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Figure 1A 
Ab1 

U.S. Patent 

Ahi Heavy chain ( chimera Full length protein sequence . QSLEESGGRLVTPGTPLTLICTVSGLDLSSYYMQWVRQAPGKGLEWIGVIGINDNTYYASWAKGRFTISRASSITVDLKMTS LITEDTATYFCARGDIWGPGILVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV LQSSGLYSLSSVVTVPSSSIGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEOYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTIS KAKGQPREPOVYILPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWO QONVFSCSVMHEALHNHYTOKSLSLSPGK ( SEQ ID NO : 4 ) 

May 10 , 2022 

Abi Variable region heavy chain ( chimera ) protein sequence . QSLEESGGRLVIPGTPLILICTVSGLDLSSYYMOWVROAPGKGLEWIGVIGINDNIYYASWAKGRFTISRASSTTVDLKMTS LITEDTATYFCARGDIWGPGTLVTVSS ( SEQ ID NO : 3 ) 

Sheet 1 of 70 

Abi Variable region heavy chain ( chimera ) protein sequence . CDRI : Bold ; CDR2 : Underlined : CDR3 : Italics . QSLEESGGRLVTPGTPLTLTCTVSGLDLSSYYMQWVRQAPGKGLEWIGVIGINDNTYYASWAKGRFTISRASSTTVDLKMTS LTTEDTATYFCARGDNGPGILVTVSS ( SEQ ID NOS : 8 , 9 , 10 , respectively ) 
( . 

Abi Variable region heavy chain ( chimera ) DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . CAGTCGCTGGAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGGACACCCCTGACACTCACCTGCACAGTCTCTGGACTCG ACCTCAGTAGCTACTACATGCAATGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAATGGATCGGAGTCATTGGTATTA ATGATAACACATACTACGCGAGCTGGGCGAAAGGCCGATTCACCAICICCAGAGCCTCGTCGACCACGGTGGATCTGA AAAIGACCAGICTGACAACCGAGGACACGGCCACCIAITICTGIGCCAGAGGGGACATCIGGGGCCCAGGCACCCTCGT CACCGTCTCGAGC ( SEQ ID NO : 143 ) 
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Figure 1B 

U.S. Patent 

Abi Heavy chain ( chimera ) Full length DNA sequence . CAGICGCTGGAGGAGICCGGGGGICGCCTGGTCACGCCTGGGACACCCCIGACACICACCTGCACAGTCICIGGACICG ACCTCAGTAGCTACTACATGCAATGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAATGGATCGGAGTCATTGGTATTA ATGATAACACATACTACGCGAGCTGGGCGAAAGGCCGATICACCAICTCCAGAGCCTCGICGACCACGGIGGAICIGA AAATGACCAGTCTGACAACCGAGGACACGGCCACCTATTTCTGTGCCAGAGGGGACATCTGGGGCCCAGGCACCCTCG TCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCAC AGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCCAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAG CGGCGTGCACACCIICCCGGCTGTCCTACAGICCICAGGACICTACICCCTCAGCAGCGTGGIGACCGTGCCCTCCAGC AGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCC AAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCC CCCCAAAACCCAAGGACACCCTCATGAICICCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAG ACCCTGAGGICAAGIICAACIGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAG TACGCCACCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGC AAGGTCTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAG GIGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGICAGCCIGACCIGCCIGGTCAAAGGCTICIATC CCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACT CCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTOGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC 
CGIGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAATGA ( SEQ ID NO : 144 ) 
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Abi Light chain ( chimera Full length protein sequence . QVLTOTASPVSAAVOSTVTINCQASQSVYDNNYLAWYQOKPGOPPKOLIYSTSTLASGVSSRFKGSGSGTQFTLTISDLECAD AATYYCLGSYDCSSGDCFVFGGGTEVVVKRTVAAPSVFIFPPSDEOLKSGTASVVCLLNNFYPREAKVQWKVDNALOSGNS QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC ( SEQ ID NO : 2 ) 

Abi Variable region light chain ( chinera protein sequence . 
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QVLTQTASPVSAAVGSTVTINCQASQSVYDNNYLAWYOQKPGQPPKQLIYSTSTLASGVSSRFKGSGSGTQFTLTISDLECAD AATYYCLGSYDCSSGDCFVFGGGTEVVVKR ( SEO ID NO : 1 ) 
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Figure 1C 

Abi Variable region light chain ( chimera ) protein sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . QVLTQTASPVSAAVGSTVTINCQASQSVYDNNYLAWYQQKPGQPPKQLIYSTSTLASGVSSREKGSGSGTQFTLTISDLECA DAATYYCLGSIDCSSGDCFFGGGTEVVVKR ( SEQ ID NOS : 5,6,7 , respectively ) Abi Variable region light chain ( chimera DNA sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . 

May 10 , 2022 

CAAGIGCTGACCCAGACTGCAICCCCCGTGTCTGCAGCIGTGGGAAGCACAGICACCATCAAITGCCAGGCCAGTCAG AGTGTTTATGATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGCAGCCTCCCAAGCAACTGATCTATTCTAC ATCCACTCTGGCATCTGGGGTCTCATCGCGGTTCAAAGGCAGTGGATCTGGGACACAGTTCACTCTCACCATCAGCGAC CIGGAGIGTGCCGATGCTGCCACTIACTACIGICIAGGCA677 IGA7767AGTAGIGGIG47777777777TTCGGCGGAG GGACCGAGGTGGTGGTCAAACGT ( SER ID NO : 141 ) 

Sheet 3 of 70 

Abi Light chain ( chimera ) Full length DNA sequence . CAAGTGCTGACCCAGACTGCATCCCCCGTGTCTGCAGCTGTGGGAAGCACAGTCACCATCAATTGCCAGGCCAGTCAG AGIGTITATGATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGCAGCCICCCAAGCAACTGATCTATTCTACAT CCACTCTGGCATCTGGGGTCTCATCGCGGTTCAAAGGCAGTGGATCTGGGACACAGTTCACTCTCACCATCAGCGACCT GGAGTGTGCCGATGCTGCCACITACTACTGTCTAGGCAGTTATGATTGTAGTAGTOGTGATTGTTTTGTTTTCGGCGGAG GGACCGAGGTGGTGGICAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCIGATGAGCAGTTGAAATC TGGAACTGCCTCTGTIGTGIGCCTGCIGAATAACTICTATCCCAGAGAGGCCAAAGTACAGTGGAAGGIGGATAACGCC CTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTO ACGCIGAGCAAAGCAGACTACGAGAAACACAAAGICTACGCCTGCGAAGICACCCATCAGGGCCIGAGCICGCCCGIC ACAAAGAGCTTCAACAGGGGAGAGTGTTAG ( SEQ ID NO : 142 ) 
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Figure 2A 
Ab2 

U.S. Patent 

Ah2 Heavy chain ( humanized ) Full length protein sequence --- mammalian produced , 

. EVOLVESGGGLVOPGGSLRLSCAVSGLDLSSYYMQWVRQAPGKGLEWVGVIGINDNTYYASWAKGRFTISRDNSKTTVYL OMNSLRAEDTAVYFCARGDIWGOGILVIVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGV HTFPAVLOSSOL YSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL MISRIPEVTCVVVDVSHEDPEVKFNVYVDGVEVHNAKTKPREEQYASTYRVVSVLIVLHODWLNGKEYKCKVSNKALPA PIEKTISKAKGOPREPOVYTLPPSREEMTKNOVSLICLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVD KSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEQ ID NO : 14 ) 

May 10 , 2022 

Ab2 Variable region heavy chain ( humanized protein sequence . EVOLVESGGGLVOPGOSLRLSCAVSGLDLSSYYMQWVROAPGKGLEWVGVIGINDNTYYASWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCARGDIWGOGILVTVSS ( SEQ ID NO : 13 ) 

Sheet 4 of 70 

Ab2 Variable region heavy chain ( hunianized ) protein sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . EVOLVESGGGLVOPGGSLRLSCAVSGLDLSSYYMQWVRQAPGKGLEWVGVIGINDNTYYASWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCARGD / WGQGTLVTVSS ( SEQ ID NOS : 18 , 19 , 20 , respectively ) Ab2 Variable region heavy chain ( humanized ) DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . GAGGTGCAGCTTGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGTCTCTGGAC TCGACCTCAGTAGCTÁCTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTOGTA TCAATGATAACACATACTACGCGAGCTGGGCGAAAGGCCGATTCACCAICTCCAGAGACAATICCAAGACCACGGTGT ATCTICAAAIGAACAGCCIGAGAGCTGAGGACACTGCIGIGTATITCIGIGCTAGAGGGGACATIGGGGCCAAGGGAC CCTCGTCACCGTCTCGAGC ( SEQ ID NO : 153 ) 
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Figure 2B 

