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EVQLVETGAEVKKPGASVKVSCKASDYIFTKYDINWVRQAPGQGLEWMGWMSANTGNTGYAQKFQGRVTMTRDTSINTAYMELSSLTSGDTAVYFCARSSLFKTETAPYYHFALDVWGQGTTVTVSS

QVQLVESGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDGSNKYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYCAKGSSGWPSYSNWGFDYWGQGTLVTVSS
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSAISGSGGSTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCARDWWYPPYYWGEDYWGQGTLVTVSS
QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGOQGLEWMGWINPNSGGTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARDHGSRHFWSYWGEFDYWGQGTLVTVSS
EVQLVQSGSELKKPGASVKVSCKASGYTSIRYALNWVRQAPGOQGLEWLGWINTNTGNPTYARGFTGREVEFSLDTSVSTAYLQISSLKAEDTAVYYCARDTYDSTGYLWEDYWGQGTLVTVS S

QVQLVQSGAEVKKPGASVKVSCKASGYTFTSYGISWVRQAPGQGLEWMGWI SAYNGNTNYAQKLOQGRVTMTTDTSTSTAYMELRSLRSDDTAVYYCAKDRHWHWWLDAFDYWGQGTLVTVSS
QVQLVQSGSELKKPGASVKISCKASGYDFTNYAMNWVRQAPGHGLEWMGWINANTGDPTYAQGFTGREFVESLDTSVSTAYLQISS LKAEDSAVYYCTRERFLEWLHFDYWGQGTLVTVSS
QVQLVQSGAEVKKPGASVKVSCKVSGYTLTELSMHWVRQAPGKGLEWMGGEDPEYGKTFFAQNFQGRVTMTEDTSADTAYMELSSLRSEDTAVYYCATEGYYETTTYYYNLEFDSWGQGTLVTVSS
QVQLVQSGSELKKPGASVKVSCKTSGYTFTDYAMTWVRQAPGQGLEWMGWITTNTGDPTYAPGFTGREFVESLDTSVSTAYLQISSLKAEDTAVYYCARVYHWIRGFEFWGQGTLVTVSS

QVQLVQSGSELKKPGASVKVSCKASGYTFTNYVMNWVRQAPGQGLEWMGWINTNTGNPTYAQGFTGRFVEFSLDTSVSTAYLQISSLKAEDTAVYYCARWELLDYWGQGTLVTVSS
EVQLVESGGGLVQPGGSLRLSCAASGFTFSSYAMSWVRQAPGKGLEWVSVISGSGGTTYYADSVKGRFTISRDNSKNTLY LOMNSLRAEDTAVYYCAKGAGELDYWGQGTLVTVSS

QVOLQESGPGLVKPSETLSLTCTVSGGSFSSSSSYWGWIRQPPGKGLEWIGSEFYYSGNTYYNPSLKSRVTISEDTSKNQFSLKLSSVTAADTAVYYCARQTYSSSWDGVLYYFDYWGQGTLVTVS S
QVQLQESGPGLVKPSETLSLTCTVSNGSISTYYWSWIRQPPGKGLEWIGYVYYTGRTKYNPSLKSRVTISVDTSKNQFSLNLSSVTAADTAVYYCARGGIVVVPAARDYYYYMDVWGKGTTVTVS S
EVQLVQSGAEVKKPGESLKIACKGSGFSFTSHWIGWVRQKPGRGLEWMGVIYPGDSDTRYSPSFQGQVTVSADKSINTAYLOQWNSLKASDTAIYYCARPNSGSPRYFEFWGRGTLVTVSS
QVQOLQESGPGLVKPSETLSLTCTVSGGSISSSSYYWGWIRQPPGKGLEWIGSEFYYSGNTYYNPSLKSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARQEYYYGSGSPSYYFDYWGQGTLVTVS S
EVQLVQSGAEVKKPGESLKISCKGSGDSFISHWIAWVROMPGKGLEWMGIVYPGDSDTRYSPSFQGQVTISADKSITTAYLQWSSLKASDTAMYYCARHEWELLGPEFDYWGQGTLVTVSS
EVQLVQSGAEVKKPGSSVKVSCKASGGTSTNDAISWVRQTPGQGLEWMGSIIPILDTTDHAQKFQGRVTITADKSTNTAYMELNSLRSDDTAVYYCAREHIAARQDYFDYWGQGTLVTVSS
EVQLVQSGSKLKKPGASVKVSCKASGYTFTSYTMNWVRQAPGQGLEWMGWINTDTGDPTYAQGFTGRFVESLDTSVSTAFLQINSLKAEDTAVYYCARGDCDSTSCYRYSYGYEDYWGQGTLVTV SS
QVQLVQSGAEVKKPGSSVKVSCKVSGGTFRSYAISWVRQAPGQGLEWMGGIIPIFDTRNYAQILQGRVTITADLSTSTAYMELNSLRSEDTAIYYCARGSDEGDWFDPWGQGTLVTVSS
EVQLVQSGTEVRKPGSSVKVSCKASGGTFSNYAISWVRQAPGQGLEWMGSI IPILGTTDHAQKFQDRVTITADKSSNTTYMELSSLRSDDTAVYYCAREYIAARLDYFDSWGQGTLVTVSS

EVQLVESGGGLVQPGGSLRLSCVVSGFTFSYYDMHWVRQVTGKGLEWVSAIGTAGATYYPGSVKGRFTISRENAKNSLYLOMNSLRAGDTAVYYCARDRGYSGYDAYYFDFWGQGTLVTVSS
QVQOLQESGPGLVKPSETLSLTCTVSGGSISSSNYYWGWIRQPPGKGLEWIGNIYYRGYTYYNPSLKSRVTISVDTSKKQFSLTLSSVTAADTAMYYCAREGSDYGDYVGAFDIWDQGTMVTVSS
EVQLVQSGGGLVQPGGSLRLSCAASGFTEFSYYDMHWVRQVTGKGLEWVSTIGATGDTYYSDSVKGRFTISRONAKNSLYLQINSLRAGDTAVYYCVRDRGYIGYDSYYEFDNWGQGTLVTVSS

QVQLVQSGSELKKPGASVKVSCKASGYTFTRYPMNWVRQAPGQGLEWMGWINTNTGNPTYAQGFTGRFVFSLDTSVSTAFLQISSLKAEDTAVYYCARERTNFYDAFDIWGQGTMVTVSS
QVQLVQSGSELKKPGASVKVSCKASGYTENSYAMDWVRQAPGQGLEWMGWINTNTGNPTYAQAFTGRFVFSLDTSVSTAYLEISSLKAEDTAVYYCARERHGYFEAFDIWGQGTTVTVSS
QVQLVQSGSELKKPGASVKVSCKASGYTFTKYVMNWVRQAPGQGLEWMGWINTNTGNPTYAQGFTGREFVEFSLDTSVSTAYLQVSSLRAEDTALYYCARESNWNYDYFDYWGQGTLVTVSS
QVQLVQSGTEVKKPGESLKISCKGSGYSFTTYWIGWVROMPGKGLEWMGIIYPGDSDTRYSPSFQGQVTISADKSISTAYLQLSSLKASDTAMYYCARRGLSMVRLSAFDVWGQGTLVTVSS
QVQLVQSGSELKKPGASVKVSCKASGYTFTRYAMNWVRQAPGQGLEWMGWINTKTGNPTYAQGFTGRFVEFSLDTSVSTAYLQISSLKAEDTAVYYCARDRGSYYDAFDIWGQGTMVTVSS
EVQLVQSGSELKKPGASVKVSCKASGYTFTKYAMNWVRQVPGQGLEWMGWINTNTGNPTYAQGFTGRFVEFSLDTSVRTAYLQISSLKAEDTAVYYCARKGGSYYDWFDPWGQGTLVTVSS
QVQLVQSGSELKKPGASVKVSCKASGYTFTRYAMNWVRQAPGQGLEWMGWINTNTGKPTYAQGFTGRFVEFSLDTSVSTAYLQISSLKAEDTAVYYCARDKGYNWNYMGAFDIWGQGTTVTVSS
QVQLVQSGSELKKPGGSMKVSCKASGYTFTRYAMNWLRQAPGQGLEWMGWINTNTGNPTYAQGFTGRFVFSLDTSVSTAYLQISSLKAEDTAVYYCARRSGSYYDYFDYWGQGTLVTVSS
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MF nr: Specificit Linia FR CDR1 FR2 CDR2 FR3 CDR3 FR4

