CAACACAA GAACCUGC

5211- GGUUCUUGUUGGUGCAC 211 UUUGUUCUGUGCACCAACA 585
AS385 AGAACAAA AGAACCUG

S212- GUUCUUGUUGGUGCACA 212 AUUUGUGCUGUGCACCAAC 586
AS586 GCACAAAT AAGAACCU

5213- UUCUUGUUGGUGCACAG 213 AAUUUUUGCUGUGCACCAA 587
AS587 CAAAAATT CAAGAACC

10

20

30

40

50



JP 2022-517742 A 2022.3.10

(68)
gooobod
S5214- UCUUGUUGGUGCACAGC 214 UAAUUUGUGCUGUGCACCA 588
AS588 ACAAAUTA ACAAGAAC
S215- CUUGUUGGUGCACAGCA 215 CUAAUUUGUGCUGUGCACC 589
AS589 CAAAUUAG AACAAGAA
S216- UUGUUGGUGCACAGCAC 216 ACUAAUUUGUGCUGUGCAC 590
AS590 AAAUUAGT CAACAAGA
5217- UGUUGGUGCACAGCACA 217 AACUAUUUUGUGCUGUGCA 591
AS591 AAAUAGTT CCAACAAG
5218- GUUGGUGCACAGCACAA 218 UAACUUAUUUGUGCUGUGC 592
AS592 AUAAGUTA ACCAACAA
8219- UUGGUGCACAGCACAAA 219 AUAACUAAUUUGUGCUGUG 503
AS593 UUAGUUAT CACCAACA
5220- UGGUGCACAGCACAAAU 220 UAUAAUUAAUUUGUGCUGU 504
AS594 UAAUUATA GCACCAAC
8221- GGUGCACAGCACAAAUU 221 AUAUAUCUAAUUUGUGCUG 595
AS395 AGAUAUAT UGCACCAA
S222- UUUUUUCAUCUUCAGUU 992 UCAGAUACAACUGAAGAUG 596
AS5%96 GUAUCUGA AAAAAACU
§223- UUUUUCAUCUUCAGUUG 223 AUCAGUGACAACUGAAGAU 597
AS597 UCACUGAT GAAAAAAC
$224- UUUUCAUCUUCAGUUGU 224 CAUCAUAGACAACUGAAGA 508
AS598 CUAUGATG UGAAAAAA
5225- UUUCAUCUUCAGUUGUC 225 GCAUCUGAGACAACUGAAG 599
AS599 UCAGAUGC AUGAAAAA
S226- UUCAUCUUCAGUUGUCU 226 UGCAUUAGAGACAACUGAA 600
AS600 CUAAUGCA GAUGAAAA
S227- UCAUCUUCAGUUGUCUC 927 CUGCAUCAGAGACAACUGA 601
AS601 UGAUGCAG AGAUGAAA
5228- CAUCUUCAGUUGUCUCU 228 GCUGCUUCAGAGACAACUG 602
AS602 GAAGCAGC AAGAUGAA
5229- AUCUUCAGUUGUCUCUG 229 AGCUGUAUCAGAGACAACU 603
AS603 AUACAGCT GAAGAUGA
5230- UCUGAUGCAGCUUAUAC 230 AUUAUUUCGUAUAAGCUGC 604
AS604 GAAAUAAT AUCAGAGA
3231- CUGAUGCAGCUUAUACG 2731 AAUUAUUUCGUAUAAGCUG 605
ASG605 AAAUAATT CAUCAGAG
85232- CAGCUUAUACGAAAUAA 232 AACAAUAAUUAUUUCGUAU 606
AS606 UUAUUGTT AAGCUGCA
8233 AGCUUAUACGAAAUAAU 73 GAACAUCAAUUAUUUCGUA 607
AS607 UGAUGUTC UAAGCUGC
5234- GCUUAUACGAAAUAAUU 234 AGAACUACAAUUAUUUCGU 608
AS608 GUAGUUCT AUAAGCUG
5235- CUUAUACGAAAUAAUUG 235 CAGAAUAACAAUUAUUUCG 609
AS609 UUAUUCTG UAUAAGCU
5236- UAUACGAAAUAAUUGUU 236 AACAGUACAACAAUUAUUU 610
AS610 GUACUGTIT CGUAUAAG
S237- AUACGAAAUAAUUGUUG 237 UAACAUAACAACAAUUAUU 611
AS611 UUAUGUTA UCGUAUAA
5238- UACGAAAUAAUUGUUGU 238 UUAACUGAACAACAAUUAU 612
AS612 UCAGUUAA UUCGUAUA
5239- ACGAAAUAAUUGUUGUU 239 GUUAAUAGAACAACAAUUA 613
AS613 CUAUUAAC UUUCGUAU
5240- CGAAAUAAUUGUUGUUC 240 AGUUAUCAGAACAACAAUU 614
AS614 UGAUAACT AUUUCGUA
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8241- GAAAUAAUUGUUGUUCU 241 CAGUUUACAGAACAACAAU 615
AS615 GUAAACTG UAUUUCGU
5242- AAAUAAUUGUUGUUCUG 242 UCAGUUAACAGAACAACAA 616
AS616 UUAACUGA UUAUUUCG
5243- AAUAAUUGUUGUUCUGU 243 UUCAGUUAACAGAACAACA 617
AS617 UAACUGAA AUUAUUUC
S244- AAUUGUUGUUCUGUUAA 244 GUAUUUAGUUAACAGAACA 618
AS618 CUAAAUAC ACAAUUAU
S245- AUUGUUGUUCUGUUAAC 245 GGUAUUCAGUUAACAGAAC 619
AS619 UGAAUACC AACAAUUA
S246- UGUUGUUCUGUUAACUG 246 GUGGUUUUCAGUUAACAGA 620
AS620 AAAACCAC ACAACAAU
5247- GUUGUUCUGUUAACUGA 247 AGUGGUAUUCAGUUAACAG 621
AS621 AUACCACT AACAACAA
$248- UGUUCUGUUAACUGAAU 248 AGAGUUGUAUUCAGUUAAC 620
AS622 ACAACUCT AGAACAAC
5249- UCUGUUAACUGAAUACC 249 UACAGUGUGGUAUUCAGUU 623
AS623 ACACUGTA AACAGAAC
5250~ CUGUUAACUGAAUACCA 250 UUACAUAGUGGUAUUCAGU 624
AS624 CUAUGUAA UAACAGAA
S251- GUUAACUGAAUACCACU 251 AAUUAUAGAGUGGUAUUCA 625
AS625 CUAUAATT GUUAACAG
5252~ AACUGAAUACCACUCUG 252 UGCAAUUACAGAGUGGUAU 626
AS626 UAAUUGCA UCAGUUAA
