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Schematic diagram of recombinant Notch3 NRR protein immunogsn
with Avi- and his- lags.
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SEQ ID NO: 1 Human Notch3 NRR recombinant protein apino acid sequence
APEVSEEPRCPRAACQAKRGDUGRCDRECNSPGLGWDGGEDCSLSVGEGRPWRQCEALQCWRLFNNSRC
DPACSSPACLYDNFDCHAGGRERTCNPVYYEKYCADHFADGRCDQGUNTEECGWDGLDCASEVPALLA
RGVLVLTVLLPPEELLRESSADFLGRLSAILRTSLRFRLDAHGOAMVFRYHRPSPGSEPRARRELAPEVIGS
VYRMLEIDNRLCLQSPENDHCFPDAQSAADYLGALSAVERLDFPYPLRDVRGEPLEPPEPSVPgggsgggindi
feagkiewheggpphhhhhh

SEQID NG: 2 Human Noich3 NRR recombinant protein nucleotide sequeance
GCACCCGAGGTCTCGGAGGAGCCGCEETGCCLGCGCELLGCCTGCCAGGCCAAGCGCGEGEEGACT
AGCGCTGCGACCGCGAGTGCAACAGCLCAGGLTGCGGLTGGGACGGCGGCGACTGCTCGLTGAG
CETOLGCGACCCCTGOCEELAATGCGAGGCGCTGCAGTGLTGGCHCCTCTTCAACAACAGLCGET
GCGACCCCGCCTGCAGCTCGCCCGCOCTGCCTCTACGACAACTTCGACTGCCACGCCEGTGGCLGO
GAGCGCACTTGCAACCCGGTGTACCAGAAGTACTGCGCCGACCACTTTIGCCGACGGLCGLTGLGA
CCAGGGCTGCAACACGGAGGAGTGCOGGCTGGCATGGGUTGGATTGTGLCAGCGAGGTGLOGGCC
CTGCTGGCLOCECEGCETELTGGTGCTCACAGTGCTGCTGCCOLCOCGBAGGAGCTACTGCGTTCCAG
CGCCGACTTTCTGCAGCGGLTCAGCGCCATCCTGLGCACCTCGCTGLGLTTCCGLLTGGACGLGEC
ACGGCCAGGCCATGOTCTTICCCTTACCACCGGLCCTAGTCCTGBCTCCGAACCCLGGGLLCETCHG
GAGCTGGCCCCCGAGGTCATCGGCTCGETAGTAATGCTGGAGATTGACAACCGGCTCTGCCTGCA
GTCGCCTCAGAATGATCACTGCTTCCCCCGATGCCCAGAGCGLCGLTCACTACCTGGGAGLETTCTC
AGCGGTGGAGCGCCTGGACTTCCCGTACCCACTGLGOGACGTGCGEGGEEAGCCGLTGGAGCLT
CCAGAACCCAGCGTCCCGogaggagyaageggaggoeggacigaacgacateticgaggeicagaaaategaatggeacgaaggat
ggoccaccacalcalcatcaicatnac

SEQ 1D NQ: 3 Mouse Notchd NRE recombinant protein amine acld sequence
APEVPEEPRCPRAACQAKRGDUGNCDRECNTPGCGWDGGDCSLNVDDPWRQCEALQOCWRLFNNSRG
DRACSSPACLYDNFDCYSGGRDRTCNPVYEKYCADHFADGRCDQGCNTEECGWDGLDCASEVRPALLA
RGVLVLTVLLPPEELLRSSADFLORLSAILRTSLRFRLDARGOAMVFPYHRPSPGSESRVRRELGPEVIG
SYVMLEIDNRLCLQSAENDHCFPDAQSAADYLGALSAVERLDFPYPLRDVRGEPLEAPEQSVPgggsgagg!
ndifeagkiewheggpphhbhhhh

SEQ D NO: 4 Mouse Notchd NRR recombinant protein nuclestide seguence
GCCCCTGAGGTCCCCGAGGAGLCACGGTGOCCGLGAGCGGLTTGCCAGGLCAAGCGAGGGGALT
AGAACTGCGATCGTGAGTGCAACACCCCAGGCTOGTGGCTGGEATGGCGOTGACTGCTCACTGAAC
GTGGACGACCCCTGGAGGCAGTGTGAGGCACTGCAGTGCTGGCGTCTCTTCAACAACAGCCGGTG
TGACCCGGCCTGCAGCTCTOCAGCCTGCCTCTATGACAACTTTGACTGCTACTCTGGTGGCLGLGA
CCGCACCTGCAACCCTGTTTATGAGAAGTACTGCGCCGACCACTTTGCAGATGGCCETTGTGACCA
GGGLTGCAACACTGAGGAATGLGGCTGGGATGGGCTGGACTGTGCCAGCGAGGTCCCGGCCOTTY
TGGCCCGAGGGGTTCTGGTCCTCACAGTICTTCTGCCTCCTCGAAGAGTTGCTGCGCTCCAGTGCLE
ACTTTCTGCAGCGACTCAGCGCTATTCTGCGCACCTCACTOCGCTTCCGCTTGBACGCACGTGGLC
AGGCCATGGTCTTCCCCTATCACCGRCCAAGCLCTGGECTCTGAATCCCGGETCCGTCOTGAGLTGR
GTCCTGAGGTGATCGGCTCTGTGGTGATGCTGGAGATTGACAACCGGCTCTGTCTGCAGTCAGLTG
AGAATGACCACTGCTTCCCTGATGCCCAGAGTGCTGCTCGACTACCTGGGAGCCTTGTCAGCAGTGG
AGCGACTTGATTTCCCATACCCACTICGGCATGTGCCAGGAGAGCCECTGGAGGCCCCAGAGCAGA
GCGTGECCAgEauggggaageggaggeggactigaacgacaliclicgaggeicagaaaategaalggeacgaagglogeccaccacatea
tcatcatcaicae
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SEQID NO: § 128 VH amino acid sequence {CDRs undedined)
EVOLVESGGGLVOPGRSLTLSCVASGFTRRDY GM TWIRQAPGKGL TWVAYISSGENYIYYAEAVRGRFTI
SRDNAKNTLYLOMTSLRSEDTALYFCTRRGREVL DAWGQGASYTVSS

