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Light chain (SEQ
ID NO: 13)

DIVMTQTPPTLSASIGQSVSISCRSGQSLSYSDGNTYLNWFLQRPG
QPPQPLIYLVSRLESGVPNRFSGSGSGTDFTLKISGVEAKDLGIYY
CVQSIHVPYTFGAGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVV
CLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSS
TLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

Heavy chain (SEQ
ID NO: 14)

EVQLKESGPGLVKPSQSLFLTCSVTGYSITGDYWAWIRKFPGNKM
EWIGHITYSGGTRFNPSLKSRISIKRDTSKNQFFLQLNSVTTEDTAT
YYCAKYGDGGRDWGQGLMVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQ
VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

Heavy chain anti-
EGFR VHH fusion
(SEQ ID NO: 15)

EVQLKESGPGLVKPSQSLFLTCSVTGYSITGDYWAWIRKFPGNKM
EWIGHITYSGGTRFNPSLKSRISIKRDTSKNQFFLQLNSVTTEDTAT
YYCAKYGDGGRDWGQGLMVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQ
VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGGSGG
GSGGSGGGGSGDVAQLQESGGGLVQAGGSLRLSCAASGFIFSSYA
MGWYRQTPGKLRELVARISSGGSTWYAESVKGRFTISRDNAKNTV
FLOMSSVKPEDTSAYYCNKVPYERSDYWGQGTQVTVSSA
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Heavy chain anti-
HER2 scFv fusion
(SEQ ID NO 16):

EVQLKESGPGLVKPSQSLFLTCSVTGYSITGDYWAWIRKFPGNKM
EWIGHITYSGGTRFNPSLKSRISIKRDTSKNQFFLQLNSVTTEDTAT
YYCAKYGDGGRDWGQGLMVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCP
PCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEV
KFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQ
VSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGGGGG
SGGGGSGGGGSEVQLVESGGGLVQPGGSLRLSCAASGENIKDTYI
HWVRQAPGKGLEWVARIYPTNGYTRYADSVKGRFTISADTSKNTA
YLQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGTLVTVSSGG
GCGSGGGGSGGGGSDIOMTQSPSSLSASVGDRVTITCRASQDVYNT
AVAWYQQKPGKAPKLLIYSASFLYSGVPSRFSGSRSGTDFTLTISSL
QPEDFATYYCQQHYTTPPTFGQGTKVEIK
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Figure 6

Immunization and hybridoma generation (OMT030-Anti-PROTAC)
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Figure 7
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Figure 8(a)
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Figure 8(b)
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Figure 9
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Figure 10

Response [mAU]
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100
9 80 3 Uncomplexed
g 1 PROTAC
§ 60 mm 2 PROTACs
@ 40-
T
4
T 20
o
0 || 1
(\\Qb .&0 ’&0 {\\0 .&\Qb .s\@b
S & S < S
V\o @?’ \;o" @?’ \;o" @?’
& & &
Figure 13
100
oy B Uncomplexed
'g' 807 1 PROTAC M
€ goJ WM 2PROTACs
2
@ 40-
©
=
(5]
i
o

Time

70 h

PCT/EP2022/068347



WO 2023/275394

Figure 14
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Figure 16
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Figure 18
MDAMB4638
o GNE987
100+ -& aEGFRXMIC2+GNE987 (1:0.5)
S 75 = aHER2xMIC2+GNE987 (1:0.5)
Z a -0- MIC2+GNE987 (1:0.5)
3 501
>
25
0 1 1 1 1
-2 -1 0 1 2
log (C [nM])
Figure 19
MDAMB468
106
107 °
— o
s =
=108 e
wn
o
10 o
10-10 T T T
N N N



WO 2023/275394 PCT/EP2022/068347

16/37
Figure 20
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Figure 24
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Figure 26
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Figure 29
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Figure 32
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Figure 36
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Figure 40
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Figure 41
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Figure 43
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Figure 50(a)