U.S. Patent 

Ab2 Heavy chain ( 

Imanized ) Full length DNA sequence ... manimalian produced . GAGGTGCAGCTTGTGGAGICTGGGGGAGGCITGGTCCAGCCTGGGGGGTCCCTGAGACICICCIGTGCAGICTCTGGAC TCGACCTCAGTAGCTACTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGTA TCAATGATAACACATACTACGCGAGCTGGGCGAAAGGCCGAITCACCATCICCAGAGACAATICCAAGACCACGGTGT ATCITCAAATGAACAGCCTGAGAGCIGAGGACACTGCTGIGTATTTCTGIGCTAGAGGGGACATCTGGGGCCAAGGGA CCCTCGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGG GGGCACAGCGGCCCTGGGCTGCCTOGTCAAGGACTACTTCCCCGAACCGGTGACGOTOTCGTGGAACTCAGGCGCCCT GACCAGC GGCGTGCACACCIICCCGGCIGICCIACAGTCCICAGGACICTACTCCCICAGCAGCGTGGTGACCGTGCCC TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTT GAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCC TCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCA CGAAGACCCTGAGGTCAAGITCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGG AGCAGTACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA AGTGCAAGGICTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCAICICCAAAGCCAAAGGGCAGCCCCGAGAAC CACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGICAGCCTGACCTGCCTGGICAAAGGCT TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGC TGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTC ATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCTCICCCTGICICCGGGTAAATGA ( SEQ ID 

NO : 154 ) 
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Ab2 Light chain ( humanized ) Full length protein sequence . QVLTOSPSSLSASVGDRVTINCQASQSVYDNNYLAWYQOKPGKVPKQLIYSTSTLASGVPSRFSGSGSGTDFILTISSLOPED VATYYCLGSYDCSSGDCFVFGGGIKVEIKRTVAAPSVFIFPPSDEOLKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNSO ESVTEODSKDSTYSLSSTLTLSKADYEKHK VYACEVTHOGLSSPVTKSFIDIC ( SEO ID NO : 12 ) 

Ab2 Variable region Light chain ( hunianized ) protein sequence , 
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OVLTOSPSSLSASVGDRVTINCQASQSVYDNNYLAWYQOKPGKVPKOLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSSGDCFVFGGGTKVEIKR ( SEQ ID NO : 11 ) 
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Figure 2C 

Ab2 Variable region Light chain ( humanized ) protein sequence . CDRI : Bold : CDR2 : Underlined ; CDR3 : Italics , QVLTOSPSSLSASVGDRVTINCQASOSVYDNNYLAWYOQKPGKVPKQLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDOSSGDCFVFGGGTKVEIKR ( SEQ ID NOS : 15 , 16 , 17 , respectively ) Ab2 Variable region Light chain ( humanized ) DNA sequence . CDRI : Bold ; CDR2 : Underlined ; CDR3 : Italics . 

. : : : . CAAGIGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCAICAATTGCCAGGCCAGTCAG AGTGTTTATGATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGAAAGTTCCTAAGCAACTGATCTATTCTAC ATCCACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGC CIGCAGCCTGAAGATGITGCAACITATTACTGTCTAGGC4677AIGA77GTAGTAGIGGIGA7777777777TTCGGCGGAG GAACCAAGGTGGAAATCAAACGT ( SEQ ID NO : 151 ) 
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Ab2 Light chain ( humanized ) Full length DNA sequence . CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAGA GIGITTAIGATAACAACTACCIAGCC IGGTAICAGCAGAAACCAGGGAAAGTTCCTAAGCAACIGATCTATICTACAIC CACTCTGGCATCTGGGGTCCCATCTCOTTTCAGTGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTG CAGCCTGAAGATGTTGCAACTTATTACTGTCTAGGCAGITATGATTGTAGTAGTGGTGATTGTTTTGTTTTCGGCGGAGO AACCAAGGIGGAAATCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGITGAAATCT GGAACIGCCTCIGITGIGIGCCIGCIGAATAACTICIATCCCAGAGAGGCCAAAGTACAGIGGAAGGIGGATAACGCCC TCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 152 ) 
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Ab3 Heavy chain ( humanized ) Full length protein sequence - Yeast produced . , EVOLVESGGGLVOPGGSLRLSCAVSGLDLSSYYMQWVRQAPGKGLEWVGVIGINDNTYYASWAKGRFTISRDNSKTTVYL OMNSLRAEDTAVYFCARGDIWGOGTLVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGV HTEPAVIQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDARVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDT . MISRIPEVTCVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLIVLHODWLNGKEYKCKVSNKALPA PIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTIPPVLDSDGSFFLYSKLTVD KSRWOQGNVFSCSVMHEALHINHYTOKSLSLSPGK ( SEQ ID NO : 24 ) 

May 10 , 2022 

Ab3 Variable region heavy chain ( humanized ) protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGLDLSSYYMQWVRQAPGKGLEWVGVIGINDNTYYASWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCARGDIWGOGILVTVSS ( SEQ ID NO : 23 ) 
: ) 
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Ab3 Variable region heavy chain ( hunianized ) protein sequence . CDRI : Bold ; CDR2 : Underlined ; CDR3 : Italics . EVOLVESGGGLVOPGGSLRLSCAVSGLDLSSYYMQWVROAPGKGLEWVGVIGINDNTYYASWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCARGD / WGOGTLVTVSS ( SEQ ID NOS : 28 , 29 , 30 , respectively ) Ab3 Variable region heavy chain ( humanized ) DNA sequence . CDRI . Bold : CDR2 : Underlined : CDR3 : Italics . GAGGTGCAGCTTGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGTCTCTGGAC TCGACCTCAGTAGCTACTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGTA TCAATGATAACACATACTACGCGAGCTGGGCGAAAGGCCGATTCACCAICICCAGAGACAATICCAAGACCACGGTGT ATCTTCAAAIGAACAGCCTGAGAGCIGAGGACACTGCIGTGTATITCIGTGCTAGAGGGGACATCTGGGGCCAAGGGAC CCTCGTCACCGTCTCGAGC ( SEQ ID NO : 163 ) 
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Figure 3B 

Ab3 Heavy chain ( umanized ) Full length DNA sequence ... Veast produced . 

U.S. Patent 

GAGGTGCAGCTTGTGGAGICTGGGGGAGGOITGGTCCAGCCTGGGGGGTCCCIGAGACICICCIGTGCAGTCICIGGAC TCGACCTCAGTAGCTACTACATGCAATGGGTCCGTCAGGCTCCACGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGTA TCAATGATAACACATACTACGCGAGCIGGGCGAAAGGCCGATTCACCAICICCAGAGACAATTCCAAGACCACGGTGT ATCTTCAAATGAACAGCCTGAGAGCIGAGGACACTGCTGIGTATTTCTGTGCTAGAGGGGACAICTGGGGCCAAGGGA CCCTCGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGG GGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCT GACCAGCGGCGTGCACACCIICCCGGCIGICCTACAGICCICAGGACICIACICCCICAGCAGCGTGGTGACCGTGCCC TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACGCGAGAGTT GAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCC TCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCIGAGGTCACATGCGTGGIGGIGGACGTGAGCCA CGAAGACCCIGAGGICAAGITCAACTOGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGG AGCAGTACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA AGTGCAAGGTCTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAAC CACAGGIGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCT TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGC TGGACTCCGACGCCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTC ATGCICCGIGATGCATGAGGCICTGCACAACCACTACACGCAGAAGAGCCTCICCCTGICICCGGGTAAATGA ( SEQ ID 

NO : 164 ) 

May 10 , 2022 Sheet 8 of 70 

Ab3 Light chain ( humanized ) Full length protein sequence . 
QVLTOSPSSLSASVGDRVTINCQASOSVYDNNYLAWYQQKPGK VPKQUIYSTSTLASGVPSRFSGSGSGTDFILTISSLOPED VATYYCLGSYDCSSGDCFVFGGGIKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALOSGNSO ESVTEODSKDSTYSLSSTLTL SKADYEKHKVY ACEVTHOGLSSPVTKSFNRGEC ( SEO ID NO : 22 ) 

Ab3 Variable region Light chain ( humanized ) protein sequence . QVLTOSPSSLSASVGDRVTINCQASQSVYDNNYLAWYQOKPGKVPKOLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSSGDCFVFGGGTKVEIKR ( SEQ ID NO : 21 ) 
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U.S. Patent 

Figure 3C 

Ab3 Variable region Light chain ( humanized ) protein sequence . CDR1 : Bold , CDR2 : Underlined ; CDR3 : Italics . QVLTQSPSSLSASVGDRVTINCQASQSVYDNNYLAWYOQKPGKVPKQLIYSTSTLASOVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSSGDCFVFGGGTKVEIKR ( SEQ ID NOS : 25 , 26 , 27 , respectively ) Ab3 Variable region Light chain ( humanized ) DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . CAAGIGCIGACCCAGTCTCCAICCICCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAG AGTGTTTATGATAACAACTACCTAGCCIOGTATCAGCAGAAACCAGGGAAAGTTCCTAAGCAACTGATCTATTCTAC ATCCACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGCCAGTGGATCTGOGACAGATTTCACTCTCACCATCAGCAGC CIGCAGCCTGAAGATGITGCAACTTATTACIGICTAGGCAGI7476A7767467467GGTG47777777777TICGGCGGAG GAACCAAGGTGGAAATCAAACGT ( SEQ ID NO : 161 ) 

May 10 , 2022 

Ab3 Light chain ( humanized ) Full length DNA sequence . 