BEQ ID NO: 8 128 VH nucleotide sequence
GAGGTGCAACTGGTGGAGTCTGCAGGAGGCTTAGTGCAGCCTGGAAGGTCCCTGACACTCTOCTGT
GTAGCCTCTGGATTCACTTICAGGGACTATGGAATGACCTGGATTCGLCAGGCTCCAGGGAAGGGE
CTCGACATGGGTTGCATATATTAGTAGTGGTAGCAATTACATCTATTATGCAGAAGCGGTGAAGGGCC
GATTCACCATCTCCAGAGACAATGCCAAGAACACCCTGTACCTGCAAATGACCAGTCTGAGGTCTGA
AGACACTGCCTTGTATTITTCTACAAGACGAGGCCCGTTIGTTITGGATGCCTGGGGTCAAGGAGCT
TCAGTCACTGTCTCCTCA

SEQ ID NO: 7 r28 VL amino acid sequence {CDRs underiined)
DIOMTOSPSFLEABVGDRVTINCKASOSINRYLHWFQOKLGEAPKLLIYNANGLQTGIPSRFSGSGSGTD
FTLTISSLOBEDVATYFCLOHNTWRPDTFGAGTKLELK

SEQID NO: 8 28 VL nucleotide segusnce
GACATCCAGATGACCCAGTCTCCTTCATTCCTGTCTGCATCTETRRGAGACAGAGTCACTATCAALT
GOAAAGCAAGTCAGAGTATTAACAGGTACTTACACTGGTTTCAGCAGAAACTTGCGAGAAGCTCCCAA
ACTCCTGATATATAATGCAAACGGTITGCAAACGGGCATCCCATCAAGETTCAGTGGCAGTGGATAT
GOTACTGATTITCACACTTACCATCAGCAGCCTGCAGTCTGAAGATOTTGCCACATATTTCTGCTTGEA
GCATAATACGTGGCCGGACACOTTTGGCGCTCGCACCAAGCTGCAACTGAA

SEQ ID NO: 8 175 VH amino acid sequence (CDRs underined)
QVKLLOSGAALVKPGASYKMSCKASGYAFTRYWVYTWWKQSHGKSLEWIGEISPNSGGTNFNEKFKGKA
TETVDRKSTSTAYMELSRLTSEDSAIYYCTRGEIRYNWFAYWGQGTLVTVES

SEQ ID NC: 10 175 VH nucleotide seguence
CAGGTCAAGCTGCTGCAGTCTGGGECTGCACTGGTGRAGUCTGGAGCCTCTGTGAAGATGTCTIGC
APAGCTTCTGGTTATGCATTCACTGACTACTGGGTGACCTGGETGAAGCAGAGTCATGGEGAAAGAGBLC
TTCGAGTGGATTGGGGAAATTTCTCCTAACAGTCGTGGTACTAACTTCAATGAMAAGTTCAAGGGECAA
GGCCACATTGACTCTAGACAAATCCACCAGCACAGCUTATATGGAGC TCAGCAGATTGACATCTGAG
GACTCTGCAATCTATTACTGTACAAGAGGCGAAATCCGTTACAATTCGTTTGCTTACTGGOGLCAAG
GCACTCTGGTCACTGETCTCCTCA

SEQ ID NO: 11 175 VL amine acid seguence (CDRs underlined)
DIGMTOSPSELSASVGRRVTITCKASONVONNIAWY QOKPGKAPKLLIYYASNRYTGVPSRFIGRGYGT
DFTLTISSLOPEDFATYYCQRLYNSPFTFGGGTRVEIK

