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(15) JP 2024-545186 A 2024.12.5

Ooooooao

EHNES | TLAvh | Nt &S

(5°->3)

1 ITR-L TTGGCCACTCCCTCTCTGCGCGCTCGCTCGCTCACTGAGG
CCGGGCGACCAAAGGTCGCCCGACGCCCGGGLTTTGCCC
GGGCGGCCTCAGTGAGCGAGCGAGCGCGCAGAGAGGGA
GTGGCCAACTCCATCACTAGGGGTTCCT

2 AX—H— | CTAGAGGTACCTGTACA

3 7ILIF7MHC| CCTTCAGATTAAAAATAACTAAGGTAAGGGCCATGTGGG

ToNH— | TAGGGGAGGTGGTGTGAGACGGTCCTGTCTCTCCTCTAT
CTGCCCATCGGCCCTTTGGGGAGGAGGAATGTGCCCAAG
GACTAAAAAAAGGCCCTGGAGCCAGAGGGGCGAGGGCA
GCAGACCTTTCATGGGCAAACCTCAGGGCTGCTGTC

4 ARn—H— | GTCGA

5 Mini CMV | GGTAGGCGTGTACGGTGGGAGGCCTATATAAGCAGAGC

JOE—4—| T

6 AR—H— | CGTTTAGTGAACCGTCAGATCGCCTGGAGGAATTC

i “sd/sa” GTAAGTATCAAGGTTACAAGACAGGTTTAAGGAGACCA
ATAGAAACTGGGCTTGTCGAGACAGAGAAGACTCTTGC
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(16)

JP 2024-545186 A 2024.12.5

oooooao
GTTTCTGATAGGCACCTATTGGTCTTACTGACATCCACTT
TGCCTTTCTCTCCACAG
8 AR—H— | AAGCTTGCTAGCGTTTAAACTTAAGCTTGCCACC
9 MYBPC3 | ATGCCTGAGCCTGGCAAGAAACCTGTGTCCGCCTTCAGC

AAAAAGCCCCGCTCTGTGGAAGTGGCCGCTGGATCTCCT
GCCGTGTTTGAGGCCGAAACAGAACGCGCTGGCGTGAA
AGTTCGATGGCAGAGAGGCGGCAGCGATATCAGCGCCA
GCAACAAATATGGCCTGGCCACCGAGGGCACCAGACAC
ACACTGACAGTCAGAGAAGTGGGCCCTGCCGATCAGGG
CTCTTATGCCGTGATTGCCGGCAGCAGCAAAGTGAAGTT
CGACCTGAAAGTGATCGAGGCCGAGAAGGCCGAGCCTA
TGCTTGCTCCTGCTCCAGCTCCTGCTGAAGCTACAGGTG
CTCCTGGCGAAGCTCCAGCACCAGCTGCTGAACTGGGAG
AGTCTGCCCCATCTCCTAAGGGCTCTAGCAGCGCCGCTC
TGAATGGACCTACACCTGGCGCTCCCGATGATCCCATCG
GCCTGTTTGTTATGAGGCCCCAGGATGGCGAAGTGACAG
TCGGCGGCAGCATCACCTTTAGCGCTAGAGTTGCAGGCG
CCAGCCTGCTGAAACCTCCTGTGGTCAAGTGGTTCAAAG
GCAAATGGGTCGACCTGTCCTCCAAAGTGGGCCAGCATC
TGCAGCTCCACGACAGCTACGATAGAGCCAGCAAGGTG
TACCTGTTCGAGCTGCACATCACAGACGCCCAGCCAGCC
TTTACCGGCAGCTACAGATGTGAAGTGTCCACCAAGGAC
AAGTTCGACTGCAGCAACTTCAACCTGACCGTGCACGAG
GCCATGGGCACAGGCGATCTGGATCTGCTGAGCGCCTTC
AGAAGAACATCTCTGGCTGGCGGAGGCAGACGGATCAG
CGATTCTCACGAGGATACCGGCATCCTGGACTTCAGCAG
CCTGCTCAAGAAGCGGGACAGCTTCAGAACCCCTCGGG
ACAGCAAACTGGAAGCCCCTGCCGAGGAAGATGTCTGG
GAGATCCTGAGACAGGCCCCTCCTAGCGAGTACGAGAG
AATCGCCTTTCAGTACGGCGTGACCGACCTGAGGGGCAT
GCTGAAAAGGCTGAAGGGCATGCGCCGGGACGAGAAGA
AGTCCACAGCCTTCCAGAAAAAGCTGGAACCCGCCTACC
AGGTGTCCAAGGGCCACAAGATCAGACTGACCGTGGAA
CTGGCCGACCACGACGCCGAAGTGAAGTGGCTGAAGAA
CGGCCAAGAGATTCAGATGAGCGGCAGCAAGTACATCT
TCGAGAGCATCGGCGCCAAGCGGACCCTGACAATCAGC
CAGTGTAGCCTGGCCGATGACGCCGCCTATCAGTGTGTT
GTTGGCGGCGAGAAGTGCAGCACCGAGCTGTTCGTGAA
AGAACCTCCAGTGCTGATCACCCGGCCTCTGGAAGATCA
GCTGGTCATGGTCGGACAGCGCGTGGAATTCGAGTGCGA
GGTTTCCGAAGAGGGCGCCCAAGTCAAATGGCTGAAAG
ACGGCGTCGAGCTGACCAGAGAGGAAACCTTCAAGTAC
CGGTTCAAGAAGGACGGCCAGCGGCACCACCTGATCAT
CAATGAAGCCATGCTGGAAGATGCCGGCCACTACGCCTT
GTGTACATCTGGTGGACAGGCCCTGGCCGAGCTGATTGT
GCAAGAGAAGAAACTCGAGGTGTACCAGTCTATCGCCG
ACCTGATGGTCGGAGCCAAAGACCAGGCCGTGTTCAAGT
GCGAAGTGTCCGACGAGAATGTGCGCGGCGTGTGGCTG
AAAAATGGCAAAGAACTGGTGCCCGACAGCCGGATCAA
GGTGTCCCACATTGGCAGAGTGCACAAGCTGACCATCGA
CGACGTGACCCCTGCTGACGAGGCCGATTACAGCTTTGT
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a7) JP 2024-545186 A 2024.12.5

GCCTGAGGGCTTCGCCTGTAACCTGAGCGCCAAGCTGCA
CTTTATGGAAGTCAAGATCGACTTCGTGCCCCGGCAAGA
GCCTCCTAAGATCCACCTGGATTGCCCTGGCAGAATCCC
CGACACAATCGTGGTGGTGGCCGGAAACAAGCTGAGAC
TGGATGTGCCCATCAGCGGCGATCCTGCTCCTACAGTGA
TCTGGCAGAAGGCCATCACACAGGGCAACAAGGCCCCT
GCTAGACCCGCTCCTGATGCTCCTGAAGATACCGGCGAT
AGCGACGAGTGGGTGTTCGACAAGAAACTGCTGTGCGA
GACAGAGGGAAGAGTGCGAGTGGAAACCACAAAGGACC
GCAGCATCTTCACCGTGGAAGGCGCCGAGAAAGAGGAC
GAGGGCGTCTACACAGTGACCGTGAAGAATCCCGTGGG
CGAAGATCAAGTGAACCTGACAGTGAAAGTCATCGACG
TGCCCGACGCTCCTGCCGCTCCAAAGATCTCTAACGTGG
GAGAAGATAGCTGCACCGTGCAGTGGGAGCCTCCAGCTT
ATGATGGCGGACAGCCTATCCTGGGCTACATCCTGGAAC
GCAAGAAGAAAAAGTCCTACCGGTGGATGCGGCTGAAC
TTCGATCTGATCCAAGAGCTGAGCCACGAAGCCAGACG
GATGATCGAAGGCGTGGTGTACGAGATGAGAGTGTACG
CCGTGAACGCCATCGGCATGAGCAGACCTTCTCCAGCCT
CTCAGCCCTTCATGCCTATCGGCCCTCCAAGCGAACCTA
CACACCTGGCCGTTGAGGACGTGTCCGATACCACCGTGT
CTCTGAAATGGCGGCCTCCTGAGAGAGTTGGAGCTGGCG
GACTGGATGGCTACAGCGTGGAATACTGTCCAGAGGGCT
GTAGCGAGTGGGTTGCAGCTCTGCAGGGACTGACCGAG
CACACCTCTATCCTGGTCAAGGACCTGCCTACCGGCGCT
AGACTGCTGTTTAGAGTGCGGGCCCACAACATGGCTGGA
CCAGGTGCACCAGTGACCACCACAGAACCCGTGACAGT
GCAAGAAATCCTGCAGCGGCCAAGACTGCAGCTGCCCA
GACACCTGAGGCAGACCATCCAGAAGAAAGTCGGCGAG
CCCGTGAACCTGCTGATCCCATTTCAAGGCAAGCCCAGA
CCTCAAGTGACCTGGACCAAAGAGGGACAGCCTCTGGC
CGGCGAAGAGGTGTCCATCAGAAACAGCCCCACCGACA
CCATCCTGTTCATCAGAGCCGCCAGAAGGGTGCACTCCG
GCACCTATCAAGTGACTGTGCGGATCGAGAACATGGAA
GATAAGGCCACACTGGTGCTGCAGGTCGTGGACAAACC
CAGTCCTCCTCAGGACCTGAGAGTGACAGATGCCTGGGG
ACTGAACGTGGCCCTGGAATGGAAACCTCCACAGGACG
TGGGCAACACAGAGCTGTGGGGCTATACCGTGCAGAAA
GCCGACAAAAAGACCATGGAATGGTTCACCGTGCTGGA
ACACTACCGGCGGACCCATTGTGTGGTGCCTGAGCTGAT
CATCGGCAACGGCTACTACTTCCGGGTGTTCAGCCAGAA
TATGGTCGGATTCAGCGACAGGGCCGCCACCACAAAAG
AACCTGTGTTCATCCCCAGACCTGGCATCACCTACGAGC
CTCCAAACTACAAGGCCCTGGATTTCAGCGAGGCCCCTA
GATTCACACAGCCCCTGGTCAACAGAAGCGTGATCGCCG
GCTACACCGCCATGCTGTGTTGTGCCGTTAGAGGCAGCC
CCAAGCCTAAGATCTCCTGGTTCAAAAACGGCCTGGACC
TCGGCGAGGACGCCCGGTTTAGAATGTTTAGCAAGCAGG
GCGTGCTGACCCTGGAAATCAGAAAGCCCTGTCCTTTCG
ACGGCGGCATCTACGTGTGCAGAGCCACCAATCTGCAGG
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JP 2024-545186 A 2024.12.5

goooaoano

GCGAAGCTAGATGCGAGTGCAGACTGGAAGTTCGGGTG
CCCCAG

10 =1k TGATGATGAGC

11 ZR—H— | GGCCGCCGGCCG

12 R A AATAAAAGATCCTTATTTTCATTGGATCTGTGTGTTGGTT
TTTTGTGTG

13 AR—4— | GTCGACTCTAG

14 ITR-R AGGAACCCCTAGTGATGGAGTTGGCCACTCCCTCTCTGC
GCGCTCGCTCGCTCACTGAGGCCGGGCGACCAAAGGTCG
CCCGACGCCCGGGCTTTGCCCGGGCGGCCTCAGTGAGCG
AGCGAGCGCGCAGAGAGGGAGTGGCCAA

