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Figure 1

A)
ATGACCATCCTGTTTCTGACAATGGTCATCAGCTACTTCGGCTGCATGAAGGCCGTGAAGATGCACACCAT
GAGCAGCAGCCACCTGTTCTATCTGGCCCTGTGCCTGCTGACCTTTACCAGCTCTGCTACCGCCGGACC
TGAGACACTTTGTGGCGCTGAACTGGTGGACGCCCTGCAGTTTGTGTGTGGCGACAGAGGCTTCT
ACTTCAACAAGCCCACAGGCTACGGCAGCAGCTCTAGAAGGGCTCCTCAGACCGGAATCGTGGAC
GAGTGCTGCTTCAGAAGCTGCGACCTGCGGCGGCTGGAAATGTATTGTGCCCCTCTGAAGCCTGC
CAAGAGCGCCTAA

B)
AUGACCAUCCUGUUUCUGACAAUGGUCAUCAGCUACUUCGGCUGCAUGAAGGCCGUGAAGAUGCACA
CCAUGAGCAGCAGCCACCUGUUCUAUCUGGCCCUGUGCCUGCUGACCUUUACCAGCUCUGCUACCGCC
GGACCUGAGACACUUUGUGGCGCUGAACUGGUGGACGCCCUGCAGUUUGUGUGUGGCGACAGAGGCU
UCUACUUCAACAAGCCCACAGGCUACGGCAGCAGCUCUAGAAGGGCUCCUCAGACCGGAAUCGUGGA
CGAGUGCUGCUUCAGAAGCUGCGACCUGCGGCGGCUGGAAAUGUAUUGUGCCCCUCUGAAGCCUGCC
AAGAGCGCCUAA
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Figure 2A)

CTAAATTGTAAGCGTTAATATTTTGTTAAAATTCGCGTTAAATTTTTGTTAAATCAGCTCATTTTTTA
ACCAATAGGCCGAAATCGGCAAAATCCCTTATAAATCAAAAGAATAGACCGAGATAGGGTTGAGTGGC
CGCTACAGGGCGCTCCCATTCGCCATTCAGGCTGCGCAACTGTTGGGAAGGGCGTTTCGGTGCGGGCCT
CTTCGCTATTACGCCAGCTGGCGAAAGGGGGATGTGCTGCAAGGCGATTAAGTTGGGTAACGCCAGGG
TTTTCCCAGTCACGACGTTGTAAAACGACGGCCAGTGAGCGCGACGTAATACGACTCACTATAGGGCG
AATTGGCGGAAGGCCGTCAAGGCCACGTGTCTTGTCCAGAGCTCGGATCCGCCACCATGACCATCCTG
TTTCTGACAATGGTCATCAGCTACTTCGGCTGCATGAAGGCCGTGAAGATGCACACCATGAGCAG
CAGCCACCTGTTCTATCTGGCCCTGTGCCTGCTGACCTTTACCAGCTCTGCTACCGCCGGACCTGA
GACACTTTGTGGCGCTGAACTGGTGGACGCCCTGCAGTTTGTGTGTGGCGACAGAGGCTTCTACT
TCAACAAGCCCACAGGCTACGGCAGCAGCTCTAGAAGGGCTCCTCAGACCGGAATCGTGGACGAG
TGCTGCTTCAGAAGCTGCGACCTGCGGCGGCTGGAAATGTATTGTGCCCCTCTGAAGCCTGCCAA
GAGCGCCTAAGAATTCGGTACCTGGAGCACAAGACTGGCCTCATGGGCCTTCCGCTCACTGCCCGCTT
TCCAGTCGGGAAACCTGTCGTGCCAGCTGCATTAACATGGTCATAGCTGTTTCCTTGCGTATTGGGCG
CTCTCCGCTTCCTCGCTCACTGACTCGCTGCGCTCGGTCGTTCGGGTAAAGCCTGGGGTGCCTAATGAG
CAAAAGGCCAGCAAAAGGCCAGGAACCGTAAAAAGGCCGCGTTGCTGGCGTTTTTCCATAGGCTCCGC
