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FIG. 2
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FIG. 3A (Example 12)

FIG. 3B (Example 12)
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FIG. 4 (Example 13) — SM102 comparison with KC series
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FIG. 5 (Example 14) — PS targeting KC series

SUBSTITUTE SHEET (RULE 26)



WO 2022/115645 PCT/US2021/060877

7125

FIG. 6A (Example 15)
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FIG. 7 (Example 16)
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FIG. 8 (Example 17)
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FIG. 9A (Example 18)
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FIG. 10A (Example 19)
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FIG. 11 (Example 20)

o I

s
%

w§ Sa U GL RO

§ <y,

SUBSTITUTE SHEET (RULE 26)



PCT/US2021/060877

WO 2022/115645

13/25

FIG. 12 (Example 21)
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FIG. 13A (Example 22)

MVRNO29 (SEQ ID NO: 2)

GGGAATAAACTAGTATTCTTCTGGTCCCCACAGACT CAGAGAGAACCCGCCACCATGTTCGTGTTCCTGG
TGCTGCTGCCTCTGGTGTCCAGCCAGTGTGTGAACCTGACCACCAGAACACAGCTGCCTCCAGCCTACAC
CAACAGCTTTACCAGAGGCGTGTACTACCCCGACAAGGTGTTCAGATCCAGCGTGCTGCACTCTACCCAG
GACCTGTTCCTGCCTTTCTTCAGCRACGTGACCTGGTTCCACGCCATCCACGTGTCCGGCACCAATGGCA
CCAAGAGATTCGACAACCCCGTGCTGCCCTTCAACGACGGGGTGTACTTTGCCAGCACCGAGARAGTCCAA
CATCATCAGAGGCTGGATCTTCGGCACCACACTGGACAGCAAGACCCAGAGCCTGCTGATCGTGAACAAC
GCCACCAACGTGGTCATCAAAGTGTGCGAGTTCCAGTTCTGCAACGACCCCTTCCTGGGCGTCTACTACC
ACAAGANCAACAAGAGCTGGATGGAAAGCGAGTTCCGGGTGTACAGCAGCGCCAACAACTGCACCTTCGA
GTACGTGTCCCAGCCTTTCCTGATGGACCTGGAAGGCAAGCAGGGCAACTTCAAGAACCTGCGCGAGTTC
GTGTTTRAGAACATCGACGGCTACTTCAARGATCTACAGCARGCACACCCCTATCAACCTCGTGCGGGATC
TGCCTCAGGGCTTCTCTGCTCTGGRAACCCCTGGTGGATCTGCCCATCGGCATCAACATCACCCGGTTTCA
GACACTGCTGGCCCTGCACAGAAGCTACCTGACACCTGGCGATAGCAGCAGCGGATGGACAGCTGGTGCC
GCCGCTTACTATGTGGGCTACCTGCAGCCTAGAACCTTCCTGCTGAAGTACAACGAGAACGGCACCATCA
CCGACGCCGTGGATTGTGCTCTGGATCCTCTGAGCGAGACAAAGTGCACCCTGAAGTCCTTCACCGTGGA
AAAGGGCATCTACCAGACCAGCAACTTCCGGGTGCAGCCCACCGAATCCATCGTGCGGTTCCCCAATATC
ACCAATCTGTGCCCCTTCGGCGAGGTGTTCAATGCCACCAGATTCGCCTCTGTGTACGCCTGGAACCGGA
AGCGGATCAGCAATTGCGTGGCCGACTACTCCGTGCTGTACAACTCCGCCAGCTTCAGCACCTTCAAGTG
CTACGGCGTGTCCCCTACCAAGCTGAACGACCTGTGCTTCACARACGTGTACGCCGACAGCTTCGTGATC
CGGGGAGATGAAGTGCGGCAGATTGCCCCTGGACAGACAGGCAAGATCGCCGACTACAACTACAAGCTGC
CCGACGACTTCACCGGCTGTGTGATTGCCTGGAACAGCAACAACCTGGACTCCAAAGTCGGCGGCAACTA
CAATTACCTGTACCGGCTGTTCCGGAAGTCCAATCTGAAGCCCTTCGAGCGGGACATCTCCACCGAGATC
TATCAGGCCGGCAGCACCCCTTGTAACGGCGTGGAAGGCTTCAARCTGCTACTTCCCACTGCAGTCCTACG
GCTTTCAGCCCACARAATGGCGTGGGCTATCAGCCCTACAGAGTGGTGGTGCTGAGCTTCGAACTGCTGCA
TGCCCCTGCCACAGTGTGCGGCCCTAAGAAAAGCACCAATCTCGTGAAGAACAAATGCGTGAACTTCAAC
TTCAACGGCCTGACCGGCACCGGCGTGCTGACAGAGAGCARCAAGAAGTTCCTGCCATTCCAGCAGTTTG
GCCGGGATATCGCCGATACCACAGACGCCGTTAGAGATCCCCAGACACTGGAAATCCTGGACATCACCCC
TTGCAGCTTCGGCGGAGTGTCTGTGATCACCCCTGGCACCAACACCAGCAATCAGGTGGCAGTGCTGTAC
CAGGACGTGAACTGTACCGAAGTGCCCGTGGCCATTCACGCCGATCAGCTGACACCTACATGGCGGGTGT
ACTCCACCGGCAGCAATGTGTTTCAGACCAGAGCCGGCTGTCTGATCGGAGCCGAGCACGTGAACAATAG
CTACGAGTGCGACATCCCCATCGGCGCTGGAATCTGCGCCAGCTACCAGACACAGACAARACAGCCCTCGG
AGAGCCAGAAGCGTGGCCAGCCAGAGCATCATTGCCTACACAATGTCTCTGGGCGCCGAGAACAGCGTGG
CCTACTCCAACARCTCTATCGCTATCCCCACCAACTTCACCATCAGCGTGACCACAGAGATCCTGCCTGT
GTCCATGACCAAGACCAGCGTGGACTGCACCATGTACATCTGCGGCGATTCCACCGAGTGCTCCAACCTG
CTGCTGCAGTACGGCAGCTTCTGCACCCAGCTGAATAGAGCCCTGACAGGGATCGCCGTGGAACAGGACA
AGAACACCCAAGAGGTGTTCGCCCAAGTGAAGCAGATCTACAAGACCCCTCCTATCAAGGACTTCGGCGG
CTTCAATTTCAGCCAGATTCTGCCCGATCCTAGCAAGCCCAGCAAGCGGAGCTTCATCGAGGACCTGCTG
TTCAACARAGTGACACTGGCCGACGCCGGCTTCATCAAGCAGTATGGCGATTGTCTGGGCGACATTGCCG
CCAGGGATCTGATTTGCGCCCAGAAGTTTARCGGACTGACAGTGCTGCCTCCTCTGCTGACCGATGAGAT
GATCGCCCAGTACACATCTGCCCTGCTGGCCGGCACAATCACAAGCGGCTGGACATTTGGAGCAGGCGCC
GCTCTGCAGATCCCCTTTGCTATGCAGATGGCCTACCGGTTCAACGGCATCGGAGTGACCCAGAATGTGC
TGTACGAGAACCAGAAGCTGATCGCCAACCAGTTCAACAGCGCCATCGGCAAGATCCAGGACAGCCTGAG
CAGCACAGCAAGCGCCCTGGGARAAGCTGCAGGACGTGGTCAACCAGAATGCCCAGGCACTGAACACCCTG
GTCAAGCAGCTGTCCTCCAACTTCGGCGCCATCAGCTCTGTGCTGRACGATATCCTGAGCAGACTGGACC
CTCCTGAGGCCGAGGTGCAGATCGACAGACTGATCACAGGCAGACTGCAGAGCCTCCAGACATACGTGAC
CCAGCAGCTGATCAGAGCCGCCGAGATTAGAGCCTCTGCCAATCTGGCCGCCACCAAGATGTCTGAGTGT
GTGCTGGGCCAGAGCARGAGAGTGGACTTTTGCGGCAAGGGCTACCACCTGATGAGCTTCCCTCAGTCTG
CCCCTCACGGCGTGGTGTTTCTGCACGTGACATATGTGCCCGCTCRAAGAGAAGAATTTCACCACCGCTCC
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FIG. 13A (Example 22) Continued