§5253- ACUGAAUACCACUCUGU 253 UUGCAUUUACAGAGUGGUA 627
AS627 AAAUGCAA UUCAGUUA
S254- CUGAAUACCACUCUGUA 254 UUUGCUAUUACAGAGUGGU 628
ASG628 AUAGCAAA AUUCAGUU
5255- UGAAUACCACUCUGUAA 255 UUUUGUAAUUACAGAGUGG 629
AS629 TUACAAAA UAUUCAGU
§256- GAAUACCACUCUGUAAU 256 UUUUUUCAAUUACAGAGUG 630
AS630 UGAAAAAA GUAUUCAG
5257- AAUACCACUCUGUAAUU 257 UUUUUUGCAAUUACAGAGU 631
AS631 GCAAAAAA GGUAUUCA
5258- AAAAAGUUGCAGCUGUU 258 GUCAAUAAAACAGCUGCAA 632
AS632 UUAUUGAC Ccuyuuuuu
5259- AAAGUUGCAGCUGUUUU 259 AUGUCUACAAAACAGCUGC 633
AS633 GUAGACAT AACUUUUU
5260- AAGUUGCAGCUGUUUUG 260 AAUGUUAACAAAACAGCUG 634
AS634 UUAACATT CAACUUUU
8261- AGUUGCAGCUGUUUUGU 261 GAAUGUCAACAAAACAGCU 635
AS635 UGACAUTC GCAACUUU
S262- GUUGCAGCUGUUUUGUU 262 AGAAUUUCAACAAAACAGC 636
AS636 GAAAUUCT UGCAACUU
5263- UGCAGCUGUUUUGUUGA 263 UCAGAUUGUCAACAAAACA 637
AS637 CAAUCUGA GCUGCAAC
5264- GCAGCUGUUUUGUUGA! 264 UUCAGUAUGUCAACAAAAC 638
AS638 AUACUGAA ' AGCUGCAA
$265- CAGCUGUUUUGUUGACA 265 AUUCAUAAUGUCAACAAAA 639
AS639 UUAUGAAT CAGCUGCA
8266- AGCUGUUUUGUUGACAU 266 CAUUCUGAAUGUCAACAAA 640
AS640 UCAGAATG ACAGCUGC
S267- GCUGUUUUGUUGACAUU 267 GCAUUUAGAAUGUCAACAA 641
AS641 CUAAAUGC AACAGCUG
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5268- UGUUUUGUUGACAUUCU 268 AAGCAUUCAGAAUGUCAAC 642
AS642 GAAUGCTT AAAACAGC
5269- UUUGUUGACAUUCUGAA 269 UAGAAUCAUUCAGAAUGUC 643
AS643 UGAUUCTA AACAAAAC
$270- UUGUUGACAUUCUGAAU 270 UUAGAUGCAUUCAGAAUGU 644
AS644 GCAUCUAA CAACAAAA
5271- UGUUGACAUUCUGAAUG 271 CUUAGUAGCAUUCAGAAUG 645
AS645 CUACUAAG UCAACAAA
5272. GUUGACAUUCUGAAUGC 27 ACUUAUAAGCAUUCAGAAU 646
AS646 UUAUAAGT GUCAACAA
8273- UUGACAUUCUGAAUGCU 273 UACUUUGAAGCAUUCAGAA 647
AS647 UCAAAGTA UGUCAACA
8274- UGACAUUCUGAAUGCUU 274 UUACUUAGAAGCAUUCAGA 648
AS648 CUAAGUAA AUGUCAAC
8275- GACAUUCUGAAUGCUUC 275 UUUACUUAGAAGCAUUCAG 649
AS649 UAAGUAAA AAUGUCAA
S276- CAUUCUGAAUGCUUCUA 276 UVAUUUUCUUAGAAGCAUUC 650
AS650 AGAAAATA AGAAUGUC
$277- AUUCUGAAUGCUUCUAA 277 GUAUUUACUUAGAAGCAUU 651
AS651 GUAAAUAC CAGAAUGU
8278- UCUGAAUGCUUCUAAGU 278 UUGUAUUUACUUAGAAGCA 652
AS652 AAAUACAA UUCAGAAU
§279- UGAAUGCUUCUAAGUAA 279 AAUUGUAUUUACUUAGAAG 653
AS653 AUACAATT CAUUCAGA
5280- AAUGCUUCUAAGUAAAU 280 AAAAUUGUAUUUACUUAGA 654
AS654 ACAAUUTT AGCAUUCA
5281- AUGCUUCUAAGUAAAUA 281 AAAAAUUGUAUUUACUUAG 655
AS655 CAAUUUTT AAGCAUUC
S282- GCUUCUAAGUAAAUACA 289 AAAAAUAUUGUAUUUACUU 656
AS656 AUAUUUTT AGAAGCAU
5283- UUUUUAUUAGUAUUGUU 282 AAAAGUACAACAAUACUAA 657
AS657 GUACUUTT UAAAAAAA
5284~ UUUUAUUAGUAUUGUUG 284 GAAAAUGACAACAAUACUA 658
AS658 UCAUUUTC AUAAAAAA
5285- UUUAUUAGUAUUGUUGU 285 UGAAAUGGACAACAAUACU 659
AS6359 CCAUUUCA AAUAAAAA
5286- UUAUUAGUAUUGUUGUC 286 AUGAAUAGGACAACAAUAC 660
ASG60 CUAUUCAT UAAUAAAA
5287- UAUUAGUAUUGUUGUCC 287 UAUGAUAAGGACAACAAUA 661
AS661 UUAUCATA CUAAUAAA
5288- AUUAGUAUUGUUGUCCU 288 CUAUGUAAAGGACAACAAU 662
AS662 UUACAUAG ‘ ACUAAUAA
S289- UUAGUAUUGUUGUCCUU 289 CCUAUUAAAAGGACAACAA 663
AS663 UUAAUAGG UACUAAUA
5290- UAGUAUUGUUGUCCUUU 190 ACCUAUGAAAAGGACAACA 664
AS664 UCAUAGGT AUACUAAU
5291- GUAUUGUUGUCCUUUUC 291 AGACCUAUGAAAAGGACAA 665
AS665 AUAGGUCT CAAUACUA
5292- UUGUUGUCCUUUUCAUA 292 UUCAGUCCUAUGAAAAGGA 666
AS666 GGACUGAA CAACAAUA
5293- UGUUGUCCUUUUCAUAG 293 UUUCAUACCUAUGAAAAGG 667
AS667 GUAUGAAA ACAACAAU
5294- UUGUCCUUUUCAUAGGU 294 AAUUUUAGACCUAUGAAAA 668
ASG668 CUAAAATT GGACAACA
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§295- UGUCCUUUUCAUAGGUC 295 AAAUUUCAGACCUAUGAAA 669
AS669 UGAAAUTT AGGACAAC