SEQ ID NO: 12 175 Vi nucleotide sequence
AACATTGTGATGACCCAGTCTCCCAAATCCATGTCCATATCAGTAGGAGACAGGRTCACCATGAACT
GCAAGGCCAGTCAGAATGTGGOTAATAATATAGCCTGRTATCAACAGAAACCAGGGCAGTCTCCTAA
ACTGTTGATCTACTATGCATCTAACCGGTACACTGGGGTCCCTGATCGCTTCACAGGCGGTGGATAT
GGOACAGATTTCACTCTCACCATCAATAGTATGCAAGCTCGARAAGATGCAGCCTTTTATTACTGTCAGCG
TCTTTACAATTCTCCATTCACGTTCGGLTCAGGGACGAAGTTGGAAATAAAG
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SEQ IDNO: 13 hu28 ¥ 1.0 aming acid seguence
EVQLVESGGGLVOPGGESLRLSCAASGFTFRDYGMTWWRQAPGKGLEWVAYISSGSNYIYYAEAVKGRF
TISRDNAKNSLYLOMNSLRAEDTAVYYCARRGPFVLDAWGQGTLVTVSS

SEQID NO: 14 hu28 VH 1.0 nucleotide sequence
GAGGTGCAGCTGGTGGAGTCTGGGEGAGGCTTGETCCAGCCTGGGGEGETLLOTGAGACTCTCCTS
TGCAGCCTCTGRATTCACTTTCAGGGACTATGGAATGACCTGGGTCCELCAGGLTCCAGGRAARRR
GUTGGAGTGGGTGGCCTATATTAGTAGTGGTAGCAATTACATCTATTATGCAGAAGCGGTGAAGGGC
CGATTCACCATCTCCAGAGACAACGLCAAGAACTCACTETATCTCCARMATCGAACAGCOTGAGAGLCCGE
AGGACACGGRCTETGTATTACTCTGCGAGACGAGGCCCETTTETTITTGGATGCCTGBEGLCAGGGAA
CCCTGOTCACCGTCTCCTCA

SEQ ID NO: 18 hu28 VH 1.0 CDR1 aming acid sequence-Kabat
DYGMT

SEQ ID NO: 18 hu28 ViH 1.0 CDR1 amino acid sequence-Chothia
GFTFRDY

SEQ 1D NO: 17 hu28 VH 1.0 CDR1 nuclectide sequence-Kabat
GACTATGGAATGACC

SEQ ID NO: 18 hu28 VH 1.0 CDR1 nucleotide sequence-Chothia
GGATTCACTTTCAGGGACTAT

SEQ ID NO: 19 hu28 VH 1.0 CDRZ amino add sequence-Kabat
YISSGSNYIYYAEAVKG

SEQ ID NO: 20 huZ8 VH 1.0 CDR2 amino acid seguence-Chothia
SSGENY

SEQ ID NO: 29 hu28 VH 1.0 CDR2 nuclectide sequence-Kahat
TATATTAGTAGTGGTAGCAATTACATCTATTATGCAGAAGCGGTGAAGGGC

SEQ IB NO: 22 hu28 VH 1.0 CDRZ nucleotide sequence-Chothia
AGTAGTGGTAGCAATTAC

SEQ ID NO: 23 huZ8 VH 1.0 CDR3 amino acid sequence-Kabat and Chothia
RGPFYLDA

SEQ ID NO: 24 huZ8 ViH 1.6 CDR3 nuclectide sequence-Kabat and Chothia
CCAGGCCCEGTTTGTTITGGATGCC
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SEQID NO: 28 hu28 VL 1.0 amine acid sequence

DIQMTQSPSSLEASVGDRVTITCRASQSINRYLHWYQQKPGRAPKLLIYNANGLQTGVPSRFSGSGEGTD

FTLTISSLQPEDFATYYCLQHNTWPDTFGGGTRVEIK

SEQ ID NO: 28 hu28 VL 1.0 nucleotide sequence

GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTT

GCARAGCAAGTCAGAGTATTAACAGGTACTTACACTGGTATCAGCAGAAAUCAGGGAAAGCCCCTAA
GCTCOTGATCTATAATGCAAACGGTTTGCAAACGRROGTCCCATCAAGGTTCAGTGGCAGTGGATCT
GGGACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTACTACTGTTTGCA
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GCATAATACGTGGLCGGACACGTTTGGCCGAGGGACTCAAGGTGGAGATCAAA

SEQID NO: 27 hu28 Vi 1.0 CDR1 amino acid sequence-Kabat and Chothig
KASQSINRYLH

SEQID NO: 28 hu28 V6L 1.0 CDR1 nucleotide sequence-Kabat and Chothia
AAAGCAAGTCAGAGTATTAACAGGTACTTACAC

SEQID NO: 29 hu28 Vi 1.0 CDRZ amino acid sequence-Kabat and Chothig
NANGLQT

SEQID NO: 30 huZ8 VL 1.0 CDRZ nucleotide sequence-Kabat and Chothia
AATGCAMACGGTTITGCAAACG