AGCCATCTGCCACGACGGCAAAGCCCACTTTCCTAGAGAAGGCGTGTTCGTGTCCAACGGCACCCATTGG
TTCGTGACACAGCGGARCTTCTACCAGCCCCAGATCATCACCACCGACAACACCTTCGTGTCTGGCAACT
GCGACGTCGTGATCGGCATTGTGAACAATACCGTGTACGACCCTCTGCAGCCCGAGCTGGACAGCTTCAR
AGAGGARCTGGACRAGTACTTTAAGAACCACACAAGCCCCGACGTGGACCTGGGCGATATCAGCGGAATC
AATGCCAGCGTCGTGAACATCCAGAAAGAGATCGACCGGCTGAACGAGGTGGCCAAGAATCTGAACGAGA
GCCTGATCGACCTGCAAGAACTGGGGARGTACGAGCAGTACATCARGTGGCCCTGGTACATCTGGCTGGG
CTTTATCGCCGGACTGATTGCCATCGTGATGGTCACAATCATGCTGTGTTGCATGACCAGCTGCTGTAGC
TGCCTGAAGCGCTGTTGTAGCTGTCGCACCTGCTGCARGTTCCACGAGGACCATTCTGAGCCCGTCCTCA
AGGGCGTGRARCTGCACTACACATGATGACTCGAGCTGGTACTGCATGCACGCAATGCT AGCTGCCCCTT
TCCCGTCCTGGGTACCCCGAGTCTCCCCCGACCTCGGGTCCCAGGTATGCTCCCACCTCCACCTGCCCCA
CTCACCACCTCTGCTAGTTCCAGACACCTCCCAAGCACGCAGCAATGCAGCTCARAACGCTTAGCCTAGC
CRACACCCCCACGGGARACAGCAGTGATTAACCTTTAGCAATAAACGAAAGT TTAACT AAGCTATACTAAC
CCCAGGGTTGGTCAATTTCGTGCCAGCCACACCCTGGAGCTAGCAGCGGCCGCGGCCGCAAARRARARAR
ARAARARAAARAARARAARAAAAARAAARAAARAAARRAAAARAAAAARAARAAAARAAAARARARARAR
ARAARARAAARAARAAAARAAAAARAAARAAARAAAARAAAARAANARA
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FIG. 13B (Example 22)
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FIG. 13C (Example 22).
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FIG. 13D (Example 22).

PCT/US2021/060877

PEG-DMG vs. PEG-DSG using the ionizable lipid KC20A
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(Con't) FIG. 13D (Example 22).
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FIG. 13F (Example 22).
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FIG. 13G (Example 22).
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FIG. 14A (Example 23).
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FIG. 15 (Example 24).
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FIG. 16 (Example 25).
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FIG. 17 (Example 26).
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