133 T IGVH1-08 EVQLVETGAEVKKPGASVKVSCKASDYIFT KYDIN WVRQAPGQGLEWMG WMSANTGNTGYAQKFQG RVTMTRDTSINTAYMELSSLTSGDTAVYFCAR SSLFKTETAPYYHFALDV WGQGTTVTVSS
312 HER3 IGVH3-30 QVQLVESGGGVVQPGRSLRLSCAASGFETES SYGMH WVRQAPGKGLEWVA VISYDGSNKYYADSVKG RFTISRDNSKNTLYLOMNSLRAEDTAVYYCAK GSSGWPSYSNWGFEDY WGQGTLVTVSS

317 HER3 IGVH3-23 EVQLLESGGGLVQPGGSLRLSCAASGFTEFS SYAMS WVRQAPGKGLEWVS AISGSGGSTYYADSVKG REFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR DWWYPPYYWGFEDY WGQGTLVTVSS
317 HER3 IGVH1-2 QVQLVQSGAEVKKPGASVKVSCKASGYTFT GYYMH WVRQAPGQGLEWMG WINPNSGGTNYAQKFQG RVTMTRDTSISTAYMELSRLRSDDTAVYYCAR DHGSRHFWSYWGFEFDY WGQGTLVTVSS
486 HER3 IGVH7-4-1 EVQLVQSGSELKKPGASVKVSCKASGYTSI RYALN WVRQAPGQGLEWLG WINTNTGNPTYARGFTG RFEVFSLDTSVSTAYLQISSLKAEDTAVYYCAR DTYDSTGYLWEDY WGQGTLVTVSS
337 EGFR IGVH1-18 QVQLVQSGAEVKKPGASVKVSCKASGYTFT SYGIS WVRQAPGQGLEWMG WISAYNGNTNYAQKLQG RVTMTTDTSTSTAYMELRSLRSDDTAVYYCAK DRHWHWWLDAFDY WGQGTLVTVSS
375 EGFR IGVH7-4-1 QVQLVQSGSELKKPGASVKISCKASGYDFT NYAMN WVRQAPGHGLEWMG WINANTGDPTYAQGFTG REVFSLDTSVSTAYLQISSLKAEDSAVYYCTR ERFLEWLHFDY WGQGTLVTVSS
428 EGFR IGVH1-24 QVQLVQSGAEVKKPGASVKVSCKVSGYTLT ELSMH WVRQAPGKGLEWMG GFDPEYGKTFFAQNFQG RVTMTEDTSADTAYMELSSLRSEDTAVYYCAT EGYYETTTYYYNLFDS WGQGTLVTVSS
428 EGFR IGVH7-4-1 QVQLVQSGSELKKPGASVKVSCKTSGYTFT DYAMT WVRQAPGQGLEWMG WITTNTGDPTYAPGFTG REVFSLDTSVSTAYLQISSLKAEDTAVYYCAR VYHWIRGFEF WGQGTLVTVSS
577 LGR4 IGVH7-4-1 QVQLVQSGSELKKPGASVKVSCKASGYTFT NYVMN WVRQAPGQGLEWMG WINTNTGNPTYAQGFTG REVFSLDTSVSTAYLQISSLKAEDTAVYYCAR WELLDY WGQGTLVTVSS
578 LGR4 IGVH3-23 EVQLVESGGGLVQPGGSLRLSCAASGFTFS SYAMS WVRQAPGKGLEWVS VISGSGGTTYYADSVKG RFTISRDNSKNTLYLQMNSLRAEDTAVYYCAK GAGELDY WGQGTLVTVSS
579 LGR5 IGVH4-39 QVQLQESGPGLVKPSETLSLTCTVSGGSFS  SSSSYW WIRQPPGKGLEWIG SFYYSGNTYYNPSLKS RVTISEDTSKNQFSLKLSSVTAADTAVYYCAR QTYSSSWDGVLYYFDY WGQGTLVTVSS
580 LGR5 IGVH4-59 QVQLQESGPGLVKPSETLSLTCTVSNGSIS TYYWS WIRQPPGKGLEWIG YVYYTGRTKYNPSLKS RVTISVDTSKNQFSLNLSSVTAADTAVYYCAR GGIVVVPAARDYYYYMDV  WGKGTTVTVSS
580 LGR5 IGVH5-51 EVQLVQSGAEVKKPGESLKIACKGSGFSFT SHWIG WVRQKPGRGLEWMG VIYPGDSDTRYSPSFQG QVTVSADKSINTAYLOQWNSLKASDTAIYYCAR PNSGSPRYFEF WGRGTLVTVSS
580 LGR5 IGVH4-39 QVQLQESGPGLVKPSETLSLTCTVSGGSIS SSSYYW WIRQPPGKGLEWIG SFYYSGNTYYNPSLKS RVTISVDTSKNQFSLKLSSVTAADTAVYYCAR QEYYYGSGSPSYYFDY WGQGTLVTVSS
580 LGR5 IGVH5-51 EVQLVQSGAEVKKPGESLKISCKGSGDSFI SHWIA WVRQMPGKGLEWMG IVYPGDSDTRYSPSFQG QVTISADKSITTAYLQWSSLKASDTAMYYCAR HEWELLGPEFDY WGQGTLVTVSS
581 LGR5 IGVH1-69 EVQLVQSGAEVKKPGSSVKVSCKASGGTST NDAIS WVRQTPGQGLEWMG SIIPILDTTDHAQKFQG RVTITADKSTNTAYMELNSLRSDDTAVYYCAR EHIAARQDYFDY WGQGTLVTVSS
581 LGR5 IGVH7-4-1 EVQLVQSGSKLKKPGASVKVSCKASGYTFT SYTMN WVRQAPGQGLEWMG WINTDTGDPTYAQGFTG RFEVFSLDTSVSTAFLQINSLKAEDTAVYYCAR GDCDSTSCYRYSYGYEDY WGQGTLVTVSS
581 LGR5 IGVH1-69 QVQLVQSGAEVKKPGSSVKVSCKVSGGTFR  SYAIS WVRQAPGQGLEWMG GIIPIFDTRNYAQILQG RVTITADLSTSTAYMELNSLRSEDTAIYYCAR GSDEGDWEDP WGQGTLVTVSS
581 LGR5 IGVH1-69 EVQLVQSGTEVRKPGSSVKVSCKASGGTEFS NYAIS WVRQAPGQGLEWMG SIIPILGTTDHAQKFQD RVTITADKSSNTTYMELSSLRSDDTAVYYCAR EYIAARLDYFDS WGQGTLVTVSS
583  RNF43 IGVH3-13 EVQLVESGGGLVQPGGSLRLSCVVSGFTFS YYDMH WVRQVTGKGLEWVS AIGTAGATYYPGSVKG RFTISRENAKNSLYLQOMNSLRAGDTAVYYCAR DRGYSGYDAYYFDF WGQGTLVTVSS
583  RNF43 IGVH4-39 QVQLQESGPGLVKPSETLSLTCTVSGGSIS SSNYYW WIRQPPGKGLEWIG NIYYRGYTYYNPSLKS RVTISVDTSKKQFSLTLSSVTAADTAMYYCAR EGSDYGDYVGAFDI WDQGTMVTVSS
583  RNF43 IGVH3-13 EVQLVQSGGGLVQPGGSLRLSCAASGFTFS YYDMH WVRQVTGKGLEWVS TIGATGDTYYSDSVKG RFTISROQNAKNSLYLQINSLRAGDTAVYYCVR DRGYIGYDSYYFEDN WGQGTLVTVSS
585  ZNRF3 IGVH7-4-1 QVQLVQSGSELKKPGASVKVSCKASGYTFT RYPMN WVRQAPGQGLEWMG WINTNTGNPTYAQGFTG REVFSLDTSVSTAFLQISSLKAEDTAVYYCAR ERTNFYDAFDI WGQGTMVTVSS
585  ZNRF3 IGVH7-4-1 QVQLVQSGSELKKPGASVKVSCKASGYTEFN SYAMD WVRQAPGQGLEWMG WINTNTGNPTYAQAFTG REVFSLDTSVSTAYLEISSLKAEDTAVYYCAR ERHGYFEAFDI WGQGTTVTVSS
585  ZNRF3 IGVH7-4-1 QVQLVQSGSELKKPGASVKVSCKASGYTFT KYVMN WVRQAPGQGLEWMG WINTNTGNPTYAQGFTG REVFSLDTSVSTAYLQVSSLRAEDTALYYCAR ESNWNYDYFDY WGQGTLVTVSS
586  ZNRF3 IGVH5-51 QVQLVQSGTEVKKPGESLKISCKGSGYSFT TYWIG WVRQMPGKGLEWMG IIYPGDSDTRYSPSFQG QVTISADKSISTAYLQLSSLKASDTAMYYCAR RGLSMVRLSAFDV WGQGTLVTVSS
588  ZNRF3 IGVH7-4-1 QVQLVQSGSELKKPGASVKVSCKASGYTFT RYAMN WVRQAPGQGLEWMG WINTKTGNPTYAQGFTG REVFSLDTSVSTAYLQISSLKAEDTAVYYCAR DRGSYYDAFDI WGQGTMVTVSS
588  ZNRF3 IGVH7-4-1 EVQLVQSGSELKKPGASVKVSCKASGYTFT KYAMN WVRQVPGQGLEWMG WINTNTGNPTYAQGFTG RFEVEFSLDTSVRTAYLQISSLKAEDTAVYYCAR KGGSYYDWEFDP WGQGTLVTVSS
588  ZNRF3 IGVH7-4-1 QVQLVQSGSELKKPGASVKVSCKASGYTFT RYAMN WVRQAPGQGLEWMG WINTNTGKPTYAQGFTG REVFSLDTSVSTAYLQISSLKAEDTAVYYCAR DKGYNWNYMGAFDI WGQGTTVTVSS
588  ZNRF3 IGVH7-4-1 QVQLVQSGSELKKPGGSMKVSCKASGYTFT RYAMN WLRQAPGQGLEWMG WINTNTGNPTYAQGFTG REVFSLDTSVSTAYLQISSLKAEDTAVYYCAR RSGSYYDYFDY WGQGTLVTVSS
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Figura 2