SEQID NO: 31 hu28 VL 1.0 CDRI amino acid sequence-Kabat and Chothia
LOHNTWPRDT

SEQID NO: 32 hu28 VL 1.0 CDRJ nuclestide sequence-Kabat and Chothia
TTGCAGCATAATACGTGGCUGGACACGETTY
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SEQ ID NO: 33 hud8 HC 1.0 amine acid sequence-Human oGl
EVQLVYESGGGLYOPGGSLRLSCAASGFTFRDYGMTWVROAPGKGLEWVAYISSGENYIYYAEAVKGRF
TISRDNAKNSLYLQMNSLRAEDTAVYYCARRGPFVLDAWGQGTLVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPERPYTVSWNSGALTSGVHTFPAVLAQSSGLYSLESVVTVPSSSLGTATYICNVNHKES
NTKVDKKEVEPKSCORTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNW
YYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWINGKEYKOKVSNKALPARIEKTISKAKGQPREP
QVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLIDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLERG

SEQID ND; 34 huzd MO 1.0 nucleotide sequence
GAGGTGCAGCTGGTGGAGTCTGEGEGAGGCTTGETCCAGCCTGGGGEGTCLCCTGAGACTCTCCTG
TGCAGCCTCTGGATTCACTTTCAGGGACTATGGAATGACCTGGGTCCGCCAGGCTCCACGGAAGGE
GUTGCAGTOGGTGGCCTATATTAGTAGTGGTAGCAATTACATCTATTATGCAGAAGCGGTGAAGGGC
CGATTCACCATCTCCAGAGACAACGLCAAGAACTCACTGTATCTGCAAATGAACAGCLTGAGAGCLG
AGGACACGGCTGCTETATTACTGTGUGAGACCAGRBCCCOTTTGTTTTGRATGCCTCEEECCAGGGAA
CCCTGGTCACCGTCTCCTCAGCGTCGACCAAGGGCCCATCOGTCTTCCCCCTRGLACCCTCLUTCCA
AGAGCACCTCTCGGGGECACAGCEGBLCCTGEGCTGCCTGETCAAGGACTACTTCCCLGAADCGGTG
ACGGTGTCGTGGAACTCAGGUCGLCCTGACCAGCGGCGTGCACACCTTCCCGGLTGTCCTACARTC
CTCAGGACTCTACTCCCTCAGCAGCETGGTGACCGTGCCLTCCAGCAGCTTGGGLACCCAGACCTA
CATCTGCAACGTGAATCACAAGUCCAGCAACACCAAGGTRGACAAGAAAGTTGAGCCCAMATLTIGT
SACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAALTCOTGGRGREACCGTCAGTCTTCLTC
TTCCCCCCAAAMACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATOLGTOGTGGTG
GACGTGAGCCACGAAGACCOCTGAGGTCAAGTTCAACTGGTACGTGGACGGCETGGAGETGCATAAT
GUCAAGACAMAGCCGUGGEBAGGAGCAGTACAACAGCACGTACCGTGTGETCAGCGTCCTCALLGET
CCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTCGCAAGGTCTCCAACARAGCCCTCCCAGL
CCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGETGTACACCCTGCC
CCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGEGTCAAAGGCTTCTATCC
CAGCGACATCGLUGTOGAGTGGGAGAGCAATGGGELAGCLGEAGAACAACTACAAGACCACGLCTC
CCOTGCTGGACTCCGACGGCTCCTTCTTCCTCTATAGCAAGCTCACLCGTGGACAAGAGBCAGGTGRGEL
AGCAGGGGAACGTCTTCTCATRCTCOGTOATGCATGAGRCTCTGCACAACCACTACACGCAGAAGA
GCCTCTCCCTETCCOCGGGET

SEQID NG: 35 hu28 L.C 1.0 aming acid sequence-Human kappa
DIQMTGSPSSLEABVGDRVTITCKASQSINRYLHWYQQRPGKAPKLLIYNANGLQTGVPSRFSGSGSGTD
FTLTISSLOPEDFATYYCLOHNTWPDTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASYVCLLNNFYP
REAKVQUWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPYTKSFN
RGEC

SEQID NO: 38 hu28 LC 1.0 nucleotide sequence
GACATCCAGATGACCCAGTCTCCATCCTCCCTGTCTGCATCTETAGGAGACAGAGTCACCATCACTT
GCAAAGCAAGTCAGAGTATTAACAGGTACTTACACTGGTATCAGCAGAAACCAGGGAAAGLCCCTAA
GCTCCTGATCTATAATGCAAACGGTTTGCAAACGGGGGTCCCATCAAGGTTCAGTCGLAGTGGATCT
GGGACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTGAAGATTTTGCAACTTACTACTGTTTGCA
GCATAATACGTGGCCGGACACGTTTGGCGCAGGGACCAAGGTGGAGATCAAA
CGGACCGTCRCCGCTCLTTCCGTGTTCATCTTCCCCLCTTCCGACGAGCAGCTGAAGTCTGGCACC
GCCTCTGTGGTGTGTCTGCTGAACAACTTCTACCOCCGGGAGGCCAAGGTGLAGTGGAAGGTGGAL
AACGCTCTGCAGTCCGGCAACTCCCAGGAGTCTCTGACCGAGCAGGACTCCAAGGACAGCATCTAC
TCCCTGTCCTCTACCCTGACCCTGTCCAAGGCCGACTACGAGAAGCACAAGGTGTACGLCTGTGAG
GTGACCCACCAGGGLCTGTCCTCTCCTGTGACCAAGTCCTTCAACCGGGGCGAGTGC
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SEQ ID NO: 37 hu75 ¥H 1.9 amino acid seguence
EVOLVESGGGLVOPGGSLRLSCAASGYAFTRDYWMTWVROAPGKGLEYWWAEISPNSGGTNFNEKFKGR