18 RH74 ATGGCTGCCGATGGTTATCTTCCAGATTGGCTCGAGGAC

VPI. VP2, | AACCTCTCTGAGGGCATTCGCGAGTGGTGGGACCTGAAA

VP3

CCTGGAGCCCCGAAACCCAAAGCCAACCAGCAAAAGCA
GGACAACGGCCGGGGTCTGGTGCTTCCTGGCTACAAGTA
CCTCGGACCCTTCAACGGACTCGACAAGGGGGAGCCCGT
CAACGCGGCGGACGCAGCGGCCCTCGAGCACGACAAGG
CCTACGAC
CAGCAGCTCCAAGCGGGTGACAATCCGTACCTGCGGTAT
AATCACGCCGACGCCGAGTTTCAGGAGCGTCTGCAAGA
AGATACGTCTTTTGGGGGCAACCTCGGGCGCGCAGTCTT
CCAGGCCAAAAAGCGGGTTCTCGAACCTCTGGGCCTGGT
TGAATCGCCGGTTAAGACGGCTCCTGGAAAGAAGAGAC
CGGTAGAGCCATCACCCCAGCGCTCTCCAGACTCCTCTA
CGGGCATC
GGCAAGAAAGGCCAGCAGCCCGCAAAAAAGAGACTCAA
TTTTGGGCAGACTGGCGACTCAGAGTCAGTCCCCGACCC
TCAACCAATCGGAGAACCACCAGCAGGCCCCTCTGGTCT
GGGATCTGGTACAATGGCTGCAGGCGGTGGCGCTCCAAT
GGCAGACAATAACGAAGGCGCCGACGGAGTGGGTAGTT
CCTCAGGAAATTGGCATTGCGATTCCACATGGCTGGGCG
ACAGAGTCATCACCACCAGCACCCGCACCTGGGCCCTGC
CCACCTACAACAACCACCTCTACAAGCAAATCTCCAACG
GGACCTCGGGAGGAAGCACCAACGACAACACCTACTTC
GGCTACAGCACCCCCTGGGGGTATTTTGACTTCAACAGA
TTCCACTGCCACTTTTCACCACGTGACTGGCAGCGACTC
ATCAACAACAACTGGGGATTCCGGCCCAAGAGGCTCAA
CTTCAAGCTCTTCAAC
ATCCAAGTCAAGGAGGTCACGCAGAATGAAGGCACCAA
GACCATCGCCAATAACCTTACCAGCACGATTCAGGTCTT
TACGGACTCGGAATACCAGCTCCCGTACGTGCTCGGCTC
GGCGCACCAGGGCTGCCTGCCTCCGTTCCCGGCGGACGT
CTTCATGATTCCTCAGTACGGGTACCTGACTCTGAACAA
TGGCAGTCAGGCTGTGGGCCGGTCGTCCTTCTACTGCCT
GGAGTAC
TTTCCTTCTCAAATGCTGAGAACGGGCAACAACTTTGAA
TTCAGCTACAACTTCGAGGACGTGCCCTTCCACAGCAGC
TACGCGCACAGCCAGAGCCTGGACCGGCTGATGAACCCT
CTCATCGACCAGTACTTGTACTACCTGTCCCGGACTCAA
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(19)

AGCACGGGCGGTACTGCAGGAACTCAGCAGTTGCTATTT
TCTCAGGCCGGGCCTAACAACATGTCGGCTCAGGCCAAG
AACTGG
CTACCCGGTCCCTGCTACCGGCAGCAACGCGTCTCCACG
ACACTGTCGCAGAACAACAACAGCAACTTTGCCTGGACG
GGTGCCACCAAGTATCATCTGAATGGCAGAGACTCTCTG
GTGAATCCTGGCGTTGCCATGGCTACCCACAAGGACGAC
GAAGAGCGATTTTTTCCATCCAGCGGAGTCTTAATGTTT
GGGAAACAGGGAGCTGGAAAAGACAACGTGGACTATAG
CAGCGTGATGCTAACCAGCGAGGAAGAAATAAAGACCA
CCAACCCAGTGGCCACAGAACAGTACGGCGTGGTGGCC
GATAACCTGCAACAGCAAAACGCCGCTCCTATTGTAGGG
GCCGTCAATAGTCAAGGAGCCTTACCTGGCATGGTGTGG
CAGAACCGGGACGTGTACCTGCAGGGTCCCATCTGGGCC
AAGATTCCTCATACGGACGGCAACTTTCATCCCTCGCCG
CTGATGGGAGGCTTTGGACTGAAGCATCCGCCTCCTCAG
ATCCTGATTAAAAACACACCTGTTCCCGCGGATCCTCCG
ACCACCTTCAATCAGGCCAAGCTGGCTTCTTTCATCACG
CAGTACAGTACCGGCCAGGTCAGCGTGGAGATCGAGTG
GGAGCTGCAGAAGGAGAACAGCAAACGCTGGAACCCAG
AGATTCAGTACACTTCCAACTACTACAAATCTACAAATG
TGGACTTTGCTGTCAATACTGAGGGTACTTATTCCGAGC
CTCGCCCCATTGGCACCCGTTACCTCACCCGTAATCTGTA
A

goooaoano
19 AvARZIH
124

TTGGCCACTCCCTCTCTGCGCGCTCGCTCGCTCACTGAGGCCGGGCGACCAA
AGGTCGCCCGACGCCCGGGLTTTGCCCGGGCGGCCTCAGTGAGCGAGCGAG
CGCGCAGAGAGGGAGTGGCCAACTCCATCACTAGGGGTTCCTCTAGAGGTA
CCTGTACACCTTCAGATTAAAAATAACTAAGGTAAGGGCCATGTGGGTAGG
GGAGGTGGTGTGAGACGGTCCTGTCTCTCCTCTATCTGCCCATCGGCCCTTT
GGGGAGGAGGAATGTGCCCAAGGACTAAAAAAAGGCCCTGGAGCCAGAGG
GGCGAGGGCAGCAGACCTTTCATGGGCAAACCTCAGGGCTGCTGTCGTCGA
GGTAGGCGTGTACGGTGGGAGGCCTATATAAGCAGAGCTCGTTTAGTGAAC
CGTCAGATCGCCTGGAGGAATTCGTAAGTATCAAGGTTACAAGACAGGTTTA
AGGAGACCAATAGAAACTGGGCTTGTCGAGACAGAGAAGACTCTTGCGTTT
CTGATAGGCACCTATTGGTCTTACTGACATCCACTTTGCCTTTCTCTCCACAGA
AGCTTGCTAGCGTTTAAACTTAAGCTTGCCACCATGCCTGAGCCTGGCAAGA
AACCTGTGTCCGCCTTCAGCAAAAAGCCCCGCTCTGTGGAAGTGGCCGCTGG
ATCTCCTGCCGTGTTTGAGGCCGAAACAGAACGCGCTGGCGTGAAAGTTCG
ATGGCAGAGAGGCGGCAGCGATATCAGCGCCAGCAACAAATATGGCCTGGC
CACCGAGGGCACCAGACACACACTGACAGTCAGAGAAGTGGGCCCTGCCGA
TCAGGGCTCTTATGCCGTGATTGCCGGCAGCAGCAAAGTGAAGTTCGACCTG
AAAGTGATCGAGGCCGAGAAGGCCGAGCCTATGCTTGCTCCTGCTCCAGCTC
CTGCTGAAGCTACAGGTGCTCCTGGCGAAGCTCCAGCACCAGCTGCTGAACT
GGGAGAGTCTGCCCCATCTCCTAAGGGCTCTAGCAGCGCCGCTCTGAATGGA
CCTACACCTGGCGCTCCCGATGATCCCATCGGCCTGTTTGTTATGAGGCCCCA
GGATGGCGAAGTGACAGTCGGCGGCAGCATCACCTTTAGCGCTAGAGTTGC
AGGCGCCAGCCTGCTGAAACCTCCTGTGGTCAAGTGGTTCAAAGGCAAATG
GGTCGACCTGTCCTCCAAAGTGGGCCAGCATCTGCAGCTCCACGACAGCTAC
GATAGAGCCAGCAAGGTGTACCTGTTCGAGCTGCACATCACAGACGCCCAG
CCAGCCTTTACCGGCAGCTACAGATGTGAAGTGTCCACCAAGGACAAGTTCG
ACTGCAGCAACTTCAACCTGACCGTGCACGAGGCCATGGGCACAGGCGATC
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(20)

TGGATCTGCTGAGCGCCTTCAGAAGAACATCTCTGGCTGGCGGAGGCAGAC
GGATCAGCGATTCTCACGAGGATACCGGCATCCTGGACTTCAGCAGCCTGCT
CAAGAAGCGGGACAGCTTCAGAACCCCTCGGGACAGCAAACTGGAAGCCCC
TGCCGAGGAAGATGTCTGGGAGATCCTGAGACAGGCCCCTCCTAGCGAGTA
CGAGAGAATCGCCTTTCAGTACGGCGTGACCGACCTGAGGGGCATGCTGAA
AAGGCTGAAGGGCATGCGCCGGGACGAGAAGAAGTCCACAGCCTTCCAGA
AAAAGCTGGAACCCGCCTACCAGGTGTCCAAGGGCCACAAGATCAGACTGA
CCGTGGAACTGGCCGACCACGACGCCGAAGTGAAGTGGCTGAAGAACGGC
CAAGAGATTCAGATGAGCGGCAGCAAGTACATCTTCGAGAGCATCGGCGCC
AAGCGGACCCTGACAATCAGCCAGTGTAGCCTGGCCGATGACGCCGCCTATC
AGTGTGTTGTTGGCGGCGAGAAGTGCAGCACCGAGCTGTTCGTGAAAGAAC
CTCCAGTGCTGATCACCCGGCCTCTGGAAGATCAGCTGGTCATGGTCGGACA
GCGCGTGGAATTCGAGTGCGAGGTTTCCGAAGAGGGCGCCCAAGTCAAATG
GCTGAAAGACGGCGTCGAGCTGACCAGAGAGGAAACCTTCAAGTACCGGTT
CAAGAAGGACGGCCAGCGGCACCACCTGATCATCAATGAAGCCATGCTGGA
AGATGCCGGCCACTACGCCTTGTGTACATCTGGTGGACAGGCCCTGGCCGA
GCTGATTGTGCAAGAGAAGAAACTCGAGGTGTACCAGTCTATCGCCGACCT
GATGGTCGGAGCCAAAGACCAGGCCGTGTTCAAGTGCGAAGTGTCCGACGA
GAATGTGCGCGGCGTGTGGCTGAAAAATGGCAAAGAACTGGTGCCCGACA
GCCGGATCAAGGTGTCCCACATTGGCAGAGTGCACAAGCTGACCATCGACG
ACGTGACCCCTGCTGACGAGGCCGATTACAGCTTTGTGCCTGAGGGCTTCGC
CTGTAACCTGAGCGCCAAGCTGCACTTTATGGAAGTCAAGATCGACTTCGTG
CCCCGGCAAGAGCCTCCTAAGATCCACCTGGATTGCCCTGGCAGAATCCCCG
ACACAATCGTGGTGGTGGCCGGAAACAAGCTGAGACTGGATGTGCCCATCA
GCGGCGATCCTGCTCCTACAGTGATCTGGCAGAAGGCCATCACACAGGGCA
ACAAGGCCCCTGCTAGACCCGCTCCTGATGCTCCTGAAGATACCGGCGATAG
CGACGAGTGGGTGTTCGACAAGAAACTGCTGTGCGAGACAGAGGGAAGAG
TGCGAGTGGAAACCACAAAGGACCGCAGCATCTTCACCGTGGAAGGCGCCG
AGAAAGAGGACGAGGGCGTCTACACAGTGACCGTGAAGAATCCCGTGGGC
GAAGATCAAGTGAACCTGACAGTGAAAGTCATCGACGTGCCCGACGCTCCT
GCCGCTCCAAAGATCTCTAACGTGGGAGAAGATAGCTGCACCGTGCAGTGG
GAGCCTCCAGCTTATGATGGCGGACAGCCTATCCTGGGCTACATCCTGGAAC
GCAAGAAGAAAAAGTCCTACCGGTGGATGCGGCTGAACTTCGATCTGATCC
AAGAGCTGAGCCACGAAGCCAGACGGATGATCGAAGGCGTGGTGTACGAG
ATGAGAGTGTACGCCGTGAACGCCATCGGCATGAGCAGACCTTCTCCAGCCT
CTCAGCCCTTCATGCCTATCGGCCCTCCAAGCGAACCTACACACCTGGCCGTT
GAGGACGTGTCCGATACCACCGTGTCTCTGAAATGGCGGCCTCCTGAGAGA
GTTGGAGCTGGCGGACTGGATGGCTACAGCGTGGAATACTGTCCAGAGGGC
TGTAGCGAGTGGGTTGCAGCTCTGCAGGGACTGACCGAGCACACCTCTATCC
TGGTCAAGGACCTGCCTACCGGCGCTAGACTGCTGTTTAGAGTGCGGGCCCA
CAACATGGCTGGACCAGGTGCACCAGTGACCACCACAGAACCCGTGACAGT
GCAAGAAATCCTGCAGCGGCCAAGACTGCAGCTGCCCAGACACCTGAGGCA
GACCATCCAGAAGAAAGTCGGCGAGCCCGTGAACCTGCTGATCCCATTTCAA
GGCAAGCCCAGACCTCAAGTGACCTGGACCAAAGAGGGACAGCCTCTGGCC
GGCGAAGAGGTGTCCATCAGAAACAGCCCCACCGACACCATCCTGTTCATCA
GAGCCGCCAGAAGGGTGCACTCCGGCACCTATCAAGTGACTGTGCGGATCG
AGAACATGGAAGATAAGGCCACACTGGTGCTGCAGGTCGTGGACAAACCCA
GTCCTCCTCAGGACCTGAGAGTGACAGATGCCTGGGGACTGAACGTGGCCC
TGGAATGGAAACCTCCACAGGACGTGGGCAACACAGAGCTGTGGGGCTATA
CCGTGCAGAAAGCCGACAAAAAGACCATGGAATGGTTCACCGTGCTGGAAC
ACTACCGGCGGACCCATTGTGTGGTGCCTGAGCTGATCATCGGCAACGGCTA
CTACTTCCGGGTGTTCAGCCAGAATATGGTCGGATTCAGCGACAGGGCCGCC
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(21)