Sheet 9 of 70 

CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAGA GIGITTATGATAACAACTACCTAGCCIGGTATCAGCAGAAACCAGGGAAAGTTCCTAAGCAACIGATCTATTCTACATC CACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGOGACAGATTTCACTCTCACCATCAGCAGCCTG CAGCCTGAAGATGTTGCAACTTATTACTGTCTAGGCAGITATGATTGTAGTAGTGGTGATTGTTTTGTTITCGGCGGAGG AACCAAGGIGGAAATCAAACGTACGGIGGCTGCACCATCTGICITCATCTTCCCGCCATCIGATGAGCAGTTGAAATCT GGAACIGCCTCIGITGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGIGGAAGGIGGATAACGCCC TCCAATCOOGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCICGCCCGTCA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 162 ) 
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Ab4 

U.S. Patent 

Ah4 Heavy chain ( chimera ) Full length protein sequence . QSLEESGGRLVTPGTPLTLTCSVSGIDLSGYYMNWVRQAPGKGLEWIGVIGINGATYYASWAKGRFTISKTSSTTVDLKMTS LITEDTATYFCARGDIWGPGILVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV IQSSGLYSLSSVVTVPSSSIGTOTVICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVELEPPK PKDTLMISRTP EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTIS KAKGOPREPOVYTLPPSREEMTKNOVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWO QGNVFSCSVMHEALHINHYTOKSLSLSPGK ( SEQ ID NO : 34 ) 

May 10 , 2022 

Ab4 Variable region heavy chain ( chimera ) protein sequence . OSLEESGGRLVIPGTPLILICSVSGIDLSGYYMNWVROAPGKGLEWIGVIGINGATYYASWAKGRFTISKTSSTTVDLKMTS LITEDTATYFCARGDIWGPGILVTVSS ( SEQ ID NO : 33 ) 

Sheet 10 of 70 

Ab4 Variable region heavy chain ( chimera ) protein sequence . CDRI : Bold ; CDR2 : Underlined ; CDR3 : Italics , QSLEESGGRLVTPGTPLTLTCSVSGIDLSGYYMNWVRQAPGKGLEWIGVIGINGATYYASWAKGRFTISKTSSTTVDLKMTS LTTEDTATYFCARGDIWGPGTLVTVSS ( SEQ ID NOS : 38 , 39 , 40 , respectively ) Ab4 Variable region heavy chain ( chimera ) DNA sequence . CDRI : Bold ; CDR2 : Underlined : CDR3 : Italics . CAGTCGCTGGAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGGACACCCCTGACACTCACCTGTTCCGTCTCTGGCATCG ACCTCAGTGGCTACTACATGAACTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAATGGATCGGAGTCATTGGTATT AATGGTGCCACATACTACGCGAGCTGGGCGAAAGGCCGATTCACCATCTCCAAAACCTCGTCGACCACGGIGGATCTG AAAATGACCAGTCTGACAACCGAGGACACGGCCACCTATTICIGTGCCAGAGGGGACARTGGGGCCCGGGCACCCTC GTCACCGTCTCGAGC ( SEQ ID NO : 173 ) 
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Figure 4B 

Ab4 Heavy chain ( chimera ) full length DNA sequence . 

U.S. Patent 

CAGTCGCTGGAGGAGICCGGGGGTCGCCTGGTCACGCCTGGGACACCCCIGACACICACCTGIICCGTCTCTGGCATCG ACCTCAGTGGCTACTACATGAACTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAATGGATCGGAGTCATTGGTATTA ATGGTGCCACATACTACGCGACCIGGGCGAAAGGCCGATTCACCATCICCAAAACCTCGTCGACCACGGTGGATCIGA AAATGACCAGTCTGACAACCGAGGACACGGCCACCTATTICTGTGCCAGAGGGGACATCTGGGGCCCGGGCACCCICG TCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCAC AGCGGCCCTGGGCTGCCTGGTCAAOGACTACTTCCCCGAACCGOTOACGGTGTCGTGGAACTCAGGCGCCCTGACCAG CGGCGTGCACACCIICCCGGCTGICCTACAGICCICAGGACICIACICCCICAGCAGCGTGGIGACCGTGCCCTCCAGC AGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCC AAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCC CCCCAAAACCCAAGGACACCCTCATGAICICCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAG ACCCTGAGGTCAAGTTCAACTGGIACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAG TACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGC ACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGC AAGGTCTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAG GIGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTICTATO CCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACT CCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTC 
CGIGATGCATGAGGCTCIGCACAACCACTACACGCAGAAGAGCCICICCCIGTCTCCGGGTAAATGA ( SEQ ID NO : 174 ) 

May 10 , 2022 Sheet 11 of 70 

Ab4 Light chain ( chimera ) Full length protein sequence . QVLTOTPSPVSAAVOSTVTINCQASQSVYHNTYLAWYQOKPGQPPKOLIYDASTLASGVPSRFSGSGSGTQFTLTISGVOCND AAAYYCLGSYDCTNGDCFVFGGGTEVVVKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNS QESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVIHQGLSSPVTKSFNRGEC ( SEQ ID NO : 32 ) 

Abi Variable region light chain ( chimera ) protein sequence QVLTQTPSPVSAAVOSTVTINCQASQSVYHNTYLAWYQQKPGQPPKQLIYDASTLASGVPSRFSGSGSGTOFTLTISGVOCND AAAYYCLGSYDCTNGDCFVFGGOTEVVVKR ( SEQ ID NO : 31 ) 
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Figure 4C 

Abd Variable region light chain ( chimera ) protein sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . QVLTQTPSPVSAAVGSTVTINCQASQSVYHNTYLAWYOQKPGQPPKQLIYDASTLASGVPSRFSGSGSGTOFTLTISGVQCN DAAAYYCIGSYDCINGDCFIFGGGTEVVVKR ( SEQ ID NOS : 35 , 36 , 37 , respectively ) 
Ab4 Variable region light chain ( chimera ) DNA sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . 

May 10 , 2022 

CAAGIGCTGACOCAGACICCAICCCCCGTGTCTGCAGCTGIGGGAAGCACAGTCACCATCAATTGCCAGGCCAGICAG AGTGITTATCATAACACCTACCTGGCCIGGIATCAGCAGAAACCAGGGCAGCC1CCCAAACAACTGATCTATGATEC ATCCACTCTGGCGTCTGGGGTCCCATCGCGGTTCAGCGGCAGTGGATCTGGGACACAGTTCACTCTCACCATCAGCGGC GTGCAGIGTAACGAIGCIGCCGCITACIACIGICIGGGCA677476A77674CTAA7GGIG47777777677TTCGGCGGAG GGACCGAGGTGGTGGTCAAACGT ( SEQ ID NO : 171 ) 

Ab4 Light chain ( chinera ) Full length DNA sequence . 

Sheet 12 of 70 

CAAGTGCTGACCCAGACTCCATCCCCCGTGTCTGCAGCTGTGGGAAGCACAGTCACCATCAATTGCCAGGCCAGTCAGA GIGITTATCATAACACCTACCTGGCCTGGTATCAGCAGAAACCAGGGCAGCCTCCCAAACAACIGATCTATGATGCATC CACTCTGGCGTCTGGGGTCCCATCGCGGTTCAGCGGCAGTGGATCTGOGACACAGTTCACTCTCACCATCAGCGGCGTG CAGTGTAACGATCCTGCCGCTTACTACTGTCTGGGCAGTTATGATTGTACTAATGGTGATTGTTTTGTTTTCGGCGGAGG GACCGAGGTGGTGGTCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCT GGAACIGCCTCIGITGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGIGGAAGGTGGATAACGCCC TCCAATCOOGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCIGCGAAGTCACCCATCAGGGCCTGAGCICGCCCGTCA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 172 ) 
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Ab5 

U.S. Patent 

Abs Heavy chain ( humanized ) Full length protein sequence - mammalian produced . 
EVOLVESGGGLVOPGGSLRLSCAVSGDLSGYYMNWVRQAPGKGLEWVGVIGINGATYY ASWAKGRFTISRONSKTTVYL OMNSLRAEDTAVYFCARGDIWGOGILVIVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGV HTFPAVLQSSGL YSLSSVVTVPSSSL GTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTI .. MISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPA PIEKTISKAKGQPREPOVYTLPPSREEMIKNQVSLICLVKGFYPSDIAVEWESNGOPENNYKTIPPVLDSDGSFFLYSKLTVD KSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEQ ID NO : 44 ) 

May 10 , 2022 

Abs Variable region heavy chain ( humanized protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGIDLSGYYMNWVRQAPGKGLEWVGVIGINGATYYASWAKGRFTISRDNSKTIVYL OMNSLRAEDTAVYFCARGDIWGOGILVTVSS ( SEQ ID NO : 43 ) 

Sheet 13 of 70 

Ab5 Variable region heavy chain ( humanized protein sequence . CDRI : Bold ; CDR2 : Underlined : CDR3 : Italics , EVOLVESGGGLVOPGGSLRLSCAVSGIDLSGYYMNWVRQAPGKGLBWVGVIGINGATYYASWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCARGD / WGOGTLVTVSS ( SEQ ID NOS : 48 , 49 , 50 , respectively ) Ab5 Variable region heavy chain ( humanized ) DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . GAGGTGCAGCTTGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGTCTCTGGAA TCGACCTCAGTGGCTACTACATGAACTGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGT ATTAATGGTGCCACATACTACGCGAGCIGGGCGAAAGGCCGATTCACCATCTCCAGAGACAATTCCAAGACCACGGTG TATCITCAAATGAACAGCCIGAGAGCIGAGGACACTGCTGTGTATTTCTGTGCTAGAGGCGACAICTGGGGCCAAGGGA CCCTCGTCACCGTCTCGAGC ( SEQ ID NO : 18. ) 
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Figure 5B 