FTISVONAKNSLYLOMNSLRAEDTAVYYCARGEIRYNWFAYWGQGTLVTVSS

SEQID NO: 38 hu75 VH 1.8 nucleotide sequence
GAGGTGCAGCTGGTGGAGTCTGGGGEAGBGLTTIGGTCCAGCLTEEGGEETCCCTGAGACTCTCCTG
TGCAGCCTCTGGTTATGCATTCACTGACTACTGGATGACCTGGGTCCEUCAGGLTCCAGGRAAGGE
GCTGEAGTGOGTGECCGAAATTTCTCCTAACAGTEETGETACTAACTTCAATGAARMAGTTCAAGLGC
CGATTCACCATCTCCGTTGACAACGCCAAGAACTCACTGTATCTGCAAATGAACAGCCTGAGAGCCS
AGGACACGECTOTGTATTACTOTGCGAGAGRGRAAATCCOTTACAATTGETITGCTTACTGGGGCCA
GGGAACCUTOGTCACCOTICTCCTCA

SEQID NO: 39 hu75 VH 1.2 COR1 amino acid sequence-Kabat
DYWMT

SEQ ID NO: 40 hu75VH 1.8 CDR1 amino acid sequence-Chothia
GYAFTDY

SEQID NO: 41 hu7s VH 1.8 COR1 nuclectide sequence-Kabat
GACTACTGGATGACC

SEQID NO: 42 hu75 ¥H 1.8 CDR1 nucleotide sequence-Chothia
GGTTATGCATTCACTGACTAC

SEQID NO: 43 hu?h VH 1.9 COR2 amino acid sequence-Kabat
EISPNSGGTNFNEKFKG

SEQ ID NO: 44 hu75 VH 1.6 CDR2 amino acid sequence-Chothia
SPNSGG

SEQID NO: 45 hu75 VH 1.2 CDRZ nucleolide seguence-Kabal
GAAATTTCTCCTAACAGTGGTGGTACTAACTTCAATGAAAAGTTCAAGGGC

SEQID NO: 48 hu75 VH 1.8 CDR2 nudleotide seguence-Chothia
TCTCCTAACAGTEGETGET

SEQID NO: 47 hu75 ¥H 1.2 CDR3 aming acid sequence-Kahat and Chothia
GEIRYNWFAY

SEQID NO: 48 hu75 VH 1.9 CDR3I nudeotide sequence-Kabat and Chothia
GGGGAAATCCGTTACAATTGGETTTGCTTAC
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SEQ ID NO: 49 hu75 VL 1.3 amino acid seguence
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DIOMTQEPSELEBAGVGDRVTITCKASQNYONMNIAWY QLOKPGKAPKLLIYYASNRYTGYPSRFSGEGEYGET

DFTLTISSLQPEDFATYYCQRLYNSPFTFGGGTRVEIK

SEQID NO: 50 hu75 Vi 1.3 nuclegtide sequence

GACATCCAGATGACCCAGTCTCCATCOTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTT
GCAAGGCCAGTCAGAATGTGGGTAATAATATAGLCTGGTATCAGCAGAAACCAGGGAAAGCCCCTA
AGCTCCTGATCTATTATGCATCTAACCGGTACACTGGGGTCCCATCAAGGTTCAGTGGCAGTGGATA
TGGGACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTGAAGATTTITGCAACTTACTACTGTCAGC
GTCTTTACAATICTCCATTCACGTTCGGCGRBAGGGACCAAGGTGGAGATCAAA

SEQID NO: 81 hu78 VL 1.3 CDR1 amino acid sequence-Kabat and Chothia
KASQNVGNNIA

SEQ ID NO: 52 hu7s VL 1.3 CDR1 nuclectide sequence-Kabat and Chothia
AAGGCCAGTCAGAATGTGGGTAATAATATAGCLC

SEQID NO: 83 hu?s VL 1.3 CDRZ aming acid sequence-Kabat and Chothia
YASNRYT

SEQID NO: 54 huTS VL 1.3 CDR2 nucleotide seguence-Kabat and Chothia
TATGCATCTAACCGGTACALT

SEQ ID NO: 55 hu75 VL 1.3 CDR3 amino acid sequence-Kabat and Chothia
QRLYNSPFT

SEQID NO: 88 hu7S VL 1.3 CDRJ nucleotide sequence-Kabat and Chothia
CAGCGTCTTTACAATTCTCCATTCACGTTC
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SEQ ID NO: 57 hu75 HMC 1.9 amino acid sequence-Human igG1
EVGLVESGGGLVAPGGSLRLSCAASGYAFTDYWMTWVYROQAPGKGLEWVAEISPNSGGTNFNEKFKGR