ACCACAAAAGAACCTGTGTTCATCCCCAGACCTGGCATCACCTACGAGCCTC
CAAACTACAAGGCCCTGGATTTCAGCGAGGCCCCTAGATTCACACAGCCCCT
GGTCAACAGAAGCGTGATCGCCGGCTACACCGCCATGCTGTGTTGTGCCGTT
AGAGGCAGCCCCAAGCCTAAGATCTCCTGGTTCAAAAACGGCCTGGACCTCG
GCGAGGACGCCCGGTTTAGAATGTTTAGCAAGCAGGGCGTGCTGACCCTGG
AAATCAGAAAGCCCTGTCCTTTCGACGGCGGCATCTACGTGTGCAGAGCCAC
CAATCTGCAGGGCGAAGCTAGATGCGAGTGCAGACTGGAAGTTCGGGTGCC
CCAGTGATGATGAGCGGCCGCCGGCCGAATAAAAGATCCTTATTTTCATTGG
ATCTGTGTGTTGGTTTTTTGTGTGGTCGACTCTAGAGGAACCCCTAGTGATG
GAGTTGGCCACTCCCTCTCTGCGCGCTCGCTCGCTCACTGAGGCCGGGCGAC
CAAAGGTCGCCCGACGCCCGGGCTTTGCCCGGGCGGCCTCAGTGAGCGAGC
GAGCGCGCAGAGAGGGAGTGGCCAA

20

ITR-L

TTGGCCACTCCCTCTCTGCGCGCTCGCTCGCTCACTGAGG
CCGGGCGACCAAAGGTCGCCCGACGCCCGGGCTTTGCCC
GGGCGGCCTCAGTGAGCGAGCGAGCGCGCAGAGAGGGA
GTGGCCAACTCCATCACTAGGGGTTCCT

AR—H—

CTAGAGGTACCTGTACA

FILIF7MHC
I N H—

CCTTCAGATTAAAAATAACTAAGGTAAGGGCCATGTGGG
TAGGGGAGGTGGTGTGAGACGGTCCTGTCTCTCCTCTAT
CTGCCCATCGGCCCTTTGGGGAGGAGGAATGTGCCCAAG
GACTAAAAAAAGGCCCTGGAGCCAGAGGGGCGAGGGCA
GCAGACCTTTCATGGGCAAACCTCAGGGCTGCTGTC

23

ANR—H—

GTCGA

24

Mini CMV
JOoE—4—

GGTAGGCGTGTACGGTGGGAGGCCTATATAAGCAGAGC
T

25

A==

CGTTTAGTGAACCGTCAGATCGCCTGGAGGAATTC

26

sd/sa

GTAAGTATCAAGGTTACAAGACAGGTTTAAGGAGACCA
ATAGAAACTGGGCTTGTCGAGACAGAGAAGACTCTTGC
GTTTCTGATAGGCACCTATTGGTCTTACTGACATCCACTT
TGCCTTTCTCTCCACAG

27

AN—H—

AAGCTTGCTAGCGTTTAAACTTAAG

28

Kozac
B3l

AGCCCCAAC

29

MYBPC3

ATGCCTGAGCCTGGCAAGAAACCTGTGTCTGCCTTCAGC
AAGAAGCCCAGATCTGTTGAGGTGGCAGCTGGCAGCCCT
GCTGTGTTTGAGGCTGAGACAGAAAGAGCTGGGGTCAA
AGTCAGATGGCAGAGAGGAGGCTCTGACATCTCTGCCA
GCAACAAATATGGCCTGGCCACAGAGGGCACCAGACAC
ACCCTGACAGTTAGAGAAGTGGGCCCTGCTGACCAGGG
CAGCTATGCTGTGATTGCTGGCTCCAGCAAAGTGAAGTT
TGACCTGAAAGTGATTGAGGCAGAGAAGGCTGAGCCCA
TGCTTGCTCCAGCTCCAGCACCAGCTGAAGCTACTGGTG
CTCCTGGGGAAGCTCCTGCTCCTGCTGCTGAACTTGGAG
AGTCTGCCCCATCTCCTAAGGGCTCTAGCTCTGCTGCCCT
GAATGGACCTACACCTGGGGCTCCAGATGACCCCATTGG
CCTGTTTGTGATGAGGCCCCAGGATGGGGAAGTGACAGT
TGGAGGCAGCATCACCTTTTCTGCCAGAGTGGCTGGGGC
CAGCCTGCTGAAACCTCCTGTGGTCAAGTGGTTCAAAGG
CAAATGGGTTGACCTGTCCTCCAAAGTGGGCCAGCACCT
CCAGCTGCATGACAGCTATGATAGGGCCAGCAAGGTGT
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goooaoano

(22)

ACCTGTTTGAGCTGCACATCACAGATGCCCAGCCAGCCT
TCACAGGCAGCTACAGATGTGAAGTGTCCACCAAGGAC
AAGTTTGACTGCAGCAACTTCAACCTGACAGTGCATGAG
GCCATGGGCACAGGGGACCTTGATCTGCTGTCAGCCTTT
AGAAGAACCAGCCTGGCTGGTGGTGGCAGAAGAATCTC
TGACAGCCATGAGGACACAGGCATCCTGGACTTCAGCTC
CCTGCTGAAGAAGAGAGACAGCTTCAGAACCCCTAGAG
ACAGCAAGCTGGAAGCCCCAGCTGAGGAAGATGTCTGG
GAGATTCTGAGACAGGCCCCTCCATCTGAGTATGAGAGA
ATTGCCTTCCAGTATGGGGTCACAGACCTGAGAGGCATG
CTGAAGAGACTGAAGGGCATGAGAAGAGATGAGAAGAA
GTCCACAGCCTTCCAGAAGAAGCTGGAACCTGCCTACCA
GGTGTCCAAGGGCCACAAGATCAGACTGACAGTGGAAC
TGGCTGACCATGATGCTGAAGTGAAGTGGCTGAAGAAT
GGCCAAGAGATCCAAATGTCTGGCAGCAAGTACATCTTT
GAGAGCATTGGAGCCAAGAGGACCCTGACCATCAGCCA
GTGTAGCCTGGCAGATGATGCAGCCTATCAGTGTGTTGT
TGGTGGTGAAAAGTGCAGCACAGAGCTGTTTGTCAAAG
AGCCTCCAGTCCTGATCACCAGACCTCTGGAAGATCAGC
TGGTCATGGTTGGACAGAGGGTTGAGTTTGAGTGTGAAG
TCTCTGAAGAGGGTGCCCAAGTCAAATGGCTGAAAGAT
GGGGTTGAGCTGACCAGAGAGGAAACCTTCAAGTACAG
GTTCAAGAAGGATGGCCAGAGGCACCACCTGATCATCA
ATGAAGCCATGCTGGAAGATGCTGGCCACTATGCCCTGT
GCACAAGTGGTGGACAAGCCCTGGCTGAGCTGATTGTGC
AAGAAAAGAAACTGGAAGTGTACCAGAGCATTGCTGAC
CTGATGGTTGGAGCTAAGGACCAGGCTGTGTTTAAATGT
GAAGTTTCAGATGAGAATGTCAGAGGAGTGTGGCTCAA
AAATGGCAAAGAACTGGTGCCTGACTCCAGGATCAAGG
TGTCCCACATTGGCAGAGTGCACAAGCTGACAATTGATG
ATGTGACCCCTGCTGATGAGGCTGACTACAGCTTTGTGC
CTGAGGGCTTTGCCTGCAACCTGTCTGCCAAGCTGCACT
TCATGGAAGTCAAGATTGACTTTGTGCCCAGGCAAGAGC
CACCTAAGATCCACCTGGATTGCCCTGGCAGAATCCCAG
ACACCATTGTGGTTGTGGCTGGCAACAAGCTGAGACTGG
ATGTGCCCATCTCTGGGGACCCTGCTCCTACAGTGATTT
GGCAGAAGGCCATCACACAGGGCAACAAGGCTCCAGCC
AGACCAGCTCCTGATGCTCCTGAGGATACTGGGGACTCT
GATGAGTGGGTGTTTGACAAGAAACTGCTGTGTGAAACT
GAGGGCAGAGTCAGAGTGGAAACCACAAAGGACAGATC
CATCTTCACAGTGGAAGGGGCTGAGAAAGAGGATGAAG
GGGTCTACACAGTGACAGTGAAGAACCCTGTGGGAGAA
GATCAAGTGAACCTGACTGTGAAAGTCATTGATGTGCCA
GATGCTCCAGCAGCTCCCAAGATCAGCAATGTTGGAGAG
GACAGCTGCACAGTGCAGTGGGAGCCACCAGCCTATGA
TGGTGGACAGCCTATCCTGGGCTACATCCTGGAAAGAAA
GAAGAAAAAGTCCTACAGATGGATGAGGCTCAACTTTG
ATCTGATCCAAGAGCTGAGCCATGAAGCTAGAAGGATG
ATTGAAGGGGTTGTGTATGAGATGAGAGTGTATGCAGTG
AATGCCATTGGCATGAGCAGACCCTCTCCAGCCTCTCAG
CCTTTCATGCCCATTGGACCACCATCTGAGCCCACACAC
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(23) JP 2024-545186 A 2024.12.5

CTGGCAGTGGAAGATGTGTCTGACACCACAGTGTCCCTG
AAGTGGAGGCCACCTGAGAGAGTTGGAGCTGGAGGCCT
GGATGGCTACTCTGTGGAATACTGCCCAGAGGGCTGCTC
TGAGTGGGTTGCAGCTCTGCAGGGACTGACAGAGCACA
CCTCCATCCTGGTCAAGGATCTGCCTACAGGGGCTAGAC
TGCTGTTCAGAGTTAGGGCCCACAACATGGCTGGACCAG
GGGCTCCTGTGACAACCACAGAACCTGTGACTGTGCAAG
AGATTCTGCAGAGGCCCAGACTGCAGCTGCCTAGACACC
TGAGGCAGACCATCCAAAAGAAAGTGGGAGAGCCTGTG
AACCTGCTGATCCCATTCCAAGGCAAGCCCAGACCTCAA
GTGACCTGGACAAAAGAGGGACAGCCCCTGGCTGGGGA
AGAAGTCTCCATCAGAAACAGCCCCACTGACACCATCCT
GTTCATCAGAGCTGCCAGAAGAGTGCATTCTGGCACCTA
CCAAGTGACTGTCAGAATTGAGAACATGGAAGATAAGG
CCACACTGGTGCTGCAGGTTGTGGATAAGCCCAGTCCTC
CTCAGGATCTGAGAGTGACAGATGCCTGGGGACTGAAT
GTGGCCCTGGAATGGAAACCTCCACAGGATGTGGGCAA
CACTGAGCTGTGGGGCTATACAGTGCAGAAGGCAGATA
AGAAAACCATGGAATGGTTCACAGTGCTGGAACACTAT
AGAAGGACCCACTGTGTGGTGCCAGAGCTGATCATTGGC
AATGGCTACTACTTCAGGGTGTTCAGCCAGAATATGGTT
GGATTCTCTGATAGGGCAGCCACCACAAAAGAACCAGT
GTTCATCCCCAGACCTGGCATCACCTATGAGCCTCCAAA
CTACAAGGCCCTGGATTTCTCTGAGGCCCCTAGCTTCAC
CCAGCCTCTGGTCAATAGATCAGTGATTGCAGGCTATAC
TGCCATGCTGTGCTGTGCAGTCAGAGGCAGCCCAAAGCC
TAAGATCTCCTGGTTTAAGAATGGACTGGACCTTGGGGA
AGATGCCAGATTCAGAATGTTCAGCAAGCAAGGGGTGC
TGACCCTGGAAATCAGAAAGCCCTGTCCTTTTGATGGTG
GTATCTATGTGTGCAGGGCTACCAACCTCCAGGGTGAAG
CAAGATGTGAATGCAGGCTGGAAGTTAGAGTGCCCCAG
TGATGATGAGCGGCCGC

30 =1k TGATGATGAGC

31 An—H— | GGCCGCCGGCCG

32 Ry A AATAAAAGATCCTTATTTTCATTGGATCTGTGTGTTGGTT
TTTTGTGTG

33 AR—H— | GTCGACTCTAG

34 ITR-R AGGAACCCCTAGTGATGGAGTTGGCCACTCCCTCTCTGC
GCGCTCGCTCGCTCACTGAGGCCGGGCGACCAAAGGTCG
CCCGACGCCCGGGCTTTGCCCGGGCGGCCTCAGTGAGCG
AGCGAGCGCGCAGAGAGGGAGTGGCCAA
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(24) JP 2024-545186 A 2024.12.5
gooobod
35 ITR-L TTGGCCACTCCCTCTCTGCGCGCTCGCTCGCTCACTGAGG
CCGGGCGACCAAAGGTCGCCCGACGCCCGGGCTTTGCCC
GGGCGGCCTCAGTGAGCGAGCGAGCGCGCAGAGAGGGA
GTGGCCAACTCCATCACTAGGGGTTCCT
36 AR—Y— | ictagaggcgcgecaageitggtacCTGTACA
37 TILI7MHC| CCTTCAGATTAAAAATAACTAAGGTAAGGGCCATGTGGG
TUNYY— | TAGGGGAGGTGGTGTGAGACGGTCCTGTCTCTCCTCTAT
gooogbod