MF1337:
gaggtgcagctggtggagactggggctgaggtgaagaagccgggggcctcagtgaaggtctectgcaagg
cttctgactacatcttcaccaaatatgacatcaactgggtgcgccaggcccctggacaagggcttgaatyg
gatgggatggatgagcgctaacactggaaacacgggctatgcacagaagttccagggcagagtcaccatg
accagggacacgtccataaacacagcctacatggagctgagcagcctgacatctggtgacacggececgttt
atttctgtgcgaggagtagtcttttcaagacagagacggcgccctactatcacttcgectectggacgtcectg
gggccaagggaccacggtcaccgtctccagt

MF3755:
caggtgcagctggtgcagtctgggtctgagttgaagaagcctggggectcagtgaagatttecctgcaagg
cttctggatacgacttcactaactatgctatgaattgggtgcgacaggcccctggacacgggcttgagtyg
gatgggatggatcaacgccaacactggggacccaacgtatgcccagggcttcacaggacggtttgtettce
tccttggacacctctgtcagcacggcatatctgcagatcagcagtttaaaggctgaggactctgeegtgt
attactgtacgagagagcgatttttggagtggttacactttgactactggggccagggaaccctggtcac
cgtctccagt

MF3178:
caggtgcagctggtgcagtctggggctgaggtgaagaagcctggggectcagtgaaggtctectgcaagg
cttctggatacaccttcaccggctactatatgcactgggtgcgacaggcccctggacaagggcttgagtyg
gatgggatggatcaaccctaacagtggtggcacaaactatgcacagaagtttcagggcagggtcacgatg
accagggacacgtccatcagcacagcctacatggagctgagcaggctgagatctgacgacacggctgtgt
attactgtgcaagagatcatggttctcgtcatttctggtcttactggggectttgattattggggccaagg
taccctggtcaccgtctccagt

MF5790:
caggtgcagctgcaggagtcgggcccaggactggtgaageccttcggagaccctgteecctcacctgecactg
tctctggtggctceccttcagcagtagtagttecctactggggectggatccgecageccceccagggaaggggcet
ggagtggattgggagtttctattatagtgggaacacctactacaacccgtccctcaagagtcgagtcacce
atatccgaagacacgtccaagaaccagttctccecctgaagctgagectctgtgaccgeccgcagacacggctyg
tgtattactgtgcgagacagacgtatagcagcagctgggacggggtcctgtactactttgactactgggg
ccagggaaccctggtcaccgtctccagt

MF5816:

gaggtgcagctggtgcagtctgggtctaaattgaagaagcctggggecctcagtgaaggtttecctgcaagg
cttctggatacaccttcactagctatactatgaattgggtgcgacaggcccecctggacaagggcttgagtyg
gatgggatggatcaacaccgacactggggacccaacgtatgcccagggcttcacaggacggtttgtcectte
tccttggacacctctgtcagcacggcatttctacagatcaacagecctaaaggctgaggacactgececgtat
attactgtgcgagaggagattgtgatagtaccagctgctatagatacagttatggttacgaggactactg
gggccagggaaccctggtcaccgtctccagt

MF3125:
caggtgcagctggtggagtctgggggaggcgtggtccagecctgggaggteccctgagactcectectgtgecag
cctctggattcaccttcagtagctatggcatgcactgggtccgccaggctccaggcaaggggctggagtyg
ggtggcagttatatcatatgatggaagtaataaatactatgcagactccgtgaagggccgattcaccatce
tccagagacaattccaagaacacgctgtatctgcaaatgaacagcctgagagctgaggacacggcececgtgt
attactgtgcaaaaggttcttctggttggccgtcttactctaactggggectttgattattggggccaagg
taccctggtcaccgtctccagt
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MF3176:
gaggtgcagctgttggagtctgggggaggcttggtacagcctggggggtccctgagactctectgtgecag
cctctggattcacctttagcagctatgccatgagctgggteccgeccaggcteccagggaaggggctggagtyg
ggtctcagctattagtggtagtggtggtagcacatactacgcagactccgtgaagggccggttcaccatce
tccagagacaattccaagaacacgctgtatctgcaaatgaacagcctgagagccgaggacacggctgtgt
attactgtgcaagagattggtggtacccgccgtactactggggctttgattattggggccaaggtaccct
ggtcaccgtctccagt