ID: YU734-A12 (MIC6, SEQ ID NO: 29) Species: new world camelid koff [1/s]: 0.00003496
EVQLVESGGGLVQAGGSLRLSCAVSGFAFEDSAIGWVRQAPGKEREAVSCISSSDGSTYYA
DSVKGRFTISSDNAKNTVYLQMNSLKPEDTAVYYCTADTDVSGCPAGPDEVRYLEVWGQG
TQVTVSS

ID: YU732-G11(MIC12, SEQ ID NO: 30) Species: new world camelid koff [1/s]: 0.00005523
AVQLVESGGGLVQAGGSLRLSCAASGRTLNTLTMGWFRQAPGKEREFVCANTWNGDNTV

CADSVNGRFTISRDNADNTAYLQMNSLKPEDTAIYYCAASTYSGATISVTKRYQVPYWGQG

TQVTVSS

ID: YU732-G09 (MIC11, SEQ ID NO: 31)  Species: new world camelid koff [1/s]: 0.00009886
QVQLVESVGGLVQAGGSLRLSCAASGRTLDTLTMGWFRQAPGKEREFVCANTWNGGNTV
CADSVNGRFTISRDNADNTAYLQMNDLKPEDTAIYYCAASTYSGATISVTRRYQVPYWGQG
TQVTVSS

ID: YU733-G10 (MIC5, SEQ ID NO: 24) Species: new world camelid koff [1/s]: 0.0001885
AVQLVDSGGGLVQAGGSLRLSCAASGFTFDDYAIGWFRQAPGKEPEGILCISSSDGSAYVR
DSVKGRFTMSSDNAKNTMYLQMNSLRTEDTAVYHCAVATGSCPADGGQKIFLEVWGQGT
QVTVSS

ID: YU734-F06 (MIC7, SEQ ID NO: 20) Species: new world camelid koff [1/s]: 0.0002191
AVQLVESGGGLVQAGGSLRLSCAASGFSFDDYALGWFRQAPGKEPEGLSCISSSDGSTWY
ADSVKGRFTISSDNAKNTVYLQMNSLKPEDTAVYYCSAIYRLSCSVVRPTIRYALDYWGQGT
QVTVSS

ID: YU737-A03 (SEQ ID NO: 32) Species: new world camelid koff [1/s]: 0.0002421
EVQLVESGGGSVQAGGSLRLSCATSGFRFDDYSIGWFRQAPGKEREGISCLSSSDGSSYY

ADSVKGRFTMSSDNAKNMMYLLMNSLKPEDTAVYYCSIARGTCPNGPTPVYLEAWGQGTL
VTVSS

ID: YU737-B07 (SEQ ID NO: 33) Species: new world camelid koff [1/s]: 0.0002525
QVKLEESGGGLVQAGGSLRLSCATSGFRFDDYAIGWFRQAPGKEREGISCLSSSDGSSYY
ADSVKGRFTMSSDNAKNMMYLLMNSLKPEDTAVYYCSIARGTCPDGPTPVYLEAWGQGTL
VTVSS
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Figure 50(b)

ID: YU736-C11 (MIC9, SEQ ID NO: 34)  Species: new world camelid koff [1/s]: 0.0002773
AVQLVDSGGGLVQAGGSLRLSCAASGRTLNTLTMGWFRQAPGKEREFVCASTWNGGNTV
CADSVNGRFTISRDNADNTAYLQMNSLKLEDTAIYYCAASTYSGATIDITRRYQVPYWGQGT
QVTVSS

ID: YU735-A01 (SEQ ID NO: 35) Species: new world camelid koff [1/s]: 0.0003247
QVQLVQSGGGLVQPGGSLRLSCAASGRTLNTLTMGWFRQAPGKEREFVCASTWNGDNTV
CADSVNGRFTISRDNADNTAYLQMNSLKLEDTAIYYCAASTYSGATIDVTRRYQVPYWGQG