5296- GUCCUUUUCAUAGGUCU 296 AAAAUUUCAGACCUAUGAA 670
AS670 GAAAUUTT AAGGACAA

§297- UCCUUUUCAUAGGUCUG 297 AAAAAUUUCAGACCUAUGA 671
AS8671 AAAUUUTT AAAGGACA

3298- CCUUUUCAUAGGUCUGA 298 GAAAAUUUUCAGACCUAUG 672
AS672 AAAUUUTC AAAAGGAC

5299- AUAGGUCUGAAAUUUUU 299 UCAAGUAGAAAAAUUUCAG 673
AS673 CUACUUGA ACCUAUGA

S300- AGGGGAAGCUAGUCUUU 300 CAAAAUCAAAAGACUAGCU 674
AS674 UGAUUUTG UCCCCUCA

S301- GGGGAAGCUAGUCUUUU 301 GCAAAUGCAAAAGACUAGC 675
AS675 GCAUUUGC UUCCCCuC

S302- GGGAAGCUAGUCUUUUG 302 GGCAAUAGCAAAAGACUAG 676
AS676 CUAUUGCC CUUCCCCU

S303- GGAAGCUAGUCUUUUGC 203 GGGCAUAAGCAAAAGACUA 677
AS677 UUAUGCCC GCuUuUCCcce

S304- GAAGCUAGUCUUUUGCU 304 UGGGCUAAAGCAAAAGACU 678
AS678 UUAGCCCA AGCUUCCC

S305- CAGUGUUUAUCCUUUCA 305 UAACUUUAUGAAAGGAUAA 679
AS679 UAAAGUTA ACACUGUA

8306- GUGUUUAUCCUUUCAUA 306 GCUAAUUAUAUGAAAGGAU 680
AS680 UAAUUAGC AAACACUG

5307- UUAUCCUUUCAUAUAGU 307 AUUAGUUAACUAUAUGAAA 681
AS681 UAACUAAT GGAUAAAC

S308- GCUAAUAAAAAGCUUUU 308 GUGUAUACAAAAGCUUUUU 682
ASG82 GUAUACAC AUUAGCUA

5309- GUAAAGUUAAGUUGAGA 300 GAAAAUUAUCUCAACUUAA 683
AS683 UAAUUUTC CUUUACCC

§310- AAAGUUAAGUUGAGAUA 310 AUGAAUACUAUCUCAACUU 684
AS684 GUAUUCAT AACUUUAC

$311- GUUAAGUUGAGAUAGUU 11 UGGAUUAAAACUAUCUCAA 685
AS685 UUAAUCCA CUUAACUU

$312- UAAGUUGAGAUAGUUUU 112 UAUGGUUGAAAACUAUCUC 686
AS686 CAACCATA AACUUAAC

$313- AAGUUGAGAUAGUUUUC 113 UUAUGUAUGAAAACUAUCU 687
AS687 AUACAUAA CAACUUAA

§314- AGUUGAGAUAGUUUUCA 314 GUUAUUGAUGAAAACUAUC 688
AS688 UCAAUAAC UCAACUUA

8315- GUUGAGAUAGUUUUCAU 315 AGUUAUGGAUGAAAACUAU 689
AS639 CCAUAACT . CUCAACUU

S316- UGAGAUAGUUUUCAUCC 316 UCAGUUAUGGAUGAAAACU 690
AS690 AUAACUGA AUCUCAAC

$317- GAGAUAGUUUUCAUCCA 317 UUCAGUUAUGGAUGAAAAC 691
AS691 UAACUGAA UAUCUCAA

S318- AGAUAGUUUUCAUCCAU 318 GUUCAUUUAUGGAUGAAAA 692
AS692 AAAUGAAC CUAUCUCA

§319- GUUUUCAUCCAUAACUG 319 UGGAUUUUCAGUUAUGGAU 693
AS693 AAAAUCCA GAAAACUA

$320- UUCAUCCAUAACUGAAC 320 UUUUGUAUGUUCAGUUAUG 694
AS694 AUACAAAA GAUGAAAA

§321- UUGAUCAGUUAAGAAAU 321 UAUGUUAAAUUUCUUAACU 695
AS695 UUAACATA GAUCAAGA
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§322- GAUCAGUUAAGAAAUUU 322 GCUAUUUGAAAUUUCUUAA 696
AS696 CAAAUAGC CUGAUCAA
$323- CAUUUACAAACUGAAGA 123 UUGAUUACUCUUCAGUUUG 697
AS697 GUAAUCAA UAAAUGUA
S324- AUUUACAAACUGAAGAG 394 AUUGAUUACUCUUCAGUUU 698
AS698 UAAUCAAT GUAAAUGU
$325- ACAAACUGAAGAGUAAU 125 GUAGAUUGAUUACUCUUCA 699
AS699 CAAUCUAC GUUUGUAA
5326- AAACAUUUUGAAAGUCU 126 UCAAGUACAGACUUUCAAA 700
AS700 GUACUUGA AUGUUUGA