MF4863:
gaggtgcagctggtgcagtctgggtctgagttgaagaagcctggggcecctcagtgaaggtttectgcaagg
cttctggatacacctccattagatatgectttgaactgggtgcgacaggcccctggacaaggccttgagtyg
gctgggatggatcaacaccaacactgggaacccaacgtatgcccggggcttcacaggacggtttgtette
tccttggacacctctgtcagcacggcatatctgcagatcagcagectaaaggctgaggacactgececgtgt
attactgtgcgagagatacttatgatagtactggttatctttggtttgactactggggccagggaaccct
ggtcaccgtctccagt

MF3370:
caggttcagctggtgcagtctggagctgaggtgaagaagcctggggecctcagtgaaggtctecctgcaagg
cttctggttacacctttaccagctatggtatcagctgggtgcgacaggccecctggacaagggecttgagtg
gatgggatggatcagcgcttacaatggtaacacaaactatgcacagaagctccagggcagagtcaccatg
accacagacacatccacgagcacagcctacatggagctgaggagecctgagatctgacgacacggctgtgt
attactgtgcaaaagatcgtcattggcattggtggctggacgcectttgattattggggccaaggtaccct
ggtcaccgtctccagt

MF4280:
caggtgcagctggtgcagtctggggctgaggtgaagaagcctggggectcagtgaaggtctectgcaagg
tttccggatacaccctcactgaattatccatgcactgggtgcgacaggctecctggtaaagggcttgaatyg
gatgggaggctttgatcctgagtatggtaaaacattcttcgcacagaacttccagggcagagtcaccatyg
accgaggacacatctgcagacacagcctacatggagctaagcagcctgagatctgaggacacggceccgtgt
attactgtgcaacagaggggtattatgagactactacttattactacaacctttttgactcctggggcca
gggaaccctggtcaccgtctccagt

MF4289:
caggtgcagctggtgcaatctgggtctgaattgaagaagcctggggcecctcagtgaaggtttecctgcaaga
cttctggatacaccttcactgactatgctatgacttgggtgcgacaggccecctggacaagggcttgaatyg
gatgggatggatcaccaccaacactggggacccaacgtatgccccgggcttcacaggacggtttgtette
tccttggacacctctgtcagcacggcatatctgcagatcagcagectaaaggccgaggacactgeegtat
attactgtgcgagagtgtatcattggatacggggatttgagttttggggccagggaaccctggtcaccgt
ctccagt

MF5777:
caggtgcagctggtgcaatctgggtctgagttgaagaagcctggggectcagtgaaggtttecctgcaagg
cttctggatacaccttcactaactatgttatgaattgggtgcgacaggcccecctggacaagggcttgagtyg
gatgggatggatcaacaccaacactgggaacccaacgtatgcccagggcttcacaggacggtttgtette
tccttggacacctctgtcagcacggcatatctgcagatcagcagectaaaggctgaggacactgeecgtgt
attactgtgcgaggtgggagctactagactactggggccagggaaccctggtcaccgtcectceccecagt

MF5781:

gaggtgcagctggtggagtctgggggaggcttggtacagcctggggggteccctgagactectectgtgecag
cctctggattcacctttagcagctatgccatgagctgggtccgeccaggctccagggaaggggctggagtyg

ggtctcagttattagtggtagtggtgggaccacatactacgcagactccgtgaagggccggttcaccatce
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tccagagacaattccaagaacacgctgtatctgcaaatgaacagcctgagagccgaggacacggecgtat
attactgtgcgaaaggggctggggagcttgactactggggccagggaaccctggtcaccgtctccagt

MF5803:

caggtgcagctgcaggagtcggggccaggactggtgaagccttcggagaccctgtcecectcacctgecactyg
tctctaatggctccatcagtacttactactggagctggatccggcagecccccagggaaggggcectggagtyg
gattggatatgtctattacactgggcgcaccaagtacaacccctceccectcaagagtcgagtcaccatatceca
gtagacacgtccaagaaccagttctccctgaacctgagttctgtgaccgectgecggacacggeccgtgtatt
actgtgcgagagggggtattgtagtagtcccagctgecgecgggactattactactacatggacgtctgggg
caaagggaccacggtcaccgtctccagt

MF5805:
gaggtgcaactggtgcagtctggagcagaggtgaaaaagcccggggagtctctgaagategectgtaagg
gttctggattcagttttaccagccactggatcggctgggtgcgccagaagecccgggagaggectggagtyg
gatgggggtcatctatcctggtgactctgataccagatacagcccgteccttccaaggccaggtcaccgtce
tcagccgacaagtccatcaataccgecctacctgcagtggaacagecctgaaggecctcggacaccgecatat
attactgtgcgagaccgaacagtgggagtccccggtacttcgagttctggggecgtggcaccctggtcac
cgtctccagt

MF5808:
caggtgcagctgcaggagtcgggcccaggactggtgaageccttcggagaccctgtcecectcacctgecactyg
tctctggtggctccatcagcagtagtagttactactggggctggatccgeccagecccccagggaaggggcet
ggagtggattgggagtttctattatagtgggaacacctactacaacccgtccctcaagagtcgagtcacce
atatccgtagacacgtccaagaaccagttctccecctgaagctgagectctgtgaccgeccgcagacacggctyg
tgtattactgtgcgagacaggagtattactatggttcggggagtccttcgtactactttgactactgggg
ccagggaaccctggtcaccgtctccagt

MF5809:
gaggtgcagctggtgcagtctggagcagaggtgaaaaagcccggggagtctctgaagatctectgtaagg
gttctggagacagttttatcagccactggatcgectgggtgecgeccagatgeccecgggaaaggectggagtyg
gatggggatcgtctatcctggtgactctgataccagatacagcccgtecttccaaggccaggtcacecatce
tcagccgacaagtccatcaccaccgcecctacttgcagtggagcagecctgaaggectecggacaccgecatgt
attactgtgcgagacacgagtgggaactacttggcccctttgactactggggccagggaaccctggtcac
cgtctccagt

MF5814:
gaggtgcagctggtgcagtctggggctgaggtgaagaagcctgggtcctecggtgaaggtctectgcaagyg
cttctggaggcacctccactaacgatgctatcagttgggtgcgacagacccctggacaagggcttgagtyg
gatgggaagtatcatccctatccttgatacaacagaccacgcacagaagttccagggcagagtcacgatt
accgcggacaaatccacgaacacagcctacatggagctgaacagcecctgagatctgatgacacggecgtgt
attactgtgcgagagagcatatagcagctcgtcaggactactttgactattggggccagggaaccctggt
caccgtctccagt