FTISVONAKNSLYLQMNSLRAEDTAVYYCARGEIRYNWFAYWGQGTLYTVSSASTRKGPSVFPLAPSSKST
SGGTAALGCLVKDYFPEPVTVSWNSGALTSGYHTFPAVLQSSGLYSLSSVVTVPSSSLETQTYICNVNHK
PSNTRKVDKKVEPKSCOKTHTCPPCPAPELLGGPSVFLFPPKPROTLMISRTPEVTCVVVDVSHEDPEVKF
NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVRK
SRWQQGNVFSCOSVMHEALHNHYTQKSLSLEPG

SEQ ID NO: 88 hu75 HC 1.9 nucienlide sequence
GAGGTGCAGCTGGTGGAGTCTGGEEGAGGLTTGETCCAGCCTEGGGGEGGETCCCTEGAGACTICTCCTG
TECAGCCTCTGGTTATGCATTCACTRACTACTGGATGACCTGGGTCCOLCAGRCTCCAGRGAAGGE
GCTEGAGTGGETGGCCGAMATTTCTCCTAACAGTGETEGETACTAACTTCAATGAAAAGTTCAAGGGT
COATTCACCATCTCCGTTIGACAACGLCAABAACTCACTETATCTGUAAATGAACAGCCTCAGAGLCG
AGGACACGGCTGTGTATTACTGTGUGAGAGGGRAAATCOGTTACAATTGGTTTRUTTACTGGGGCCA
GGGAACCCTGGTCACCGTCTCCTCAGCGTCGACCAAGGGCTCCATCEGTCTTCCOCCTGRCALLCTC
CTCCAAGAGCACCTCTGGGGGCACAGCGGCCLTEGGLTOCCTGETCAAGGACTACTTCCCCGAAL
CGGTGACGEGTGTCGTGGAACTCAGGCGCCLTGACCAGCGGLETGCACACCTICLOGGCTGTCLTA
CAGTCCTCAGGACTCTACTCCCTCAGCAGCEGTGETGACCETGOCCCTCCAGCAGCTTEGGCACCCAG
ACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGCACAAGAAAGTTGAGCCCAAAT
CITGTGACAAAACTCACACATGCLCACCGTGCCCAGCACCTCGAACTCCTGGGGGGACCGTCAGTLY
TCCTCTTCCOCCCAAAACCCAAGGACACCCTCATGATCTCCCGBACCCCTCGAGGBTCACATGCGTGS
TGGTGGACGTGAGCCACGAAGACCOTCGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGRTG
CATAATGCCAAGACAAAGUCGCGGEEAGGAGCAGTACAACAGCACGTACCEGTETGETCAGCETCLTC
ACCGTCCTGCACCAGGACTGGRCTGAATGGCAAGGAGTACAAGTGCAAGRTCTCCAACAAAGCCCTC
CCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCLCCGAGAACCACAGGTGTACACC
CTGCCCLCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGECTTC
TATCCCAGCCACATCGCCRTCRAGTGGGAGAGCAATGEGCAGCCGCAGAACAALCTACAAGACCAL
GCCTCCCOTGCTGRACTCCGACGRETCCTTCTTCCTCTATAGCAAGCTCACCGTGGACAAGAGCAG
GTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCA
GAAGAGCCTCTCCCTETCCCLGRRT

SEQ I3 NO: 58 hu75 LC 1.3 amine add sequence-Human kappa
DIOMTOSPSSLSASVGEDRVTITCKASONVGNNIAWYQOKPGKAPKLLIYYASNRYTGVPSRFSGSGYGT
DFTLTISSLOPEDFATYYCQRLYNSPFTFGGETRKVEIKRTVAARPSVFIFPRPSDEQLKSGTASVVCLLNNFYP
REAKVQWKYDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPYTKSFN
RGEC

SEQ ID NO: 88 hu28 LC 1.3 nudectide sequence
GACATCCAGATGACCCAGTCTCCATCCTCCCTOTCTGCATCTCTAGCAGACAGAGTCACCATCAGTT
GCAAGGCCAGTCAGAATGTGGGTAATAATATAGCCTGGTATCAGCAGAAATCAGGGAAAGCCCCTA
AGCTCCTGATCTATTATGCATOTAACCGGETACACTGGGETCOCATCAAGGTTCAGTGGLCAGTGGATA
TGGGACAGATTTCACTCTCACCATCAGCAGTCTGCAACCTCAAGATTITTCCAACTTACTACTGTCAGC
GTCTTTACAATTCTCCATTCACGTTCGRCGGAGGGRACCAAGGTEGAGATCAAACGGACCETGGCLE
CTCCTTCCETGTICATCTTCCCOCCTYCCGACGAGCAGCTGAAGTCTGGCACCGULTCTGTEETGYG
TCTGCTGAACAACTTCTACCCCCGGGAGGCCAAGGTCCAGTGGAAGGTGGACAACGCTCTGCAGTC
COGLAACTCCLCAGGAGTCTGTCACCGAGCAGGACTCCAAGGACAGCACCTACTCCCTGTCCTCTAC
CCTGACCCTGTCCAAGGCCGACTACGAGAAGCACAAGGTGTACGCCTGTGAGGTGACCCACCAGS
GCCTGTCCTCTCCTGTGACCAAGTCCTTCAACCGGGGECGAGTEC
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FIG. 6

antibody chdl chis

Notch3-NRR @80

Recombinant human Notoh! NRR and Noteh? NRR domain swap chimerio
constructs for epitope mapping of antbNotchd cha® and ch?§ antibodies.
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Cell membrane localization of anti-Notohd antibody hu7&-Alexa
488 and labeling of agidic vesicles with pHrodoTM red dextran in
MIDA-MB-468 breast cancer cells at hour 0.