5327- AAGGACUAAUAGAAAAG 397 AGAACUUACUUUUCUAUUA 701
AS701 UAAGUUCT GUCCUUCA
$328- ACUAAUAGAAAAGUAUG 308 GGUUAUAACAUACUUUUCU 702
AS702 UUAUAACC AUUAGUCC
$329- AGAAAAGUAUGUUCUAA 129 UGUAAUGGUUAGAACAUAC 703
AS703 CCAUUACA UUUUCUAU
8330- GAAAAGUAUGUUCUAAC 330 AUGUAUAGGUUAGAACAUA 204
AS704 CUAUACAT CUUUUCUA
8331- AAGUAUGUUCUAACCUU 331 CUCAUUUAAAGGUUAGAAC 705
AS705 UAAAUGAG AUACUUUU
§332- GUAAUGGCAGUUAUAUU 332 AACUGUAAAAUAUAACUGC 706
AS706 UUACAGTT CAUUACAU
$333- UAAUGGCAGUUAUAUUU 333 GAACUUCAAAAUAUAACUG 707
AS707 UGAAGUTC CCAUUACA
8334- UAAAGAAGACCUGAGAA 334 GGGAUUCAUUCUCAGGUCU 708
AS708 UGAAUCCC UCUUUAAU
8335- AAAGAAGACCUGAGAAU 135 GGGGAUACAUUCUCAGGUC 709
AS709 GUAUCCCC UUCUUUAA
5336- GAAGACCUGAGAAUGUA 336 UUUGGUGAUACAUUCUCAG 710
AS710 UCACCAAA GUCUUCUU
5337- AAGACCUGAGAAUGUAU 137 UUUUGUGGAUACAUUCUCA 1
AS711 CCACAAAA GGUCUUCU
S338- AGACCUGAGAAUGUAUC 338 CUUUUUGGGAUACAUUCUC 712
AS712 CCAAAAAG AGGUCUUC
$339- GACCUGAGAAUGUAUCC 339 GCUUUUGGGGAUACAUUCU 713
AS713 CCAAAAGC CAGGUCUU
$340- ACCUGAGAAUGUAUCCC 340 CGCUUUUGGGGAUACAUUC 714
AS714 CAAAAGCG UCAGGUCU
§341- CCUGAGAAUGUAUCCCC 141 ACGCUUUUGGGGAUACAUU 715
AS715 AAAAGCGT CUCAGGUC
5342- CUGAGAAUGUAUCCCCA 242 CACGCUUUUGGGGAUACAU 716
AS716 AAAGCGTG UCUCAGGU
8343- UGAGAAUGUAUCCCCAA 343 UCACGUUUUUGGGGAUACA 77
AS717 AAACGUGA UUCUCAGG
$344- GAGAAUGUAUCCCCAAA 344 CUCACUCUUUUGGGGAUAC 718
AS718 AGAGUGAG AUUCUCAG
5345- GCCAUAUUAAAUUUUUU 245 AUGUCUACAAAAAAUUUAA 719
AS716 GUAGACAT UAUGGCAG
8346- CCAUAUUAAAUUUUUUG 246 AAUGUUAACAAAAAAUUUA 720
AS720 UUAACATT AUAUGGCA
8347- CAUAUUAAAUUUUUUGU 247 UAAUGUCAACAAAAAAUUU 71
AS721 UGACAUTA AAUAUGGC
5348- AUAUUAAAUUUUUUGUU 348 CUAAUUUCAACAAAAAAUU 722
AS722 GAAAUUAG UAAUAUGG

10

20

30

40

50



JP 2022-517742 A 2022.3.10

(73)
gooobonn

§349- AUUAAAUUUUUUGUUGA 349 GACUAUUGUCAACAAAAAA 723
AS723 CAAUAGTC UUUAAUAU
$350- AAAUUUUUUGUUGACAU 350 UGAGAUUAAUGUCAACAAA 74
AS724 UAAUCUCA AAAUUUAA
S351- AAUUUUUUGUUGACAUU 351 CUGAGUCUAAUGUCAACAA 75
AS725 AGACUCAG AAAAUUUA
§352- AUUUUUUGUUGACAUUA 159 ACUGAUACUAAUGUCAACA 76
AS726 GUAUCAGT AAAAAUUU
8353- GAAGACUAUGAAAAUGC 353 UAUAGUCAGCAUUUUCAUA 727
AS727 UGACUATA GUCUUCAC
8354- AGACUUUCCAUUACAAG 354 UAAAAUUACUUGUAAUGGA 728
AS728 UAAUUUTA AAGUCUCG
8355- ACUUUGCAUCUCAGUAU 355 AAUAAUUCAUACUGAGAUG 729
AS729 GAAUUATT CAAAGUUU
5356- CUUUGCAUCUCAGUAUG 356 GAAUAUUUCAUACUGAGAU 730
AS730 AAAUAUTC GCAAAGUU
8357- UUGCAUCUCAGUAUGAA 357 UUGAAUAAUUCAUACUGAG 731
AS731 UUAUUCAA AUGCAAAG