CCCCCTGACGAGCATCACAAAAATCGACGCTCAAGTCAGAGGTGGCGAAACCCGACAGGACTATAAAG
ATACCAGGCGTTTCCCCCTGGAAGCTCCCTCGTGCGCTCTCCTGTTCCGACCCTGCCGCTTACCGGATA
CCTGTCCGCCTTTCTCCCTTCGGGAAGCGTGGCGCTTTCTCATAGCTCACGCTGTAGGTATCTCAGTTC
GGTGTAGGTCGTTCGCTCCAAGCTGGGCTGTGTGCACGAACCCCCCGTTCAGCCCGACCGCTGCGCCTT
ATCCGGTAACTATCGTCTTGAGTCCAACCCGGTAAGACACGACTTATCGCCACTGGCAGCAGCCACTG
GTAACAGGATTAGCAGAGCGAGGTATGTAGGCGGTGCTACAGAGTTCTTGAAGTGGTGGCCTAACTAC
GGCTACACTAGAAGAACAGTATTTGGTATCTGCGCTCTGCTGAAGCCAGTTACCTTCGGAAAAAGAGT
TGGTAGCTCTTGATCCGGCAAACAAACCACCGCTGGTAGCGGTGGTTTTTTTGTTTGCAAGCAGCAGA
TTACGCGCAGAAAAAAAGGATCTCAAGAAGATCCTTTGATCTTTTCTACGGGGTCTGACGCTCAGTGG
AACGAAAACTCACGTTAAGGGATTTTGGTCATGAGATTATCAAAAAGGATCTTCACCTAGATCCTTTT
AAATTAAAAATGAAGTTTTAAATCAATCTAAAGTATATATGAGTAAACTTGGTCTGACAGTTACCAA
TGCTTAATCAGTGAGGCACCTATCTCAGCGATCTGTCTATTTCGTTCATCCATAGTTGCCTGACTCCCC
GTCGTGTAGATAACTACGATACGGGAGGGCTTACCATCTGGCCCCAGTGCTGCAATGATACCGCGAGA
ACCACGCTCACCGGCTCCAGATTTATCAGCAATAAACCAGCCAGCCGGAAGGGCCGAGCGCAGAAGTG
GTCCTGCAACTTTATCCGCCTCCATCCAGTCTATTAATTGTTGCCGGGAAGCTAGAGTAAGTAGTTCG
CCAGTTAATAGTTTGCGCAACGTTGTTGCCATTGCTACAGGCATCGTGGTGTCACGCTCGTCGTTTGG
TATGGCTTCATTCAGCTCCGGTTCCCAACGATCAAGGCGAGTTACATGATCCCCCATGTTGTGCAAAA
AAGCGGTTAGCTCCTTCGGTCCTCCGATCGTTGTCAGAAGTAAGTTGGCCGCAGTGTTATCACTCATG
GTTATGGCAGCACTGCATAATTCTCTTACTGTCATGCCATCCGTAAGATGCTTTTCTGTGACTGGTGA
GTACTCAACCAAGTCATTCTGAGAATAGTGTATGCGGCGACCGAGTTGCTCTTGCCCGGCGTCAATAC
GGGATAATACCGCGCCACATAGCAGAACTTTAAAAGTGCTCATCATTGGAAAACGTTCTTCGGGGCGA
AAACTCTCAAGGATCTTACCGCTGTTGAGATCCAGTTCGATGTAACCCACTCGTGCACCCAACTGATC
TTCAGCATCTTTTACTTTCACCAGCGTTTCTGGGTGAGCAAAAACAGGAAGGCAAAATGCCGCAAAAA
AGGGAATAAGGGCGACACGGAAATGTTGAATACTCATACTCTTCCTTTTTCAATATTATTGAAGCATT
TATCAGGGTTATTGTCTCATGAGCGGATACATATTTGAATGTATTTAGAAAAATAAACAAATAGGGG
TTCCGCGCACATTTCCCCGAAAAGTGCCAC
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Figure 2B)