) 

Ab5 Heavy chain ( umanized full length DNA sequencemamalian produced . GAGGTGCAGCITGIGGAGICIGGGGGAGGCITGGTCCAGCCTGGGGGGTCCCIGAGACICICCIGIGCAGICICIGGAA TCGACCTCAGTGGCTACTACATGAACTGGGTCCGTCAGOCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTOGTA TIAATGGIGCCACATACTACGCGAGCTGGGCGAAAGGCCGATICACCAICICCAGAGACAATICCAAGACCACGGIGT ATCTTCAAATGAACAGCCTGAGAGCTGAGGACACTGCTGTGTATTTCTGTGCTAGAGGGGACATCTGGGGCCAAGGGA CCCTCGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGG GGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCCAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCT GACCAGCGGCGTGCACACCITCCCGGCTGTCCTACAGTCCICAGGACTCTACTCCCICAGCAGCGTGGTGACCGTGCCC TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTT GAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCC TCTTCCCCCCAAAACCCAAGGACACCCTCATGAICTCCCGGACCCCTGAGGICACATGCGTGGTGGTGGACGTGAGCCA CGAAGACCCIGAGGICAAGIICAACTGGTACGTGGACGGCGTGGAGGIGCATAATGCCAAGACAAAGCCGCGGGAGG AGCAGTACGCCAGCACGTACCGTGTGOTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA AGIGCAAGGTCTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCATCICCAAAGCCAAAGGGCAGCCCCGAGAAC CACAGGIGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGICAAAGGCT TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGC TGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGACCAGGTGGCAGCAGGGGAACOTCTTCTC ATGCICCGIGATGCATGAGGCICTGCACAACCACTACACGCAGAAGAGCCTCICCCTGICICCGGGTAAATGA ( SEQ ID 

NO : 184 ) 

May 10 , 2022 Sheet 14 of 70 

Ab5 Light chain ( humanized ) Full length protein sequence . QVLTOSPSSLSASVGDRVTINCOASOSVYHNTYLAWYOQKPGKVPKQLIYDASTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCTNGDCFVFGGGTKVEIKRIVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS QESVTEODSKDSTYSLSSTLTLSKADYEKHK VYACEVTHOGLSSPVTKSFNRGEC ( SER ID NO : 42 ) 

Ab5 Variable region Light chain ( hunianized ) protein sequence . OVLTOSPSSLSASVGDRVTINCQASQSVYHNTYLAWYQOKPGKVPKOLIYDASTLASOVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCINGDCFVFGGGTKVEIKR ( SEQ ID NO : 41 ) 
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U.S. Patent 

Figure 5C 

Ab5 Variable region Light chain ( humanized ) protein sequence . CDRI : Bold : CDR2 : Underlined ; CDR3 : Italics . QVLTOSPSSLSASVGDRVTINCQASOSVYHNTYLAWYQQKPGKVPKQLIYDASTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCINGDCFIFGGGTKVEIKR ( SEQ ID NOS : 45 , 46 , 47 , respectively ) Ab5 Variable region Light chain ( humanized ) DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . 

May 10 , 2022 

CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCAICAATTGCCAGGCCAGTCAG AGTGTTTATCATAACACCTACCTGGCCTGGTATCAGCAGAAACCAGGGAAAGTTCCTAAGCAACTGATCTATGATGC ATCCACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGC CIGCAGCCTGAAGATGITGCAACITATTACTGTCIGGGCAG774764776TACT447GGTCAT7G77777771TCGGCGGAG GAACCAAGGTEGAAATCAAACGT ( SEQ ID NO : 181 ) 

Ab5 Light chain ( humanized ) Full length DNA sequence . 

Sheet 15 of 70 

CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAGA GIGITTATCATAACACCTACCTGGCCTGGTATCAGCAGAAACCAGGGAAAGITCCTAAGCAACIGATCTATGAIGCATC CACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTG CAGCCTGAAGATGTTGCAACTTATTACTGTCTGGGCAGTTATGATTGTACTAATGGTGATTGTTTTGTTTTCGGCGGAGG AACCAAGGIGGAAATCAAACGTACGGTGGCTGCACCAICTGTCITCATCTTCCCGCCATCTGATGAGCAGITGAAATCT GGAACIGCCTCIGITGTGTGCCIGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGIGGAAGGTGGATAACGCCC TCCAATCGOGTAACTOCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAOCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 182 ) 
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Ab6 

U.S. Patent 

Aho Heavy chain ( humanized ) Full length protein sequence - Yeast produced , EVOLVESGGGLVOPGGSLRLSCAVSGIDLSGYYMNWVRQAPGKGLEWVGVIGINGATYYASWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCARGDIWGOGILVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGV HTFPAVIQSSGLYSLSSVVTVPSSSIGTQTYICNVNHKPSNTKVDARVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL MISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYASTYRVVSVLIVLHODWNGKEYKCKVSNKALPA PIEKTISKAKGQPREPOVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTIPPVLDSDGSFFLYSKLTVD KSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEQ ID NO : 54 ) 

May 10 , 2022 

Ab6 Variable region heavy chain ( humanized protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGIDLSGYYMNWVROAPGKGLEWVGVIGINGAIYYASWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCARGDIWGQGTLVTVSS ( SEQ ID NO : 53 ) 

Sheet 16 of 70 

Ab6 Variable region heavy chain ( humanized ) protein sequence . CDRI : Bold ; CDR2 : Underlined ; CDR3 ; Italics . EVOLVESGGGLVOPGGSLRLSCAVSGIDLSGYYMNWVROAPGKGLEWVGVIGINGATYYASWAKGRFTISRDNSKTTVYL OMNSLRAEDTAVYFCARGDIWGOGILVTVSS ( SEQD NOS : 58 , 59 , 60 , respectively ) 
Abo Variable region heavy chain ( humanized ) DNA sequence . CDR1 : Bold : CDR2 : Underlined CDR3 : Italics . GAGGTGCAGCTTGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGTCTCTGGAA TCGACCTCAGTGGCTACTACATGAACTGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGT ATTAATGGTGCCACATACTACGCGAGCIGGGCGAAAGGCCGATTCACCATCTCCAGAGACAAITCCAAGACCACGGTG TATCITCAAATGAACAGCCIGAGAGCIGAOGACACIGCIGTGTATTICTGTGCTAGAGGOGAC4 / CIGGGGCCAAGGGA 

CCCTCGTCACCGTCTCGAGC ( SEQ ID NO : 193 ) 
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U.S. Patent 

Figure 6B 

Ab6 Heavy chain ( humanized ) Full length DNA sequence yeast produced . GAGGTGCAGCTTGTGGAGTCTGGGGGAGGCITGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCIGTGCAGICICIGGAA TCGACCTCAGTGGCTACTACATGAACTGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTOGTA TTAATGGTGCCACATACTACGCGAGCTGGGCGAAAGGCCGATICACCAICICCAGAGACAATTCCAAGACCACGGIGI ATCITCAAATGAACAGCCTGAGAGCIGAGGACACTGCTGIGTATTTCTGTGCTAGAGGGGACATCTGGGGCCAAGGGA CCCTCGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGG GGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCT GACCAGCGGCGTGCACACCTTCCCGGCIGTCCTACAGICCICAGGACICTACICCCICAGCAGCGTGGTGACCGTGCCC TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAACCCCAGCAACACCAAGGTGGACGCGAGAGTT GAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCC TCTTCCCCCCAAAACCCAAGGACACCCTCATGAICTCCCGGACCCCIGAGGTCACATGCGTGGIGGIGGACGTGAGCCA CGAAGACCCTGAGGICAAGITCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGG AGCAGTACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA AGIGCAAGGICTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCAICICCAAAGCCAAAGGGCAGCCCCGAGAAC CACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCT TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGC TGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTC ATGCICCGIGATGCATGAGGCICTGCACAACCACTACACGCAGAAGAGCCTCICCCTGICICCGGGTAAATGA ( SEQ ID 

NO : 194 ) 
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Ab6 Light chain ( humanized ) Full length protein sequence . OVLTOSPSSLSASVGDRVTINCQASOSVYHNTYLAWYOQKPGKVPKOLIYDASTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCINGDCFVFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNS QESVTEODSKDSTYSLSSTLTLSKADYEKHK VYACEVTHOGLSSPVTKSENRGEC ( SEQ ID NO : 52 ) 

Ab6 Variable region Light chain ( humanized ) protein sequence , OVLTOSPSSLSASVGDRVTINCQASOSVYHNTYLAWYQOKPGKVPKOLIYDASTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCINGDCFVFGGGTKVEIKR ( SEQ ID NO : 51 ) 
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Figure 6C 

Abó Variable region Light chain ( humanized ) protein sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . OVLTOSPSSLSASVGDRVTINCQASOSVYHNTYLAWYOQKPGKVPKQLIYDASTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSIDCINGDCFIFGGGTKVEIKR ( SEQD NOS : 55 , 56 , 57 , respectively ) Ab6 Variable region Light chain ( humanized ) DNA sequence , CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . 