|| 8358~ GCAUCUCAGUAUGAAUU 358 AAUUGUAUAAUUCAUACUG 739
AS732 AUACAATT AGAUGCAA
5359- CAUCUCAGUAUGAAUUA 159 AAAUUUAAUAAUUCAUACU 3
AS733 UUAAAUTT GAGAUGCA
S360- GAAUGAUUUUUCUUUAC 260 UUUGUUUUGUAAAGAAAAA 734
AS734 AAAACAAA UCAUUCAA
$361- AGUUUAGGGAACAAUUU 361 AAAUUUCCAAAUUGUUCCC 735
AS735 GGAAAUTT UAAACUCC
5362- GUUUAGGGAACAAUUUG 362 AAAAUUGCCAAAUUGUUCC 736
AS736 GCAAUUTT CUAAACUC
S363- UUUAGGGAACAAUUUGG 363 CAAAAUUGCCAAAUUGUUC 737
AS737 CAAUUUTG CCUAAACU
5364- UUAGGGAACAAUUUGGC 364 ACAAAUUUGCCAAAUUGUU 738
AS738 AAAUUUGT CCCUAAAC
S365- UAGGGAACAAUUUGGCA 365 CACAAUAUUGCCAAAUUGU 739
AS739 AUAUUGTG UCCCUAAA
S366- AGGGAACAAUUUGGCAA 366 CCACAUAAUUGCCAAAUUG 740
AS740 UUAUGUGG UUCCCUAA
5367- GGGAACAAUUUGGCAAU 367 ACCACUAAAUUGCCAAAUU 741
AS741 UUAGUGGT GUUCCCUA
5368- GGAACAAUUUGGCAAUU 368 AACCAUAAAAUUGCCAAAU 742
AS742 UUAUGGTT UGUUCCCU
8369- GAACAAUUUGGCAAUUU 369 AAACCUCAAAAUUGCCAAA 743
AS743 UGAGGUTT uuGuucce
S370- AACAAUUUGGCAAUUUU 370 AAAACUACAAAAUUGCCAA 744
AS744 GUAGUUTT AUUGUUCC
S371- ACAAUUUGGCAAUUUUG 371 GAAAAUCACAAAAUUGCCA 745
AS745 UGAUUUTC AAUUGUUC
5372- CAAUUUGGCAAUUUUGU 372 CGAAAUCCACAAAAUUGCCA 746
AS746 GGAUUUCG AAUUGUU
8373- AAAUAGCGUUCUUGUAA 373 GUGUAUAAUUACAAGAACG 747
AS747 UUAUACAC CUAUUUUA
$374- AAUAGCGUUCUUGUAAU 374 CGUGUUAAAUUACAAGAAC 748
AS748 UUAACACG GCUAUUUU
$375- GCGUUCUUGUAAUUUUA 375 AAAGCUUGUAAAAUUACAA 749
AS749 CAAGCUTT GAACGCUA
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S376- UAAUUUUACACGCUUUU 176 UCCAUUACAAAAGCGUGUA 750
AS750 GUAAUGGA AAAUUACA