CTAAATTGTAAGCGTTAATATTTTGTTAAAATTCGCGTTAAATTTTTGTTAAATCAGCTCATTTTTTA
ACCAATAGGCCGAAATCGGCAAAATCCCTTATAAATCAAAAGAATAGACCGAGATAGGGTTGAGTGGC
CGCTACAGGGCGCTCCCATTCGCCATTCAGGCTGCGCAACTGTTGGGAAGGGCGTTTCGGTGCGGGCCT
CTTCGCTATTACGCCAGCTGGCGAAAGGGGGATGTGCTGCAAGGCGATTAAGTTGGGTAACGCCAGGG
TTTTCCCAGTCACGACGTTGTAAAACGACGGCCAGTGAGCGCGACGTAATACGACTCACTATAGGGCG
AATTGAAGGAAGGCCGTCAAGGCCGCATGTCTTGTCCAGAGCTCGGATCCGCCACCATGACCATCCTG
TTTCTGACAATGGTCATCAGCTACTTCGGCTGCATGAAGGCCGTGAAGATGCACACCATGAGCAG
CAGCCACCTGTTCTATCTGGCCCTGTGCCTGCTGACCTTTACCAGCTCTGCTACCGCCGGACCTGA
GACACTTTGTGGCGCTGAACTGGTGGACGCCCTGCAGTTTGTGTGTGGCGACAGAGGCTTCTACT
TCAACAAGCCCACAGGCTACGGCAGCAGCTCTAGAAGGGCTCCTCAGACCGGAATCGTGGACGAG
TGCTGCTTCAGAAGCTGCGACCTGCGGCGGCTGGAAATGTATTGTGCCCCTCTGAAGCCTGCCAA
GAGCGCCTAAGAATTCGGTACCTGGAGCACAAGACTGGCCTCATGGGCCTTCCGCTCACTGCCCGCTT
TCCAGTCGGGAAACCTGTCGTGCCAGCTGCATTAACATGGTCATAGCTGAAAAAAAAAAAAAAAAAA
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA
AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAACTCGAGGCTCTTCCTGGGCCTCATGGGCCT
TCCTTTCACTGCCCGCTTTCCAGTCGGGAAACCTGTCGTGCCAGCTGCATTAACATGGTCATAGCTGTT
TCCTTGCGTATTGGGCGCTCTCCGCTTCCTCGCTCACTGACTCGCTGCGCTCGGTCGTTCGGGTAAAGC
CTGGGGTGCCTAATGAGCAAAAGGCCAGCAAAAGGCCAGGAACCGTAAAAAGGCCGCGTTGCTGGCGT
TTTTCCATAGGCTCCGCCCCCCTGACGAGCATCACAAAAATCGACGCTCAAGTCAGAGGTGGCGAAAC
CCGACAGGACTATAAAGATACCAGGCGTTTCCCCCTGGAAGCTCCCTCGTGCGCTCTCCTGTTCCGACC
CTGCCGCTTACCGGATACCTGTCCGCCTTTCTCCCTTCGGGAAGCGTGGCGCTTTCTCATAGCTCACGC
TGTAGGTATCTCAGTTCGGTGTAGGTCGTTCGCTCCAAGCTGGGCTGTGTGCACGAACCCCCCGTTCAG
CCCGACCGCTGCGCCTTATCCGGTAACTATCGTCTTGAGTCCAACCCGGTAAGACACGACTTATCGCCA
CTGGCAGCAGCCACTGGTAACAGGATTAGCAGAGCGAGGTATGTAGGCGGTGCTACAGAGTTCTTGAA
GTGGTGGCCTAACTACGGCTACACTAGAAGAACAGTATTTGGTATCTGCGCTCTGCTGAAGCCAGTTA
CCTTCGGAAAAAGAGTTGGTAGCTCTTGATCCGGCAAACAAACCACCGCTGGTAGCGGTGGTTTTTTT
GTTTGCAAGCAGCAGATTACGCGCAGAAAAAAAGGATCTCAAGAAGATCCTTTGATCTTTTCTACGGG
GTCTGACGCTCAGTGGAACGAAAACTCACGTTAAGGGATTTTGGTCATGAGATTAT CAAAAAGGATCT
TCACCTAGATCCTTTTAAATTAAAAATGAAGTTTTAAATCAATCTAAAGTATATATGAGTAAACTTG
GTCTGACAGTTATTAGAAAAATTCATCCAGCAGACGATAAAACGCAATACGCTGGCTATCCGGTGCCG
CAATGCCATACAGCACCAGAAAACGATCCGCCCATTCGCCGCCCAGTTCTTCCGCAATATCACGGGTGG
CCAGCGCAATATCCTGATAACGATCCGCCACGCCCAGACGGCCGCAATCAATAAAGCCGCTAAAACGG
CCATTTTCCACCATAATGTTCGGCAGGCACGCATCACCATGGGTCACCACCAGATCTTCGCCATCCGGC
ATGCTCGCTTTCAGACGCGCAAACAGCTCTGCCGGTGCCAGGCCCTGATGTTCTTCATCCAGATCATCC
TGATCCACCAGGCCCGCTTCCATACGGGTACGCGCACGTTCAATACGATGTTTCGCCTGATGATCAAAC
GGACAGGTCGCCGGGTCCAGGGTATGCAGACGACGCATGGCATCCGCCATAATGCTCACTTTTTCTGCC
GGCGCCAGATGGCTAGACAGCAGATCCTGACCCGGCACTTCGCCCAGCAGCAGCCAATCACGGCCCGCT
TCGGTCACCACATCCAGCACCGCCGCACACGGAACACCGGTGGTGGCCAGCCAGCTCAGACGCGCCGCT
TCATCCTGCAGCTCGTTCAGCGCACCGCTCAGATCGGTTTTCACAAACAGCACCGGACGACCCTGCGCG
CTCAGACGAAACACCGCCGCATCAGAGCAGCCAATGGTCTGCTGCGCCCAATCATAGCCAAACAGACG
TTCCACCCACGCTGCCGGGCTACCCGCATGCAGGCCATCCTGTTCAATCATACTCTTCCTTTTTCAATA
TTATTGAAGCATTTATCAGGGTTATTGTCTCATGAGCGGATACATATTTGAATGTATTTAGAAAAAT
AAACAAATAGGGGTTCCGCGCACATTTCCCCGAAAAGTGCCAC
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Figure 3
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Figure 4
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Figure 5
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Figure 6
4x104
(0]
35
o)
o)
S 3x104+
(@)
% -o- vehicle
2 2x10°+ -e- Cpd.1B
3
L 1x104-
g o
&)
0 | |
24 72

Time [hours]



WO 2022/223428 PCT/EP2022/060005

8/13

Figure 7
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Figure 8
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Figure 9
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Figure 10
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Figure 11
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Figure 12
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% 1=thickening by loose connective tissue
= 2=focal replacement of muscles by connective tissue
g 3=replacement of muscles by connective tissue
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