May 10 , 2022 

CAAGTGCIGACCCAGTCTCCAICCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAG AGTGTTTATCATAACACCTACCTGGCCTGGTATCAGCAGAAACCAGGGAAAGTTCCTAAGCAACTGATCTATGATGC ATCCACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGOGACAGATTTCACTCTCACCATCAGCAGC CIGCAGCCTGAAGATGITGCAACITATTACIGICIGGOCAGI7476477GTACTA41GGTGATTG7777777TICGGCGGAG GAACCAAGGTGGAAATCAAACGT ( SEQ ID NO : 191 ) 

Ab6 Light chain ( humanized ) Full length DNA sequence . 

Sheet 18 of 70 

CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAGA GIGITTATCATAACACCIACCTGGCCTGGTATCAGCAGAAACCAGGGAAAGITCCTAAGCAACIGATCTATGATGCATC CACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTG CAGCCTGAAGATGTTGCAACITATTACTGTCTCGGCAGTTATGATTGTACTAATGGTGATTGTTTTGTITTOGGCGGAGG AACCAAGGIGGAAATCAAACGTACGGIGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCT GGAACIGCCTCIGTTGTGIGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGIGGAAGGTGGATAACGCCC TCCAATCOOGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCICGCCCGTCA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 192 ) 
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Figure 7A 
Ab7 

U.S. Patent 

Ab7 Heavy chain ( chimera ) Full length protein sequence . QEQLKESGGRLVTPGTSLILTCTVSGIDLSNHYMOWVRQAPGKGLEWIGVVGINGRTYYASWAKGRFTISRTSSTTVDLKM TRLTTEDTATYFCARGDIWGPGILVIVSSASTKGPSVEPLAPSSKSTSOGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFP AVLOSSGL YSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTI MISR TPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT ISKAKGQPREPOVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW QQGNVFSCSVMHEALINHYTOKSLSLSPGK ( SEQ ID NO : 64 ) 

May 10 , 2022 

Ab7 Variable region heavy chain ( chimera ) protein sequence . QEQLKESGGRLVTPGTSLILICTVSGIDLSNHYMOWVROAPGKGLEWIGVVGINGRTYYASWAKGRFTISRISSTTVDLKM TRLTTEDTATYFCARGDIWGPGILVTVSS ( SEQ ID NO : 63 ) 

Sheet 19 of 70 

Ab7 Variable region heavy chain ( chintera ) protein sequence . CDRI : Bold ; CDR2 : Underlined : CDR3 : Italics . QEQLKESGGRLVTPGTSLTLTCTVSGIDLSNHYMQWVRQAPGKGLEWIGVVGINGRTYYASWAKGRFTISRTSSTTVDUKM TRLITEDTATYFCARD / WGPGILVTVSS ( SEQ ID NOS : 68 , 69 , 70 , respectively ) 
Ab7 Variable region heavy chain ( chimera DNA sequence . CDRI : Bold ; CDR2 : Underlineda CDR3 : Italics . CAGGAGCAGCTGAAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGGACATCCCTGACACTCACCTGCACCGTCTCTGGA ATCGACCTCAGTAACCACTACATGCAATGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGATCGGAGTCGTTGG TATTAATGGICGCACATACTACGCGAGCTGGGCGAAAGGCCGATTCACCATCTCCAGAACCICGICGACCACGGTGGAT CIGAAAATGACCAGGCTGACAACCGAGGACACGGCCACCTATIICTGTGCCAGAGGGGACATCTGGGGCCCAGGCACC CTGGTCACCGTCTCGAGC ( SEQ ID NO : 203 ) 

US 11,325,967 B2 



Figure 7B 

Ab7 Heavy chain ( chimera ) Full length DNA sequence . 

U.S. Patent 

CAGGAGCAGCTGAAGGAGICCGGGGGTCGCCIGGICACGCCTGGGACATCCCIGACACICACCTGCACCGICICTGGA ATCGACCTCAGTAACCACTACATGCAATGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGATCGGAGTCGTTGGT ATTAATGGTCGCACATACTACGCGAGCTGGGCGAAAGGCCGATTCACCAICTCCAGAACCICGTCGACCACGGIGGAT CIGAAAATGACCAGGCTGACAACCGAGGACACGGCCACCIATTTCTGIGCCAGAGGGGACATCTGGGGCCCAGGCACC CTGGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGG GCACAGCGGCCCTOGGCTGCCTCGTCAAGGACTACTTCCCCGAACCOGTGACGGTGTCGTGGAACTCAGGCGCCCTGA CCAGCGGCGIGCACACCIICCCGGCTGTCCIACAGICCICAGGACICTACTCCCICAGCAGCGTGGTGACCGIGCCCTC CAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGA GCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTC TTCCCCCCAAAACCCAAGGACACCCICATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACG AAGACCCTGAGGTCAAGITCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAG CAGTACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAG IGCAAGGTCICCAACAAAGCCCICCCAGCCCCCAICGAGAAAACCATCICCAAAGCCAAAGGGCAGCCCCGAGAACCA CAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGICAGCCIGACCTGCCIGGICAAAGGCTTC TATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTG GACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCAT GCICCGIGATGCATGAGGCICIGCACAACCACIACACGCAGAAGAGCCICICCCIGTCICCGGGIAAATGA ( SEQ ID 

NO : 204 ) 

May 10 , 2022 Sheet 20 of 70 

Ab7 Light chain ( chimera ) Full length protein sequence . QVLTOTASPVSAAVGSTVTINCQASQSVYNYNYLAWYOQKPGQPPKQLIYSTSTLASGVSSRFKGSGSGTQFTLTISDVOCD DAATYYCLGSYDCSIGDCFVFGGGTEVVVKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGN SOESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC SEQ ID NO : 62 ) 

Ab7 Variable region light chain ( chimera ) protein sequence . 

US 11,325,967 B2 

QVLTOTASPVSAAVGSTVTINCQASQSVYNYNYLAWYOQKPGQPPKQLIYSTSTLASGVSSRFKGSGSGTOFTLTISDVOCD DAATYYCLGSYDCSTGDCFVFGGGIEVVVKR ( SEQ ID NO : 61 ) 



U.S. Patent 

Figure 7C 

Ab7 Variable region light chain chimera ) protein sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . QVLTQTASPVSAAVGSTVTINCQASOSVYNYNYLAWYQOKPGQPPKQLIYSTSTLASGVSSRFKGSGSGTQFTLTISDVQCD DÁATYYCLGSIDCSIGDCFIFGGGTEVVVKR ( SEQ ID NOS : 65 , 66 , 67 , respectively ) 
Ab7 Variable region light chain ( chimera ) DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . CAAGTGCTGACCCAGACIGCATCCCCCGTGTCTGCAGCIGTGGGAAGCACAGTCACCATCAAITOCCAGGCCAGTCAG AGTGTTTATAATTACAACTACCTTGCCTGGTATCAGCAGAAACCAGGGCAGCCTCCCAAGCAACTGATCTATTCTACA TCCACTCTGGCATCTGGGGTCTCATCGCGATTCAAAGGCAGTGGATCTGGGACACAGTTCACTCTCACCATCAGCGACG TGCAGTGTGACGATGCTGCCACTTACTACTGTCTAGGC467TATAC77AGTACIGOWATTG77TIGTITTCGGCGGAGG GACCGAGGTGGTGGTCAAACGT ( SEQ ID NO : 201 ) 

May 10 , 2022 Sheet 21 of 70 

Ab7 Light chain ( chimera ) Full length DNA sequence . CAAGTGCTGACCCAGACTGCATCCCCCGTGTCTGCAGCTGTOGGAAGCACAGTCACCATCAATTGCCAGGCCAGTCAG AGTGTITATAATTACAACIACCTTGCCYGGTATCAGCAGAAACCAGGGCAGCCICCCAAGCAACIGATCTATTCTACAT CCACTCTGGCATCTGGGGTCTCATCGCGATTCAAAGGCAGTGGATCTGGGACACAGTTCACTCTCACCATCAGCGACGT GCAGTGTGACGATGCTGCCACTTACTACTGTCTAGGCAGTTATGACTGTAGTACTOGTGATTGTTTTGTTTTCGCCGGAG GGACCGAGGTGGTGGTCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCIGATGAGCAGTTGAAAIC IGGAACTGCCICTGTIGTGTGCCTGCIGAATAACTICTATCCCAGAGAGGCCAAAGTACAGIGGAAGGTGGATAACGCC CTCCAATCGGGTAACTCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTO ACGCTGAGCAAAGCAGACTACGAGAAACACAAAGICTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGIC ACAAAGAGCTTCAACAGGGGAGAGIGITAG ( SEO ID NO : 202 ) 
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Figure 8A 
Ab8 

U.S. Patent 

Ah8 Heavy chain ( humanized ) Full length protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGIDLSNHYMQWVRQAPGKGLEWVGVVGINGRTYYASWAKGRFTISRDNSKTTVYL OMNSLRAEDTAVYFCARGDIWGOGILVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGV HTFPAVLOSSOL YSLSSVVTVPSSSLGTOTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLEPPKPKDTL . MISRIPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLIVLHODWLNGKEYKCKVSNKALPA PIEKTISKAKGQPREPQVYTLPPSREEMIKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVD KSRWOQGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEQ ID NO : 74 ) 

