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Figure 1 (continued)
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Figure 1 (continued)
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Figure 1 (continued)
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Figure 1 (continued)
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Figure 2
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Figure 2 (continued)
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Figure 2 (continued)
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Figure 2 (continued)
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Figure 3
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Figure 3 (continued)
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Figure 3 (continued)
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Figure 3 (continued)
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Figure 4 (continued)
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Figure 4 (continued)

p-c-Jun
Total c-Jun
p-c-Fos

Total c-Fos

SP600125(uM) 15224{uM)
Ctr 10 20 10 20




WO 2023/089151 PCT/EP2022/082518
17772

Figure 4 (continued)
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Figure 4 (continued)
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Figure 5
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Figure 5 (continued)
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Figure 5 (continued)

ith white spots

% Incidence

ina wi

of ret




WO 2023/089151 PCT/EP2022/082518
22172

Figure 6
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Figure 6 (continued)
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Figure 6 (continued)
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Figure 6 (continued)

L
m

5

@
=
z £
¢ W

L | || | ] | | )/
(- o o (o]
Q o o
Q (o) -
o™ N =
(jw/Bd) aunjoifo wniag



WO 2023/089151 PCT/EP2022/082518
26/72

Figure 6 (continued)
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Figure 6 (continued)
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Figure 7
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Figure 7 (continued)
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Figure 7 (continued)
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Figure 7 (continued)
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Figure 8 (continued)
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Figure 8 (continued)
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Figure 8 (continued)
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Figure 8 (continued)
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Figure 9
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Figure 10 (continued)
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Figure 11
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Figure 11 (continued)
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Figure 12
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Figure 13
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Figure 14
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Figure 14 (continued)
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Figure 14 (continued)
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Figure 14 (continued)
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Figure 14 (continued)
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Figure 15 (continued)
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Figure 16
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Figure 16 (continued)
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Figure 17
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Figure 18
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Figure 19 (continued)
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Figure 20
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Figure 20 (continued)
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Figure 21
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Figure 22
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Figure 23
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Figure 23 (continued)
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Figure 24
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Figure 25

0.88kb fragment (Endo1)

B

TTAGAGTGTGATGGGCTGAGTGGGETTGTGAGTGATTATCTTCTTTTTTCAGTITTTTTC
TGGETTTTCCAAGTGTITCCTCGATGAACATGGATAGTTTTTCTGACAGGATAAARBAGAA
GTAGTCCGGGACAGTGGCTAACACCCCGAATCCCAGCACTTTGGGAAGCCGGAGGTGGGA
GGATCGCTTGAGGCCAGGAGTTTGRAACCAGCCTGGGCAGCATAACGACACTCCCTCTCT
ACGARARACGAAARARAATARATTAGCCGGACGTGGTGGCCTGCGACTGTGGTCCCAGCTA
CTCOGGAGGCTGAGGTGGEAGGAT CGCTTGAGCCCAATAGGTGGAGGCTCCGTGAGCTGA
GATAGCGCCACTGCGCTCCTGCCTGGGCGACAGAGTGAGAACCTGACTCAAARACAAAGAA
AARAGGAAGAARAAGARAGGARAGGGARAGAAGGAAGGAAGGGAGAAGCTTTCAARAATAARC
TTTTGTAAGAAGTAATGACACCGCTAGCCGTCCACACCAGGAGACCGCCTAGCCGTGGGEE
CACGGTGGECTCCTGEEAGCTCTGAGCTCTGGGCTTTCTCCAGTTCGCACTCTGCTTGTC
TCGGCAGCTCCGTCCCCACCGLAGAGGTGTGAAGGGGCGCARAGCCAGCGAAGGGAGAAC
CCGGETCEEETAACCCCCAGGCCTGGCCAGGLGGACGCAGGGGCATCTCGGGLEAGGCEC
GCCTTGCGTCACGTGGGCACCGCCCCTGCAGTGACCGGAGAACGGCGTIGTTCCTAGGGCET
CTGCTGCCGTCOTGEAAGCAGGATTTCCGCGETTGTGTAACGGCCTGTCGLCAGGCGTGCA
GGGACCTGGACTCCGCCTCGTCCCCGGGECTCGGGCAGCCGAGCC

1.36kb fragment (Endo2)