8377- CGCUUUUGUGAUGGAGU 377 AAAACUGCACUCCAUCACAA 751
AS751 GCAGUUTT AAGCGUG

S378- GCUUUUGUGAUGGAGUG 378 CAAAAUAGCACUCCAUCACA 752
AS7352 CUAUUUTG AAAGCGU

S379- CUUUUGUGAUGGAGUGC 379 ACAAAUCAGCACUCCAUCAC 753
AS733 UGAUUUGT AAAAGCG

S380- UUUUGUGAUGGAGUGCU 380 AACAAUACAGCACUCCAUCA 754
AS754 GUAUUGTT CAAAAGC

S381- UUUGUGAUGGAGUGCUG 381 UAACAUAACAGCACUCCAUC 755
AS7355 UUAUGUTA ACAAAAG

5382- UGUGAUGGAGUGCUGUU 382 UAUAAUAAAACAGCACUCC 756
AS756 UUAUUATA AUCACAAA

8383- UGAUGGAGUGCUGUUUU 383 UAUAUUACAAAACAGCACU 757
AS757 GUAAUATA CCAUCACA

S384- GAUGGAGUGCUGUUUUG 384 UUAUAUAACAAAACAGCAC 758
AS758 UUAUAUAA UCCAUCAC

5385- AUGGAGUGCUGUUUUGU 385 AUUAUUUAACAAAACAGCA 759
AS759 UAAAUAAT CUCCAUCA

8386- UGGAGUGCUGUUUUGUU 186 AAUUAUAUAACAAAACAGC 760
AS760 AUAUAATT ACUCCAUC

S337- GGAGUGCUGUUUUGUUA 387 AAAUUUUAUAACAAAACAG 761
AS761 UAAAAUTT CACUCCAU

5388- GAGUGCUGUUUUGUUAU 188 UAAAUUAUAUAACAAAACA 762
AS762 AUAAUUTA GCACUCCA

5389- AGUGCUGUUUUGUUAUA 389 CUAAAUUAUAUAACAAAAC 763
AS763 UAAUTUUAG AGCACUCC

5390- GUGCUGUUUUGUUAUAU 190 UCUAAUUUAUAUAACAAAA 764
AS764 AAAUUAGA CAGCACUC

5391- UGCUGUUUUGUUAUAUA 391 GUCUAUAUUAUAUAACAAA 765
AS765 AUAUAGAC ACAGCACU

5392- GCUGUUUUGUUAUAUAA 392 AGUCUUAAUUAUAUAACAA 766
AS766 UUAAGACT AACAGCAC

8393- CUGUUUUGUUAUAUAAU 393 AAGUCUAAAUUAUAUAACA 767
AS767 UUAGACTT AAACAGCA

5394- AUUUGCAUUUGUUUAUG 104 UGAAAUUACAUAAACAAAU 768
AS768 UAAUUUCA GCAAAUGG

5395- GUUUAUGUAAUUUCAGG 195 GUAUUUCUCCUGAAAUUAC 769
AS769 AGAAAUAC AUAAACAA

5396- AUGUAAUUUCAGGAGGA 196 UUCAGUAUUCCUCCUGAAA 770
AS770 AUACUGAA UUACAUAA

5397- GAAUACUGAACAUCUGA 397 UCCAGUACUCAGAUGUUCA 771
AS771 GUACUGGA GUAUUCCU

5398- CAUCUGAGUCCUGGAUG 198 AUUAGUAUCAUCCAGGACU 772
AS772 AUACUAAT CAGAUGUU

§399- AUCUGAGUCCUGGAUGA 399 UAUUAUUAUCAUCCAGGAC 773
AS773 UAAUAATA UCAGAUGU

5400- UGAGUCCUGGAUGAUAC 400 GUUUAUUAGUAUCAUCCAG 774
AS774 UAAUAAAC GACUCAGA

3401- AGUCCUGGAUGAUACUA 201 UVAGUUUAUUAGUAUCAUCC 775
AS775 AUAAACTA AGGACUCA

S402- GUCCUGGAUGAUACUAA 402 UUAGUUUAUUAGUAUCAUC 776
AS776 UAAACUAA CAGGACUC
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5403- UCCUGGAUGAUACUAAU 403 AUUAGUUUAUUAGUAUCAU 777
AS777 AAACUAAT CCAGGACU

5404- CCUGGAUGAUACUAAUA 404 UAUUAUUUUAUUAGUAUCA 778
AS778 AAAUAATA UCCAGGAC

S5405- CUGGAUGAUACUAAUAA 405 UUAUUUGUUUAUUAGUAUC 779
AS779 ACAAAUAA AUCCAGGA

S406- UGGAUGAUACUAAUAAA 406 AUUAUUAGUUUAUUAGUAU 780
AS780 CUAAUAAT CAUCCAGG

S407- GGAUGAUACUAAUAAAC 407 AAUUAUUAGUUUAUUAGUA 731
AS781 UAAUAATT UCAUCCAG

5408- GAUGAUACUAAUAAACU 408 CAAUUUUUAGUUUAUUAGU 789
AS782 AAAAAUTG AUCAUCCA

5409- AUGAUACUAAUAAACUA 400 GCAAUUAUUAGUUUAUUAG 783
AS783 AUAAUUGC UAUCAUCC

3410- UGAUACUAAUAAACUAA 410 UGCAAUUAUUAGUUUAUUA 784
AS784 UAAUUGCA GUAUCAUC

S411- GAUACUAAUAAACUAAU 411 CUGCAUUUAUUAGUUUAUU 785
AST785 AAAUGCAG AGUAUCAU

5412- AUACUAAUAAACUAAUA 412 UCUGCUAUUAUUAGUUUAU 736
AS786 AUAGCAGA UAGUAUCA

5413- UACUAAUAAACUAAUAA 413 CUCUGUAAUUAUUAGUUUA 787
AS787 UUACAGAG UUAGUAUC

5866- UGGGCAAAGGAGAUCCU 866 GGCUUUUUAGGAUCUCCUU 837
AS887 AAAAAGCC UGCCCAUG

S867- AAAGAGAAAUGAAAACC 367 GGGAUUUAGGUUUUCAUUU 376
AS876 UAAAUCCC CUCUUUCA

3868- AAGAAGAUGAUGAUGAU 868 ACUUAUUCAUCAUCAUCAUC 877
AS877 GAAUAAGT UuCcuucu

S869- AUGAUGAUGAUGAAUAA 369 GAACCUACUUAUUCAUCAUC 378
ASS878 GUAGGUTC AUCAUCU

5870- GAUGAUGAAUAAGUUGG 370 CGCUAUAACCAACUUAUUCA 379
AS879 UUAUAGCG UCAUCAU

8871- AGAAAAAAAUUGAAAUG 871 CAGCCUUACAUUUCAAUUU 880
AS880 UAAGGCTG UuuuUCcuUuUy

5872- UUGUUGUUCUGUUAACU 377 UGGUAUUCAGUUAACAGAA 881
AS831 GAAUACCA CAACAAUU

S873- UUCUGAAUGCUUCUAAG 873 UGUAUUUACUUAGAAGCAU 882
ASER2 UAAAUACA UCAGAAUG

S874- CUGAAUGCUUCUAAGUA 874 AUUGUUUUUACUUAGAAGC 883
AS883 AAAACAAT AUUCAGAA

5875- GAAUGCUUCUAAGUAAA 875 AAAUUUUAUUUACUUAGAA 384
AS884 UAAAAUTT GCAUUCAG

gooaoano

10

20

30

40

50



goooaoano

(76)

JP 2022-517742 A 2022.3.10

EMEMAZEBNNG a INAcKBHMGB 1A UITXZ LAF FER (€528

LHRE)
ii;g S 7 FE
N i 5 ( BHE CRAES | PFECRESN (| BANE
p £
VIR oy gy | T AES (W) GBS | 3458 2
2Lt F
B ) )
E
[mMmCs] [mU]
(mA] [mA] [
mA]l [mC] [m
Al [fU] [fGC [MePhosph
YA i1 16 onate-40-
AAC
AUG [mC] [mA] [ mU&s] [fCs]
GG C mA]l [mA] [m ucuc [fU] [mC] [
AAA G] [mG] [mA CULU fCcl [muUl [f
S840 ] ImGl [mA] U] [mU] [mG
A58 %92 el tmed o CCCCly rcl tmey
GAG 840 [AUGU 853
53-M CAG mA] [mG] [m UUAG (mC] [mA] [
2 ceoe C] [mcC] [mG GG fU)l [mG] [m
AAA ] lademA-G Ul {mU] [mU
Coo alNAc] [ad 7 [mA] [mGs
UG e emA-GalNA ] [mGs] [mG
c] [ademA - ]
GalNAc] [m
Gl [mG)] [mcC
] [mU] [mG]
[mC]
[mCs] [mU]
ftA] [mA]l [ [MePhosph
EX?’: mA] [mC] [m cnate-40Q -
AUG Al [fU] ImgG mUs] [fCs]
] [fG] [mG] (ful] [fC] [
CGClrre) teal I VEUCH ¢t o1 mul [f
AAA CLUUU .
S840 CGCA mA] [mA] [m ccce Ul [mU] [mG
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G] [mG] [mcC
] ImUl [mG]
[mC]
(mAs] [mG]
[fC) [mC] [
mG] [mA] [m
Gl [fA] [mG [MePhosph
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[nternatienal application No. -
PCTAISZ2015/067B83