CTGCCCATCGGCCCTTTGGGGAGGAGGAATGTGCCCAAG
GACTAAAAAAAGGCCCTGGAGCCAGAGGGGCGAGGGCA
GCAGACCTTTCATGGGCAAACCTCAGGGCTGCTGTC

38 ZR—4— | GTCGA

39 Mini CMV | GGTAGGCGTGTACGGTGGGAGGCCTATATAAGCAGAGC
7BE—48— | TCGTTTAGTGAACCGTCAGATCGCCTGGAG

40 AR—H— | GAATTC

41 sd/sa GTAAGTATCAAGGTTACAAGACAGGTTTAAGGAGACCA
A7 ATAGAAACTGGGCTTGTCGAGACAGAGAAGACTCTTGC
1bax GTTTCTGATAGGCACCTATTGGTCTTACTGACATCCACTT

TGCCTTTCTCTCCACAG
42 ZA—H— | AAGCTTGCCACC
43 MYBPC3 | ATGCCTGAGCCTGGCAAGAAACCTGTGTCTGCCTTCAGC

AAGAAGCCCAGATCTGTTGAGGTGGCAGCTGGCAGCCCT
GCTGTGTTTGAGGCTGAGACAGAAAGAGCTGGGGTCAA
AGTCAGATGGCAGAGAGGAGGCTCTGACATCTCTGCCA
GCAACAAATATGGCCTGGCCACAGAGGGCACCAGACAC
ACCCTGACAGTTAGAGAAGTGGGCCCTGCTGACCAGGG
CAGCTATGCTGTGATTGCTGGCTCCAGCAAAGTGAAGTT
TGACCTGAAAGTGATTGAGGCAGAGAAGGCTGAGCCCA
TGCTTGCTCCAGCTCCAGCACCAGCTGAAGCTACTGGTG
CTCCTGGGGAAGCTCCTGCTCCTGCTGCTGAACTTGGAG
AGTCTGCCCCATCTCCTAAGGGCTCTAGCTCTGCTGCCCT
GAATGGACCTACACCTGGGGCTCCAGATGACCCCATTGG
CCTGTTTGTGATGAGGCCCCAGGATGGGGAAGTGACAGT
TGGAGGCAGCATCACCTTTTCTGCCAGAGTGGCTGGGGC
CAGCCTGCTGAAACCTCCTGTGGTCAAGTGGTTCAAAGG
CAAATGGGTTGACCTGTCCTCCAAAGTGGGCCAGCACCT
CCAGCTGCATGACAGCTATGATAGGGCCAGCAAGGTGT
ACCTGTTTGAGCTGCACATCACAGATGCCCAGCCAGCCT
TCACAGGCAGCTACAGATGTGAAGTGTCCACCAAGGAC
AAGTTTGACTGCAGCAACTTCAACCTGACAGTGCATGAG
GCCATGGGCACAGGGGACCTTGATCTGCTGTCAGCCTTT
AGAAGAACCAGCCTGGCTGGTGGTGGCAGAAGAATCTC
TGACAGCCATGAGGACACAGGCATCCTGGACTTCAGCTC
CCTGCTGAAGAAGAGAGACAGCTTCAGAACCCCTAGAG
ACAGCAAGCTGGAAGCCCCAGCTGAGGAAGATGTCTGG
GAGATTCTGAGACAGGCCCCTCCATCTGAGTATGAGAGA
ATTGCCTTCCAGTATGGGGTCACAGACCTGAGAGGCATG
CTGAAGAGACTGAAGGGCATGAGAAGAGATGAGAAGAA
GTCCACAGCCTTCCAGAAGAAGCTGGAACCTGCCTACCA
GGTGTCCAAGGGCCACAAGATCAGACTGACAGTGGAAC
TGGCTGACCATGATGCTGAAGTGAAGTGGCTGAAGAAT
GGCCAAGAGATCCAAATGTCTGGCAGCAAGTACATCTTT
GAGAGCATTGGAGCCAAGAGGACCCTGACCATCAGCCA
GTGTAGCCTGGCAGATGATGCAGCCTATCAGTGTGTTGT
TGGTGGTGAAAAGTGCAGCACAGAGCTGTTTGTCAAAG
AGCCTCCAGTCCTGATCACCAGACCTCTGGAAGATCAGC
TGGTCATGGTTGGACAGAGGGTTGAGTTTGAGTGTGAAG
TCTCTGAAGAGGGTGCCCAAGTCAAATGGCTGAAAGAT
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(25)

JP 2024-545186 A 2024.12.5

GGGGTTGAGCTGACCAGAGAGGAAACCTTCAAGTACAG
GTTCAAGAAGGATGGCCAGAGGCACCACCTGATCATCA
ATGAAGCCATGCTGGAAGATGCTGGCCACTATGCCCTGT
GCACAAGTGGTGGACAAGCCCTGGCTGAGCTGATTGTGC
AAGAAAAGAAACTGGAAGTGTACCAGAGCATTGCTGAC
CTGATGGTTGGAGCTAAGGACCAGGCTGTGTTTAAATGT
GAAGTTTCAGATGAGAATGTCAGAGGAGTGTGGCTCAA
AAATGGCAAAGAACTGGTGCCTGACTCCAGGATCAAGG
TGTCCCACATTGGCAGAGTGCACAAGCTGACAATTGATG
ATGTGACCCCTGCTGATGAGGCTGACTACAGCTTTGTGC
CTGAGGGCTTTGCCTGCAACCTGTCTGCCAAGCTGCACT
TCATGGAAGTCAAGATTGACTTTGTGCCCAGGCAAGAGC
CACCTAAGATCCACCTGGATTGCCCTGGCAGAATCCCAG
ACACCATTGTGGTTGTGGCTGGCAACAAGCTGAGACTGG
ATGTGCCCATCTCTGGGGACCCTGCTCCTACAGTGATTT
GGCAGAAGGCCATCACACAGGGCAACAAGGCTCCAGCC
AGACCAGCTCCTGATGCTCCTGAGGATACTGGGGACTCT
GATGAGTGGGTGTTTGACAAGAAACTGCTGTGTGAAACT
GAGGGCAGAGTCAGAGTGGAAACCACAAAGGACAGATC
CATCTTCACAGTGGAAGGGGCTGAGAAAGAGGATGAAG
GGGTCTACACAGTGACAGTGAAGAACCCTGTGGGAGAA
GATCAAGTGAACCTGACTGTGAAAGTCATTGATGTGCCA
GATGCTCCAGCAGCTCCCAAGATCAGCAATGTTGGAGAG
GACAGCTGCACAGTGCAGTGGGAGCCACCAGCCTATGA
TGGTGGACAGCCTATCCTGGGCTACATCCTGGAAAGAAA
GAAGAAAAAGTCCTACAGATGGATGAGGCTCAACTTTG
ATCTGATCCAAGAGCTGAGCCATGAAGCTAGAAGGATG
ATTGAAGGGGTTGTGTATGAGATGAGAGTGTATGCAGTG
AATGCCATTGGCATGAGCAGACCCTCTCCAGCCTCTCAG
CCTTTCATGCCCATTGGACCACCATCTGAGCCCACACAC
CTGGCAGTGGAAGATGTGTCTGACACCACAGTGTCCCTG
AAGTGGAGGCCACCTGAGAGAGTTGGAGCTGGAGGCCT
GGATGGCTACTCTGTGGAATACTGCCCAGAGGGCTGCTC
TGAGTGGGTTGCAGCTCTGCAGGGACTGACAGAGCACA
CCTCCATCCTGGTCAAGGATCTGCCTACAGGGGCTAGAC
TGCTGTTCAGAGTTAGGGCCCACAACATGGCTGGACCAG
GGGCTCCTGTGACAACCACAGAACCTGTGACTGTGCAAG
AGATTCTGCAGAGGCCCAGACTGCAGCTGCCTAGACACC
TGAGGCAGACCATCCAAAAGAAAGTGGGAGAGCCTGTG
AACCTGCTGATCCCATTCCAAGGCAAGCCCAGACCTCAA
GTGACCTGGACAAAAGAGGGACAGCCCCTGGCTGGGGA
AGAAGTCTCCATCAGAAACAGCCCCACTGACACCATCCT
GTTCATCAGAGCTGCCAGAAGAGTGCATTCTGGCACCTA
CCAAGTGACTGTCAGAATTGAGAACATGGAAGATAAGG
CCACACTGGTGCTGCAGGTTGTGGATAAGCCCAGTCCTC
CTCAGGATCTGAGAGTGACAGATGCCTGGGGACTGAAT
GTGGCCCTGGAATGGAAACCTCCACAGGATGTGGGCAA
CACTGAGCTGTGGGGCTATACAGTGCAGAAGGCAGATA
AGAAAACCATGGAATGGTTCACAGTGCTGGAACACTAT
AGAAGGACCCACTGTGTGGTGCCAGAGCTGATCATTGGC
AATGGCTACTACTTCAGGGTGTTCAGCCAGAATATGGTT
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(26) JP 2024-545186 A 2024.12.5

GGATTCTCTGATAGGGCAGCCACCACAAAAGAACCAGT
GTTCATCCCCAGACCTGGCATCACCTATGAGCCTCCAAA
CTACAAGGCCCTGGATTTCTCTGAGGCCCCTAGCTTCAC
CCAGCCTCTGGTCAATAGATCAGTGATTGCAGGCTATAC
TGCCATGCTGTGCTGTGCAGTCAGAGGCAGCCCAAAGCC
TAAGATCTCCTGGTTTAAGAATGGACTGGACCTTGGGGA
AGATGCCAGATTCAGAATGTTCAGCAAGCAAGGGGTGC
TGACCCTGGAAATCAGAAAGCCCTGTCCTTTTGATGGTG
GTATCTATGTGTGCAGGGCTACCAACCTCCAGGGTGAAG
CAAGATGTGAATGCAGGCTGGAAGTTAGAGTGCCCCAG
TGAT

A4

ik

TGATGATGA

45

ZN—H—

GCGGCCGCicgag

46

bGH
R A

CTGTGCCTTCTAGTTGCCAGCCATCTGTTGTTTGCCCCTC
CCCCGTGCCTTCCTTGACCCTGGAAGGTGCCACTCCCAC
TGTCCTTTCCTAATAAAATGAGGAAATTGCATCGCATTG
TCTGAGTAGGTGTCATTCTATTCTGGGGGGTGGGGTGGG
GCAGGACAGCAAGGGGGAGGATTGGGAAGACAATAGCA
GGCATGCTGGGGA

47

AR—H—

GTCGACGCGCCGGCGTCTAGA

48

ITR-R

AGGAACCCCTAGTGATGGAGTTGGCCACTCCCTCTCTGC
GCGCTCGCTCGCTCACTGAGGCCGGGCGACCAAAGGTCG
CCCGACGCCCGGGCTTTGCCCGGGCGGCCTCAGTGAGCG
AGCGAGCGCGCAGAGAGGGAGTGGCCAA
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27) JP 2024-545186 A 2024.12.5

gooobod
EHNES| HH B EEF
15 MYBC MPEPGKKPVSAFSKKPRSVEVAAGSPAVFEAETERAGYV

KVRWQRGGSDISASNKYGLATEGTRHTLTVREVGPADQ
GSYAVIAGSSKVKFDLKVIEAEKAEPMLAPAPAPAEATG
APGEAPAPAAELGESAPSPKGSSSAALNGPTPGAPDDPIG
LFVMRPQDGEVTVGGSITFSARVAGASLLKPPVVKWFK
GKWVDLSSKVGQHLQLHDSYDRASKVYLFELHITDAQP
AFTGSYRCEVSTKDKFDCSNENLTVHEAMGTGDLDLLS
AFRRTSLAGGGRRISDSHEDTGILDFSSLLKKRDSFRTPR
DSKLEAPAEEDVWEILRQAPPSEYERIAFQYGVTDLRGM
LKRLKGMRRDEKKSTAFQKKLEPAYQVSKGHKIRLTVE
LADHDAEVKWLKNGQEIQMSGSKYIFESIGAKRTLTISQ
CSLADDAAYQCVVGGEKCSTELFVKEPPVLITRPLEDQL
VMVGQRVEFECEVSEEGAQVKWLKDGVELTREETFKY
RFKKDGQRHHLIINEAMLEDAGHYALCTSGGQALAELIV
QEKKLEVYQSIADLMVGAKDQAVFKCEVSDENVRGVW
LKNGKELVPDSRIKVSHIGRVHKLTIDDVTPADEADYSF
VPEGFACNLSAKLHFMEVKIDFVPRQEPPKIHLDCPGRIP
DTIVVVAGNKLRLDVPISGDPAPTVIWQKAITQGNKAPA
RPAPDAPEDTGDSDEWVFDKKLLCETEGRVRVETTKDR
SIFTVEGAEKEDEGVYTVTVKNPVGEDQVNLTVKVIDVP
DAPAAPKISNVGEDSCTVQWEPPAYDGGQPILGYILERK
KKKSYRWMRLNFDLIQELSHEARRMIEGVVYEMRVYA
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(28)