MF5817:

caggtgcagctggtgcagtctggggctgaggtgaagaagcctgggtcctecggtgaaggtctectgcaagyg
tttctggaggcaccttcaggagctatgctatcagctgggtgcgacaggeccecctggacaagggcttgagtyg
gatgggagggatcatccctatctttgatacaagaaactacgcacagattcttcagggcagagtcacgatt
accgcggacttatccacgagcacagcctacatggagctgaacagtctgagatctgaggacacggceccattt
attactgtgcgagagggagcgacgagggggactggttcgacccctggggccaaggaaccctggtcaccgt
ctccagt
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MF5818:
gaggtgcagctggtgcagtctgggactgaggtgaggaagcctgggtcctecggtgaaggtctectgcaagyg
cttctggaggcaccttcagcaactatgctatcagctgggtgcgacaggccecctggacaggggcttgagtyg
gatgggaagtatcatccctatccttggaacaacagaccacgcacagaagttccaggacagagtcacgatt
accgcggacaaatcctcgaacacaacctacatggagctgagcagectgagatctgatgacacggeccgtat
attactgtgcgagagagtatatagcagctcgtctggactactttgactcttggggccagggaaccctggt
caccgtctccagt

MF5832:
gaggtgcagctggtggagtctgggggaggcttggtacagcctggggggteccctgagactectectgtgtag
tctctggattcaccttcagttactacgacatgcactgggtccgccaagtcacaggaaaaggtctggagtyg
ggtctcagctattggcactgctggtgccacatactatccaggctcecgtgaagggccgattcaccatctece
agagaaaatgccaagaactccttgtatcttcaaatgaatagcctgagageccggggacacggctgtgtatt
actgtgcaagagatcgtggatatagtggctacgatgcgtactactttgacttctggggccagggaaccct
ggtcaccgtctccagt

MF5836:
caggtgcagctgcaggagtcgggcccaggactggtgaagceccttcggagaccctgtcecectcacctgecactyg
tctctggtggctccatcagcagtagtaattactactggggctggatccgeccageccecccagggaagggget
ggagtggattgggaatatctattatagagggtacacctattataacccgtccctcaagagtcgagtcacc
atatccgtagacacgtccaagaagcagttctccctgacgectgagctctgtgaccgeccgcagacacggcta
tgtattactgtgcgagagaggggagtgactacggtgactacgtaggagcttttgatatctgggaccaagg
gacaatggtcaccgtctccagt

MF5839:
gaggtgcagctggtgcagtctgggggaggcttggtacagcctggggggtcecctgagactctectgtgecag
cctctggattcaccttcagttactacgacatgcactgggtccgccaagttacaggaaaaggtctggagtyg
ggtctcaactattggtgctactggtgacacatactattcagactccgtgaagggccgatttaccatctcece
agacaaaatgccaagaactccttgtatcttcaaataaacagcctgagagccggggacacggctgtatatt
actgtgtaagagatcgtggatatattggctacgattcgtactactttgacaactggggccagggaaccct
ggtcaccgtctccagt

MF5850:
caggtgcagctggtgcagtctgggtctgagttgaagaagcctggggectcagtgaaggtttectgcaagg
cttctggatacaccttcactaggtatcctatgaattgggtgcgacaggccecctggacaagggcttgagtyg
gatgggatggatcaacaccaacactgggaacccaacatatgcccagggcttcacaggacggtttgtette
tccttggacacctctgtcagcacggcatttctgcagatcagcagectaaaggctgaggacactgecegtgt
attactgtgcgagagagaggactaacttttatgatgcttttgatatctggggccaagggacaatggtcac
cgtctccagt

MF5853:
caggtgcagctggtgcaatctgggtctgagttgaagaagcctggggectcagtgaaggtttecctgcaagg
cttctggatataccttcaatagctatgctatggattgggtgcgacaggccecctggacaagggcttgagtyg
gatgggatggatcaacaccaatactgggaacccaacgtatgcccaggccttcacaggacggtttgtette
tccttggacacctcectgtcagcacggcatatctggagatcagcagectaaaggctgaggacactgeecgtgt
attactgtgcgagagagaggcatggatattttgaagcttttgatatctggggccaagggaccacggtcac
cgtctccagt

MF5855:
caggtgcagctggtgcaatctgggtctgagttgaagaagcctggggcctcagtgaaggtttectgcaagyg
cttctggatacaccttcactaagtatgttatgaattgggtgcgacaggcccctggacaagggcttgagtyg
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gatgggatggatcaacaccaacactgggaacccaacgtatgcccagggcttcacaggacggtttgtettce
tccttggacacctctgtcagcacggcatatctgcaggtcagcagtctaagggctgaggacactgeccecctgt
attactgtgcgagagagtctaactggaactacgactactttgactactggggccagggcaccctggtcac
cgtctccagt

MF5862:
caggtgcagctggtgcagtctggaacagaggtgaaaaagcccggggagtctctgaagatctectgtaagg
gttctggatacagctttaccacctactggatcggctgggtgcgccagatgcccgggaaaggectggagtyg
gatgggaatcatctatcctggtgactctgataccagatacagcccgtceccttccaaggccaggtcaccatce
tcagccgacaagtccatcagcaccgectacctgcagttgagcagectgaaggecctcggacaccgecatgt
attactgtgcgagacggggtcttagtatggttcggttgagcgecttttgatgtctggggccaaggaaccct
ggtcaccgtctccagt

MF5882:
caggtgcagctggtgcaatctgggtctgagttgaagaagcctggggectcagtgaaggtttectgcaagg
cttctggatacaccttcactagatatgctatgaattgggtgcgacaggcccctggacaagggcttgagtyg
gatgggatggatcaacaccaaaactgggaacccaacgtatgcccagggcttcacaggacggtttgtette
tccttggacacctctgtcagcacggcatatctgcagatcagcagectaaaggctgaggacactgececgtgt
attactgtgcgagagatcgtgggagctactatgatgcttttgatatctggggccaagggacaatggtcac
cgtctccagt

MF5884:
gaggtgcagctggtgcagtctgggtctgaattgaagaagcctggggectcagtgaaggtttecctgcaagg
cttctggatacaccttcactaagtatgctatgaattgggtgcgacaggtccctggacaagggcttgagtyg
gatgggatggatcaacaccaacactgggaacccaacgtatgcccagggcttcacaggacggtttgtette
tccttggacacctctgtcecgcacggcatatctgcagatcagcagecctaaaggctgaggacactgeecgtgt
attactgtgcgagaaaaggggggagctactacgactggttcgacccctggggccagggaaccctggtcac
cgtctccagt

MF5887:
caggtgcagctggtgcagtctgggtctgagttgaagaagcctggggectcagtgaaggtttectgcaagg
cttctggatacaccttcactcgctatgctatgaattgggtgcgacaggccecctggacaagggcttgagtyg
gatgggatggatcaacaccaacactgggaaaccaacgtatgcccagggcttcacaggacggtttgtecttce
tccttggacacctctgtcagcacggcatatctgcagatcagcagectgaaggctgaggacactgecegtgt
attactgtgcgagagataagggctataactggaactacatgggtgcttttgatatctggggccaagggac
cacggtcaccgtctccagt

MF5888:
caggtgcagctggtgcagtctgggtctgagttgaagaagcccgggggctcaatgaaggtttecctgcaagg
cttctggatacaccttcactagatatgctatgaattggttgcgacaggccecctggacaagggcttgagtyg
gatgggatggatcaacaccaacactgggaacccaacgtatgcccagggcttcacaggacggtttgtette
tccttggacacctctgtcagcacggcatatctgcagatcagcagectaaaggctgaggacactgececgtet
attattgtgcgagacggagtgggagctactacgactactttgactactggggccagggaaccctggtcac
cgtctccagt
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Figura 3

Secventa de aminoacizi (A.A.) a lantului usor comun
DIQMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQQKPGKAPKLLIYAASSLQSGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSYSTPPTFGQGTKVEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSFNRGEC

Secventa adnotata: VL:
gacatccagatgacccagtctccatcctcececctgtcectgcatctgtaggagacagagtcacce
b I oM T @ S P S S LS A S V G D R V T
atcacttgccgggcaagtcagagcattagcagctacttaaattggtatcagcagaaacca
I T ¢ R A S ©Q s I s sSY L N W Y Q©Q O K P
gggaaagcccctaagctcctgatctatgctgcatccagtttgcaaagtggggtcecccatca
G K A P K L L I Y A AS S L O s G VvV P S
aggttcagtggcagtggatctgggacagatttcactctcaccatcagcagtctgcaacct
R F s G 8 G s G T D FT L T I S S L Q P
gaagattttgcaacttactactgtcaacagagttacagtacccctccaacgttcggeccaa
E D F A T Y Y C QO Q SY s T P P T F G Q
gggaccaaggtggagatcaaa
G T K vV E I K

CL:
cgaactgtggctgcaccatctgtcttcatcttceccgecatctgatgagcagttgaaatct
R T v a A P S V F I FP P S D E O L K S
ggaactgcctctgttgtgtgcctgctgaataacttctatcccagagaggccaaagtacag
G T A s v v C L L N NF Y P R E A K V Q
tggaaggtggataacgccctccaatcgggtaacteccaggagagtgtcacagagcaggac
w K v b N A L Q S G NS Q E S VvV T E Q D
agcaaggacagcacctacagcctcagcagcaccctgacgctgagcaaagcagactacgag
s K b s Ty s L s s TL T L S K A D Y E
aaacacaaagtctacgcctgcgaagtcacccatcagggcecctgagctecgeccgtcacaaag
K H K vy A C E V T HQ G L S S P V T K
agcttcaacaggggagagtgttag
S F N R G E C -



Figura 4

VH: dependent de MF (tinta): Figuri 1 si 2. CH1:
gctagcaccaagggcccatcggtcttcecccecectggcacccectecteccaagagcacctetggg
A S T K G P S V F P LA P S S K S T s G
ggcacagcggccctgggctgcecctggtcaaggactacttecceccgaaccggtgacggtgteg
G T A A L G C L V K DY F P E P V T V S
tggaactcaggcgccctgaccagcggcgtgcacaccttccecggetgtectacagtcectcea
w N S G A L T S GV HT F P A V L Q S S
ggactctactccctcagcagcgtcgtgaccgtgeccctccagcagecttgggcacccagace
G LYy s L s s v v T™ VP s s S L G T @ T
tacatctgcaacgtgaatcacaagcccagcaacaccaaggtggacaagagagtt
Yy I ¢ N vV N H K P S NT K V D K R V

Legatura:
gagcccaaatcttgtgacaaaactcacacatgcccaccgtgecca
E P K s ¢ D K T H T CP P C P

CH2:
gcacctgaactcctggggggaccgtcagtcttectectteccecccaaaacccaaggacace
AP E L L G G P S V FL F P P K P K D T
ctcatgatctcccggacccectgaggtcacatgecgtggtggtggacgtgageccacgaagac
r M~ 1 S R T P E V T CVvV VvV VvV D V S H E D
cctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagacaaag
P E V K F N W Y V D GV E V H N A K T K
ccgcgggaggagcagtacaacagcacgtaccgtgtggtcagecgtcecctcacecgtectgeac
P R E E Q ¥ N S T ¥ RV V s VvV L T VvV L H
caggactggctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagece
b w L N G K E Y K CK V S N K A L P A
cccatcgagaaaaccatctccaaagccaaa
p I E K T I S K A K

CH3: KK al DEKK
gggcagccccgagaaccacaggtgtacaccaageccccatceccgggaggagatgaccaag
G Q P R E P Q V Yy T KP P S R E E M T K
aaccaggtcagcctgaagtgcctggtcaaaggcttctatcccagcgacatecgececgtggag
N Q VS L K C L VvV K GF Y P sSs D I A V E
tgggagagcaatgggcagccggagaacaactacaagaccacgecteccececgtgetggactece
W E S N G Q P E N N YK T T P P V L D S
gacggctccttcttcecctctatagcaagctcaccgtggacaagagcaggtggcagcagggg
b 6 S ¥F F L Y S K L TV D K S R W Q O G
aacgtcttctcatgctccgtgatgcatgaggctctgcacaaccactacacgcagaagagce
NV F s C s VvV M H E AL H N H Y T Q K S
ctctccecctgtcteccgggttga
L S L S P G -
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CH3: DE al DEKK
gggcagccccgagaaccacaggtgtacaccgaccceccccatccecgggaggagatgaccaag
G ¢ P R E P Q VY T DP P S R E E M T K
aaccaggtcagcctgacctgcgaggtcaaaggcttctatcccagcgacatcgececgtggag
N Q VS L T CE V K GF Y P S D I A V E
tgggagagcaatgggcagccggagaacaactacaagaccacgcctceccececgtgetggactcece
w E S N GG Q P E N N YK T T P P V L D S
gacggctccttcttectctatagcaagectcaccgtggacaagagcaggtggcagcagggg
b 6 S ¥F F L Y S K L TV D K S R W Q QO G
aacgtcttctcatgctccgtgatgcatgaggctctgcacaaccactacacgcagaagagce
NV F s ¢C s VvV M HE AL H N H Y T Q K S
ctctcccectgtcteccgggttga
L $S L s P G -
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Figura 5

P18T + EGF P18T + HR!

P14T + EGI P14T + HRG

Organoid size = dimensiune organoid
Lumen count = numar lumene

Lumen size = dimensiune lumen



Figura 6
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Figura 8
15000+
-o—- PB10261 Titrare FACS
-= PB10273 | PB# (AUC)
100004 — PB10275 | PB10261 43103
T - PB10278 PB10273 27178
= o PB10279 PB10275 24879
5000+ -0- PB10284 PB10278 22197
o potose [l s
0- & PB10287
PB10286 41872
I -~ W PB10290
0.01 0.1 1 10 O PB4248 PB10287 19378
PB10290 44272
ug/mi
PB4248 1105




PB10261
PB10273
PB10275
PB10278
PB10279
PB10284
PB10286
PB10287
PB10290
PB4248

legare maxima

N B o)) o
o o o o o
I I I I I

% legare

- 00T

0ctT

-
surplus R-Spondin3

e 2018 0831

6 einbi4



Figura 10
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Figura 14

Figura 15




Figura 16
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Figura 20
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Figura 21
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Figura 23
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Figura 24
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Figura 25

Figura 25A

Supercluster 1 (MF5814 si

MF5818)
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0805141\ ABMPOS8 C03
1205145 ABMP15S A12
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Figura 25B

Supercluster 8 (MF5790)

=== (008 ===
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Figura 25C

Supercluster 10 (MF5816)

=== (010 ===

accessions Size FW1l e FW ==
VH7-4-1|J00256-AEHT6 | QVQLVQSGSELKKPGASVKVSCKASGYTET | ISSLKABDTAVENCAR | | XXXXXXXXXXXXXXXXXX| |WGQGTIVIVSS|
080514A_ABMPOS_F04 4 ] (Ap———— W resaiooraioroimonninsmisisiaioin I 1..8.. i ..N i RYSYG —— | — |
080514A_ABMPO8_A02 2 SYG! s Wisias I
080514A_ABMPO8_BOS 2 G Vasun | R I
1205148_ABMP15_D02 2 SYG fiocominsn | I
080514A_ABMPOS_A0S 1 SYG! bt L.o.... I
080514A_ABMPOS_BO1 1 SYG! Vizansmd | o I
080514A_ABMPOS_B11 1 SYG! -t | —— I
080514A_ABMPOS_DOS 1 G L | B |
080514A_ABMPOS_E11 1 SYG! lawans Beias I
080514A_ABMPOS_GO4 1 SYG! [ —— | F— I
120514B_ABMP15_A06 1 SYG lewes Wi |
1205148_ABMP15_B09 1 SYG! basmn Weiaan I
120514B_ABMP15_C02 1 G R I
120514B_ABMP15_CO04 1 G becaa E..... |
1205148_ABMP15_CO07 1 E Vaasis Wi sivia
1205148 ABMP15_DO03 1 SYG! faoteie Wois cie I
120514B_ABMP15_E0S 1 SYG! |asimain | A I
1205148_ABMP15_F02 1 SYG! leswis | AT I
1205148_ABMP15_F09 1 SYG! Linsscoraiafareninia I
1205148_ABMP15_HO4 1 SYG! (P Wovins I

POSITIVE: K, H, R

AMIDIC: N, Q
ALIPHATIC: A, G, L, I, P, V

SULFUR: C, M
HYDROXILIC: S, T
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Figura 26
Figura 26A

PB10651 Cetuximab

0.08033ug/ml 21.04ug/ml TumoroidC55T

17.55ug/ml 9.364pug/ml Organoidnormal C55N
150+

Cetuximab C55T
PB10651C55T
Cetuximab C55N
PB10651C55N

e

1004

Dimensiune tumoroid normalizata
[$2]
o
L

0
-3 2 3
Doza(log pg/ml)
Figura 26B
PB10651 Cetuximab
0.1891ug/ml 17.23ug/ml Tumoroid C1M
42.21ug/ml 41.21pg/ml Organoid normal C51N
1501 . H
[
'
[ .
! : <& Cetuximab C1M
- : 4 PB10651C1M
' . .
o] ; : £\ Cetuximab C51N
' H
N : .: 1 pB10651C51N
T 1004 =
£ ¥
= [
) [
: L
© [
= [
e '
o ¥
S }
S 504 L
- "
) i
c '
3 '
n i
c [
o ;
E ; :
[a) ' :
0 T T - T T - T 1
-3 -2 -1 0 1 2 3

Dozé (log ng/ml)



e 2018 0831

Figura 26C

IC50 (ug/ml)
Tip
organoid Nume  Cetuximab  PB10651 Raport
Normal C7N 13.43 19.05 0.7
Normal C51N 52 67.45 0.8
Normal C71N 1.37 3.09 0.4
Normal C57N 1.08 4.52 0.2
Normal C55N 11.17 14.86 0.8
Tumoroid C55T 19.63 0.08 245
Tumoroid C57T 22.75 1.25 18.2
Tumoroid COM 10.12 0.39 25.9
Tumoroid C1M 24.21 0.25 96.8
Tumoroid C65M 18.92 0.99 19.1

Tumoroid P18T 5.17 0.25 20.7
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Figura 28
Figura 28A
P18T
150
)(‘g
1]
.N
©
£
S
g PG1337
A
2 1009 = PB10651
g -&- Cetuximab
S 4 PG3755
o O PG3755 + PG5816
= PG5816
c 50
D)
S
a
O L] Ll -_i_ L
-3 -2 -1 0 1 2 3

Concentratie 19G (log pg/ml)



e 2018 0831

Figura 28B
Tabel I1Cso
(ng/ml) Tumoare primara Metastaza Normal
P18T C55T C57T C65M CimMm com C51N C7N C71N C55N C57N
ICso ICso ICso ICso ICso ICso ICso0 ICso0 1Cs0 1Cs0 1Cs0
EGFR Cetuximab 8.39 28.51 15.63 15.70 17.10 3.35 26.36 16.11 3.14 2.18 4.80
EGFRXLGR5 PB10651 0.35 0.11 1.20 3.57 0.19 0.14 53.83 17.51 4.77 6.03 8.24
EGFR + LGR5 | PG3755 +PG5816 1.59 7.87 16.94 8.89 2.58 1.36 2.17 2.39 0.32 0.47 1.32
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Figura 29
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Figure 30
Figura 30
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Figura 31

Amp
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Figura 32
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Amp
CMV-long
ColE1 % HC signal peptide
f //_—s—'ﬂ:uu:
BGH plA} stuffer 1kb
Stop Y
C-kappa Xhal (z417)
intron___—— MV1§26 @:Ezm
IGKV1-38 wozgz by intren
LC signal peptide Q%Hinge

—_—
CH2
CMV long L351K
TIEEK
/%(fi:: @~

SVA0 p{A) / CH3

Neo Stop
BGH plA}

1 ori
5v40

Signal peptide = peptida semnal
Stuffer = secventd de umplutura
Intron = intron

Hinge = legatura

CMV long = lungime CMV
Promoter = promotor

Forward primer = primer sens
Revers primer = primer antisens
Origin = origine

Early promoter = promotor timpuriu
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Figura 33
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Figura 34
ADCC reporter FoRilavise
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Figura 35
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Figura 36
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Figura 37

48h dupa adaugarea anticorpilor

TT-TT EGFR-TT Cetuximab PB10651

3
v
G
&

VRt T o, BESUEOLN

Ki67 (}é)g‘
Y

Caspaza-3
clivata




Figura 38
Figura 38A
Volum tumoral mediu in ziua 0
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Figura 38B
Volum tumoral mediu in ziua 0
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Figura 39

SEQID NoO:1

e 2018 0831

MDTSRLGVLLSLPVLLQLATGGSSPRSGVLLRGCPTHCHCEPDGRMLLRVDCSDLGLSELPSNLSVFTSYLDL
SMNNISQLLPNPLPSLRFLEELRLAGNALTYIPKGAFTGLYSLKVLMLQNNQLRHVPTEALQNLRSLQSLRLD
ANHISYVPPSCFSGLHSLRHLWLDDNALTEIPVQAFRSLSALQAMTLALNKIHHIPDYAFGNLSSLVVLHLHN
NRIHSLGKKCFDGLHSLETLDLNYNNLDEFPTAIRTLSNLKELGFHSNNIRSIPEKAFVGNPSLITIHFYDNPIQ
FVGRSAFQHLPELRTLTLNGASQITEFPDLTGTANLESLTLTGAQISSLPQTVCNQLPNLQVLDLSYNLLEDLP
SFSVCQKLQKIDLRHNEIYEIKVDTFQQLLSLRSLNLAWNKIAITHPNAFSTLPSLIKLDLSSNLLSSFPITGLHG
LTHLKLTGNHALQSLISSENFPELKVIEMPYAYQCCAFGVCENAYKISNQWNKGDNSSMDDLHKKDAGMFQ
AQDERDLEDFLLDFEEDLKALHSVQCSPSPGPFKPCEHLLDGWLIRIGVWTIAVLALTCNALVTSTVFRSPLYI
SPIKLLIGVIAAVNMLTGVSSAVLAGVDAFTFGSFARHGAWWENGVGCHVIGFLSIFASESSVFLLTLAALERG
FSVKYSAKFETKAPFSSLKVIILLCALLALTMAAVPLLGGSKYGASPLCLPLPFGEPSTMGYMVALILLNSLCFL
MMTIAYTKLYCNLDKGDLENIWDCSMVKHIALLLFTNCILNCPVAFLSFSSLINLTFISPEVIKFILLVVVPLPA
CLNPLLYILFNPHFKEDLVSLRKQTYVWTRSKHPSLMSINSDDVEKQSCDSTQALVTFTSSSITYDLPPSSVPSP

AYPVTESCHLSSVAFVPCL

Secventa adnotata Nol:

Mdtsrlgvllslpvllqglat

Ggssprsgvllrgcpthchcepdgrmllrvdesdlglselpsnlsvitsy regiune N

Ldlsmnnisgllpnplpslrflee
Lrlagnaltyipkgaftglyslkv
ILmlgnnglrhvptealgnlrslgs
Lrldanhisyvppscfsglhslrh
Lwlddnalteipvgafrslsalga
mtlalnkihhipdyafgnlsslvv
Lhlhnnrihslgkkcfdglhsletl
Dlnynnldefptairtlsn
Lkelgfhsnnirsipekafvgnpslit
Ihfydnpigfvgrsafghlpelrt
Ltlngasgitefpdltgtanles
Ltltgagisslpgtvcnglpnlgv
Ldlsynlledlpsfsvcgklgk
Idlrhneiyeikvdtfggllslr
Slnlawnkiaiihpnafstlpslik
Ldlssnllssfpitglhglthlk
Ltgnhalgslissenfpelkviem

pyvayqgccafgvcenaykisngwnkgdnssmddlhkkdagmfgagderd

peptida semnal

LRR1
LRR2
LRR3
LRR4
LRR5
LRR6
LRR7
LRR8
LRRY
LRR10
LRR11
LRR12
LRR13
LRR14
LRR15
LRR16
LRR17
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Ledflldfeedlkalhsvqgcspspgpfkpcehlldgwlir regiune CRL
igvwtiavlaltcnalvtstve TMlestimat
rsplyispi

klligviaavnmltgvssavlagvda TM2estimat
ftfgsfarhgawwengvgchv

igflsifasessvflltlaaler TM3estimat
gfsvkysakfetkapfss

lkviillcallaltmaavpllggsk TM4estimat
ygasplclplpfgepstm

gymvalillnslcflmmtiaytkly TMSestimat
cnldkgdleniwdcsmvk

hialllftncilncpvaflsfssl TM6estimat
inltfispevi

kfillvvvplpaclnpllyilfnp TM7estimat

hfkedlvslrkqgtyvwtrskhpslmsinsddvekgscdstgalvtft
sssitydlppssvpspaypvteschlssvafvpcl parte C-terminala



Figura 40

SEQ ID No: 2
MRPSGTAGAALLALLAALCPASRALEEKKVCQGTSNKLTQLGTFEDHFLS
LORMFNNCEVVLGNLEITYVQRNYDLSFLKTIQEVAGYVLIALNTVERIP
LENLQIIRGNMYYENSYALAVLSNYDANKTGLKELPMRNLQEILHGAVRF
SNNPALCNVESIQWRDIVSSDFLSNMSMDFQNHLGSCQKCDPSCPNGSCW
GAGEENCQKLTKIICAQQCSGRCRGKSPSDCCHNQCAAGCTGPRESDCLV
CRKFRDEATCKDTCPPLMLYNPTTYQMDVNPEGKYSFGATCVKKCPRNYV
VTDHGSCVRACGADSYEMEEDGVRKCKKCEGPCRKVCNGIGIGEFKDSLS
INATNIKHFKNCTSISGDLHILPVAFRGDSFTHTPPLDPQELDILKTVKE
ITGFLLIQAWPENRTDLHAFENLEI IRGRTKQHGQFSLAVVSLNITSLGL
RSLKEISDGDVIISGNKNLCYANTINWKKLFGTSGQKTKIISNRGENSCK
ATGQVCHALCSPEGCWGPEPRDCVSCRNVSRGRECVDKCNLLEGEPREEV
ENSECIQCHPECLPQAMNITCTGRGPDNCIQCAHYIDGPHCVKTCPAGVM
GENNTLVWKYADAGHVCHLCHPNCTYGCTGPGLEGCPTNGPKIPSIATGM
VGALLLLLVVALGIGLFMRRRHIVRKRTLRRLLQERELVEPLTPSGEAPN
QALLRILKETEFKKIKVLGSGAFGTVYKGLWIPEGEKVKIPVAIKELREA
TSPKANKEILDEAYVMASVDNPHVCRLLGICLTSTVQLITQLMPFGCLLD
YVREHKDNIGSQYLLNWCVQIAKGMNYLEDRRLVHRDLAARNVLVKTPQH
VKITDFGLAKLLGAEEKEYHAEGGKVPIKWMALESILHRIYTHQSDVWSY
GVTIVWELMTFGSKPYDGIPASEISSILEKGERLPQPPICTIDVYMIMVKC
WMIDADSRPKFRELIIEFSKMARDPOQRYLVIQGDERMHLPSPTDSNFYRA
LMDEEDMDDVVDADEYLIPQOGFFSSPSTSRTPLLSSLSATSNNSTVACI
DRNGLQSCPIKEDSFLOQRYSSDPTGALTEDSIDDTFLPVPEYINQSVPKR
PAGSVQONPVYHNQPLNPAPSRDPHYQDPHSTAVGNPEYLNTVQPTCVNST
FDSPAHWAQKGSHQISLDNPDYQQODFFPKEAKPNGIFKGSTAENAEYLRV
APQSSEFIGA

Secventa adnotata nr: 2

MRPSGTAGAALLALLAALCPASRA peptidasemnal

LEEKKVCQGTSNKLTQLGTFEDHFLS
LORMENNCEVVLGNLEITYVORNYDLSFLKTIQEVAGYVLIALNTVERIP
LENLQITRGNMYYENSYALAVLSNYDANKTGLKELPMRNLQEILHGAVRF
SNNPALCNVESIQWRDIVSSDFLSNMSMDFONHLGSCQKCDPSCPNGSCW
GAGEENCQKLTKIICAQQCSGRCRGKSPSDCCHNQCAAGCTGPRESDCLV
CRKFRDEATCKDTCPPLMLYNPTTYQOMDVNPEGKYSFGATCVKKCPRNYV
VTDHGSCVRACGADSYEMEEDGVRKCKKCEGPCRKVCNGIGIGEFKDSLS
INATNIKHFKNCTSISGDLHILPVAFRGDSFTHTPPLDPQELDILKTVKE
ITGFLLIQAWPENRTDLHAFENLEI IRGRTKQOQHGQFSLAVVSLNITSLGL
RSLKEISDGDVIISGNKNLCYANTINWKKLEGTSGQKTKIISNRGENSCK
ATGQVCHALCSPEGCWGPEPRDCVSCRNVSRGRECVDKCNLLEGEPREFV
ENSECIQCHPECLPQAMNITCTGRGPDNCIQCAHYIDGPHCVKTCPAGVM
GENNTLVWKYADAGHVCHLCHPNCTYGCTGPGLEGCPTNGPKIPSIAT
domeniul extracelular

GMVGALLLLLVVALGI domeniul transmembranar estimat

GLFMRRRHIVRKRTLRRLLOQERELVEPLTPSGEAPN
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QALLRILKETEFKKIKVLGSGAFGTVYKGLWIPEGEKVKIPVAIKELREA
TSPKANKEILDEAYVMASVDNPHVCRLLGICLTSTVQLITQLMPEFGCLLD
YVREHKDNIGSQYLLNWCVQIAKGMNYLEDRRLVHRDLAARNVLVKTPQH
VKITDFGLAKLLGAEEKEYHAEGGKVPIKWMALESILHRIYTHQSDVWSY
GVIVWELMTFGSKPYDGIPASEISSILEKGERLPQPPICTIDVYMIMVKC
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