A.  CLASSIFICATION OF SUBJECT MATTER

IPC(B) - AB1K 31/7088; CO7H 21/04; C12N 15/11; C12N 15/113 (2020.01)
CPC-  A81K 31/713; C12N 15/11; C12N 15/111; C12N 15/113; C12N 2310114 (2020.02)

According to International Patent Classification (IPC) or to both national classification and IFC

B.  FIELDS SEARCHED

Minimum documentation searched {classification system followed by
Ses Search History document

classification symbols)

USPGC - 514/444; 514/44R; 536/23.1; 536/24.5 (keyword dalimited)

Documertation searched ather than minimum documentation ko the extent that such documents are included in the fisld$ searched

Ses Search History document

Elecironic data base consulted during the international search {name of data base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TQO BE RELEVANT

Category* Citation of decument, with indication, where appropriate, of the relevant passages Relevant to claim No.
A US 2012/0208867 A1 (TAKENAKA at al} 16 August 2012 (16.08.2012) entire documant 14, 45-48
US 2013/0183348 A1 (TANIGUGH! ot al) 18 July 2013 (18.07.2013) entire document 14, 4549 -
P
A WO 2017/079227 A1 (UNIVERSITY OF CONNECTICUT) i1 May 2017 (11.05.2017) entira 14, 4549
dacument .
US 2009/0168548 A1 (WU et al) 02 July 2009 (02.07.2009) entire document 1-4, 45-49 -
A ~ | ZHU et al. “Inhibitory effects of miR-25 targeting HMGB1 on macrophaga secretion of 1-4, 4549
inflammatory cytokines in sepsis,” Oncalogy Letters, 14 August 2018 (14.08.2018), Vol. 16, Iss.
4, pgs. 5027-5033. antira document
P, A WO 2019/006375 A1 {DICERNA PHARMACEUTICALS, INC.} 03 January 2018 {03.01.2019) 1-4, 4549
entire document
b oun
4D

D Further documents are listed in the continuation of Box C.

[:l See patent family annex.

. Special categories of cited documents:

“A™  dogument defining the general state of the art which is not considered
to be of particular relevance

“T"  laterde published after the inlernational filing date or priority
date and not in conflict with 1he application but cited (o understand
the principle or theory underlying the invention

“E* earlier application or patent but published on or after the it ional
filing date

“L"  document which may throw doubts on priority claim(s) or which is
cited 10 establish the publication date of andther citation or other
special reason (as specified)

“Q" document referring to an oral disclosure, use, exhibition or other
means

“P”  document published prior to the intemational filing date but Jater than
the priority date ¢laimed

“X* de of particular relevance; (he claimed invention carnot be
congidered novel or cannot be considered 1o involve an inventive
step when 1he document is taken alone

“¥* document of panicutar releyance; the claimed invention cannot be
considered to involve an invenlive step when the document is
cornbined with one or more other such documenis, such combination
being obvious to a person skilled in the art

“&" document member of the same patent family

Date of the actual completion of the intemational search

13 April 2020

Date of mailing of the intemational search report

“27 APR 2070

Name and mailing address of the ISA/US

Mail Stop PCT, Attn: ISA/US, Commissioner for Patants.
P.Q. Box 1480, Alexandria, VA 22313-1430

Facsimile No. 571-273-8300

Authorized officer
Blaine R. Copenheaver

PCT Helpdask: 571-272-4300 "
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INTERNATIONAL SEARCH REPORT International application No.

PCT/US2019/067883

Box No, { Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

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

a. forming part of the intemational application as filed:

[)<] inthe form of an Annex C/ST.25 text file,
D on paper or in the form of an image file.

b. D furnished together with the intermational application under PCT Rule 134er. 1{a) for the purposes of intemational search
only in the form of an Annex C/ST.235 text file. s
G D furnished subsequent ta the international filing date for the purposes of international search only: .,
D in the form of an Annex C/ST.235 text file (Rule 13ter.1(a)).
D on paper or in the form of an image file (Rule 13ser.1(b) and Administrative Instructions, Section 713).

2. In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the regaired
statements that the information in the subsequent or additional copies is identical to that forming part of the application a3
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:
SEQ ID NOs:1-10, 14-20, and 27-36 were searched,

Form PCT/1SA/210 {continuation of first sheet (1)) (Janvary 2015)
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INTERNATIONAL SEARCH REPORT Iniernational application No.

PCTAJS2019/067883

Box No, 11 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:

|:| Claims Nos.:

because they telate to subject matter not requirad 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 reqmremems to such an
extent that no meaningful international search can be carried out, specifically:

L

W Claims Nos.: 19-44, 50, 52-67
because they are dependent claims and are not drafled in accordance with the second and third sentences of Rule §.4(a).

Box No, 111 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:
Sewe extra shest(s).

PO e T SR e

1. l:l As all required additional search fees were timely paid by the applicant, this mtemanonal search repott covers all searchable
claims.

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

3. I:l As only some of the required additional scarch fees were timely paid by the applicant, this lmemahonai search report covcrs
only those claims for which fees were paid, specifically claims MNos.: .

4. ﬁ 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.:

1-4 and 45-49 to the extent that thay read on cligonuciectides of SEC |0 NO:14 and SEQ 10 NO:27.

Remark on Protest [:] “The additional search fees wers 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. (TIPSR I Y

D Ne protest accompanied the payment of additional search fees.

Form PCT/ISA/21Q (continvation of fizst sheet {2)) (January 2015)
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INTERNATIONAL SEARCH REPORT International application No.

PCTIUS2019/067883

Continued from Box No. IHl Observations where unity of invention [s lacking

This application contains the following inventions or groups of inventions which arg not so Iinked as to form a singla general inventive
concapt under PCT Rule 13.1. In order for all inventions to be examined, the approprlate additional examination fees need to be paid.