CACCTCTGGTGTITTTCACTTGATGGCCACTGCCCACTCTTCCAGTCACTAAGGCTGAGAT
TTTTCTCACCACTTTCAAAACAACTTTTTGTCACTGGTAACATGCCTCATGTGACCTAGA
AGATTTTGARACARACARTTTTACTTAAACTCCGTGAAGATTTCAARARCAACAATTTTACT
TAAACTCCATGTTGAAGGCAAAAAGGAAGATTGTCTGAAGCACTTTGAGCGAAGGARRAARA
TGATGGAACGATATTTCATCARAGGAAGCCCATGAGGAAGARAATT TATTARAACCAAGTA
GGTGTATGGAGGAGAGGCCGCCTCGTGAAGAAARCGAACATAATTTTACGCTGATTTGGT
GICTTTTCIGTTTITICTCTTGTTGGTATCTACATTCATCTTTTCCAATAATRAATCCCATA
TATGTACATTTTTATCTGTTTARATTCAGTARRAGTTGGGAGGARARTGTGTCARRARCTT
TTAGAGTGTGATGGGCTGAGTGEGGETTGTGAGTGATTATCTTCTTTTTTCAGTTTTTTIC
TGGEGTTTTCCAAGTGTTCCTCGATGRAACATGGATAGTTTTTCTGACAGGATAAADAAGAR
GTAGTCCGGGACAGTGGCTAACACCCCGAAT CCCAGCACTTTGOGAAGUCGGAGLTGGGA
GGATCGCTTGAGGCCAGGAGTTTGAAACCAGCCTGEECAGCATAACGACACTCCCTCTCT
ACGAARAAACGAARAARARTAATTAGCCGGACGTGGTGECGTGCGACTGTGGTCCCAGCTA
CTCGGGAGGCTGAGGT GGGAGGATCGCTTGAGCCCAATAGGTGGAGGCTCCGTGAGCTGA
GATAGCGCCACTGCGCTCCTGCCTGLGCGACAGAGTGAGARCCTGACT CAARACAAAGAR
AARAGGAAGARAAAGAAAGGAAGGGAAGAAGCAAGGAAGGGAGAAGCTTTCAARAATARARC
TTTTGTAAGRAGTAATGACACCGCTAGCCGTCCACACCAGGAGACCECCTAGCCGTGEGEG
CACGGTGGECTCCTGGGAGCTCTGAGCTCTGGECTTTCTCCAGTTCGCACTCTGCTTGTC
TCGGCAGCTCCGTCCCCACCGCAGAGGTGTGAAGGGGCGCARAGCCAGCGAAGGGAGAAC
CCGGEETCGEGTARCCCCCAGGCCTGECCAGGCGEACGCAGGGGCATCTCGGGLGAGECGE
GCCTTGCGTCACGTGOGCACCGCCCCTGUAGTGACCGGAGRACGGCETGTTCCTAGGGLT
CTGCTGCCGTCGTGGAAGCAGGATTTCCGCGETTGTGTARCGGCCTGTCGCAGGCGTGCA
GGGACCTGGACTCCGCCTCGTCCCCGGEGCTCGEECAGCCGAGCC
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Figure 25 (continued)

C
1.6kb fragment (Endo3)

GARAGGAAGGAAGGARGGTAGGTAGGTGTACAGTGTGTACAGATTGACAATAAAACCTTGA
ACAACGGGATATCGAAATTCTTGCCCACACAGTATGGGCTTTGCCAGTTTTCAGATACAT
TTTTATGAAGTATTTTCGCTGGCAAAACCATTCAGGTAGGGGCATGARATGATAGTGTTT
CATCACTCGTGATCTCTAGGGGCAGCTATTCCARAGACTACAATCTGAGAGGTTTCARAAA
CACCTCTGGTGTTTTCACTTGATGGCCACTGCCCACTCTTCCAGTCACTAAGGCTGAGAT
TTTICTCACCACTTTCAAAACRACTTTTTGTCACTGGTAACATGCCTCATGTGACCTAGA
AGATTTTGAAACAACAATTTTACTTAAACTCCGTGAAGATT TCAAAACAACAATTTTACT
TAAACTCCATGTTGAAGGCARRAAGGAAGATTGTGTGAAGCACTTTGAGGAAGGAAAAAA
TGATGGAACGATATTTCATCAAGGAAGCCCATGAGGAAGAARATTTATTAAAACCAAGTA
GGTGTATGGAGGAGAGGCCGCCTCGTGAAGAAAACGAACATAATTTTACGCTGATTTGET
GICTTTTCIGTTTTICTCTTGTTGGTATCTACATTICATCTTTTCCAATAATAATCCCATA
TATGTACATTTTTATCTGTTTARATTCAGTAARAGT TGGGAGGARAATGTGTCARAACTT
TTAGAGTGTGATGGGCTGAGTGGGGTTGTGAGTGATTATCTTCTTTITTCAGTTTTTTIC
TGGGTTTTCCAAGTGTITCCTCGATGAACATGGATAGTTTTTCTGACAGGATARAAAAGAA
GTAGTCCGGGACAGTGGCTAACACCCCGAATCCCAGCACTTTGGGAAGCCGGAGGTGGEA
GGATCGCTTGAGGCCAGGAGTTTGARACCAGCCTGGGCAGCATAACGACACTCCCTCTCT
ACGAAAARCGAAAARAARRATAATTAGCCGGACGTGETGGCGTGCGACTGTGGTCCCAGCTA
CTCGGGAGGCTGAGGTGGGAGGATCGCTTGAGCCCAATAGGTGCAGGCTCCGTGAGCTGA
GATAGCGCCACTGCGCTCCTGCCTGGGCGACAGAGTGAGARCCTGACTCARAACAARAGAA
AARAGGAAGARAAGAAAGGAAGGGAAGAAGGAAGGAAGGGAGRAGCTTTCARRAATAANC
TTTTGTAAGAAGTAATGACACCGCTAGCCGTCCACACCAGGAGACCGCCTAGCCGTGEEG
CACGGTGGGCTCCTGLGAGCTCTGAGCTCTGGGCTTTCTCCAGTTCGCACTCTGCTTGTC
TCGGCAGCTCCGTCCCCACCGCAGAGGTGTGAAGGEGCGCARAGCCAGCGAAGGGAGARC
CCGGGETCGEGTAACCCCCAGGCCTGGCCAGGCGGACGCAGGGGCATCTCGGGLGAGGCGC
GCCTTGCGTCACGTGGGCACCGCCCCTGCAGTGACCGGAGAACGGCGTGTTCCTAGGECT
CTGCTGCCGTCGTGGAAGCAGGATTTCCGCGGTTGTGTAACGGCCTGTCGCAGGCGTGCA
GGGACCTGGACTCCGCCTCGTCCCCGEEGCTCGGELAGCCGAGCC
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Figure 26
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Figure 26 (continued)
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Figure 26 (continued)
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Figure 27
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