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FIG. 4A

>NM 016941.4 Homo sapiens delta like canonical Notch ligand 3 (DLL3),
transcript variant 1, mRNA (SEQ ID NO: 55)
ACTCCCGAGACCCCCCCACCAGAAGGCCATGGTCTCCCCACGGATGTCCGGGCTCCTCTCCCAGACTGTG
ATCCTAGCGCTCATTTTCCTCCCCCAGACACGGCCCGCTGGCGTCTTCGAGCTGCAGATCCACTCTTTCG
GGCCGGGTCCAGGCCCTGGGGCCCCGCGGTCCCCCTGCAGCGCCCGGCTCCCCTGCCGCCTCTTCTTCAG
AGTCTGCCTGAAGCCTGGGCTCTCAGAGGAGGCCGCCGAGTCCCCGTGCGCCCTGGGCGCGGCGCTGAGT
GCGCGCGGACCGGTCTACACCGAGCAGCCCGGAGCGCCCGCGCCTGATCTCCCACTGCCCGACGGCCTCT
TGCAGGTGCCCTTCCGGGACGCCTGGCCTGGCACCTTCTCTTTCATCATCGAAACCTGGAGAGAGGAGTT
AGGAGACCAGATTGGAGGGCCCGCCTGGAGCCTGCTGGCGCGCGTGGCTGGCAGGCGGCGCTTGGCAGCC
GGAGGCCCGTGGGCCCGGGACATTCAGCGCGCAGGCGCCTGGGAGCTGCGCTTCTCGTACCGCGCGCGCT
GCGAGCCGCCTGCCGTCGGGACCGCGTGCACGCGCCTCTGCCGTCCGCGCAGCGCCCCCTCGCGGTGCGG
TCCGGGACTGCGCCCCTGCGCACCGCTCGAGGACGAATGTGAGGCGCCGCTGGTGTGCCGAGCAGGCTGC
AGCCCTGAGCATGGCTTCTGTGAACAGCCCGGTGAATGCCGATGCCTAGAGGGCTGGACTGGACCCCTCT
GCACGGTCCCTGTCTCCACCAGCAGCTGCCTCAGCCCCAGGGGCCCGTCCTCTGCTACCACCGGATGCCT
TGTCCCTGGGCCTGGGCCCTGTGACGGGAACCCGTGTGCCAATGGAGGCAGCTGTAGTGAGACACCCAGG
TCCTTTGAATGCACCTGCCCGCGTGGGTTCTACGGGCTGCGGTGTGAGGTGAGCGGGGTGACATGTGCAG
ATGGACCCTGCTTCAACGGCGGCTTGTGTGTCGGGGGTGCAGACCCTGACTCTGCCTACATCTGCCACTG
CCCACCCGGTTTCCAAGGCTCCAACTGTGAGAAGAGGGTGGACCGGTGCAGCCTGCAGCCATGCCGCAAT
GGCGGACTCTGCCTGGACCTGGGCCACGCCCTGCGCTGCCGCTGCCGCGCCGGCTTCGCGGGTCCTCGCT
GCGAGCACGACCTGGACGACTGCGCGGGCCGCGCCTGCGCTAACGGCGGCACGTGTGTGGAGGGCGGCGG
CGCGCACCGCTGCTCCTGCGCGCTGGGCTTCGGCGGCCGCGACTGCCGCGAGCGCGCGGACCCGTGLGCC
GCGCGCCCCTGTGCTCACGGCGGCCGCTGCTACGCCCACTTCTCCGGCCTCGTCTGCGCTTGCGCTCCCG
GCTACATGGGAGCGCGGTGTGAGTTCCCAGTGCACCCCGACGGCGCAAGCGCCTTGCCCGCGGCCCCGLCC
GGGCCTCAGGCCCGGGGACCCTCAGCGCTACCTTTTGCCTCCGGCTCTGGGACTGCTCGTGGCCGCGGGC
GTGGCCGGCGCTGCGCTCTTGCTGGTCCACGTGCGCCGCCGTGGCCACTCCCAGGATGCTGGGTCTCGCT
TGCTGGCTGGGACCCCGGAGCCGTCAGTCCACGCACTCCCGGATGCACTCAACAACCTAAGGACGCAGGA