TQVTVSS

ID: YU736-H01 (SEQ ID NO: 36) Species: new world camelid koff [1/s]: 0.000381
AVQLVDSGGGLVQAGGSLRLSCAASGFNLDDYAMGWFRQAPGKEAEGISCESSSDGSTYY
ADSVKGRFTISSDNAKNTVYLQMNSLKPEDTAVYHCAAAAISTCPTDARSITLEVWGQGTLV
TVSS

ID: YU736-F10 (SEQ ID NO: 37) Species: new world camelid koff [1/s]: 0.0003909
QVQLVESGGGLVQAGGSLRLSCAPSGFTFDDYAIGWVRQAPGKEREGVSCISSSDGSTYY
ADSVKGRFTISRDNAKNTVYLQMNSLKPEDTAVYYCAADLTDSSCPRSNQEHRYLEVWGQ
GTLVTVSS

ID: YU732-G12 (MIC13, SEQ ID NO: 38) Species: new world camelid koff [1/s]: 0.0003933
DVQLVESGGGLVQAGGSLRLSCAASGRTLNTLTMGWFRQAPGKEREFVCASTRNGGNTV
CADSVNGRFTISRDNADNTAYLQMNSLKLEDTAIYYCAASTYSGATIDVTRRYQVPYWGQG
TQVTVSS

ID: YU737-F09 (SEQ ID NO: 39) Species: new world camelid koff [1/s]: 0.0004184
QVQLVESGGGLVQAGGSLRLSCAASGRTLNTLTMGWFRQAPGKEREFVCASTWNGGNTV
CADSVNGRFTISRDNADNTAYLQMNSLKLEDTAIYYCAASTYSGATIDVTRRYQVPYWGQG

TQVTVSS

ID: YU736-E09 (SEQ ID NO: 40) Species: new world camelid koff [1/s]: 0.0004427
DVQLVESGGALVQAGGSLRLSCAASGFTFDDYAIGWFRQAPGKEPEGVSCLSSSDGSTYY
AHSVKGRFTISTDNAKNSMYLQMNSLKPEDTAVYYCSVARISSCPTNGRTKIHLDLWGQGT
QVTVSS
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Figure 50(c)

ID: YU736-A10 (MIC14, SEQ ID NO: 41)  Species: new world camelid koff [1/s]: 0.0004839
QVQLVESGGGLVQAGGSLRLSCAASGFNLDDYAMGWFRQAPGKEREGISCISSSDGSTYY
RDSVKGRFTISSDNAKNTVYLQMNSLKPEDTAVYHCAAAAISSCPTDGESIITLRVWGQGTL

VTVSS

ID: YU735-B10 (SEQ ID NO: 42 Species: new world camelid koff [1/s]: 0.0005125
EVQLVESGGGLVQAGGSLRLSCAASGFTFDDYAMGWFRQAPGKEPEGVSCLSSSDGSTY
YADSVKGRFTISSDNAKNMVYLQMNKMKPEDTAVYYCSAAAISSCPTDGRSKINLEVWGQG
TQVTVSS

ID: YU732-A09 (SEQ ID NO: 43 Species: new world camelid koff [1/s]: 0.0005288
QVQLVESGGGLVQAGGSLRLSCAASGRTLNTLTMGWFRQAPGKEREFVCASTWNGGNTV
CADSVNGRFTISRDNADNTAYLQMNSLKLEDTAIYYCAASTYSGATIDVTRRYQVPYWGQG
TQVTVSS

ID: YU737-C12 (MIC8, SEQ ID NO: 44) Species: new world camelid koff [1/s]: 0.0005729
DVQLVESGGGLVQAGGSLRLSCAASGFTFDDYAIGWFRQAPGKEREGVTCINSRDGSTYY
ADSVKGRFTISSDNAKNTVYLQMNSLKPEDTAVYYCAIAAVKCAEVSATTVVTLDAWGQGT
QVTVSS

ID: YU738-B05 (SEQ ID NO: 45) Species: new world camelid koff [1/s]: 0.0006971
QVQLVESGGGLVQAGGSLRLSCAASGFNIDDYAMGWFRQAPGREREGISCFSSSDGSTFY
ADSVKGRFTISSDSAKNTVYLQTNSLKPEDTAVYHCAAARISSCPTDGRSIITLEVWGQGTLV
TVSS