May 10 , 2022 

Ab8 Variable region heavy chain ( humanized ) protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGIDLSNHYMQWVROAPGKGLEWVGVVGINGRIYYASWAKGRFTISRDNSKITVYL OMNSLRAEDTAVYFCARGDIWGOGILVTVSS ( SEQ ID NO : 73 ) 

Sheet 22 of 70 

Ab8 Variable region heavy chain ( humanized protein sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . EVOLVESGGGLVOPGGSLRLSCAVSGDLSNHYMQWVRQAPGKGLEWVGVVGINGRTYYASWAKGRFTISRDNSKTIVYL QMNSLRAEDTAVYFCARGD / WGOGTLVTVSS ( SEQ ID NOS : 78 , 79 , 80 , respectively ) Ab8 Variable region heavy chain ( humanized ) DNA sequence . CDRI : Bold ; CDR2 : Underlined : CDR3 : Italics . GAGGTGCAGCTTGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGTCTCTGGAA TCGACCTCAGTAACCACTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCGTTGGTA TCAATGGICGCACATACTACGCGAGCIGGGCGAAAGGCCGATICACCATCICCAGAGACAAITCCAAGACCACGGTGT ATCTTCAAATGAACAGCCTGAGAGCIGAGGACACTGCIGTGTATITCIGTGCTAGAGGGGACAT ( TGGGGCCAAGGGAC 
CCTCGTCACCGTCTCGAGC ( SEQ ID NO : 213 ) 
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Figure 8B 

Ab8 Heavy chain humanized ) full length DNA sequence . 

U.S. Patent 

GAGGTGCAGCITGTGGAGTCTGGGGGAGGCITGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGICTCIGGAA TCGACCTCAGTAACCACTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCGTTGGTA TCAATGGTCGCACATACTACGCGAGCIGGGCGAAAGGCCGATTCACCATCTCCAGAGACAATTCCAAGACCACGGIGI ATCITCAAATGAACAGCCTGAGAGCIGAGGACACTGCTGTGTATTTCTGTGCTAGAGGGGACATCTGGGGCCAAGGGA CCCTCGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGG GGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCCAACCGGTGACOGTGTC GTGGAACTCAGGCGCCCT GACCAGCGGCGTGCACACCIICCCGGCTGTCCTACAGICCICAGGACICTACICCCICAGCAGCGTGGTGACCGIGCCC TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAACCCCAGCAACACCAAGGTGGACAAGAGAGTT GAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCC TCTTCCCCCCAAAACCCAAGGACACCCTCATGAICTCCCGGACCCCIGAGGTCACATGCGTGGIGGIGGACGTGAGCCA CGAAGACCCTGAGGTCAAGITCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGG AGCAGTACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA AGTGCAAGGICTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCAICICCAAAGCCAAAGGGCAGCCCCGAGAAC CACAGGIGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGICAGCCTGACCTGCCTGGTCAAAGGCT TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGC TGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTC ATGCICCGIGATGCATGAGGCICIGCACAACCACTACACGCAGAAGAGCCTCICCCIGICICCGGGTAAATGA ( SEQ ID 

NO : 214 ) 
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Ab8 Light chain ( humanized ) Full length protein sequence . OVITOSPSSLSASVGDRVTINCQASOSVYNYNYLAWYQQKPGKVPKQUIYSTSTLASGVPSRFSGSGSGTDFILTISSLOPED VATYYCLGSYDCSTGDCFVFGGGTKVEIKRTVAAPSVFIFPPSDEOLKSGTASVVOLLNNFYPREAKVOWKVDNALOSGNS QRSVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHOGLSSPVTKSFNRGEC ( SEQD NO : 72 ) 

Ab8 Variable region Light chain ( humanized ) protein sequence . QVLTQSPSSLSASVGDRVTINCQASQSVYNYNYLAWYQQKPGKVPKQLIYSTSTLASGVPSRFSGSGSGTDFILTISSLQPED VATYYCLGSYDCSTGDCFVFGGGTKVEIKR ( SEQ ID NO : 71 ) 
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U.S. Patent 

Figure 8C 

Ab8 Variable region Light chain ( humanized ) protein sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics , QVLTOSPSSLSASVGDRVTINCQASQSVYNYNYLAWYQQKPGKVPKQLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSIGDCFIFGGGTKVEIKR ( SEQ ID NOS : 75 , 76 , 77 , respectively ) Ab8 Variable region Light chain ( humanized ) DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAG AGTGTTTACAATTACAACTACCTTGCCTGGTATCAGCAGAAACCAGGGAAAGITCCTAAGCAACTGATCTATTCTAC ATCCACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGC CIGCAGCCTGAAGATGITGCAACITATTACIGICIGGGCAGIT470417GTAGTACIGOIGAT707777077TTCGGCGGAG GAACCAAGGTGGAAATCAAACGT ( SEQ ID NO : 211 ) 

May 10 , 2022 

Ab8 Light chain ( humanized ) Full length DNA sequence . 

Sheet 24 of 70 

CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAGA GTGITTACAATTACAACTACCTTGCCIGGTAICAGCAGAAACCAGGGAAAGTTCCTAAGCAACTGATCTATTCTACAIC CACTCTGGCATCTGGGGTCCCATCTCOTTTCAGTGGCAGTGGATCTGGGACAGAITTCACTCTCACCATCAGCAGCCTG CAGCCTGAAGATGTTGCAACTTATTACTGTCIGGGCAGTTATGATTGTAGTACTGGTGATTGTTTTGTTTTOGGCGGAGG AACCAAGGIGGAAAICAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCIGATGAGCAGTTGAAAICT GGAACIGCCTCIGITGIGIGCCIGCTGAATAACTICTATCCCAGAGAGGCCAAAGTACAGTGGAAGGIGGATAACGCCC TCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCICGCCCGICA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 212 ) 
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Figure 9A 
Ab9 

U.S. Patent 

Ah9 Heavy chain ( chimera ) Full length protein sequence . QSLEESGGRLVTPGTPLTLTCTVSGIGLSSYYMQWVRQSPGRGLEWIGVIGSDGKTYYATWAKGRFTISKTSSTTVDLRMAS LITEDTATYFC TRGDIWGPGILVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPBPVTVSWNSGALTSGVHIFPAV LOSSGLYSLSSVVTVPSSSL GTOTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK PKDTLMISRTP EVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEOYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTIS KAKGOPREPOVYILPPSREEMIKNOVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLIVDKSRWO QGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEQ ID NO : 84 ) 

May 10 , 2022 

Ab9 Variable region heavy chain ( chimera ) protein sequence . QSLEESGGRLVIPGTPLTLTCTVSGIGLSSYYMQWVROSPGRGLEWIGVIGSDOKTYYATWAKGRFTISKTSSTTVDLRMAS LITEDTATYFCTRGDIWGPGTLVTVSS ( SEQ ID NO : 83 ) 

Sheet 25 of 70 

Ab9 Variable region heavy chain ( chimera ) protein sequence , CDR1 : Bold ; CDR2 ; Underlined ; CDR3 ; Italics , OSLEBSGGRLVTPGTPLTLTCTVSGIOLSSYYMQWVROSPGRGLEWIGVIGSDGKTYYATWAKGRFTISKTSSTTVDLRMAS LTTEDTATYFCTRODIWGPGTLVTVSS ( SEQ ID NOS : 88 , 89 , 90 , respectively ) 
Abg Variable region heavy chain ( chimera ) DNA sequence , CDRI : Bold ; CDR2 : Underlined : CDR3 : Italics . CAGTCGCTGGAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGGACACCCCTGACACTCACCTGCACAGTCTCTGGAATCG GCCTCAGTAGCTACTACATGCAGTGGGTCCGCCAGTCTCCAGGGAGGGGGCTGGAATGGATCGGAGTCATTOGTAGT GATGGTAAGACATACTACGCGACCIGGGCGAAAGGCCGAITCACCATCICCAAGACCICGICGACCACGGIGGATCTG AGAATGGCCAGTCIGACAACCGAGGACACGGCCACCTATTTCIGTACCAGAGGGGACANCIGGGGCCCGGGGACCCTC GTCACCGTCTCGAGC ( SEQ ID NO : 223 ) 
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Figure 9B 

U.S. Patent 

Ab9 Heavy chain ( chimera ) Full length DNA sequence . CAGICGCTGGAGGAGICCGGGGGTCGCCTGGTCACGCCTGGGACACCOCIGACACICACCIGCACAGICICIGGAATCG GCCTCAGTAGCTACTACATGCAGTGGGTCCGCCAGTCTCCAGGGAGGGGGCTGGAATGGATCGGAGTCATTGGTAGTG ATGGTAAGACATACTACGCGACCTGGGCGAAAGGCCGATICACCAICTCCAAGACCTCGTCGACCACGGIGGAICIGA GAATGGCCAGTCTGACAACCGAGGACACGGCCACCTATTICTGTACCAGAGGGGACATCTGGGGCCCGGGGACCCICO TCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCAC AGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGC GCCCTGACCAG CGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACICCCICAGCAGCGTGGIGACCGTGCCCTCCAGC AGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCANGGTGGACAAGAGAGTTGAGCCC AAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCC CCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAG ACCCTGAGGICAAGIICAACIGGTACGTGGACGGCGIGGAGGTGCATAATGCCAAGACAJACCGCGGGAGGAGCAG TACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGC AAGGTCTCCAACAAAGCOCICCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAG GIGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCIGCCTGGTCAAAGGCTICTATO CCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACT CCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCOTOGACAAGAGCAGOTGGCAGCAGGGGAACGTCTTCTCATGCTC 
CGIGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCICTCCCIGTCTCCGGGTAAATGA ( SEQ ID NO : 224 ) 