GGGTTCCGGGGATGGTCCGAGCTCGTCCGTAGATTGGAAT CGCCCTGAAGATGTAGACCCTCAAGGGATT
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FIG. 4A CON’T

TATGTCATATCTGCTCCTTCCATCTACGCTCGGGAGGTAGCGACGCCCCTTTTCCCCCCGCTACACACTG
GGCGCGCTGGGCAGAGGCAGCACCTGCTTTTTCCCTACCCTTCCTCGATTCTGTCCGTGAAATGAATTGG
GTAGAGTCTCTGGAAGGTTTTAAGCCCATTTTCAGTTCTAACTTACTTTCATCCTATTTTGCATCCCTCT
TATCGTTTTGAGCTACCTGCCATCTTCTCTTTGAAAAACCTATGGGCTTGAGGAGGTCACGATGCCGACT
CCGCCAGAGCTTTTCCACTGATTGTACTCAGCGGGGAGGCAGGGGAGGCAGAGGGGCAGCCTCTCTAATG
CTTCCTACTCATTTTGTTTCTAGGCCTGACGCGTCTCCTCCATCCGCACCTGGAGTCAGAGCGTGGATTT
TTGTATTTGCTCGGTGGTGCCCAGTCTCTGCCCCAGAGGCTTTGGAGTTCAATCTTGAAGGGGTGTCTGG
GGGAACTTTACTGTTGCAAGTTGTAAATAATGGTTATTTATATCCTATTTTTTCTCACCCCATCTCTCTA

GAAACACCTATAAAGGCTATTATTGTGATCA

>NP 058637.1 delta-like protein 3 isoform 1 precursor [Homo sapiens] (SEQ ID
NO: 50)
MVSPRMSGLLSQTVILALIFLPQTRPAGVFELQIHSFGPGPGPGAPRSPCSARLPCRLFFRVCLKPGLSE
EAAESPCALGAALSARGPVYTEQPGAPAPDLPLPDGLLOVPFRDAWPGTEFSFIIETWREELGDQIGGPAW
SLLARVAGRRRLAAGGPWARDIQRAGAWELRESYRARCEPPAVGTACTRLCRPRSAPSRCGPGLRPCAPL
EDECEAPLVCRAGCSPEHGFCEQPGECRCLEGWTGPLCTVPVSTSSCLSPRGPSSATTGCLVPGPGPCDG
NPCANGGSCSETPRSFECTCPRGFYGLRCEVSGVTCADGPCENGGLCVGGADPDSAYICHCPPGFQGSNC
EKRVDRCSLQPCRNGGLCLDLGHALRCRCRAGFAGPRCEHDLDDCAGRACANGGTCVEGGGAHRCSCALG
FGGRDCRERADPCAARPCAHGGRCYAHFSGLVCACAPGYMGARCEFPVHPDGASALPAAPPGLRPGDPQR
YLLPPALGLLVAAGVAGAALLLVHVRRRGHSQDAGSRLLAGTPEPSVHALPDALNNLRTQEGSGDGPSSS