ID: YU737-DO7 (MIC10, SEQ ID NO: 46) Species: new world camelid koff [1/s]: 0.0007384
QVQLVESGGGLVQTGGSLRLSCAASGFTIDDYAMGWFRQAPGEEPEGILCISRRDGSTYYR
DSVKGRFTMSTDNAKNTVYLQMTSLKPEDTAVYHCAAATGSCPTDGRTKVRLEVWGQGTL
VTVSS

ID: YU733-A09 (SEQ ID NO: 47)  Species: new world camelid koff [1/s]: 0.0007736
QVKLEESGGGLVQAGGSLRLSCAVSGFNLDDYAMGWFRQAPGKEREGVSCLSSSDGSTY
YADSVKGRFTISSDNAKNTVYLQMNSLKPEDTAVYYCAAAAISSCPTNSRSITLEVWGQGTL
VTVSS
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Figure 50(d)

ID: YU738-C02 (SEQ ID NO: 48) Species: new world camelid koff [1/s]: 0.0008356
AVQLVESGGGLVQAGGSLRLSCAASGFTFDDYALGWFRQAPGKEREGVSCISSSDNSTYY

ADSVKGRFTISSDKSKNTVYLQMNSLKPEDTAVYYCSAIYSLSCSVVRPTTRYDLDYWGQG

TQVTVSS

ID: YU735-C11 (SEQ ID NO: 49) Species: new world camelid koff [1/s]: 0.00118
EVQLVESGGGLVQAGGSLRLSCAASGRTLNTLTMGWFRQAPGKEREFVCASTWSGGNTV
CADSVNGRFTISRDNADNTAYLQMNSLKLEDTAIYYCAASTYSGATIDVTRRYQVPYWGQG
TQVTVSS

ID: YU733-E12 (SEQ ID NO: 50) Species: new world camelid koff [1/s]: 0.001422

QVQLVESGGGLVQAGGSLRLSCAASGFTFDDYAMGWFRQAPGKEPEGILCSSSSDGSTYT
RDSVKGRFTISSNNAKNTLYLQMNSLKPEDTAVYHCAAATSSCPTDGGSKINLEVWGQGTL
VTVSS

ID: YU736-H02 (SEQ ID NO: 51) Species: new world camelid koff [1/s]: 0.001552
QVQLVESGGGLVQAGGSLRLSCAASGFTFDDYTIGWVRQAPGKELEGVSCISSNDGSTYY
ADSVKGRFTISSDNAKNTVYLQMNSLKPEDTAVYYCAADTDVGVCPVGPDDVRYLEVWGQ
GTLVTVSS

ID: YU737-H03 (SEQ ID NO: 52) Species: new world camelid koff [1/s]: 0.001839
QVKLEESGGGLVQVGGSLRLSCVGFGITFDDYAMGWFRQAPGKEPEGISCISSSDGSTYAA
DSVKGRFTVSSDSAKNTMYLQMNSLKPDDTAVYHCAAKIGSCPTDGGSKINLEVWGQGTLV
TVSS

ID: YU735-D11 (SEQ ID NO: 53) Species: new world camelid koff [1/s]: 0.001883
QVKLEESGGGLVQAGGSLRLSCAASGFTFDDYAIGWFRQAPGKEREGVTCISSSDDSTYYA
DSVKGRFTISSDNAKNTVYLQMNSLKAEDTAVYYCAVVAAVKCAQVSPTTVYALDAWGQGT
LVTVSS

ID: YU736-B09 (SEQ ID NO: 54) Species: new world camelid koff [1/s]: 0.001897
AVQLVESGGGLVQAGGSLRLSCAASGFTFDDYAMGWFRQAPGKEPEGILCISSSDGSTYTA
DSVKGRFTISSDNAKNMVYLQMNSLKPEDTAVYHCAAAASSCPTDGGTKINLEVWGQGTLV
TVSS
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Figure 50(e)