by S hr

Intraceliular trafficking of anti-Notchd antibody hu7&-Alexa 48
and co-localization with pHrodoTM red dextran in MDA-ME-4
breast cancer cells at houwr § {arrows).
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&) O hr

Cell membrane localization of anti-Notchd antibody huZs-
vLight850 and labeling of aaidic vesivles with pHrodoTM rad
dextran {intracelivlar puncta) in MDA-MB-488 breast cancer
calls at how §

gy 8 hr

intracelidar trafficking of anti-Notohd antibody hu28-DyLighigsd
and co-focalization with pHrodoTM red dextran in MDA-ME-488
breast cancer oelis at hour 8 {arrows).
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SEQID NG: 81 huz8 HC 1.0 1.443C amino acid sequence
EVQLVESGGGLVYQPGGSLRLECAASGFTFRDYGMTWVRQAPGKGLEWVAYISSGENYIY YAEAVKGRF
TISRDNAKNSLYLQMNSLRAEDRTAVYYCARRGPFVLDAWGQGTLVTVSSASTKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLESVVTVPSSSLGTQTYICNVNHKPS
NTKVYDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTRPEVTCVWYDVSHEDPEVKFNW
YVOGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGRKEYKCKVSNKALFPAPIEKTISKAKGQPRER
QVYTLPPOSREEMTKNQVSLTCLYKGFYPSDHAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCEVMHEALHNHYTQKSLSCSPG

SEQ ID NO;: 82 hud8 HC 1.0 L443C nucleotide sequence
GAGGTGCAGCTGGTGGAGTCTGEGGGAGGCTTGETCCAGCLTGEEGEGTCCCTGAGACTCTCCTG
TGCAGCCTCTGGATTCACTTICAGGGACTATGGAATGACCTGGETCLELLAGEUTOCAGGGAAGGE
GCTGGAGTGGGTGGCCTATATTAGTAGTGGTAGCAATTACATCTATTATGCAGAAGCGETGAAGGGC
CCATTCACCATCTCCAGAGACAACGCCAAGAACTCACTGTATCTGLCAAATGAACAGCCTGAGAGLCG
AGGACACGGCTGTGTATTACTGTGLCGAGACGAGGLCCGTTIGTTITTGGATGCCTGGGEGLCAGGGAA
COCTGGTCACCGEGTCTCCTCAGCGTCGACCAAGGGLCCATCGGETCTTCOLLCTIGGCACCLTCLTC A
AGAGCACCTCTGGGGECACAGUGGLCCTGGGLTGCCTGGTCAAGGACTACTTCCCCGAACCGGTG
ACGGTGTCGTGGAACTCAGGLGCOLTGACCAGCGGLGTGCACACCTTICCCGGELTGETCCTACAGTC
CTCAGGACTCTACTCCOCTCAGCAGCGTEGTGACCGTGLLCTCCAGCAGCTTGGGLACCCAGACCTA
CATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGT
CACAAAACTCACACATGCCCACCETGUCCAGCACCTGAACTCOCTGGLEGGRACCGTCAGTCTTCCTC
TTCCCOCCAAAACCCAAGGACACCLTCATGATCTCCCGGACCCOTGAGGTCACATELGTGETGETG
CACGTGAGUCACGAAGACCCTGAGGTCAAGTTCAACTGGTACUGTGGACGRLGTOCAGGTGCATAAT
GCCAAGACAAAGCCGUGGGAGRAGCAGTACAACAGCACGTACCEGTGTGGTCABLGTCCTCACCEY
CCTGCACCAGGACTGGUTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCLTCOCAGC
CCCCATCGAGAAAACCATCTCCAAAGCCARAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCL
CCCATCCCOLRAGGAGATCGACCAAGAACCAGGTCAGCCTCACCTGCLCTGGTCAAAGGLTTCTATCC
CAGCGACATCGUCGTGGAGTCGGAGAGCAATGGGLAGLCGGAGAACAACTACAAGACCACGCCTC
CCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTATAGCAAGCTCACCETGGACAAGAGCAGRETGGE
AGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGLAGAAGA
GCCTCTCCTGCTCCCCLHET

SEQID NO: 83 hu28 LC 1.0 xK183C amno acid seguencs

DIQMTQSPSSLSASVGDRVTITCKASQSINRYLHWYQQKPGKAPKLLIYNANGLQTGVPSRFSGEGSGTD
FTLTISSLAPEDFATYYCLQHNTWPDTFGGGTRVEIKRTVAAPSVFIFPPESDEQLKSGTASVVCLLNNFYP
REAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSCADYEKHKVYACEVTHQGLSSPVTKSFN
RGEC