VDWNRPEDVDPQGIYVISAPSIYAREVATPLFPPLHTGRAGQRQHLLFPYPSSILSVK
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FIG. 4B

>NM 203486.3 Homo sapiens delta like canonical Notch ligand 3 (DLL3),
transcript variant 2, mRNA (SEQ ID NO: 56)
ACTCCCGAGACCCCCCCACCAGAAGGCCATGGTCTCCCCACGGATGTCCGGGCTCCTCTCCCAGACTGTG
ATCCTAGCGCTCATTTTCCTCCCCCAGACACGGCCCGCTGGCGTCTTCGAGCTGCAGATCCACTCTTTCG
GGCCGGGTCCAGGCCCTGGGGCCCCGCGGTCCCCCTGCAGCGCCCGGCTCCCCTGCCGCCTCTTCTTCAG
AGTCTGCCTGAAGCCTGGGCTCTCAGAGGAGGCCGCCGAGTCCCCGTGCGCCCTGGGCGCGGCGCTGAGT
GCGCGCGGACCGGTCTACACCGAGCAGCCCGGAGCGCCCGCGCCTGATCTCCCACTGCCCGACGGCCTCT
TGCAGGTGCCCTTCCGGGACGCCTGGCCTGGCACCTTCTCTTTCATCATCGAAACCTGGAGAGAGGAGTT
AGGAGACCAGATTGGAGGGCCCGCCTGGAGCCTGCTGGCGCGCGTGGCTGGCAGGCGGCGCTTGGCAGCC
GGAGGCCCGTGGGCCCGGGACATTCAGCGCGCAGGCGCCTGGGAGCTGCGCTTCTCGTACCGCGCGCGCT
GCGAGCCGCCTGCCGTCGGGACCGCGTGCACGCGCCTCTGCCGTCCGCGCAGCGCCCCCTCGCGGTGCGG
TCCGGGACTGCGCCCCTGCGCACCGCTCGAGGACGAATGTGAGGCGCCGCTGGTGTGCCGAGCAGGCTGC
AGCCCTGAGCATGGCTTCTGTGAACAGCCCGGTGAATGCCGATGCCTAGAGGGCTGGACTGGACCCCTCT
GCACGGTCCCTGTCTCCACCAGCAGCTGCCTCAGCCCCAGGGGCCCGTCCTCTGCTACCACCGGATGCCT
TGTCCCTGGGCCTGGGCCCTGTGACGGGAACCCGTGTGCCAATGGAGGCAGCTGTAGTGAGACACCCAGG
TCCTTTGAATGCACCTGCCCGCGTGGGTTCTACGGGCTGCGGTGTGAGGTGAGCGGGGTGACATGTGCAG
ATGGACCCTGCTTCAACGGCGGCTTGTGTGTCGGGGGTGCAGACCCTGACTCTGCCTACATCTGCCACTG
CCCACCCGGTTTCCAAGGCTCCAACTGTGAGAAGAGGGTGGACCGGTGCAGCCTGCAGCCATGCCGCAAT
GGCGGACTCTGCCTGGACCTGGGCCACGCCCTGCGCTGCCGCTGCCGCGCCGGCTTCGCGGGTCCTCGCT
GCGAGCACGACCTGGACGACTGCGCGGGCCGCGCCTGCGCTAACGGCGGCACGTGTGTGGAGGGCGGCGG
CGCGCACCGCTGCTCCTGCGCGCTGGGCTTCGGCGGCCGCGACTGCCGCGAGCGCGCGGACCCGTGLGCC
GCGCGCCCCTGTGCTCACGGCGGCCGCTGCTACGCCCACTTCTCCGGCCTCGTCTGCGCTTGCGCTCCCG
GCTACATGGGAGCGCGGTGTGAGTTCCCAGTGCACCCCGACGGCGCAAGCGCCTTGCCCGCGGCCCCGLCC
GGGCCTCAGGCCCGGGGACCCTCAGCGCTACCTTTTGCCTCCGGCTCTGGGACTGCTCGTGGCCGCGGGC
GTGGCCGGCGCTGCGCTCTTGCTGGTCCACGTGCGCCGCCGTGGCCACTCCCAGGATGCTGGGTCTCGCT
TGCTGGCTGGGACCCCGGAGCCGTCAGTCCACGCACTCCCGGATGCACTCAACAACCTAAGGACGCAGGA

GGGTTCCGGGGATGGTCCGAGCTCGTCCGTAGATTGGAAT CGCCCTGAAGATGTAGACCCTCAAGGGATT

5/28



WO 2022/153194 PCT/1B2022/050219

FIG. 4B CON’T

TATGTCATATCTGCTCCTTCCATCTACGCTCGGGAGGCCTGACGCGTCTCCTCCATCCGCACCTGGAGTC
AGAGCGTGGATTTTTGTATTTGCTCGGTGGTGCCCAGTCTCTGCCCCAGAGGCTTTGGAGTTCAATCTTG
AAGGGGTGTCTGGGGGAACTTTACTGTTGCAAGTTGTAAATAATGGTTATTTATATCCTATTTTTTCTCA

CCCCATCTCTCTAGAAACACCTATAAAGGCTATTATTGTGATCA

>NP 982353.1 delta-like protein 3 isoform 2 precursor [Homo sapiens] (SEQ
ID NO: 51)
MVSPRMSGLLSQTVILALIFLPQTRPAGVFELQIHSFGPGPGPGAPRSPCSARLPCRLFFRVCLKPGLSE
EAAESPCALGAALSARGPVYTEQPGAPAPDLPLPDGLLQVPFRDAWPGTFSFITIETWREELGDQIGGPAW
SLLARVAGRRRLAAGGPWARDIQRAGAWELREFSYRARCEPPAVGTACTRLCRPRSAPSRCGPGLRPCAPL
EDECEAPLVCRAGCSPEHGFCEQPGECRCLEGWTGPLCTVPVSTSSCLSPRGPSSATTGCLVPGPGPCDG
NPCANGGSCSETPRSFECTCPRGFYGLRCEVSGVTCADGPCENGGLCVGGADPDSAYICHCPPGFQGSNC
EKRVDRCSLQPCRNGGLCLDLGHALRCRCRAGFAGPRCEHDLDDCAGRACANGGTCVEGGGAHRCSCALG
FGGRDCRERADPCAARPCAHGGRCYAHFSGLVCACAPGYMGARCEFPVHPDGASALPAAPPGLRPGDPQOR
YLLPPALGLLVAAGVAGAALLLVHVRRRGHSQDAGSRLLAGTPEPSVHALPDALNNLRTQEGSGDGPSSS

VDWNRPEDVDPQGIYVISAPSIYAREA
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FIG. 5A

Nucleotide Sequence of Heavy Chain Variable Domain (Vu) of 7-11-B (SEQ ID NO: 1)
GAGGTGCAGCTGGTGGAGTCTGGGGGGGGCTTGGTAAAGCCTGGGGGGTCCCTT
AGACTCTCCTGTGCAGCCTCTGGATTCACTTTCAGTAACACCTGGATGAGCTGGG
TCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTTGGCCGTATTAAAAGCAAAT
CTGATGGTGGGACAACAGACTACGCTGCACCCGTGAAAGGCAGATTCACCATCT
CAAGAGATGATTCAAAAAACACGCTGTATCTGCAAATGAACAGCCTGAAAACCG
AGGACACAGCCGTGTATTACTGTACCCAGTATTATTGGAACTCCTTTGACTACTG
GGGCCAGGGAACCCTGGTCACCGTCTCCTCA

Amino Acid Sequence of Heavy Chain Variable Domain (Vu) of 7-11-B (SEQ ID NO: 2)
EVQLVESGGGLVKPGGSLRLSCAASGFTFSNTWMSWVRQAPGKGLEW VGRIKSKS
DGGTTDYAAPVKGRFTISRDDSKNTLYLOQMNSLKTEDTAVYYCIQYYWNSFDYWGQ
GTLVTVSS

FIG. 5B

Nucleotide Sequence of Light Chain Variable Domain (Vr) of 7-11-B (SEQ ID NO: 6)
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAG
TCACCATCACTTGCCAGGCGAGTCAGGACATTAGCAACTATTTAAATTGGTATCA
GCAGAAACCAGGGAAAGCCCCTAAGCTCCTGATCTACGATGCATCCAATTTGGA
AACAGGGGTCCCATCAAGGTTCAGTGGAAGTGGATCTGGGACAGATTTTACTTTC
ACCATCAGCAGCCTGCAGCCTGAAGATATTGCAACATATTACTGTCAACAGTATG
ATAATCTCCCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAA

Amino Acid Sequence of Light Chain Variable Domain (V1) of 7-11-B (SEQ ID NO: 7)

DIQMTQSPSSLSASVGDRVTITCQASQDISNYLNWYQQKPGKAPKLLIYDASNLETG
VPSRFSGSGSGTDFTFTISSLQPEDIATYYCQOQOYDNLPLTFGGGTKVEIK
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FIG. 6A

Nucleotide Sequence of Heavy Chain Variable Domain (Vu) of 2-C8-A (SEQ ID NO: 11).
GAGGTGCAGCTGGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCCAG
AGACTCTCCTGTGCAGCCTCTGGATTCACCTTTAGTAGCTATTGGATGAACTGGG
TCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGGTGGCCAACATAAAGGAAGAT
GGAAGTGAGAAATACTATGTGGACTCTGTGAAGGGCCGATTCACCATCTCCAGA
GACAACGCCAAGAACTCACTGTATCTGCAAATGAACAGCCTGAGAGCCGAGGAC
ACGGCTGTGTATTACTGTGCGAGAGATCCGGGCTGGGCTCCCTTTGACTACTGGG
GCCAGGGAACCCTGGTCACCGTCTCCTCA

Amino Acid Sequence of Heavy Chain Variable Domain (V) of 2-C8-A (SEQ ID NO: 12).
EVQLVESGGGLVQPGGSQRLSCAASGFTFSSYWMNW VRQAPGKGLEWVANIKEDG
SEKYYVDSVKGRFTISRDNAKNSLYLQMNSLRAEDTAVYYCARDPGWAPFDYWGQ
GTLVTVSS

FIG. 6B

Nucleotide Sequence of Light Chain Variable Domain (VL) of 2-C8-A (SEQ ID NO: 16).
GACATCCAGATGTCCCAGTCTCCATCCTCACTGTCTGCATCTGTAGGAGACAGAG
TCACCATCACTTGTCGGGCGAGTCAGGGCATTAGCAATTATTTAGCCTGGTTTCA
GCAGAAACCAGGGAAAGCCCCTAAGTCCCTGATCTATGCTGCATCCAGTTTGCA
AAGTGGGGTCCCATCAAAGTTCAGCGGCAGTGGATCTGGGACAGATTTCACTCTC
GCCATCAGCAGCCTGCAGCCTGAAGATTTTGCAACTTATTACTGCCAACAGTATA
ATAGTTTCCCGTACACTTTTGGCCAGGGGACCACGCTGGAGATCAAA

Amino Acid Sequence of Light Chain Variable Domain (Vr) of 2-C8-A (SEQ ID NO: 17).

DIQMSQSPSSLSASVGDRVTITCRASQGISNYLAWFQQKPGKAPKSLIYAASSLOSGV
PSKFSGSGSGTDFTLAISSLQPEDFATYYCQQOYNSFPYTFGQGTTLEIK
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FIG. 7A

Nucleotide Sequence of Heavy Chain Variable Domain (Vu) of 10-O18-A (SEQ ID NO: 21).
CAGGTGCAGCTGCAGGAGTCGGGCCCAGGACTGGTGAAGCCTTCGGAGACCCTG
TCCCTCACCTGCACTGTCTCTGGTGGCTCCATCAATAGTTACTACTGGAGCTGGA
TCCGGCAGCCCCCAGGGAAGGGACTGGAGTGGATTGGGTATATCTTTTACAGTG
GGATCACCAACTACAACCCCTCCCTCAAGAGTCGAGTCACCATATCATTAGACAC
GTCCAAGAACCAGTTCTCCCTGAAGCTGAGCTCTGTGACCGCTGCGGACACGGCC
GTGTATTACTGTGCGAGAATCGGCGTGGCTGGTTTTTACTTTGACTACTGGGGCC
AGGGAACCCTGGTCACCGTCTCCTCA

Amino Acid Sequence of Heavy Chain Variable Domain (Vg) of 10-O18-A (SEQ ID NO:
22).
QVQLQESGPGLVKPSETLSLTCTVSGGSINSYYWSWIRQPPGKGLEWIGYIFYSGITN
YNPSLKSRVTISLDTSKNQFSLKLSSVTAADTAVYYCARIGVAGFYFDYWGQGTLVT
VSS

FIG. 7B

Nucleotide Sequence of Light Chain Variable Domain (VL) of 10-O18-A (SEQ ID NO: 26).
GAAATTGTGTTGACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAAAGAG
CCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTAGCAGCAGCTACTTAGCCTGGTA
CCAGCAGAAACCTGGCCAGGCTCCCAGGCTCCTCATCTATGGTGCATCCAGCAG
GGCCACTGGCATCCCAGACAGGTTCAGTGGCAGTGGGTCTGGGACAGACTTCAC
TCTCACCATCAGCAGACTGGAGCCTGAAGATTTTGCAGTGTATTACTGTCAGCAG
TATGGTACCTCACCGCTCACTTTCGGCGGAGGGACCAAGGTGGAGATCAAA

Amino Acid Sequence of Light Chain Variable Domain (Vr) of 10-O18-A (SEQ ID NO: 27).

EIVLTQSPGTLSLSPGERATLSCRASQSVSSSYLAWYQQKPGQAPRLLIYGASSRATG
IPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQYGTSPLTFGGGTKVEIK
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FIG. 8A

Nucleotide Sequence of Heavy Chain Variable Domain (Vu) of 6-G23-F (SEQ ID NO: 31).
CAGGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCCTCAGTG
AAGGTTTCCTGCAAGGCATCTGGATACACCTTCACCAGCTACTATATACACTGGG
TGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAATAATCGACCCAAGTG
ATGGTAGCACAAACTACGCACAGAAGTTCCAGGGCAGAGTCACCATGACCAGGG
ACACGTCCACGAGCACAGTCTACATGGAGCTGAGCAGCCTGAGATCTGAGGACA
CGGCCGTGTATTACTGTGCGAGAGATCGGGAATATAACTACTACGGTTTGGACGT
CTGGGGCCAAGGGACCACGGTCACCGTCTCCTCA

Amino Acid Sequence of Heavy Chain Variable Domain (Vu) of 6-G23-F (SEQ ID NO: 32).
QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYYIHWVRQAPGQGLEWMGIIDPSD
GSTNYAQKFQGRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARDREYNYYGLDVWG

QGTTVTVSS
FIG. $B

Nucleotide Sequence of Light Chain Variable Domain (Vr) of 6-G23-F (SEQ ID NO: 36).
GATGTTGTGATGACTCAGTCTCCACTCTCCCTGCCCGTCACCCTTGGACAGCCGG
CCTCCATCTCCTGCAGGTCTAGTCAAAGCCTCGTATACCGTGATGGAAACACCTA
CTTGAATTGGTTTCAGCAGAGGCCAGGCCAATCTCCAAGGCGCCTAATTTATAAG
GTTTCTAACCGGGACTCTGGGGTCCCAGACAGATTCCGCGGCAGTGGGTCAGGC
ACTGATTTCACACTGAAAATCAGCCGGGTGGAGGCTGAGGATGTTGGGGTTTATT
ACTGCATGCAAGGTACACACTGGCCTCCGACGTTCGGCCAAGGGACCAAGGTGG
AAATCAAA

Amino Acid Sequence of Light Chain Variable Domain (Vr) of 6-G23-F (SEQ ID NO: 37).

DVVMTQSPLSLPVTLGQPASISCRSSQSLVYRDGNTYLNWFQQRPGQSPRRLIYKVS
NRDSGVPDRFRGSGSGTDFTLKISRVEAEDVGVYYCMOGTHWPPIFGQGTKVEIK
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FIG. 9
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FIG. 10E

PCT/1B2022/050219

7-11-B 0.68 | 5.02E+05 |  3.44F-04 0.168 0.99
10-018-A 0.62 | 4.49E+05 2.67E-04 0.038 0.97
6-G23-F 0.16 | 4.05E+05 |  6.49E-05 0.15 0.97
2-C8-A 0.668 |  3.63E+05 2.42E-04 0.073 0.99
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FIG. 13
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FIG. 14
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FIG. 18
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FIG. 22
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FIG. 26
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FIG. 28
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