VNAIGMSRPSPASQPFMPIGPPSEPTHLAVEDVSDTTVSL
KWRPPERVGAGGLDGYSVEYCPEGCSEWVAALQGLTE
HTSILVKDLPTGARLLFRVRAHNMAGPGAPVTTTEPVTV
QEILQRPRLQLPRHLRQTIQKKVGEPVNLLIPFQGKPRPQ
VTWTKEGQPLAGEEVSIRNSPTDTILFIRAARRVHSGTYQ
VTVRIENMEDKATLVLQVVDKPSPPQDLRVTDAWGLNV
ALEWKPPQDVGNTELWGYTVQKADKKTMEWFTVLEH
YRRTHCVVPELIIGNGY YFRVFSQNMVGFSDRAATTKEP
VFIPRPGITYEPPNYKALDFSEAPRFTQPLVNRSVIAGYTA
MLCCAVRGSPKPKISWFKNGLDLGEDARFRMFSKQGVL
TLEIRKPCPFDGGIYVCRATNLQGEARCECRLEVRVPQ

16

Rh74 VPI1
(VP2, VP3)

MAADGYLPDWLEDNLSEGIREWWDLKPGAPKPKANQQ
KQDNGRGLVLPGYKYLGPFNGLDKGEPVNAADAAALEH
DKAYDQQLQAGDNPYLRYNHADAEFQERLQEDTSEGGN
LGRAVFQAKKRVLEPLGLVESPVKTAPGKKRPVEPSPQR
SPDSSTGIGKKGQQPAKKRLNFGQTGDSESVPDPQPIGEPP
AGPSGLGSGTMAAGGGAPMADNNEGADGVGSSSGNWH
CDSTWLGDRVITTSTRTWALPTYNNHLY KQISNGTSGGS
TNDNTYFGYSTPWGYFDFNRFHCHFSPRDWQRLINNNW
GFRPKRLNFKLFNIQVKEVTQNEGTKTIANNLTSTIQVFT
DSEYQLPY VLGSAHQGCLPPFPADVFMIPQYGYLTLNNG
SQAVGRSSFYCLEYFPSQMLRTGNNFEFSYNFEDVPFHSS
YAHSQSLDRLMNPLIDQYLYYLSRTQSTGGTAGTQQLLF
SQAGPNNMSAQAKNWLPGPCYRQQRVSTTLSQNNNSNF
AWTGATKYHLNGRDSLVNPGVAMATHKDDEERFFPSSG
VLMFGKQGAGKDNVDYSSVMLTSEEEIKTTNPVATEQY
GVVADNLQQQNAAPIVGAVNSQGALPGMVWQNRDVYL
QGPIWAKIPHTDGNFHPSPLMGGFGLKHPPPQILIKNTPVP
ADPPTTFNQAKLASFITQYSTGQVSVEIEWELQKENSKRW
NPEIQYTSNYYKSTNVDFAVNTEGTYSEPRPIGTRYLTRN
L

17

AAV9 VP]

MAADGYLPDWLEDNLSEGIREWWALKPGAPQPKANQQ
HQDNARGLVLPGYKYLGPGNGLDKGEPVNAADAAALE
HDKAYDQQLKAGDNPYLKYNHADAEFQERLKEDTSEGG
NLGRAVFQAKKRLLEPLGLVEEAAKTAPGKKRPVEQSPQ
EPDSSAGIGKSGAQPAKKRLNFGQTGDTESVPDPQPIGEP
PAAPSGVGSLTMASGGGAPVADNNEGADGVGSSSGNWH
CDSQWLGDRVITTSTRTWALPTYNNHLYKQISNSTSGGSS
NDNAYFEGYSTPWGYFDENRFHCHFSPRDWQRLINNNWG
FRPKRLNFKLFNIQVKEVTDNNGVKTIANNLTSTVQVFTD
SDYQLPYVLGSAHEGCLPPFPADVEMIPQYGYLTLNDGS
QAVGRSSFYCLEYFPSQMLRTGNNFQFSYEFENVPFHSSY
AHSQSLDRLMNPLIDQYLYYLSKTINGSGQNQQTLKFSV
AGPSNMAVQGRNYIPGPS YRQQRVSTTVTQNNNSEFAWP
GASSWALNGRNSLMNPGPAMASHKEGEDRFFPLSGSLIF
GKQGTGRDNVDADKVMITNEEEIKTTNPVATESYGQVAT
NHQSAQAQAQTGWVQNQGILPGMVWQDRDVYLQGPIW
AIPHTDGNFHPSPLMGGFGMKHPPPQILIKNTPVPADPPTA
FNKDKLNSFITQYSTGQVSVEIEWELQKENSKRWNPEIQY
TSNYYKSNNVEFAVNTEGVYSEPRPIGTRYLTRNL

oooooao
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(29)

Ooooao

EFES |EiET Kozak &5

49 MYH7 GGCACAGCC

50 ACTCI TGTGCCAAG

51 TNNI3 AGTCTCAGC

52 MYL7 GCAGAGAGA

53 NPPA TCCAGAGAC

54 NPPB TCCAGAGAC

55 TNNI2 GACCTCAGG

56 MYBPC3 TCTCTCAGG

57 MYL4 CAAGACAAC

58 MYBPHL AGGCCCAGC

59 MYH6 AGCACCAAG

60 LRRCI10 AGCCTCCGC

61 ACTCI TGTGCCAAG

62 RD3L AGGCTAAAA
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ILAVE (5°->3")

Nt &5l

AARTIGERAIEETHAESR)

ITR-L

TTGGCCACTCCCTCTCTG
CGCGCTCGCTCGCTCACT
GAGGCCGGGCGACCAAA
GGTCGCCCGACGCCCGG
GCTTTGCCCGGGCGGCCT
CAGTGAGCGAGCGAGCG
CGCAGAGAGGGAGTGGC
CAACTCCATCACTAGGG
GTTCCT (_EZ5IFES  20)

AR—H—

CTAGAGGTACCTGTACA
(BEHES21)

FILI7F7MHC
TN —

CCTTCAGATTAAAAATA
ACTAAGGTAAGGGCCAT
GTGGGTAGGGGAGGTGG
TGTGAGACGGTCCTGTCT
CTCCTCTATCTGCCCATC
GGCCCTTTGGGGAGGAG
GAATGTGCCCAAGGACT
AAAAAAAGGCCCTGGAG
CCAGAGGGGCGAGGGCA
GCAGACCTTTCATGGGC
AAACCTCAGGGCTGCTG
TC ( EIES 22)

RR—H—

GTCGA ( EcHEE 23)

Mini CMV
JO0E—4—

GGTAGGCGTGTACGGTG
GGAGGCCTATATAAGCA
GAGCT ( E3ES 24)

ANR—H—

CGTTTAGTGAACCGTCAG
ATCGCCTGGAGGAATTC
( EHNES 25)

sd/sa

GTAAGTATCAAGGTTAC
AAGACAGGTTTAAGGAG
ACCAATAGAAACTGGGC
TTGTCGAGACAGAGAAG
ACTCTTGCGTTTCTGATA
GGCACCTATTGGTCTTAC
TGACATCCACTTTGCCTT
TCTCTCCACAG

( BHES 26)

RR—t—

AAGCTTGCTAGCGTTTAA
ACTTAAG ( EE5IES 27)

Kozac B25

CTTGCCACC( EZFIES 28)
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MYBPC3

ATGCCTGAGCCTGGCAA
GAAACCTGTGTCTGCCTT
CAGCAAGAAGCCCAGAT
CTGTTGAGGTGGCAGCT
GGCAGCCCTGCTGTGTTT
GAGGCTGAGACAGAAAG
AGCTGGGGTCAAAGTCA
GATGGCAGAGAGGAGGC
TCTGACATCTCTGCCAGC
AACAAATATGGCCTGGC
CACAGAGGGCACCAGAC
ACACCCTGACAGTTAGA
GAAGTGGGCCCTGCTGA
CCAGGGCAGCTATGCTG
TGATTGCTGGCTCCAGCA
AAGTGAAGTTTGACCTG
AAAGTGATTGAGGCAGA
GAAGGCTGAGCCCATGC
TTGCTCCAGCTCCAGCAC
CAGCTGAAGCTACTGGT
GCTCCTGGGGAAGCTCCT
GCTCCTGCTGCTGAACTT
GGAGAGTCTGCCCCATCT
CCTAAGGGCTCTAGCTCT
GCTGCCCTGAATGGACCT
ACACCTGGGGCTCCAGA
TGACCCCATTGGCCTGTT
TGTGATGAGGCCCCAGG
ATGGGGAAGTGACAGTT
GGAGGCAGCATCACCTT
TTCTGCCAGAGTGGCTGG
GGCCAGCCTGCTGAAAC
CTCCTGTGGTCAAGTGGT
TCAAAGGCAAATGGGTT
GACCTGTCCTCCAAAGTG
GGCCAGCACCTCCAGCT
GCATGACAGCTATGATA
GGGCCAGCAAGGTGTAC
CTGTTTGAGCTGCACATC
ACAGATGCCCAGCCAGC
CTTCACAGGCAGCTACA
GATGTGAAGTGTCCACC
AAGGACAAGTTTGACTG
CAGCAACTTCAACCTGA
CAGTGCATGAGGCCATG
GGCACAGGGGACCTTGA
TCTGCTGTCAGCCTTTAG
AAGAACCAGCCTGGCTG
GTGGTGGCAGAAGAATC
TCTGACAGCCATGAGGA
CACAGGCATCCTGGACTT

MPEPGKKPVSAFSKKPRSVEVAAG
SPAVFEAETERAGVKVRWQRGGS
DISASNKYGLATEGTRHTLTVREV
GPADQGSYAVIAGSSKVKFDLKVI
EAEKAEPMLAPAPAPAEATGAPGE
APAPAAELGESAPSPKGSSSAALN
GPTPGAPDDPIGLFVMRPQDGEVT
VGGSITFSARVAGASLLKPPVVKW
FKGKWVDLSSKVGQHLQLHDSYD
RASKVYLFELHITDAQPAFTGSYR
CEVSTKDKFDCSNFNLTVHEAMG
TGDLDLLSAFRRTSLAGGGRRISDS
HEDTGILDFSSLLKKRDSFRTPRDS
KLEAPAEEDVWEILRQAPPSEYERI
AFQYGVTDLRGMLKRLKGMRRD
EKKSTAFQKKLEPAYQVSKGHKIR
LTVELADHDAEVKWLKNGQEIQM
SGSKYIFESIGAKRTLTISQCSLADD
AAYQCYVGGEKCSTELFVKEPPVL
ITRPLEDQLVMVGQRVEFECEVSE
EGAQVKWLKDGVELTREETFKYR
FKKDGQRHHLIINEAMLEDAGHY
ALCTSGGQALAELIVQEKKLEVYQ
SIADLMVGAKDQAVFKCEVSDEN
VRGVWLKNGKELVPDSRIKVSHIG
RVHKLTIDDVTPADEADYSFVPEG
FACNLSAKLHFMEVKIDFVPRQEP
PKIHLDCPGRIPDTIVVVAGNKLRL
DVPISGDPAPTVIWQKAITQGNKA
PARPAPDAPEDTGDSDEWVFDKK
LLCETEGRVRVETTKDRSIFTVEG
AEKEDEGVYTVTVKNPVGEDQVN
LTVKVIDVPDAPAAPKISNVGEDS
CTVQWEPPAYDGGQPILGYILERK
KKKSYRWMRLNFDLIQELSHEAR
RMIEGVVYEMRVYAVNAIGMSRP
SPASQPFMPIGPPSEPTHLAVEDVS
DTTVSLKWRPPERVGAGGLDGYS
VEYCPEGCSEWVAALQGLTEHTSI
LVKDLPTGARLLFRVRAHNMAGP
GAPVTTTEPVTVQEILQRPRLQLPR
HLRQTIQKKVGEPVNLLIPFQGKPR
PQVTWTKEGQPLAGEEVSIRNSPT
DTILFIRAARRVHSGTYQVTVRIEN
MEDKATLVLQVVDKPSPPQDLRV
TDAWGLNVALEWKPPQDVGNTEL
WGYTVQKADKKTMEWFTVLEHY
RRTHCVVPELIIGNGY YFRVFSQN
MVGFSDRAATTKEPVFIPRPGITYE
PPNYKALDFSEAPSFTQPLVNRSVI
AGYTAMLCCAVRGSPKPKISWFK
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(47)