ID: YU737-H06 (SEQ ID NO: 55) Species: new world camelid koff [1/s]: 0.001994
AVQLVDSGGGMVQAGGSLTLSCAASGFTWDDYTIGWFRQAPGKEREGVSCISSWDGSTY
YADSVKGRFTISSDSAKNTVYLQMNSLKPEDTAVYYCAVGLTRTCPRRPVPVHLAAWGQG
TQVTVSS

ID: YU736-A05 (SEQ ID NO: 56) Species: new world camelid koff [1/s]: 0.001997
DVQLVESGGGLVQAGGSLRLSCAASGFTFDDHAIGWFRQAPGKEPEGVTCISSSDGGTYY
ADSVKGRFTISSDNAKNTVYMQMNSLKPEDTAVYYCAVGVAPTCPRHPVPTRLLHWGQGT
QVTVSS

ID: YU736-D05 (SEQ ID NO: 57) Species: new world camelid koff [1/s]: 0.002379
QVQLVESGGGLVQAGGSLRLSCAASGFTFDDYAMGWFRQAPGKEPEGILCISISDGSTYTR
DSVKGRFTISSDNAKNTVYLQMNSLKPEDTAVYHCAAATGSCPTDGESKINLEVWGQGTQV
TVSS

ID: YU738-D03 (SEQ ID NO: 58) Species: new world camelid koff [1/s]: 0.007943
AVQLVDSGGGLVQAGGSLRLSCAASGFTFDDYAIGWFRQAPGKEPEGISCISSVDGSTYSA
DSVKGRFTISSDNAKNTMYLQMDSLKPEDTAVYYCAAATGSCPTDGGQKVNLEVWGQGTL
VTVSS

ID: YU736-G03 (SEQ ID NO: 59) Species: new world camelid koff [1/s]: 0.01395
EVQLVESGGGLVQAGGSLRLSCAASGFDFDDYAIGWFRQAPGKEPEGISCISSSDGSTYAA
DSVKGRFTISSDNAKNTMYLQMNSLKPEDTAVYHCAAATGSCPTDGGTKINLEVWGQGTQ

VTVSS

RECTIFIED SHEET (RULE 91) ISA/EP
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Figure 51

Sequence of 6E7L4Hle antibody:

>HC (SEQ ID NO: 60)
EVQLVQSGAEVKKPGASVKVSCKASGYSFTDYYMHWVRQAPGQGLEWIGRINPYNGAAFY
SQNFKDRVTLTVDTSTSTAYLELSSLRSEDTAVYYCAIERGADLEGYAMDYWGQGTLVTVS
SASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFEGGPSVF
LFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKGLGSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQV
SLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFS
CSVMHEALHNHYTQKSLSLSLG

>LC (SEQ ID NO: 61)

DIQMTQSPSSLSASVGDRVTITCRASQSVSTSSYNYMHWY QQKPGKPPKLLIKYASNLESG

VPSRFSGSGSGTDFTLTISSLQPEDFATYYCQHSWEIPLTFGQGTKVEIKRTVAAPSVFIFPP

SDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

Sequence of anti-Digoxigenin antibody:

>HC (SEQ ID NO: 62)
QVQLVESGGGLVKPGGSLRLSCAASGFTFSDYAMSWIRQAPGKGLEWVASINIGATYAYYP
DSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARPGSPYEYDKAYYSMAYWGQGTTV
TVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPPCPPCPAPEFEGGP
SVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKGLGSSIEKTISKAKGQPREPQVYTLPPSQEEMTK
NQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEG
NVFSCSVMHEALHNHYTQKSLSLSLG

>LC (SEQ ID NO: 63)
DIQMTQSPSSLSASVGDRVTITCRASQDIKNYLNWYQQKPGKAPKLLIYYSSTLLSGVPSRF
SGSGSGTDFTLTISSLQPEDFATYYCQQSITLPPTFGGGTKVEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSFNRGEC



