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Figure 1. Ab650 humanisation alisnments
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Figure 2: Amino acid and

Anti-IL-17A/F

CDR sequences Ab 496.g3

SEQ ID NO:1 CDRL1 of 496.g3
RADESVRTLMH

SEQ ID NO:2 CDRL2 of 496.g3
LVSNSET

SEQ ID NO:3 CDRL3 of 496.g3
QOTWSDPWT

SEQ ID NO:4 CDRH1 of 496.g3
GETEFSDYNMA

SEQ ID NO:5 CDRH2 of 496.g3
TITYEGRNTYYRDSVKG
SEQ ID NO:6 CDRH3 of 496.g3

PPQYYEGSIYRLWEAH

2119

DNA sequences

SEQ ID NO:7 Light chain variable region of 496.g3

ATQLTQSPSSLSASVGDRVTITCRADESVRTLMHWY QQKPGKAPKLLIYLVSNSEIGVPDRESGSGSG

TDEFRLTISSLOQPEDFATYYCQQTWSDPWTFGQGTKVEIK

SEQ ID NO:8 Light chain variable region of 496.g3

gcaatccagctcacccagagtccaagcagtctctcececgecagegtaggecgaccgtgtgactattacctyg
tagagcggacgagtcggtcaggactctcatgcactggtatcaacagaagcctggtaaagctcecctaaac
tgctcatctatctggtgtccaactcggagataggtgtgeccagatecggtttagtgggtectggttcagge
actgatttcagactgaccatatcatctctacagccagaggacttcgeccacatattactgtcagcaaac
ctggagtgacccgtggactttcggccagggcactaaagtagaaattaaa

SEQ ID NO:9 Heavy chain variable region of 496.g3

EVQLVESGGGLVQPGGSLRLSCAASGEFTEFSDYNMAWVROAPGKGLEWVATITYEGRNTYYRDSVKGRE
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TISRDNAKNSLYLOMNSLRAEDTAVYYCASPPQYYEGSIYRLWEFAHWGQGTLVTVSS

SUBSTITUTE SHEET (RULE 26)



WO 2021/123186 3/19 PCT/EP2020/087046

Fig. 2 cont’d

SEQ ID NO:10 Heavy chain variable region of 496.g3

gaagttcagctggtcgagtctggaggtggeccttgtccaacctggagggagectgegtetectettgtge
agcaagcggattcacgttttctgattacaatatggcttgggttagacaggcaccgggtaagggecttyg
aatgggttgcgacgattacatacgaaggcagaaatacctattacagggactcagtaaaagggcggttt
accataagccgagataatgctaaaaacagtctgtatttgcaaatgaacagcctacgagctgaagacac
tgccgtgtattactgecgecgagtccacctcagtattatgaaggatcaatctatcgectetggttegecac
attggggacaggggacccttgtgacagtctcgagt

SEQ ID NO:11 Light chain (VL-CL) 496.g3

ATQLTQSPSSLSASVGDRVTITCRADESVRTLMHWY QQKPGKAPKLLIYLVSNSEIGVPDRESGSGSG
TDEFRLTISSLOQPEDFATYYCQQTWSDPWTEFGQGTKVEIKRTVAAPSVEFIFPPSDEQLKSGTASVVCLL
NNEYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY EKHKVYACEVTHQGLSSP
VTKSEFNRGEC

SEQ ID NO:12 Light chain (VL-CL) 496.g3

gcaatccagctcacccagagtccaagcagtctcecteccgecagegtaggegaccgtgtgactattacctyg
tagagcggacgagtcggtcaggactctcatgcactggtatcaacagaagecctggtaaagcectectaaac
tgctcatctatctggtgtccaactcggagataggtgtgccagatecggtttagtgggtctggttecagge
actgatttcagactgaccatatcatctctacagccagaggacttcgceccacatattactgtcagcaaac
ctggagtgacccgtggactttcggccagggcactaaagtagaaattaaacgtacggtggecgectecect
ccgtgttecatcecttcececcacccteccgacgagecagectgaagtcecggecacecgecteegtegtgtgectgetyg
aacaacttctacccccgecgaggccaaggtgcagtggaaggtggacaacgcecctgecagtcececggecaacte
ccaggaatccgtcaccgagcaggactccaaggacagcacctactcecctgtectceccaccctgaccctgt
ccaaggccgactacgagaagcacaaggtgtacgectgecgaagtgacccaccagggectgtecagececce
gtgaccaagtccttcaaccggggcgagtgce

SEQ ID NO:13 Heavy chain (VH-CH1) 496.g3

EVQLVESGGGLVQPGGSLRLSCAASGEFTEFSDYNMAWVRQAPGKGLEWVATITYEGRNTYYRDSVKGRE
TISRDNAKNSLYLOMNSLRAEDTAVYYCASPPQYYEGSIYRLWEFAHWGQGTLVTVSSASTKGPSVEPL
APSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSC

SEQ ID NO:14 Heavy chain (VH-CH1) 496.g3

gaagttcagctggtcgagtctggaggtggeccttgtccaacctggagggagectgegtetectettgtge
agcaagcggattcacgttttctgattacaatatggcttgggttagacaggcaccgggtaagggeccttyg
aatgggttgcgacgattacatacgaaggcagaaatacctattacagggactcagtaaaagggcggttt
accataagccgagataatgctaaaaacagtctgtatttgcaaatgaacagectacgagctgaagacac
tgccgtgtattactgcgecgagtccacctcagtattatgaaggatcaatctatecgectetggttegeac
attggggacaggggacccttgtgacagtctcgagtgcgtccacaaagggcccatecggtcecttececcectyg
gcaccctceccteccaagagcacctctgggggcacagecggeecctgggectgectggtcaaggactactteee
cgaaccagtgacggtgtcgtggaactcaggtgcecctgaccagecggegttcacacctteececggetgtee
tacagtcttcaggactctactccctgagcagecgtggtgacecgtgeeccteccagecagettgggecaccecag
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acctacatctgcaacgtgaatcacaagcccagcaacaccaaggtcgataagaaagttgagcccaaatc
ttgt

Anti- IL-13

CDR sequences Ab 650 (1539)

SEQ ID NO:15 CDRL1 of Ab 650 (1539)
KASQNINENLD

SEQID NO:16 CDRL2 of Ab 650 (1539)
YTDILQT

SEQ ID NO:17 CDRL3 of Ab 650 (1539)
YOYYSGYT

SEQID NO:18 CDRH1 of Ab 650 (1539)
GYSFTSYYTIH

SEQ ID NO:19 CDRH2 of Ab 650 (1539)
RIGPGSGDINYNEKFEFKG

SEQ ID NO:20 CDRH3 of Ab 650 (1539)
FHYDGAD

SEQ ID NO:21 Rat Ab 650 (1539) VL-region

DIQOMTQSPPVLSASVGDRVTILSCKASONINENLDWY HOKHGEAPKLLIYYTDILOTGIPSRESGSGSG
TDYTLTISSLOQPEDVATYYCYQYYSGYTFGPGTKLEIK

SEQ ID NO:22 Rat Ab 650 (1539) VL-region

gacatccagatgacccagtctcctceccagtectgtctgecatectgtgggagacagagtcactcectcagttyg
caaagcaagtcagaatattaatgagaacttagactggtatcatcaaaagcatggcgaagctccaaaac
tcctgatatattatacagacattttgcaaacgggcatcccatcaaggttcagtggcagtggatctggt
acagattacacactcaccatcagcagcctgcagecctgaagatgttgccacatattactgectatcagta
ttacagtgggtacacgtttggacctgggaccaagctggaaataaaa
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SEQ ID NO:23 Rat Ab 650 (1539) VH-region

QVOLOOSGAELVKPGSSVKMSCKASGYSETSYYTHWIKQRPGOQGLEWIGRIGPGSGDINYNEKEFKGKA
TETVDKYFSTAYMQLSSLSPEDTAVEYCARFHYDGADWGQGTLVTVSS

SEQ ID NO:24 Rat Ab 650 (1539) VH-region
caggtacaactgcagcagtctggagctgagttggtgaagcctgggtecttcagtgaagatgtcectgecaa
ggcttctggctacagtttcaccagctactacatacactggataaagcagaggcctggacagggecttyg
agtggattgggcgtattggtcctggaagtggagatattaattacaatgagaagttcaagggcaaggcce
acatttactgtggacaaatatttcagcacagcctacatgcaactcagcagectgtcacctgaggacac
tgcggtcttttactgtgcaagatttcactatgatggggctgactggggccaaggcactctggtcacag
tctcgage

SEQ ID NO:25 Human IGKV1-39 IGKJ2 acceptor framework

DIQOMTQSPSSLSASVGDRVTITCRASQSISSYLNWYQOQKPGKAPKLLIYAASSLOSGVPSRESGSGSG
TDEFTLTISSLOQPEDFATYYCQQSYSTPYTFGQGTKLEIK

SEQ ID NO:26 Human IGHV1-69 IGHJ4 acceptor framework

QVQLVQSGAEVKKPGSSVKVSCKASGGTESSYATISWVROAPGQGLEWMGGIIPIFGTANYAQKEFQGRV
TITADKSTSTAYMELSSLRSEDTAVYYCARYEFDYWGQGTLVTVSS

SEQ ID NO:27 Ab 650 (1539) gL8 V-region (unmutated*)

DIOMTQSPSSLSASVGDRVTITCKASQNINENLDWYQQOKPGKAPKLLIYYTDILQTGIPSRESGSGSG
TDYTLTISSLQPEDFATYYCYQYYSGYTFGQGTKLEIK

SEQ ID NO:28 Ab 650 (1539) gH9 V-region (unmutated*)

EVOLVQSGAEVKKPGSSVKVSCKASGYSFTSYY THWVRQAPGQGLEWMGRIGPGSGDINYNEKFKGRA
TETVDKSTSTAYMELSSLRSEDTAVYYCARFHYDGADWGQGTLVTVSS

SEQ ID NO:29 Ab 650 (1539) gL8 V-region (unmutated*)
gacatccagatgacccagtcccectectecectgtecgectececgtgggegacagggtgaccatcacctyg
caaggcctcccagaacatcaacgagaacctggactggtaccagcagaagcccggcaaggcccccaagce
tgctgatctactacaccgacatcctgcagaccggcatceccecteccaggttectecggetecggetecgge
accgactacaccctgaccatctcecctcecectgcagecccgaggacttecgecacctactactgectaccagta
ctactccggctacaccttcecggeccagggcaccaagctggagatcaag

SEQ ID NO:30 Ab 650 (1539) gH9 V-region (unmutated*)

gaggtgcagctggtgcagtccggcgceccgaggtgaagaagceccggcectecteccgtgaaggtgtectgceaa
ggcctccecggctactecttcacctectactacatccactgggtgaggcaggecceceggecagggectgyg
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agtggatgggcaggatcggccccggctceccggecgacatcaactacaacgagaagttcaagggcagggec
accttcaccgtggacaagtccacctccaccgecctacatggagctgtccteccctgaggtecgaggacac
cgcecgtgtactactgegeccaggttceccactacgacggecgecgactggggeccagggcaccctggtgaceyg
tctcgage

SEQ ID NO:31 Ab 650 (1539) gL8 V-region (mutated**)

DIOMTQSPSSLSASVGDRVTITCKASQNINENLDWYQOQKPGKAPKLLIYYTDILQTGIPSRESGSGSG
TDYTLTISSLQPEDFATYYCYQYYSGYTFGCGTKLEIK

SEQ ID NO:32 Ab 650 (1539) gH9 V-region (mutated**)

EVQLVQSGAEVKKPGSSVKVSCKASGYSEFTSYY THWVRQAPGQCTLEWMGRIGPGSGDINYNEKFKGRA
TETVDKSTSTAYMELSSLRSEDTAVYYCARFHYDGADWGQGTLVTVSS

SEQ ID NO:33 Ab 650 (1539) gL8 V-region (mutated**)

gacatccagatgacccagtcccectecctecectgtecgectececgtgggegacagggtgaccatcacctyg
caaggcctcccagaacatcaacgagaacctggactggtaccagcagaagcccggcaaggcccccaagce
tgctgatctactacaccgacatcctgcagaccggcatceccecteccaggttectecggetecggetecgge
accgactacaccctgaccatctecctcecectgcagecccgaggacttecgecacctactactgectaccagta
ctactccggctacaccttecggectgecggcaccaagectggagatcaag

SEQ ID NO:34 Ab 650 (1539) gH9 V-region (mutated**)

gaggtgcagctggtgcagtccggecgeccgaggtgaagaagccececggctectecegtgaaggtgtectgecaa
ggcctccggctactcecttcacctectactacateccactgggtgaggcaggeccceecggceccagtgectygyg
agtggatgggcaggatcggccccggcteccggecgacatcaactacaacgagaagttcaagggcagggec
accttcaccgtggacaagtccacctccaccgecctacatggagctgteccteccctgaggtecgaggacac
cgccgtgtactactgegeccaggttceccactacgacggecgecgactggggeccagggcaccctggtgaceyg
tgtcctce

SEQ ID NO:35 650 (1539) scFv (VH/VL) gH9gL8 (unmutated*)

EVQLVQSGAEVKKPGSSVKVSCKASGY SEFTSYY THWVRQAPGQGLEWMGRIGPGSGDINYNEKFKGRA
TETVDKSTSTAYMELSSLRSEDTAVYYCARFHYDGADWGQGTLVTVSSGGGGSGGGGSGGGGSGGGGS
DIOMTQSPSSLSASVGDRVTITCKASONINENLDWYQQKPGKAPKLLIYYTDILOTGIPSRESGSGSG
TDYTLTISSLQPEDFATYYCYQYYSGYTFGQGTKLEIK

SEQ ID NO:36 650 (1539) scFv (VH/VL) gH9gL8 (unmutated*)

gaggtgcagctggtgcagtccggecgeccgaggtgaagaagccececggctectecegtgaaggtgtectgecaa
ggcctccecggctactecttcacctectactacateccactgggtgaggcaggeccececggecagggectgg
agtggatgggcaggatcggccccggcteccggecgacatcaactacaacgagaagttcaagggcagggec
accttcaccgtggacaagtccacctccaccgecctacatggagctgtccteccctgaggtecgaggacac
cgccgtgtactactgegeccaggttceccactacgacggecgecgactggggeccagggcaccctggtgaceyg

tgtcctcecggaggtggeggttetggeggtggeggttecggtggeggtggatecgggaggtggeggttet
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gacatccagatgacccagtcccecctcecctecectgtecgecteccgtgggegacagggtgaccatcacctyg
caaggcctcccagaacatcaacgagaacctggactggtaccagcagaagcccggcaaggcccccaage
tgctgatctactacaccgacatcctgcagaccggcatceccecteccaggttectecggetecggeteecgge
accgactacaccctgaccatctcecctcecectgcageccgaggacttecgecacctactactgectaccagta
ctactccggctacaccttcggccagggcaccaagctggagatcaag

SEQ ID NO:37 650 (1539) dsscFv (VH/VL) gH9gL8 (mutated**)

EVOLVQSGAEVKKPGSSVKVSCKASGY SETSYY THWVRQAPGQCLEWMGRIGPGSGDINYNEKFKGRA
TETVDKSTSTAYMELSSLRSEDTAVYYCARFHYDGADWGQGTLVTVSSGGGGSGGGGSGGGGSGGGGS
DIOMTQSPSSLSASVGDRVTITCKASQNINENLDWYQQKPGKAPKLLIYYTDILQTGIPSRESGSGSG
TDYTLTISSLQPEDFATYYCYQYYSGYTFGCGTKLEIK

SEQ ID NO:38 650 (1539) dsscFv (VH/VL) gH9gL8 (mutated**)

gaggtgcagctggtgcagtccggecgeccgaggtgaagaagcecceceggctectecegtgaaggtgteectgecaa
ggcctccggctactecttcacctecctactacatccactgggtgaggcaggeccececggecagtgectgg
agtggatgggcaggatcggccccggctcececggecgacatcaactacaacgagaagttcaagggcagggcece
accttcaccgtggacaagtccacctccaccgectacatggagctgtectecectgaggtecgaggacac
cgccgtgtactactgegeccaggttceccactacgacggecgecgactggggeccagggcaccctggtgaceg
tgtcctccggaggtggeggttctggeggtggeggttccggtggeggtggatecgggaggtggeggttet
gacatccagatgacccagtcccecctecctececctgtecgectececgtgggegacagggtgaccatcacctyg
caaggcctcccagaacatcaacgagaacctggactggtaccagcagaagcccggcaaggcccccaagce
tgctgatctactacaccgacatcctgcagaccggcatcccecctceccaggttecteceggetecggetecgge
accgactacaccctgaccatctcctcececctgecageccgaggacttecgecacctactactgectaccagta
ctactccggctacaccttcggctgecggcaccaagctggagatcaag

* je without cysteines engineered for a disulphide bond
** je with cysteines engineered for a disulphide bond
Anti- HSA

CDR sequences Ab 645

SEQ ID NO:39 CDRL1 of Ab 645
QSSPSVWSNFELS

SEQ ID NO:40 CDRL2 of Ab 645
EASKLTS

SEQ ID NO:41 CDRL3 of Ab 645

GGGYSSISDTT

SUBSTITUTE SHEET (RULE 26)



WO 2021/123186 8/19 PCT/EP2020/087046

Fig. 2 cont’d

SEQ ID NO:42 CDRH1 of Ab 645

GIDLSNYAIN

SEQ ID NO:43 CDRH2 of Ab 645

ITWASGTTEYATWAKG

SEQ ID NO:44 CDRHS3 of Ab 645

TVPGYSTAPYFDL

SEQ ID NO:45 Ab 645 VL-region (unmutated*)

DIQOMTQSPSSVSASVGDRVTITCQSSPSVWSNEFLSWYQQKPGKAPKLLIYEASKLTSGVPSRESGSGS
GTDFTLTISSLQPEDFATYYCGGGYSSISDTTFGGGTKVE IK

SEQ ID NO:46 Ab 645 VH-region (unmutated*)

EVOLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVROQAPGKGLEWIGIIWASGTTFYATWAKGRET
ISRDNSKNTVYLOMNSLRAEDTAVYYCARTVPGY STAPYFDLWGQGTLVTVSS

SEQ ID NO:47 Ab 645 VL-region (unmutated*)

gatattcagatgacgcaatcaccttcgagcgtatccgectecggtgggagacagggtgacaatcacttyg
tcagtcatcccececctcagtctggagcaactttttgtcatggtatcagcagaageccecggaaaggectecga
aattgctgatctacgaggcatcgaagttgacgagcggtgtaccaagcagattcteccggttcggggteg
ggaactgacttcacccttacgatctcatcgctgcageccggaggattttgecgacctactactgtggggg
tgggtattcgtcgatttcecgacacaacattcgggggecggcacgaaagtggaaatcaag

SEQ ID NO:48 Ab 645 VH-region (unmutated®)

gaagtgcagttgctggagtcaggtggagggctggtgcagcccggaggatcgectgeggttgtcatgege
ggtgtccggtattgatttgtccaattacgccatcaattgggtacgccaagecgeccagggaagggecttyg
agtggattggcatcatctgggcgtcggggacgaccttttatgctacttgggeccaaaggaagattcaca
atctcccgagacaactcgaagaacaccgtgtatcttcaaatgaactecgectcagggeccgaggacacggce
ggtctactactgtgcacggacagtgccgggttattcaacggcaccttactttgatctttggggeccagyg
ggaccctcgtgactgtctcaagt

SEQ ID NO:49 Ab 645 VL-region (mutated**)

DIQMTQSPSSVSASVGDRVTITCQSSPSVWSNELSWYQOKPGKAPKLLIYEASKLTSGVPSRESGSGS
GTDFTLTISSLQPEDFATYYCGGGYSSISDTTFGCGTKVEIK
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SEQ ID NO:50 Ab 645 VH-region (mutated**)

EVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKCLEWIGI IWASGTTEYATWAKGRET
ISRDNSKNTVYLOMNSLRAEDTAVYYCARTVPGY STAPYEFDLWGQGTLVTVSS

SEQ ID NO:51 Ab 645 VL-region (mutated**)

gatattcagatgacgcaatcaccttcgagcgtatccgecteggtgggagacagggtgacaatcacttyg
tcagtcatcccececctcagtctggagcaactttttgtcatggtatcagcagaageccecggaaaggcteccga
aattgctgatctacgaggcatcgaagttgacgagcggtgtaccaagcagattcteceggttecggggteg
ggaactgacttcacccttacgatctcatcgctgcageccggaggattttgecgacctactactgtggggg
tgggtattcgtcgatttccgacacaacattcgggtgecggcacgaaagtggaaatcaag

SEQ ID NO:52 Ab 645 VH-region (mutated**)

gaagtgcagttgctggagtcaggtggagggctggtgcagcececggaggatecgetgeggttgtecatgege
ggtgtccggtattgatttgtccaattacgccatcaattgggtacgccaagecgeccagggaagtgecttyg
agtggattggcatcatctgggcgtcggggacgaccttttatgctacttgggccaaaggaagattcaca
atctcccgagacaactcgaagaacaccgtgtatcttcaaatgaactcgectcagggecgaggacacggce
ggtctactactgtgcacggacagtgccgggttattcaacggcaccttactttgatectttggggeccagg
ggaccctcgtgactgtctcaagt

SEQ ID NO:53 645 scFv (VH/VL) (unmutated*)

EVOLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVROQAPGKGLEWIGIIWASGTTFYATWAKGRET
ISRDNSKNTVYLOMNSLRAEDTAVYYCARTVPGY STAPYFDLWGQGTLVTVSSGGGGSGGGGSGGGGS
GGGGSDIQMTQSPSSVSASVGDRVTITCQSSPSVWSNEFLSWYQQKPGKAPKLLIYEASKLTSGVPSRE
SGSGSGTDFTLTISSLOPEDFATYYCGGGY SSISDTTFGGGTKVEIK

SEQ ID NO:54 645 scFv (VH/VL) (unmutated*)

gaagtgcagttgctggagtcaggtggagggctggtgcagcccggaggatcgetgeggttgtecatgege
ggtgtccggtattgatttgtccaattacgccatcaattgggtacgccaagecgccagggaagggecttyg
agtggattggcatcatctgggcgtcggggacgaccttttatgctacttgggeccaaaggaagattcaca
atctcccgagacaactcgaagaacaccgtgtatcttcaaatgaactecgectcagggecgaggacacggce
ggtctactactgtgcacggacagtgccgggttattcaacggcaccttactttgatctttggggeccagg
ggaccctcgtgactgtctcaagtggaggtggecggttcectggeggtggeggtteccggtggeggtggateyg
ggaggtggcggttctgatattcagatgacgcaatcaccttecgagegtatcegecteggtgggagacag
ggtgacaatcacttgtcagtcatcccectcagtectggagcaactttttgtecatggtatcagcagaage
ccggaaaggctccgaaattgctgatctacgaggcatcgaagttgacgagcggtgtaccaagcagattc
tccggttecggggtcgggaactgacttcacccttacgatctcategectgecagecggaggattttgegac
ctactactgtgggggtgggtattcgtcgatttccgacacaacattcgggggecggcacgaaagtggaaa
tcaag
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SEQ ID NO:55 645 dsscFv (VH/VL) (mutated**)

EVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKCLEWIGI IWASGTTEYATWAKGRET
ISRDNSKNTVYLOMNSLRAEDTAVYYCARTVPGY STAPYEFDLWGQGTLVTVSSGGGGSGGGGSGGGGS
GGGGSDIQMTQSPSSVSASVGDRVTITCQOSSPSVWSNELSWYQQKPGKAPKLLIYEASKLTSGVPSRE
SGSGSGTDEFTLTISSLOPEDFATYYCGGGY SSISDTTFGCGTRVEIK

SEQ ID NO:56 645 dsscFv (VH/VL) (mutated**)

gaagtgcagttgctggagtcaggtggagggctggtgcagcececggaggatecgetgeggttgtecatgege
ggtgtccggtattgatttgtccaattacgccatcaattgggtacgccaagecgeccagggaagtgecttyg
agtggattggcatcatctgggcgtcggggacgaccttttatgctacttgggccaaaggaagattcaca
atctcccgagacaactcgaagaacaccgtgtatcttcaaatgaactcgectcagggecgaggacacggce
ggtctactactgtgcacggacagtgccgggttattcaacggcaccttactttgatectttggggeccagg
ggaccctcgtgactgtctcaagtggaggtggecggttctggeggtggeggttececggtggeggtggateg
ggaggtggcggttctgatattcagatgacgcaatcaccttcgagegtatcecgecteggtgggagacag
ggtgacaatcacttgtcagtcatcccectcagtectggagcaactttttgtecatggtatcagcagaage
ccggaaaggctccgaaattgctgatctacgaggcatcgaagttgacgagecggtgtaccaagcagatte
tccggttecggggtcgggaactgacttcacceccttacgatctcatecgectgecagecggaggattttgegac
ctactactgtgggggtgggtattcgtcgatttccgacacaacattcgggtgecggcacgaaagtggaaa
tcaag

Full-length chains
SEQ ID NO:57 496.g3 HC- 645 (VH/VL) scFv (unmutated*)

EVQLVESGGGLVQPGGSLRLSCAASGEFTEFSDYNMAWVRQAPGKGLEWVATITYEGRNTYYRDSVKGRE
TISRDNAKNSLYLOMNSLRAEDTAVYYCASPPQYYEGSIYRLWEFAHWGQGTLVTVSSASTKGPSVEPL
APSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSSGLY SLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCSGGGGTGGGGSEVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYA
INWVRQAPGKGLEWIGITIWASGTTEFYATWAKGRETISRDNSKNTVY LOMNSLRAEDTAVYYCARTVPG
YSTAPYFDLWGQGTLVTVSSGGGGSGGGGSGGGGSGGGGSDIQMTQSPSSVSASVGDRVTITCQSSPS
VWSNFLSWYQQKPGKAPKLLIYEASKLTSGVPSRESGSGSGTDFTLTISSLOPEDFATYYCGGGYSST
SDTTFGGGTKVEIKRT

SEQ ID NO:58 496.g3 HC- 645 (VH/VL) scFv (unmutated*)

gaagttcagctggtcgagtctggaggtggccttgtccaacctggagggagectgegtectectettgtge
agcaagcggattcacgttttctgattacaatatggcttgggttagacaggcaccgggtaagggecttyg
aatgggttgcgacgattacatacgaaggcagaaatacctattacagggactcagtaaaagggecggttt
accataagccgagataatgctaaaaacagtctgtatttgcaaatgaacagectacgagctgaagacac
tgccgtgtattactgcgcgagtccacctcagtattatgaaggatcaatctatcgectectggttegecac
attggggacaggggacccttgtgacagtctcgagtgecgtccacaaagggcccatecggtcttececectyg
gcaccctecctecaagagcacctectgggggcacageggeectgggectgectggtcaaggactactteee
cgaaccagtgacggtgtcgtggaactcaggtgcecctgaccagecggegttcacacctteececggetgtee
tacagtcttcaggactctactccctgagcagecgtggtgaccgtgecccteccagecagecttgggcacccag
acctacatctgcaacgtgaatcacaagcccagcaacaccaaggtcgataagaaagttgagcccaaatc

ttgtagcggtggcggtggcaccggaggtggecggttcagaagtgcagttgetggagtcaggtggaggge
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tggtgcagcccggaggatcgetgeggttgtcatgegeggtgtceggtattgatttgtecaattacgece
atcaattgggtacgccaagcgccagggaagggccttgagtggattggecatcatctgggegtecggggac
gaccttttatgctacttgggccaaaggaagattcacaatctccecgagacaactcgaagaacaccgtgt
atcttcaaatgaactcgctcagggccgaggacacggcggtctactactgtgcacggacagtgecgggt
tattcaacggcaccttactttgatctttggggccaggggaccctecgtgactgtectcaagtggaggtgg
cggttctggcggtggeggttececggtggecggtggatcgggaggtggeggttetgatattcagatgacge
aatcaccttcgagcgtatcecgecteggtgggagacagggtgacaatcacttgtcagtcatcecccectea
gtctggagcaactttttgtcatggtatcagcagaagcccggaaaggctccgaaattgetgatectacga
ggcatcgaagttgacgagcggtgtaccaagcagattctcececggttecggggtcgggaactgacttcaccce
ttacgatctcatcgctgcagccggaggattttgecgacctactactgtgggggtgggtattecgtegatt
tccgacacaacattcgggggcggcacgaaagtggaaatcaagegtacce

SEQ ID NO:59 496.g3 HC- 645 (VH/VL) dsscFv (mutated**)

EVQLVESGGGLVQPGGSLRLSCAASGFTEFSDYNMAWVROQAPGKGLEWVATITYEGRNTYYRDSVKGRE
TISRDNAKNSLYLOMNSLRAEDTAVYYCASPPQYYEGSIYRLWEFAHWGQGTLVTVSSASTKGPSVEPL
APSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEFPAVLQSSGLYSLSSVVTVPSSSLGTQ
TYICNVNHKPSNTKVDKKVEPKSCSGGGGTGGGGSEVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYA
INWVRQAPGKCLEWIGITIWASGTTFYATWAKGREFTISRDNSKNTVY LOMNSLRAEDTAVYYCARTVPG
YSTAPYFDLWGQGTLVTVSSGGGGSGGGGSGGGGSGGGGSDIQMTQSPSSVSASVGDRVTITCQSSPS
VWSNEFLSWYQQKPGKAPKLLIYEASKLTSGVPSRESGSGSGTDFTLTISSLOPEDFATYYCGGGYSST
SDTTFGCGTKVEIKRT

SEQ ID NO:60 496.g3 HC- 645 (VH/VL) dsscFv (mutated**)

gaagttcagctggtcgagtctggaggtggeccttgtccaacctggagggagectgegtetectettgtge
agcaagcggattcacgttttctgattacaatatggecttgggttagacaggcaccgggtaagggecttyg
aatgggttgcgacgattacatacgaaggcagaaatacctattacagggactcagtaaaagggcggttt
accataagccgagataatgctaaaaacagtctgtatttgcaaatgaacagcctacgagctgaagacac
tgccgtgtattactgecgecgagteccacctcagtattatgaaggatcaatctatcgectetggttegeac
attggggacaggggacccttgtgacagtctcgagtgecgtccacaaagggcccatecggtcttceceecectyg
gcaccctcctccaagagcacctcectgggggcacagecggeccecctgggctgectggtcaaggactactteece
cgaaccagtgacggtgtcgtggaactcaggtgccctgaccagecggecgttcacacctteececggetgtee
tacagtcttcaggactctactcecctgagcagegtggtgacecgtgeccteccagecagettgggcaccecag
acctacatctgcaacgtgaatcacaagcccagcaacaccaaggtcgataagaaagttgagcccaaatc
ttgtagcggtggcggtggcaccggaggtggcggttcagaagtgcagttgectggagtcaggtggagggce
tggtgcagcccggaggatcgectgeggttgtcatgegeggtgteeggtattgatttgteccaattacgece
atcaattgggtacgccaagcgccagggaagtgeccttgagtggattggecatcatectgggegtecggggac
gaccttttatgctacttgggccaaaggaagattcacaatctcccgagacaactcgaagaacaccgtgt
atcttcaaatgaactcgctcagggccgaggacacggcggtctactactgtgcacggacagtgecgggt
tattcaacggcaccttactttgatctttggggccaggggaccctegtgactgtectcaagtggaggtgg
cggttctggecggtggeggtteccggtggeggtggatcgggaggtggeggttetgatattcagatgacge
aatcaccttcgagcgtatccgcecctcggtgggagacagggtgacaatcacttgtcagtcatccececctca
gtctggagcaactttttgtcatggtatcagcagaagcccggaaaggctccgaaattgetgatctacga
ggcatcgaagttgacgagcggtgtaccaagcagattctecggttecggggtegggaactgacttcacce
ttacgatctcatcgctgcagececggaggattttgegacctactactgtgggggtgggtattegtegatt
tccgacacaacattcgggtgecggcacgaaagtggaaatcaagcgtacce
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SEQ ID NO:61 496.g3 LC- 650 (1539) scFv (unmutated*)

ATQLTQSPSSLSASVGDRVTITCRADESVRTLMHWY QQKPGKAPKLLIYLVSNSEIGVPDRESGSGSG
TDEFRLTISSLOQPEDFATYYCQQTWSDPWTEFGQGTKVEIKRTVAAPSVEIFPPSDEQLKSGTASVVCLL
NNEYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY EKHKVYACEVTHQGLSSP
VIKSENRGECSGGGGSGGGGSEVQLVOSGAEVKKPGSSVKVSCKASGY SETSYY THWVRQAPGQGLEW
MGRIGPGSGDINYNEKFKGRATEFTVDKSTSTAYMELSSLRSEDTAVYYCARFHYDGADWGQGTLVTVS
SGGGGSGGGGSGGGGSGGGGSDIQMTOSPSSLSASVGDRVTITCKASONINENLDWYQQOKPGKAPKLL
IYYTDILOQTGIPSRESGSGSGTDYTLTISSLOPEDFATYYCYQYYSGY TFGQGTKLETKRT

SEQ ID NO:62 496.g3 LC- 650 (1539) scFv (unmutated*)

gcaatccagctcacccagagtccaagcagtctcteccgecagegtaggecgaccgtgtgactattacctyg
tagagcggacgagtcggtcaggactctcatgcactggtatcaacagaagectggtaaagctectaaac
tgctcatctatctggtgtccaactcggagataggtgtgeccagatecggtttagtgggtectggttcagge
actgatttcagactgaccatatcatctctacagccagaggacttcgccacatattactgtcagcaaac
ctggagtgacccgtggactttcggccagggcactaaagtagaaattaaacgtacggtggecgectceect
ccgtgttcatcecttcececcacccteccgacgagecagectgaagtceggecacecgecteegtegtgtgectgetyg
aacaacttctacccccgecgaggccaaggtgcagtggaaggtggacaacgccctgcagteccggecaactce
ccaggaatccgtcaccgagcaggactccaaggacagcacctactcecctgtectceccaccctgaccetgt
ccaaggccgactacgagaagcacaaggtgtacgecctgcgaagtgacccaccagggectgtceccagecece
gtgaccaagtccttcaaccggggcgagtgcagecggtggeggtggetececggaggtggeggttcagaggt
gcagctggtgcagtccggcecgeccgaggtgaagaagecccggcectecteccgtgaaggtgtectgecaaggect
ccggctactccecttcacctectactacatccactgggtgaggcaggecececcecggecagggectggagtgg
atgggcaggatcggccccecggcteccggegacatcaactacaacgagaagttcaagggcagggccacctt
caccgtggacaagtccacctccaccgectacatggagectgtecctcececectgaggteccgaggacaccgeeg
tgtactactgcgccaggttccactacgacggcgeccgactggggceccagggcaccctggtgacecgtgtece
tceggaggtggeggttetggeggtggeggttecggtggeggtggatcgggaggtggeggttctgacat
ccagatgacccagtccccecctecctecectgtecgectecegtgggecgacagggtgaccatcacctgcaagg
cctcccagaacatcaacgagaacctggactggtaccagcagaagecccggcaaggcccccaagetgcetyg
atctactacaccgacatcctgcagaccggcatccccteccaggttctecggetececggetecggecaccga
ctacaccctgaccatctcecctcececctgcageccgaggacttecgecacctactactgectaccagtactact
ccggctacaccttcecggeccagggcaccaagectggagatcaagegtace

SEQ ID NO:63 496.g3 LC- 650 (1539) dsscFv (mutated**)

ATQLTQSPSSLSASVGDRVTITCRADESVRTLMHWY QQKPGKAPKLLIYLVSNSEIGVPDRESGSGSG
TDEFRLTISSLOQPEDFATYYCQQTWSDPWTEFGQGTKVEIKRTVAAPSVEIFPPSDEQLKSGTASVVCLL
NNEYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADY EKHKVYACEVTHQGLSSP
VTKSFNRGECSGGGGSGGGGSEVQLVQSGAEVKKPGSSVKVSCKASGY SETSYY THWVRQAPGQCLEW
MGRIGPGSGDINYNEKFKGRATEFTVDKSTSTAYMELSSLRSEDTAVYYCARFHYDGADWGQGTLVTVS
SGGGGSGGGGSGGGGSGGGGSDIQMTOSPSSLSASVGDRVTITCKASONINENLDWYQQOKPGKAPKLL
IYYTDILOTGIPSRESGSGSGTDYTLTISSLOPEDFATYYCYQYYSGYTFGCGTKLETKRT

SEQ ID NO:64 496.g3 LC- 650 (1539) dsscFv (mutated**)

gcaatccagctcacccagagtccaagcagtctcteccgecagegtaggegaccgtgtgactattacctyg
tagagcggacgagtcggtcaggactctcatgcactggtatcaacagaagectggtaaagctectaaac
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tgctcatctatctggtgtccaactcggagataggtgtgccagatcggtttagtgggtectggttcagge
actgatttcagactgaccatatcatctctacagccagaggacttcgccacatattactgtcagcaaac
ctggagtgacccgtggactttcggccagggcactaaagtagaaattaaacgtacggtggecgectceect
ccgtgttcatcttceccacccteccgacgagecagectgaagtcecggecaccgectecegtegtgtgectgetg
aacaacttctacccccgcgaggccaaggtgcagtggaaggtggacaacgccctgcagteccggcaacte
ccaggaatccgtcaccgagcaggactccaaggacagcacctactcecctgtecteccaccctgacecectgt
ccaaggccgactacgagaagcacaaggtgtacgectgecgaagtgacccaccagggectgtceccagecece
gtgaccaagtccttcaaccggggcgagtgcagecggtggceggtggcteccggaggtggeggttcagaggt
gcagctggtgcagtccggecgceccgaggtgaagaagecccggctectececgtgaaggtgtecctgecaaggect
ccggctactccecttcacctectactacatccactgggtgaggcaggeccecececggecagtgectggagtgg
atgggcaggatcggccccecggctceccggecgacatcaactacaacgagaagttcaagggcagggeccacctt
caccgtggacaagtccacctccaccgectacatggagectgtectcececctgaggteccgaggacaccgecg
tgtactactgcgccaggttccactacgacggcgecgactggggceccagggcacectggtgacegtgtee
tccggaggtggeggttetggeggtggeggttecggtggeggtggatecgggaggtggeggttctgacat
ccagatgacccagtccccecctectecectgtecgecteecgtgggcgacagggtgaccatcacctgcaagg
cctcccagaacatcaacgagaacctggactggtaccagcagaagcecccggcaaggceccccaagcetgetyg
atctactacaccgacatcctgcagaccggcatceccctecaggttectecggecteecggeteceggecacecga
ctacaccctgaccatctcecctcectgecageccgaggacttecgecacctactactgectaccagtactact
ccggctacaccttcggctgecggcaccaagctggagatcaagegtacce

* je without cysteines engineered for a disulphide bond
** je with cysteines engineered for a disulphide bond

Linkers

SEQ ID NO:65 Light chain linker between kappa constant region and 650 (1539) VH of scFv/dssFv
645 VH of scFv/dssFv

SGGGGSGGGGS

SEQ ID NO:66 Light chain linker between VH and VL of 650 (1539) scFv/dsscFv 645 scFv/dsscFv
GGGGSGGGGSGGGGSGGGGS

SEQ ID NO:67 Heavy chain linker between CH1 constant region and 645 VH of scFv/dssFv
SGGGGTGGGGS

SEQ ID NO:68 Heavy chain linker between VH and VL of 645 scFv/dsscFv

GGGGSGGGGESGEGEESGEGES
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Figure 3. Purification of IL-13/IL-17AF multi-specific antibody

{A) BEH200 SEC-UPLC analysis of final purified antibody, detection by FLR.
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(B) SDS-PAGE under non-reducing (lane 1) or reducing (lane 2) conditions.
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Figure 4. Inhibition of STATS6 signalling
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Figure 5(A} Inhibition of IL-6 production in response to human or cynomolgus IL-17A

in combination with TNF-a.
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Figure 5(B} Inhibition of IL-6 production in response to human or cynomolgus IL-17F

in combination with TNF-a.

{i} Human IL-17F.
120+
1004
80+
60+
40-
20+

i g

f=
i

i{u

10 104 102 10°
Concentration (M)

9% inhibition of IL<8 release

r
(=3

(ii) Cynomolgus IL-17F.
@ 120+
100+
80+
60
40+

% inhibition of IL-B releas

10-¢ 10+ 102 10°
Concentration (uM)



WO 2021/123186 PCT/EP2020/087046
18/19

Figure 6. Simultaneous neutralisation of IL-13, IL-17A and IL-17F by IL-13/IL-17AF

multi-specific antibody
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Figure 7.
anti IL-17A/F Fab
anti albumin scFv anti IL-13 scFv

Heavy Chain Light Chain

v
F 3