JP 2024-545186 A 2024.12.5

CAGCTCCCTGCTGAAGA
AGAGAGACAGCTTCAGA
ACCCCTAGAGACAGCAA
GCTGGAAGCCCCAGCTG
AGGAAGATGTCTGGGAG
ATTCTGAGACAGGCCCCT
CCATCTGAGTATGAGAG
AATTGCCTTCCAGTATGG
GGTCACAGACCTGAGAG
GCATGCTGAAGAGACTG
AAGGGCATGAGAAGAGA
TGAGAAGAAGTCCACAG
CCTTCCAGAAGAAGCTG
GAACCTGCCTACCAGGT
GTCCAAGGGCCACAAGA
TCAGACTGACAGTGGAA
CTGGCTGACCATGATGCT
GAAGTGAAGTGGCTGAA
GAATGGCCAAGAGATCC
AAATGTCTGGCAGCAAG
TACATCTTTGAGAGCATT
GGAGCCAAGAGGACCCT
GACCATCAGCCAGTGTA
GCCTGGCAGATGATGCA
GCCTATCAGTGTGTTGTT
GGTGGTGAAAAGTGCAG
CACAGAGCTGTTTGTCAA
AGAGCCTCCAGTCCTGAT
CACCAGACCTCTGGAAG
ATCAGCTGGTCATGGTTG
GACAGAGGGTTGAGTTT
GAGTGTGAAGTCTCTGA
AGAGGGTGCCCAAGTCA
AATGGCTGAAAGATGGG
GTTGAGCTGACCAGAGA
GGAAACCTTCAAGTACA
GGTTCAAGAAGGATGGC
CAGAGGCACCACCTGAT
CATCAATGAAGCCATGC
TGGAAGATGCTGGCCAC
TATGCCCTGTGCACAAGT
GGTGGACAAGCCCTGGC
TGAGCTGATTGTGCAAG
AAAAGAAACTGGAAGTG
TACCAGAGCATTGCTGA
CCTGATGGTTGGAGCTA
AGGACCAGGCTGTGTTT
AAATGTGAAGTTTCAGA
TGAGAATGTCAGAGGAG
TGTGGCTCAAAAATGGC
AAAGAACTGGTGCCTGA

NGLDLGEDARFRMFSKQGVLTLEI
RKPCPFDGGIYVCRATNLQGEARC
ECRLEVRVPQ
( ENES 15)
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JP 2024-545186 A 2024.12.5

CTCCAGGATCAAGGTGT
CCCACATTGGCAGAGTG
CACAAGCTGACAATTGA
TGATGTGACCCCTGCTGA
TGAGGCTGACTACAGCTT
TGTGCCTGAGGGCTTTGC
CTGCAACCTGTCTGCCAA
GCTGCACTTCATGGAAGT
CAAGATTGACTTTGTGCC
CAGGCAAGAGCCACCTA
AGATCCACCTGGATTGCC
CTGGCAGAATCCCAGAC
ACCATTGTGGTTGTGGCT
GGCAACAAGCTGAGACT
GGATGTGCCCATCTCTGG
GGACCCTGCTCCTACAGT
GATTTGGCAGAAGGCCA
TCACACAGGGCAACAAG
GCTCCAGCCAGACCAGC
TCCTGATGCTCCTGAGGA
TACTGGGGACTCTGATG
AGTGGGTGTTTGACAAG
AAACTGCTGTGTGAAAC
TGAGGGCAGAGTCAGAG
TGGAAACCACAAAGGAC
AGATCCATCTTCACAGTG
GAAGGGGCTGAGAAAGA
GGATGAAGGGGTCTACA
CAGTGACAGTGAAGAAC
CCTGTGGGAGAAGATCA
AGTGAACCTGACTGTGA
AAGTCATTGATGTGCCA
GATGCTCCAGCAGCTCCC
AAGATCAGCAATGTTGG
AGAGGACAGCTGCACAG
TGCAGTGGGAGCCACCA
GCCTATGATGGTGGACA
GCCTATCCTGGGCTACAT
CCTGGAAAGAAAGAAGA
AAAAGTCCTACAGATGG
ATGAGGCTCAACTTTGAT
CTGATCCAAGAGCTGAG
CCATGAAGCTAGAAGGA
TGATTGAAGGGGTTGTGT
ATGAGATGAGAGTGTAT
GCAGTGAATGCCATTGG
CATGAGCAGACCCTCTCC
AGCCTCTCAGCCTTTCAT
GCCCATTGGACCACCATC
TGAGCCCACACACCTGG
CAGTGGAAGATGTGTCT
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(49)

JP 2024-545186 A 2024.12.5

GACACCACAGTGTCCCT
GAAGTGGAGGCCACCTG
AGAGAGTTGGAGCTGGA
GGCCTGGATGGCTACTCT
GTGGAATACTGCCCAGA
GGGCTGCTCTGAGTGGG
TTGCAGCTCTGCAGGGA
CTGACAGAGCACACCTC
CATCCTGGTCAAGGATCT
GCCTACAGGGGCTAGAC
TGCTGTTCAGAGTTAGGG
CCCACAACATGGCTGGA
CCAGGGGCTCCTGTGAC
AACCACAGAACCTGTGA
CTGTGCAAGAGATTCTGC
AGAGGCCCAGACTGCAG
CTGCCTAGACACCTGAG
GCAGACCATCCAAAAGA
AAGTGGGAGAGCCTGTG
AACCTGCTGATCCCATTC
CAAGGCAAGCCCAGACC
TCAAGTGACCTGGACAA
AAGAGGGACAGCCCCTG
GCTGGGGAAGAAGTCTC
CATCAGAAACAGCCCCA
CTGACACCATCCTGTTCA
TCAGAGCTGCCAGAAGA
GTGCATTCTGGCACCTAC
CAAGTGACTGTCAGAAT
TGAGAACATGGAAGATA
AGGCCACACTGGTGCTG
CAGGTTGTGGATAAGCC
CAGTCCTCCTCAGGATCT
GAGAGTGACAGATGCCT
GGGGACTGAATGTGGCC
CTGGAATGGAAACCTCC
ACAGGATGTGGGCAACA
CTGAGCTGTGGGGCTAT
ACAGTGCAGAAGGCAGA
TAAGAAAACCATGGAAT
GGTTCACAGTGCTGGAA
CACTATAGAAGGACCCA
CTGTGTGGTGCCAGAGCT
GATCATTGGCAATGGCT
ACTACTTCAGGGTGTTCA
GCCAGAATATGGTTGGA
TTCTCTGATAGGGCAGCC
ACCACAAAAGAACCAGT
GTTCATCCCCAGACCTGG
CATCACCTATGAGCCTCC
AAACTACAAGGCCCTGG
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(50)

JP 2024-545186 A 2024.12.5

ATTTCTCTGAGGCCCCTA
GCTTCACCCAGCCTCTGG
TCAATAGATCAGTGATTG
CAGGCTATACTGCCATGC
TGTGCTGTGCAGTCAGA
GGCAGCCCAAAGCCTAA
GATCTCCTGGTTTAAGAA
TGGACTGGACCTTGGGG
AAGATGCCAGATTCAGA
ATGTTCAGCAAGCAAGG
GGTGCTGACCCTGGAAA
TCAGAAAGCCCTGTCCTT
TTGATGGTGGTATCTATG
TGTGCAGGGCTACCAAC
CTCCAGGGTGAAGCAAG
ATGTGAATGCAGGCTGG
AAGTTAGAGTGCCCCAG
TGATGATGAGCGGCCGC
( EEHNES 29)

#i1k

TGATGATGAGC
( E3&FS 30)

RR—H—

GGCCGCCGGCCG
( Ec5|&ES 31)

R A

AATAAAAGATCCTTATTT
TCATTGGATCTGTGTGTT
GGTTTTTTGTGTG

( BHIEE 32)

AR—H—

GTCGACTCTAG
( BSFIES 33)

ITR-R

AGGAACCCCTAGTGATG
GAGTTGGCCACTCCCTCT
CTGCGCGCTCGCTCGCTC
ACTGAGGCCGGGCGACC
AAAGGTCGCCCGACGCC
CGGGCTTTGCCCGGGCG
GCCTCAGTGAGCGAGCG
AGCGCGCAGAGAGGGAG
TGGCCAA ( EFIES 34)
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(51) JP 2024-545186 A 2024.12.5

Ooooao

BT Kozak E2%l EFES

MYH7 GGCACAGCC 49

ACTC1 TGTGCCAAG 50

TNNI3 AGTCTCAGC 51

MYL7 GCAGAGAGA 2

NPPA TCCAGAGAC 53

NPPB TCCAGAGAC 54

TNNI2 GACCTCAGG 55 10
MYBPC3 TCTCTCAGG 56

MYIL4 CAAGACAAC 57

MYBPHL AGGCCCAGC 58

MYH6 AGCACCAAG 59

LRRCIO AGCCTCCGC 60

ACTCI TGTGCCAAG 61

RD3L AGGCTAAAA 62

Tt A IAGCCCCAAC 28

oooooaod 20

oooooooooooooooooooooobobobooooboDboODbODODODODOoOOoOOoOOnOn
OO0Oin silicoOOO0OOOOODOOOQOoQOoo

goagd

oooooad

ILAVE (5°->3°) | Nt &5 AA B GERARETHEHIES)
ITR-L TTGGCCACTCCCTCTCTG
CGCGCTCGCTCGCTCACT
GAGGCCGGGCGACCAAA
GGTCGCCCGACGCCCGG
GCTTTGCCCGGGCGGCCT 30
CAGTGAGCGAGCGAGCG
CGCAGAGAGGGAGTGGC
CAACTCCATCACTAGGG
GTTCCT( EHES 20)
AN —Hf— CTAGAGGTACCTGTACA
(BEHES21)

T ILI7MHC CCTTCAGATTAAAAATA
TN — ACTAAGGTAAGGGCCAT
GTGGGTAGGGGAGGTGG
TGTGAGACGGTCCTGTCT
CTCCTCTATCTGCCCATC 40

50



goooaoano

(52) JP 2024-545186 A 2024.12.5

GGCCCTTTGGGGAGGAG
GAATGTGCCCAAGGACT
AAAAAAAGGCCCTGGAG
CCAGAGGGGCGAGGGCA
GCAGACCTTTCATGGGC
AAACCTCAGGGCTGCTG
TC( ENES 22)

AN—H—

GTCGA( ESIES 23)

Mini CMV
JoE—45—

GGTAGGCGTGTACGGTG
GGAGGCCTATATAAGCA
GAGCT( FEIE=E 24)

RAR—tf—

CGTTTAGTGAACCGTCAG
ATCGCCTGGAGGAATTC
( EHES 25)

sd/sa

GTAAGTATCAAGGTTAC
AAGACAGGTTTAAGGAG
ACCAATAGAAACTGGGC
TTGTCGAGACAGAGAAG
ACTCTTGCGTTTCTGATA
GGCACCTATTGGTCTTAC
TGACATCCACTTTGCCTT
TCTCTCCACAG

( Bc3I&ES 26)

AN—H—

AAGCTTGCTAGCGTTTAA
ACTTAAG (_ EESIES 27)

Kozac E25|

AGCCCCAAC
( BEH|ES 28)

MYBPC3

ATGCCTGAGCCTGGCAA
GAAACCTGTGTCTGCCTT
CAGCAAGAAGCCCAGAT
CTGTTGAGGTGGCAGCT
GGCAGCCCTGCTGTGTTT
GAGGCTGAGACAGAAAG
AGCTGGGGTCAAAGTCA
GATGGCAGAGAGGAGGC
TCTGACATCTCTGCCAGC
AACAAATATGGCCTGGC
CACAGAGGGCACCAGAC
ACACCCTGACAGTTAGA
GAAGTGGGCCCTGCTGA
CCAGGGCAGCTATGCTG
TGATTGCTGGCTCCAGCA
AAGTGAAGTTTGACCTG
AAAGTGATTGAGGCAGA
GAAGGCTGAGCCCATGC
TTGCTCCAGCTCCAGCAC
CAGCTGAAGCTACTGGT
GCTCCTGGGGAAGCTCCT
GCTCCTGCTGCTGAACTT
GGAGAGTCTGCCCCATCT