Group I+: ciaims 1-18, 45-49, and 51 are drawn to oligonucleotides for raducing HMGE1 expression, compositions and methods
comprising the same.

The first invention of Group |+ is restricted to an oligonucleotida for reducing expression of HMGB1, compositions and methods .
gomprising the same, the oligonucleotide comprising a sense strand and an antisanse strand, whereln the sense strand is selected to be
SEQ D NC:27, and the ant: strand is selected to be SEQ 1D NQ:14. It is believed that claims 1-4 and 45-49 read on this first
named invention and thus these daims will be searched without fee to the extant that they read on oligonuclectides of SEQ ID NO:14
and SEQ ID NQ:27.

Applicant is Invited to elect additional HMGB1-modulating oligonuclectides, including specific sense and antisense strands, each with
specifiad SEQ ID NO, to be searched in a specific combination by paying an additional fee for each set of election. An exernplary
election would be an oligonucleotide for reducing expression of HMGB1, compositions and methods compriging the same, the
oligonudestide comprising a sense strand and an antisense strand, wherein the sense strand is salected 1o be SEQ (0 NO;28, and the
antisense strand is selectad to ba SEQ ID NO:15. Additional HMGB1 modulating cligonuclectides will be searched upon the payment of
additional fees. Applicants must spacify the claims that read on any additional elected inventions. 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 pald additional Invention fees are to be applied to the *+" group{s) will result in only the first claimed invention to be. -
searched/examined.

The inventions listed in Groups |+ do not relate to a singfe general inventive corcept under PCT Rule 13.1, because under PCT Rule
13.2 they lack the same or corresponding special technical features for the following reasons:

s .
The Groups |+ formulas do not share a significant struciural element responsible for reducing expression of HMGB1, requiringthe 5 .. 1--,
selaction of alternatives for the nucleotide sequence of each sense and antisensa ofigonucleotide, where “the sense strand comprises a
saquence as set forth in any one of SEQ ID NOs: 1-13 and wherein the antisanse strand comprises a complementary sequence -~ ,.:
selected from SEQ 1D NOs: 14-26™ and “the sense strand sequence comprises or conslsts of a saquence as set forth in any one of SE
ID NOs: 27-39"° and “the antisensa strand sequence consists of a sequance as set forth in any one of SEQ ID NOs: 14-26".

Additionally, evan if Groups |+ were considered to shara the technical features of an oligonuclactide for reducing expression of HMGB1,
the oligonucleatide comprising a sense strand of 15 to 50 nucleotides in length and an entisense strand of 15 to 30 nucleotides in langth,
wharein the sense strand forms a duplex region with the anlisense strand; an oligonuclectide for reducing axpression of HMGB 1, the
aligonucleatide comprising an antisense strand of 15 to 30 nucleotides in length, wherein the antisense strand has a region of L
complementarity to HMGE1 that is complerentary to at least 15 contiguous nuclectides; an oligonucleotide for reducing expression of
HMGB1 comprising a sense strand and an antisense strand; these shared technical features do not represent a contribution gver the  +
prior art. . e

Spacifically, US 201210208867 A1 to Takenaka et al. discloses an oligonucleotide for reducing expression of HMGB1 (A nucleic acid
molecule that can bind to HMGB1 protein and applications thereof are provided, Abstract; expression of the HMGR1 binding nucteic acid
moleculs of the prasent invention in a cultured cell enables an experiment for inhibiting gene transcription, Para. [(X115]), the “hes
oliganucleotide comprising a sense strand of 15 to 50 nuclectides in length and an antisense strand of 15 to 30 nucleotides in length
{antisense strand... sense strand, Para. [2140]; Regarding the HMGB1 binding nucleic add molecule of the present.invention... (SEQID
NO. 43) gggacgeucacguacgcuca (SEQ ID NO. 115) acgcucacguacgeuca, Para. (0143)), wherein the sense strand forms a duplex region
with the antisense strand {HMGE1 binging nucleic acid melacule (E4) may be a nuclsic acid molecule composed of. tha aforamentioned,
complsmentary base saquence, or may be a nuclsic acid molecule conaining the aforementioned complementary base sequence, Para.
[0131}); an oligonucteatide for reducing expression of HMGB1 (A nucleic acid molecule that can bind to HMGB1 protein and applicaiions
thereof are provided, Abstract; exprassion of the HMGB1 binding nucleic acid molecute of the prasant invention in a cultured cell enables
an experiment for inhibiting gens transcription, Para. [00151}, the oligonucleotide comprising an antisense strand of 15 ta 30 nucleotidas
in length {antisense strand... sense strand, Para. [0140); Regarding the HMGB1 binding nucleic acld molacule of the present invention:..
(SEQ ID NO. 43) gggacocucacguacgouca (SEQ 1D NO. 115} acgcucacguacgcuca, Para. [0143]), wherein the antisense strand hasa_ -
region of complementarity to HMGB1 that is complementary to ai least 15 contiguous nucleotides (HMGB1 binding nuclsic acid molecule
(B4) may be a nucleic acid molecule composed of the aferementioned complementary base sequence, or may bie a nucleic acid
molecule containing the aforementioned complementary base sequence, Para. (0131]); an cligenuclectide for reducing expression.of :
HMGB1 (A nuclaic acid molecule that can bind to HMGB1 protein and applications thereof are provided, Abstract; expression of the.: .
HMGB1 binding mucleic acid malecule of the present invention in a cultured cell enables an expariment for inhibiting gene transcription,
Para. [0D15]) comprising a sense strand and an antisense strand (antisense strand. .. sense strand, Para. [0140]; Regerding the HMGB1
binding nucleic acid molecule of the present invention... {SEQ! ID NO. 43} gggacgcucacguacgeuca (SEQ ID NG, 118)i .. .+ ~un
acgoucacguacycuca, Para. [0143)). P TR S o1
oo . [ I |
The inventions listed in Groups I+ therefore lack unity under Rule 13 because they do not share a same or corespending special, 7, D
technical features. i

et

Form PCT/$A/218 (extra sheet) (January 2015)
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