SEQID NO: 84 hu28 LC 1.0 xKi83C nuclectide seguence
GACATCCAGATGACCCAGTCTCCATCCTCCCTEGTCTRCATCTGTAGGAGACAGAGTCACCATCACTT
GCAAAGCAAGTCAGAGTATTAACAGGTACTTACACTGGTATCAGCAGAAACCAGGGAAAGCCCCTAA
GCTCCTGATCTATAATGCAAACGGETTTGCARACGGOGGTCCCATCAAGETTCAGTEGGCAGTGGATCT
GEGACAGATTTCACTCTCACCATCAGCAGTCTCCAACCTGAAGATTTTGCAACTTACTACTETTTGCA
GCATAATACGTOGCCGGACACGTTTGGCOOAGGGACCAAGGTLGAGATCAAACGAACTGTGGLTG
CACCATCTGTCTTCATCTTCCCGUCATUTGATGAGCAGTTGAAATCTGRAACTGCLTCTGTTGTGTGE
CTGCTGAATAACTTICTATCCCAGAGAGGCCAAAGTACGAGTGGAAGGTGGATAACGCCOTCCAATCGE
GTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCC
TGACGCTGAGCTGCELAGACTACGAGAAACACAAAGTCTACGOCTGCGAAGTCACCCATCAGGGCC
TGAGCTCGCLOCGTCACAAAGAGCTTCAACAGGGGAGAGTGT
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SEQ ID NQ: 65 huz8 HC 1.01443C/K392C amino acid seguence
EVOLVESGGGLVOPGGSLRLSCAASGFTFRDYGMTWVRQAPGKGLEYWAYISSGSNYIYYAEAVKGRF
TIGRODNAKNSLYLOQMNSLRAEDTAVYYCARRGPFVLDAWGQGTLVTVSSASTRKGPSVFPLAPSSKSTSG
GTAALGCLVKDYFRPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLESWWTVPSSSLETQTYICNYNHKPS
NTRKVDKKVEPKSCDKTHTCPPCRAPELLGGPSVFLFPPRKFKDTLMISRTRPEVTCWWVDVSHEDPEVKFNW
YVDGVEVHNAKTKPREEQYNSTYRVVSYLTVLHOQDWLNGKEYKCKVSNKALPARIEKTISKAKGQPRER
QWY TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYCTTPRPVLDSDGSFFLYSKLTVOKS
RWQQGNVFSCSVMHEALHNHYTOKSLSCSPG

SEQ ID NO: 88 hu28 HO 1.0 1443C/K392C nucleotide sequence
GAGGTGCAGCTGGTGGAGTCTGEGEGAGGCTTGGTCCAGCCTGGGGGGTCCLTGAGACTCTCCTS
TGCAGCCTCTGGATTCACTTTCAGGGACTATGCGAATGACCTGGGTCCELCAGGLTCCAGGRAAGGG
GCTGGAGTGGGTGGCCTATATTAGTAGTGGTAGCAATTACATCTATTATGCAGAAGCEETGAAGGGC
CGATTCACCATCTCCAGAGACAACGCLCAAGAACTCACTGTATCTGCAAATGAACAGCCTGAGAGLCG
AGGACACGGCTGTGTATTACTGTGCCAGACGAGGLLCGTITGTTTTGGATGCCTGGGGLCAGGGAA
CCCTGGTCACCGTCTCCTCAGCGTCGACCAAGGRLCCATCEGGTCTICCCCCTGGLCACCCTCCTCCA
AGAGCACCTCTGGGGGCACAGLGGUCCTGGGCTECCTGGTCAAGGACTACTTCCCCGAACCGGTG
ACGGTGTCGTGGAACTCAGGCGUCCTGACCAGCGGLGTGCACACCTTCCCGGLTGTCCTACAGTC
CTCAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTA
CATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGETGCACAAGAAAGTTGAGCCCAAATCTTGET
GACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGEGEGGACCGTCAGTCTICCTC
TTCCCCLCAAAACCCAAGGACACCCTCATGATCTCCCGGACCLCTGAGGTCACATGLGTGGTGETG
GACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGRACGGCEGTGCAGGTGCATAAT
GCCAAGACAAAGCCGCGGCAGGAGCAGTACAACAGCACGTACCGTGTGOTCAGCGTCCTCACCET
CCTGCACCAGGACTGGCTGAATGGLAAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGD
CCCCATCGAGAAAACCATCTCCAMGOCAAMGOEGCAGLCCUGAGAACCACAGGTGTACACCOTGLC
CCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTICTATCC
CAGCGACATCGCCGTCGAGTGGGAGAGCAATGGBCAGCCGCAGAACAACTACTGCACCACGLCTC
CCRTGCTGCACTCCGACGOCTCCTTCTTCCTCTATAGCAAGCTCACCGTGGACAAGAGCAGGTGEGC
AGCAGCGGAACGTCTTCTCATGCTCCOTGATGCATGAGGUTCTGCACAACCACTACACGCAGAAGA
GCCTCTCCTGCTCCCCGGGET