MPEPGKKPVSAFSKKPRSVEVAAG
SPAVFEAETERAGVKVRWQRGGS
DISASNKYGLATEGTRHTLTVREV
GPADQGSYAVIAGSSKVKFDLKVI
EAEKAEPMLAPAPAPAEATGAPGE
APAPAAELGESAPSPKGSSSAALN
GPTPGAPDDPIGLFVMRPQDGEVT
VGGSITFSARVAGASLLKPPVVKW
FKGKWVDLSSKVGQHLQLHDSYD
RASKVYLFELHITDAQPAFTGSYR
CEVSTKDKFDCSNFNLTVHEAMG
TGDLDLLSAFRRTSLAGGGRRISDS
HEDTGILDFSSLLKKRDSFRTPRDS
KLEAPAEEDVWEILRQAPPSEYERI
AFQYGVTDLRGMLKRLKGMRRD
EKKSTAFQKKLEPAYQVSKGHKIR
LTVELADHDAEVKWLKNGQEIQM
SGSKYIFESIGAKRTLTISQCSLADD
AAYQCVVGGEKCSTELFVKEPPVL
ITRPLEDQLVMVGQRVEFECEVSE
EGAQVKWLKDGVELTREETFKYR
FKKDGQRHHLIINEAMLEDAGHY
ALCTSGGQALAELIVQEKKLEVYQ
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(53) JP 2024-545186 A 2024.12.5

CCTAAGGGCTCTAGCTCT
GCTGCCCTGAATGGACCT
ACACCTGGGGCTCCAGA
TGACCCCATTGGCCTGTT
TGTGATGAGGCCCCAGG
ATGGGGAAGTGACAGTT
GGAGGCAGCATCACCTT
TTCTGCCAGAGTGGCTGG
GGCCAGCCTGCTGAAAC
CTCCTGTGGTCAAGTGGT
TCAAAGGCAAATGGGTT
GACCTGTCCTCCAAAGTG
GGCCAGCACCTCCAGCT
GCATGACAGCTATGATA
GGGCCAGCAAGGTGTAC
CTGTTTGAGCTGCACATC
ACAGATGCCCAGCCAGC
CTTCACAGGCAGCTACA
GATGTGAAGTGTCCACC
AAGGACAAGTTTGACTG
CAGCAACTTCAACCTGA
CAGTGCATGAGGCCATG
GGCACAGGGGACCTTGA
TCTGCTGTCAGCCTTTAG
AAGAACCAGCCTGGCTG
GTGGTGGCAGAAGAATC
TCTGACAGCCATGAGGA
CACAGGCATCCTGGACTT
CAGCTCCCTGCTGAAGA
AGAGAGACAGCTTCAGA
ACCCCTAGAGACAGCAA
GCTGGAAGCCCCAGCTG
AGGAAGATGTCTGGGAG
ATTCTGAGACAGGCCCCT
CCATCTGAGTATGAGAG
AATTGCCTTCCAGTATGG
GGTCACAGACCTGAGAG
GCATGCTGAAGAGACTG
AAGGGCATGAGAAGAGA
TGAGAAGAAGTCCACAG
CCTTCCAGAAGAAGCTG
GAACCTGCCTACCAGGT
GTCCAAGGGCCACAAGA
TCAGACTGACAGTGGAA
CTGGCTGACCATGATGCT
GAAGTGAAGTGGCTGAA
GAATGGCCAAGAGATCC
AAATGTCTGGCAGCAAG
TACATCTTTGAGAGCATT
GGAGCCAAGAGGACCCT
GACCATCAGCCAGTGTA

SIADLMVGAKDQAVFKCEVSDEN
VRGVWLKNGKELVPDSRIKVSHIG
RVHKLTIDDVTPADEADYSFVPEG
FACNLSAKLHFMEVKIDFVPRQEP
PKIHLDCPGRIPDTIVVVAGNKLRL
DVPISGDPAPTVIWQKAITQGNKA
PARPAPDAPEDTGDSDEWVFDKK
LLCETEGRVRVETTKDRSIFTVEG
AEKEDEGVYTVTVKNPVGEDQVN
LTVKVIDVPDAPAAPKISNVGEDS
CTVQWEPPAYDGGQPILGYILERK
KKKSYRWMRLNFDLIQELSHEAR
RMIEGVVYEMRVYAVNAIGMSRP
SPASQPFMPIGPPSEPTHLAVEDVS
DTTVSLKWRPPERVGAGGLDGYS
VEYCPEGCSEWVAALQGLTEHTSI
LVKDLPTGARLLFRVRAHNMAGP
GAPVTTTEPVTVQEILQRPRLQLPR
HLRQTIQKKVGEPYNLLIPFQGKPR
PQVTWTKEGQPLAGEEVSIRNSPT
DTILFIRAARRVHSGTYQVTVRIEN
MEDKATLVLQVVDKPSPPQDLRV
TDAWGLNVALEWKPPQDVGNTEL
WGYTVQKADKKTMEWFTVLEHY
RRTHCVVPELIIGNGYYFRVFSQN
MVGFSDRAATTKEPVFIPRPGITYE
PPNYKALDFSEAPSFTQPLVNRSVI
AGYTAMLCCAVRGSPKPKISWFK
NGLDLGEDARFRMFSKQGVLTLEI
RKPCPFDGGIYVCRATNLQGEARC
ECRLEVRVPQ

( BINES 15)
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GCCTGGCAGATGATGCA
GCCTATCAGTGTGTTGTT
GGTGGTGAAAAGTGCAG
CACAGAGCTGTTTGTCAA
AGAGCCTCCAGTCCTGAT
CACCAGACCTCTGGAAG
ATCAGCTGGTCATGGTTG
GACAGAGGGTTGAGTTT
GAGTGTGAAGTCTCTGA
AGAGGGTGCCCAAGTCA
AATGGCTGAAAGATGGG
GTTGAGCTGACCAGAGA
GGAAACCTTCAAGTACA
GGTTCAAGAAGGATGGC
CAGAGGCACCACCTGAT
CATCAATGAAGCCATGC
TGGAAGATGCTGGCCAC
TATGCCCTGTGCACAAGT
GGTGGACAAGCCCTGGC
TGAGCTGATTGTGCAAG
AAAAGAAACTGGAAGTG
TACCAGAGCATTGCTGA
CCTGATGGTTGGAGCTA
AGGACCAGGCTGTGTTT
AAATGTGAAGTTTCAGA
TGAGAATGTCAGAGGAG
TGTGGCTCAAAAATGGC
AAAGAACTGGTGCCTGA
CTCCAGGATCAAGGTGT
CCCACATTGGCAGAGTG
CACAAGCTGACAATTGA
TGATGTGACCCCTGCTGA
TGAGGCTGACTACAGCTT
TGTGCCTGAGGGCTTTGC
CTGCAACCTGTCTGCCAA
GCTGCACTTCATGGAAGT
CAAGATTGACTTTGTGCC
CAGGCAAGAGCCACCTA
AGATCCACCTGGATTGCC
CTGGCAGAATCCCAGAC
ACCATTGTGGTTGTGGCT
GGCAACAAGCTGAGACT
GGATGTGCCCATCTCTGG
GGACCCTGCTCCTACAGT
GATTTGGCAGAAGGCCA
TCACACAGGGCAACAAG
GCTCCAGCCAGACCAGC
TCCTGATGCTCCTGAGGA
TACTGGGGACTCTGATG
AGTGGGTGTTTGACAAG
AAACTGCTGTGTGAAAC
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TGAGGGCAGAGTCAGAG
TGGAAACCACAAAGGAC
AGATCCATCTTCACAGTG
GAAGGGGCTGAGAAAGA
GGATGAAGGGGTCTACA
CAGTGACAGTGAAGAAC
CCTGTGGGAGAAGATCA
AGTGAACCTGACTGTGA
AAGTCATTGATGTGCCA
GATGCTCCAGCAGCTCCC
AAGATCAGCAATGTTGG
AGAGGACAGCTGCACAG
TGCAGTGGGAGCCACCA
GCCTATGATGGTGGACA
GCCTATCCTGGGCTACAT
CCTGGAAAGAAAGAAGA
AAAAGTCCTACAGATGG
ATGAGGCTCAACTTTGAT
CTGATCCAAGAGCTGAG
CCATGAAGCTAGAAGGA
TGATTGAAGGGGTTGTGT
ATGAGATGAGAGTGTAT
GCAGTGAATGCCATTGG
CATGAGCAGACCCTCTCC
AGCCTCTCAGCCTTTCAT
GCCCATTGGACCACCATC
TGAGCCCACACACCTGG
CAGTGGAAGATGTGTCT
GACACCACAGTGTCCCT
GAAGTGGAGGCCACCTG
AGAGAGTTGGAGCTGGA
GGCCTGGATGGCTACTCT
GTGGAATACTGCCCAGA
GGGCTGCTCTGAGTGGG
TTGCAGCTCTGCAGGGA
CTGACAGAGCACACCTC
CATCCTGGTCAAGGATCT
GCCTACAGGGGCTAGAC
TGCTGTTCAGAGTTAGGG
CCCACAACATGGCTGGA
CCAGGGGCTCCTGTGAC
AACCACAGAACCTGTGA
CTGTGCAAGAGATTCTGC
AGAGGCCCAGACTGCAG
CTGCCTAGACACCTGAG
GCAGACCATCCAAAAGA
AAGTGGGAGAGCCTGTG
AACCTGCTGATCCCATTC
CAAGGCAAGCCCAGACC
TCAAGTGACCTGGACAA
AAGAGGGACAGCCCCTG
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GCTGGGGAAGAAGTCTC
CATCAGAAACAGCCCCA
CTGACACCATCCTGTTCA
TCAGAGCTGCCAGAAGA
GTGCATTCTGGCACCTAC
CAAGTGACTGTCAGAAT
TGAGAACATGGAAGATA
AGGCCACACTGGTGCTG
CAGGTTGTGGATAAGCC
CAGTCCTCCTCAGGATCT
GAGAGTGACAGATGCCT
GGGGACTGAATGTGGCC
CTGGAATGGAAACCTCC
ACAGGATGTGGGCAACA
CTGAGCTGTGGGGCTAT
ACAGTGCAGAAGGCAGA
TAAGAAAACCATGGAAT
GGTTCACAGTGCTGGAA
CACTATAGAAGGACCCA
CTGTGTGGTGCCAGAGCT
GATCATTGGCAATGGCT
ACTACTTCAGGGTGTTCA
GCCAGAATATGGTTGGA
TTCTCTGATAGGGCAGCC
ACCACAAAAGAACCAGT
GTTCATCCCCAGACCTGG
CATCACCTATGAGCCTCC
AAACTACAAGGCCCTGG
ATTTCTCTGAGGCCCCTA
GCTTCACCCAGCCTCTGG
TCAATAGATCAGTGATTG
CAGGCTATACTGCCATGC
TGTGCTGTGCAGTCAGA
GGCAGCCCAAAGCCTAA
GATCTCCTGGTTTAAGAA
TGGACTGGACCTTGGGG
AAGATGCCAGATTCAGA
ATGTTCAGCAAGCAAGG
GGTGCTGACCCTGGAAA
TCAGAAAGCCCTGTCCTT
TTGATGGTGGTATCTATG
TGTGCAGGGCTACCAAC
CTCCAGGGTGAAGCAAG
ATGTGAATGCAGGCTGG
AAGTTAGAGTGCCCCAG
TGATGATGAGCGGCCGC
( BEHES 29)

=1k

TGATGATGAGC
( BE3ES 30)

AN—H—

GGCCGCCGGLCG
( E5IES 31)
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R A

AATAAAAGATCCTTATTT
TCATTGGATCTGTGTGTT
GGTTTTTTGTGTG

( BE7I&ES 32)

It

GTCGACTCTAG
( BEHES 33)

ITR-R

AGGAACCCCTAGTGATG
GAGTTGGCCACTCCCTCT
CTGCGCGCTCGCTCGCTC
ACTGAGGCCGGGCGACC
AAAGGTCGCCCGACGCC
CGGGCTTTGCCCGGGCG
GCCTCAGTGAGCGAGCG
AGCGCGCAGAGAGGGAG
TGGCCAA ( BHI&ES 34)
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International application No.
PCT/US 22/81321

A. CLASSIFICATION OF SUBJECT MATTER
PC INV. A61K 48/00, C12N 15/86 (2023.01)

" ADD. C12N 15/864 (2023.01)

INV. AG1K 48/005, C12N 15/8645

See Search History document

Minimum decumentation searched {classification system followed by classification symbols}

See Search History documant

Documentatior searched other than minimum documentation to the extent that such documents are included in the fields searched

Sea Search History document

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

C. DOCUMENTS CONSIDERED TO BE RELEVANT

20196

Category*® Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2021/0252165 A1 {TENAYA THERAPEUTICS, INC.) 19 August 2021 (10.08,2021) para [ 1-2,4,9, 11/(1-2,4,8)
- [00418]; [0018]; [0027]; {O08C]; [0115]; [0116]; [0173]; [0177] —_—
Y 5-8, 10, 11/(5-, 10),

;. 12/(1-2, 4-6, 9-10), 26-27

3, 7-8, (11-12)(3, 7-8)

US 2011/0247088 A1 (BUJARD et al,} 06 October 2011 (06,10.2011) para [0018]; SEQ ID NO: | 5-6, (11-12)(5-6)
2

Y 5, (11-12)/5
US 5,873,768 B1 (GRANT at al.} 06 January 2004 (06.01.2004) col 11, In 63-85; col 14, In 12-
24; col 14, In 23-24
Y 10, 11110, 12/(1-2, 4-6, 8-
— WO 2021/030764 A1 (UNIVERSITY OF FLORIDA RESEARCH FOUNBDATION, 10
A INCORPORATED) 18 February 2021 (18.02.2021) pg 3, para 2; pg 33, para 3; pg 34, para 3;  [——————— e
pg 37, para 2; pg 38, para 4-5; pg 39, para 2 3, 7-8, (11-12)/(3, 7-8}
hd WO 2021/154923 A2 (VOYAGER THERAPEUTICS, INC.} 05 August 2021 (05.08.2021) 2627
abstract; para [0060]; [0340]
Y US 2020/0223943 A1 (ZHEJIANG BLUE SHIELD PHARMACEUTICAL CO., LTD.) 16 July 2020| 27
(16.07.2020} para [0036); SEQ ID NC: 8 :
A US 2019/0241633 A1 (CUREVAC AG) 08 August 2016 (08.08.2019) para [0100]; SEQ ID NO: |3, {11-12)/3

Further documents are listed in the continuation of Box C.

EI See patent family annex.

* Special categories of cited dacuments:

“A”  dacument defining the general state of the art which is not congidered
to be of particulat relevance

“D" document cited by the applicant in the international application

“E™ earliec application or patent but published on or after the international
filing date

“L™ document which m;:ﬁethrov{ doubts on prioritg{lgla.im(g) or which
is cited to establish the publication date of anather citation or other
special reason (as specified)

“Q"  documentrefirringto anoral disclosure, use, exhibition or other means

“p™  document published prior to the inlenational filing date but later than
the priority date claimed

“T* igter document published after the intgenational fifing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

“X* document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to invelve an inventive step
when the document is faken alons

*y* dectment of partieular relevance; the claimed invention cannat
be considered to involve an inventive step when the document is
cotnbined with one or more other such documents, such comibination
heing obvious te & person skilled in the art

“&"  document member of the same patent family

Date of the actual completion of the intemational search

14 March 2023

Date of mailing of the international search report

MAY 12 2023

Name and mailing address of the ISA/US

Mall Stop PCT, Attn: ISA/US, Commissioner for Patents
P.Q. Box 1480, Alexandria, Virginia 22313-1450

Facsimile No. 571-273-8300

Authorized officer
Kart Rodriquez
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Box No. I Nucleotide and/or amino acid sequence(s) {Continuation of item 1.c of the first sheef)

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

a. forming part of the international application as fi led.

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

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

2, With regard to any nucleotide and/or amino acid sequence disolosed in the intemational application, this report has been
established to the extent that a meaningful search could be carried out without a WIPO Stendard 5T.26 compliant sequence
listing.

3. Additional comments:
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INTERNATIONAL SEARCH REPORT International application No.

PCTAS 22/81321

Box No.II  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:' Claims Nos.:
because they relate to subject matter not recquired to be searched by this Authority, namely:

2. EI Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. Claitns Nos.: 15-16, 24-25, 28-42

because they are dependent clains 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 {Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
This application contains the following inventions or groups of inventions which are net so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees must be pald.

~-—- See Exlra Pages ——

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

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

]

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

-

. No required additional seazch fees were timely paid by the applicant. Consequently, this international search report s restricted
to the invention first mentioned in the clains; it is covered by claims Nos.:
1-12, 26-27, limited to SEQ ID NOs: 1-14, and a rh74 particle

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

I:I Nao protest accompanied the payment- of additional search fees.
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C (Continuation). =~ DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No,

A

US 2021/0380643 At (4D MOLECULAR THERAPEUTICS INC.) 09 Decamber 2021
{09.12,2021) para [0077; [0158]

7-8, {11-12)/(7-8)
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Box No. |ll Observations where unity of invention is lacking:

Graup [+, Claims 1-14, 26-27, directed to a nucleic acid comprising an exprasslon construct comprising a human MYBPC3 coding
saquence, operably linked to a cardiac specific enhancer or reguiatory elemant and a promoter, and a recombinant adeno-associated
virus {rAAV) particle comprising said nucleic acid. The nucleic acid and rAAY parficle will be searched ta the extent that the nucleic acid
encompasses human MYBPGC3 coding sequence SEQ ID NO: 8, (Mini CMV) promoter sequence SEQ ID NO: 5, expresslon construct
sequences SEQ ID NO: 1-14 when assembled In sequence, wherein the rAAY particla Is a rh74 particle (note, these are the first claimed
sequences for the inventive nuclele acld and rAAY particle). The first named invention was determined based on the first claimad
sequence of MYBPC3 coding sequence (claim 3), MYBPC3 promoter sequence {claim 6), expression construct saquence (clalm 7}, and
rAAV particle typae [claim 12) for the inventive nucleic acid and rAAV particle embodiment. This first named invention has been selected
.based on the guidance set farth in section 10.54 of the PCT International Search and Preliminary Examination Guidelines. It is believed
that claims 1-12, 26-27 encompass this first named invention, and thus these claims will be searched without fee to the extent that the
nucleic acid and rAAY particle encompasses human MYBPC3 coding sequence SEQ ID NO: 9, Mini GMV promoler sequence SEQ ID
NO: §, expression construct esquences SEQ ID NO: 1-14 when assembled in sequence, and the rAAY particle Is a th74 particie.
Additional construct coding sequance(s) andfor rAAY particla(s) will be searched upon the payment of additional fees. Applicants must
specify the clalms that encompass any additionally elacted construct coding sequence and/or rAAY particle(s). Applicants must further
Indlcate, if applicable, the clalms which encompasas the first named Invention, If different than what was indicated above for this group.
Failure ta cleary identlfy hew any paid additional Invention fees are ta be applled to the "+" group{s) will result in only the first claimed
invention to be searched. An exemplary elaction would be a nuclelc acld and rAAV particle comprising MYBPC3 coding sequence SEQ
ID NO:; 29, promoter sequence SEQ 1D NO: 24, and expressioh construct saquence of SEQ |D NOs: 20-34 when assembled in
sequence, wherein the rAAV particle is a rh74 particle (claims 1-12, 26-27).

Group I, claims 17-23, directed to a method of inducing Incraased expression of human MyBP-C in a target call, and treating
hypertrophic cardiomyopathy.

, The inventions listed as Groups I+ and [l do not relate 1o a single apecial techhical feature under PCT Rule 13.1 becauss, under PCT
Rule 13.2, they lack the same or corresponding special fechnical features for the fallowing reasons:

Special techrical features

The inventions of Groups I+ each include the special technlcal feature of a unique nuclelc acld sequence, Each nucleic acld sequence
encodes a unique peplide, or comprises a unique functional slement and la considered a distinet technical featurs. -
Additionally,

Group 1+ has the special technical feature of & nucleic acld comprising an exprassion construct comprising a human MYBPC2 cading
sequence, operably linked to a cardiac specific enhancar ar ragulatory elament and a promoter, and a recombinant adenc-assaciated
virus {rAAV) particle comprising said nucleic acid, that is not requirad by Group 1i.

Group 1l has the special technical feature of 8 mathod of inducing increased exprasaion of human MyBP-C In a targst cell, and/ar
freating hypettrophic cardlomyopathy, that is not required by Group i+.

Comman technical features

Groups |+ and |1 share the tachnical features of including: a FAAY comprising & nuclelc acid expression construct comprising a human
MYBPC3 coding sequenca aparably linked to a cardiac speclfic enhancer or regulatary elemant and a promoter, wherein the expression
construct is Nlanked on each side by an inverted terminal rapeat sequence.

However, these shared tachnical features are previously disclosed by prior art, as discussed below.

Group 1+ inventions addltionally shars the technical features of Including:

a nucleic acid comprising an expression construct comprising:

a human MYBPC3 coding sequence;

a cardiac enhancer slement aperably linked to a promoter; and a Kozak sequence, wherein the Kezak sequence snhances transgene
expression in the heart, wherein the expresslon construct is flanked on each side by an Inverted terminal repaat sequence, wherein the
Kozak sequence is non-native with respect to the human MYBPC3 coding sequence, the cardiac enhancer element, andfor the

promoter.

However, these shared technical features are previously disclosed by LIS 2021/0252165 A1 to Tenaya Therapeutics, Inc., (19.08.2021),
(hereinafter 'Tenaya').

- See Extra Pages —

Forn PCTASA/210 {extra sheet) (July 2022)
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Box No. |ll Observations where unity of invention is lacking:

Tenaya teaches a methed of treating hypertrophic cardiomyopathy (para [0034] - "In some embodiments, the methods described herein
treals the cardiomyopathy. in some embodiments, the methods described herein pravents the cardlomyopathy. in some embodiments,
the cardiomyopathy is hypertrophic cardiomyopathy”), the methad comprising:

administering a therapeutically effective ameunt of rAAV comprising a nuclelc acid exprassion construct comprising a human MYBPG3
coding sequence operably linked to a cardiac spacific enhancer or regulatory element and & promoter, whereln the expression construct
is flanked on each side by an inverted terminal repeat sequence, and wherein said administration results In expression of a
therapeutically effective amount of human MyBP-C thereby treating the hypertrophlc cardiomyopathy (para [0184] - "In particular
embediments, the pharmaceutical composition comprises an rAAY vecior genome or rAAY virion as described herein, comprising a
pelynuclectide sequence that encodes a therapeutic protein or nucleic acid, operatively linked o a cardlac-specific promoter {e.g., a
modified TNNT2 promoter}. For example, in some embodiments, the pharmaceutical composition Is an AAVS vector comprising the
modified cardiac TNNT2 promoter (SEQ ID NO: 3) operatively linked fo the MYBPGC3 protein (SEQ ID NO: 88). Provided are
pharmaceutical compasitfons, e.g., for use in preventing or freating cardiomyopathy, which comprises a therapeutically effective amount
of a vector that comprises a palynucleotide sequence encoding a therapeutic prateln or nucleic acid that can restora contractile function
in tha heart”; para [0137] - "In humans, the MYBPC3 gene encodes the MYBPC3 protein {also known as MyBP-C)"; para [0173] - "In
some embodiments, the modified cardiac TNNTZ2 promoter comprises one or more enhancers”; para [0019] - "the expression casselte
optionally flanked by one or both of a &' inverted terminal repeat (ITR) and a 3' [TR"; para [0186] - "In some embodiments, the
compositions and methods described herein can induce detectable expression of a therapeutic protsin or nuclsic acid {e.g., MYBPC3
protein)™,

Tenaya further teaches a Kozak sequence, wherein the Kozak sequence enhances transgene expression in the heart, wherein the
exprassion construct is flankad on each side by an inverted terminal repest sequence, wherain the Kozak sequence is non-native with
respect to the human MYBPC3 coding sequence, the cardias énhancer element, andfor tha promoter (para [0044] - 'FIG. 3B shows
detection of MYBPC3 protain by Wastemn blat in MYBPC3+/- IPSG-derived cardlomyocytas transduced with AAVE-packaged constructs
encoding human MYBPGC3 driven by various sizes {400 or 600 bp) of the human cardiac TNNT2 premater. No Kozak sequence wag
used as a negative control and GAPDH was used as a loading control.'; para [0116] - ‘The palynucieotides contemplated herein,
regardless of the length of the coding sequence ttsalf, may ba combined with other DNA sequences, such as promoters andfor
enhancers, untranslated reglons (UTRs), sfgnal sequences, Kozak sequences, polyadenylation signafs, additional restriction enzyme
sitas, multiple cloning sites, internal ribosomal entry sites {IRES), recombinase recognition sites {e.g., LoxP, FRT, and Att sites),
tarmination codons, franscriptional termination signals, and polynucisatides encoding self-cleaving polypeptides, epitope tags, as
disclosed alsewhers hereln or a8 known In the ar.’; para [0168] - 'As used herein, the term “ragulatory element” refers those non-
translatad regions cof the vecitor (.9., origin of replication, selection casseties, promoters, enhancers, translation initiation signals (Shine
Dalgame sequence or Kozak $equence) introns, a polyadenylation sequence, 5' and 3' untranslated regione) which interact with host
cellular proteins to carry out transcription and transiation”).

Ag the technical features wera known In the ari at the time of the invention, they cannot be considered special technlcal features that
would otherwise unify the groups.

Therefare, Group 1+ and |l Inventions lack unity under PCT Rule 13 because they do not share the same or corresponding special
technical feature.

continuation of ltem 4 above: claims 15-16, 24-25, 28-42 are held unsearchable because they are dependent claims and are not drafted
in accordance with the second and third sentences of Rule 6.4(a),

Form PCT/ISA/210 (extra sheet) (July 2022)
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