May 10 , 2022 Sheet 26 of 70 

Ab9 Light chain ( chimera ) Full length protein sequence . QVLTQTPSPVSAAVGSTVTINCOASONVYNNNYLAWYOQKPGQPPKQLIYSTSTLASGVSSRFRGSGSGTQFTLTISDVQCD DAATYYCLGSYDCSRGDCFVFGGGTEVVVKRTVAAPSVFIFPPSDEQUKSGTASVVCLLNNFYPREAK VOWKVDNALOSGN SQESVTEQDSKDSTYSLSSILILSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC ( SEQ ID NO : 82 ) 

Ab9 Variable region light chain ( chimera ) protein sequence . OVLTQTPSPVSAAVGSTVTINCQASQNVYNNNYLAWYOOKPGQPPKQLIYSTSTLASGVSSRFRGSGSGTQFTLTISDVQCD DAATYYCLGSYDCSRGDCFVFGGOTEVVVKR ( SEQ ID NO : 81 ) 
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U.S. Patent 

Figure 9C 

Abg Variable region light chain ( chimera ) protein sequence . CDRI : Bold : CDR2 : Underlined ; CDR3 : Italics . QVLTQTPSPVSAAVGSTVTINCQASQNVYNNNYLAWYQOKPGQPPKQLIYSTSTLASOVSSRFROSGSGTQFTLTISDVQCD DAATYYCLGSIDCSRGDCFVFGGGTEVVVKR ( SEQ ID NOS : 85 , 86 , 87 , respectively ) Ab9 Variable region light chain ( chimera DNA sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . CAAGIGCTGACCCAGACICCATCCCCCGTGTCTGCAGCTGTGGGAAGCACAGTCACCATCAATTGCCAGGCCAGTCAG AATGITTATAATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGCAGCCTCCCAAGCAACTGATCTATTCTAC GTCCACTCTGGCATCTGGGGTCTCATCGCGATTCAGAGGCAGTGGATCTGGGACACAGTTCACTCTCACCATCAGCGAC GTGCAGTGTGACGATGCTGCCACITACTACIGTCTAGGCAGITATGA77G7AGIGIGGIGA77G7777777TTCGGCGGAG GGACCGAGGTGGTGGTCAAACGT ( SEQ ID NO : 221 ) 

May 10 , 2022 

Abg Light chain ( chimera ) Full length DNA sequence . 

Sheet 27 of 70 

CAAGTGCTGACCCAGACTCCATCCCCCGTGTCTGCAGCTGTGGGAAGCACAGTCACCATCAATTGCCAGGCCAGTCAGA ATGITTATAATAACAACTACCIAGCCIGGTAICAGCAGAAACCAGGGCAGCCICCCAAGCAACIGATCTAITCTACGIC CACTCTGGCATCTGGGGTCTCATCGCGATTCAGAGGCAGTGGATCTGOGACACAGTTCACTCTCACCATCAGCGACGTG CAGTGTGACGATCCTGCCACTTACTACTGTCTAGGCAGTTATGATTGTAGTCGTGGTGATTGTTTTGTTTTCGGCGGAGG GACCGAGGIGGIGGICALACGTACGGTGGCIGCACCAICTGICIICATCTICCCGCCAICIGATGAGCAGTIGAAAICT GGAACIGCCTCIGTIGTGIGCCIGCTGAATAACITCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCC TCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGA CGCTGAGCAAAGCAGACIACGAGAAACACAAAGTCTACGCCIGCGAAGICACCCATCAGGCCTGAGCICGCCCGTCA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 222 ) 
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Figure 10A 
Ab10 

U.S. Patent 

Ah10 Heavy chain ( humanized ) Full length protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGIGLSSYYMQWVROAPGKGLEWVGVIGSDOKTYYATWAKGRFTISRDNSKTTVYL OMNSLRAEDTAVYECTRGDIWGOGILVTVSSASTKGPSVFPLAPSSKSTSGGIAALGCLVKDYFPEPVTVSWNSGALTSGVH TFPAVLQSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLM ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTISKAKGOPREPOVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKITPPVLDSDGSFFLYSKLTVDKS RWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEO ID NO : 94 ) 

May 10 , 2022 

Ab10 Variable region heavy chain ( humanized ) protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGIGLSSYYMOWVROAPGKGLEWVGVIGSDGKTYYATWAKGRFTISRDNSKTTVYL OMNSLRAEDTAVYFCTRGDIWGOGILVIVSS ( SEQ ID NO : 93 ) 

Sheet 28 of 70 

Ab10 Variable region heavy chain humanized ) protein sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . EVOLVESGGGLVOPGGSLRLSCAVSGIGLSSYYMQWVRQAPGKGLEWVGVIGSDGKTYYATWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCTRGDIWGQGILVTVSS ( SEQ ID NOS : 98 , 99 , 100 , respectively ) Abio Variable region heavy chain ( humanized ) DNA sequence . CDRI : Bold ; CDR2 : Underlined ; CDR3 : Italics . GAGGTGCAGCTTGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGTCTCTGGAA TCGGCCTCAGTAGCTACTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGTA GIGATGGTAAGACATACTACGCGACCTGGGCGAAAGGCCGATTCACCATCTCCAGAGACAATTCCAAGACCACGGTGT ATCTTCAAAIGAACAGCCTGAGAGCIGAGGACACTGCIGTGTATTTCIGTACCAGAGGGGACATCTGGGGCCAAGGGAC CCTCGTCACCGTCTCGAGC ( SEQ ID NO : 233 ) 

US 11,325,967 B2 



Figure 10B 

Ab10 Heavy chain ( humanized ) Full length DNA sequence . 

U.S. Patent 

GAGGTGCAGCITGTGGAGTCTGGGGGAGGCITGGTCCAGCCTGGGGGGICCCTGAGACICICCIGTGCAGICTCTGGAA TCGGCCTCAGTAGCTACTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGTA GTGATGGTAAGACATACTACGCGACCTGGGCGAAAGGCCGATICACCATCTCCAGAGACAATTCCAAGACCACGGTGT ATCTTCAAATGAACAGCCTGAGAGCIGAGGACACTGCTGTGTATTTCTGTACCAGAGGGGACATCTGGGGCCAAGGGA CCCTCGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGG GGGCACAGCGGCCCTGGGCTGCCTOGTCAAGGACTACTTCCCCCAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCT GACCAGCGGCGIGCACACCIICCCGGCIGTCCTACAGICCICAGGACTCTACTCCCICAGCAGCGTGGTGACCGTGCCC TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTT GAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCC TCTTCCCCCCAAAACCCAAGGACACCCICATGAICTCCCGGACCCCTGAGGICACATGCGTGGIGGIGGACGTGAGCCA CGAAGACCCTGAGGICAAGITCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGG AGCAGTACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA AGTGCANGGTCTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCAICICCAAAGCCAAAGGGCAGCCCCGAGAAC CACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCT TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGC TOGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCACCAGGGGAACGTCTTCTC ATGCICCGIGATGCATGAGGCICTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGICICCGGGTAAAIGA ( SEQ ID 

NO : 234 ) 

May 10 , 2022 Sheet 29 of 70 

Abio Light chain ( humanized ) Full length protein sequence . QVLTOSPSSLSASVGDRVTINCOASONVYNNNYLAWYQQKPGKVPKQLIYSTSTLASGVPSRFSGSGSGTDFILTISSLOPED VATYYCLGSYDCSRGDCFVFGGGTKVEIKRTVAAPSVFIFPPSDEOLKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNS QESVTEQDSKDSTYSLSSTLTLSKADYEKHK VYACEVTHOGLSSPVTKSFNRGEC ( SEQ ID NO : 92 ) 

Ablo Variable region Light chain ( hunianized ) protein sequence . OVLTOSPSSLSASVGDRVTINCQASQNVYNNNYLAWYOOKPGKVPKOLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSRGDCFVFGGGTKVEIKR ( SEO ID NO : 91 ) 
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U.S. Patent 

Figure 10C 

Abio Variable region Light chain ( humanized protein sequence . CDRI : Bold ; CDR2 : Underlined : CDR3 : Italics . QVLTOSPSSLSASVGDRVTINCQASONVYNNNYLAWYOQKPGKVPKQLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSRGDOFFGGGTKVEIKR ( SEQ ID NOS ; 95 , 96 , 97 , respectively ) Ablo Variable region Light chain ( humanized ) DNA sequence , CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . 

: : : : . CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCAICAATTGCCAGGCCAGTCAG AATGITTACAATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGAAAGTICCTAAGCAACTGATCTATTCTAC ATCCACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGCGACAGATTTCACTCTCACCATCAGCACC CIGCAGCCTGAAGATGITGCAACTTATTACTGTCIGGGCAGT7476477GTAGTOGIGGTG47767777G7TTICGGCGGAG GAACCAAGGIGGAAATCAAACGT ( SEQ ID NO : 231 ) 

May 10 , 2022 Sheet 30 of 70 

Ab10 Light chain ( humanized ) Full length DNA sequence . CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAOTCAGA ATGITTACAATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGAAAGTTCCTAAGCAACIGATCTATICTACATC CACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTG CAGCCTGAAGATGTTGCAACTTATTACTGTCTGGGCAGTTATGATTGTAGTCGTGGTGATTGTTTTGTTTTCGGCGGAGG AACCAAGGIGGAAATCAAACGTACGGTGGCTGCACCAICTGTCITCATCTTCCCGCCATCTGATGAGCAGITGAAATCT GGAACIGCCTCIGITGTGTGCCIGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGIGGAAGGTGGATAACGCCC TCCAATCGOGTAACTOCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAOCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCA CAAAGAGCTICAACAGGGGAGAGIGTTAG ( SEQ ID NO : 232 ) 
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Ab11 

U.S. Patent 

Ahli Heavy chain ( chimeru ) Full length protein sequence . QSLEESGGRLVTPGGSLTLICTVSGIDVINYYMQWVRQAPGKGLEWIGVIGVNGKRYYASWAKGRFTISKTSSITVDLKMT SLTIEDTATYFCARGDIWGPGILVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA VLOSSGLYSLSSVVTVPSSSLGTOTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT PEVICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLIVLHQDWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPOVYTLPPSREEMTKNQVSLICLVKGFYPSDIAVEWESNGQPENNYKITPPVLDSDGSFFLYSKLIVOKSRWQ OGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEQ ID NO : 104 ) 

May 10 , 2022 

Ab11 Variable region heavy chain ( chimera ) protein sequence . QSLEESGGRLVTPGGSLTLTCIVSGIDVINYYMOWVROAPGKGLEWIGVIGVNGKRYYASWAKGRFTISKTSSTIVDLKMT SLTIEDTATYFCARGDIWGPGILVTVSS ( SEQ ID NO : 103 ) 

Sheet 31 of 70 

Abil Variable region heavy chain ( chimera ) protein sequence , CDRI : Bold ; CDR2 : Underlined : CDR3 : Italics . OSLEESGGRLVTPGGSLILICTVSGIDVINYYMQWVRQAPGKGLEWIGVIGVNGKRYYASWAKGRFTISKTSSTTVDLKMT SLTTEDTATYFCARDIWGPGILVTVSS ( SEQ ID NOS : 108 , 109 , 110 , respectively ) Abul Variable region heavy chain ( chimera DNA sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . CAGTCGCTGGAGGAGTCCGGGGGTCGCCTGGTCACGCCTGGAGGATCCCTGACACTCACCTGCACAGTCTCTGGAATCG ACGTCACTAACTACTATATGCAATGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAATGGATCGGAGTCATTGGTGTGA ATGGTAAGAGATACTACGCGAGCTGGGCGAAAGGCCGATICACCATCICCAAAACCTCGTCGACCACGGTGGATCIGA AAAIGACCAGICIGACAACCGAGGACACGGCCACCIAITICTGTGCCAGAGOCGACATCIGGGGCCCGGGGACCCTCGT CACCGTCTCGAGC ( SEQ ID NO : 243 ) 
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Figure 11B 

Abil Heavy chain ( chimera Full length DNA sequence . CAGICGCTGGAGGAGICCGGGGGICGCCTGGTCACGCCTGGAGGATCCCIGACACICACCTGCACAGICICIGGAATCG ACGTCACTAACTACTATATGCAATGGGTCCGCCAGGCTCCAGGGAAGGGCCTGGAATGGATCGGAGTCATTGGTGTGA ATGGIAAGAGATACTACGCGAGCIGGGGGAAAGGCCGATICACCAICICCAAAACCICGICGACCACGGIGGATCIGA AAATGACCAGTCTGACAACCGAGGACACGGCCACCTATTTCTGTGCCAGAGGCGACATCTGGGGCCCGGGGACCCTCG TCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCAC AGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCCAACCGGTGACGGTGTCOTOGAACTCAGGCGCCCTGACCAG CGGCGTGCACACCITCCCGGCTGTCCTACAGICCICAGGACICIACICCCICAGCAGCGTGGIGACCGTGCCCTCCAGC AGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTGAGCCC AAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCC CCCCAAAACCCAAGGACACCCTCATGAICICCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAG ACCCTGAGGICAAGIICAACIGGTACGTGGACGGCGIGGAGGTGCATAATGCCAAGACAJACCGCGGGAGGAGCAG TACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGC AAGGTCTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAO GIGTACACCCIGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCIGCCTGGTCAAAGGCTICTATC CCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACT CCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGCACAAGAGCAGOTGGCAGCAGGGGAACGTCTTCTCATGCTC 
CGIGATGCATGAGGCTCIGCACAACCACTACACGCAGAAGAGCCTCTCCCIGTCTCCGGGTAAATGA ( SEQ ID NO : 244 ) 

May 10 , 2022 Sheet 32 of 70 

Abil Light chain ( chimera ) Full length protein sequence . QVLTOTASPVSPAVGSTVTINCRASOSVYYNNYLAWYOQKPGQPPKQLIYSTSTLASGVSSRFKGSGSGTOFTLTISDVOCDD AATYYCLGSYDCSNGDCFVFGGGTEVVVKRTVAAPSVFIFPPSDEOLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNS QESVTEQDSKDSTYSLSSILILSKADYEKHKVYACEVIHOGLSSPVIKSFNRGEC ( SEQ ID NO : 102 ) 

Ab11 Variable region light chain ( chimera ) protein sequence QVLTQTASPVSPAVGSTVTINCRASQSVYYNNYLAWYQQKPGQPPKOLIYSTSTLASGVSSRFKGSGSGTQFTLTISDVQCDD AATYYCLGSYDCSNGDCFVFGGGTEVVVKR ( SEQ ID NO : 101 ) 
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U.S. Patent 

Figure 110 

abil Variable region light chain ( chimera ) protein sequence . CDRI : Bold ; CDR2 : Underlined ; CDR3 : Italics . 

mac QVLTQTASPVSPAVGSTYTINCRASQSVYYNNYLAWYQQKPGQPPKQUIYSTSTLASGVSSRFKGSGSGTQFTL TISDVOCD DAATYYCLGSIDCSNGDCFFGGGTEVVVKR ( SEQ ID NOS ; 105 , 106 , 107 , respectively ) 
Abil Variable region light chain ( chimera DNA sequence . CDRI : Bold.CDR2 : Underlined : CDR3 : Italics . CAGGTGCTGACCCAGACIGCATCCCCCGTGTCTCCAGCTGTGGGAAGCACAGTCACCATCAATTGCCGGGCCAGTCAG AGTGTTTATTATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGCAGCCTCCCAAGCAACTGATCTATTCTAC ATCCACTCTGGCATCTGGGGTCTCATCGCGGTTCAAAGGCAGTGGATCTGGGACACAGTTCACTCTCACCATCAGCGAC GTGCAGTGTGACGATGCTGCCACTTACTACTGTCTACGCAGTTATG477GTAGTAATGGIGA7777777777TTCGGCGGAG GGACCGAGGTGGTGGTCAAACGT ( SEQ ID NO : 241 ) 

May 10 , 2022 

Abul Light chain ( chimera ) Full length DNA sequence . 

Sheet 33 of 70 

CAGGTGCTGACCCAGACTGCATCCCCCGTGTCTCCAGCTGTGGGAAGCACAGTCACCATCAATTGCCGGGCCAGTCAGA GIGITTAITATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGCAGCCTCCCAAGCAACIGAICTATICTACATC CACTCTGGCATCTGGGGTCTCATCGCGGTTCAAAGGCAGTGGATCTGGGACACAGTTCACTCTCACCATCAGCGACGTG CAGTGTGACGATGCTGCCACTTACTACTGTCTAGGCAGTTATGATTGTAGTAATGGTGATTGTTTTGTTITCGGCGGAGG GACCGAGGTGGTGGTCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGITGAAATCT GGAACIGCCTCIGITGTGTGCCIGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGIGGAAGGTGGATAACGCCC TCCAATCOOGTAACTCCCAGGAGAGTGTCACAGACCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAOCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCICGCCCGTCA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 242 ) 
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Ab12 

U.S. Patent 

Ab12 Heavy chain ( humanized ) Full length protein sequence , EVOLVESGGGLVOPGGSLRLSCAVSGIDVINYYMOWVROAPGKGLEWVGVIGVNGKRYYASWAKGRFTISRDNSKTTVYL OMNSLRAEDTAVYFCARGDIWGOGILVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGV HTFPAVIOSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTL MISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLIVLHODWLNGKEYKCKVSNKALPA PIEKTISKAKGQPREPOVYILPPSREEMTKNQVSLICLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD KSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEQ ID NO : 114 ) 

May 10 , 2022 

Ab12 Variable region heavy chain ( humanized ) protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGIDVINYYMQWVROAPGKGLEWVGVIGVNGKRYYASWAKGRFTISRDNSKITVYL OMNSLRAEDTAVYFCARGDIWGOGILVTVSS ( SEQ ID NO : 113 ) 

Sheet 34 of 70 

Ab12 Variable region heavy chain ( humanized ) protein sequence . CDR1 : Bold : CDR2 : Underlined ; CDR3 : Italics . EVOLVESGGGLVOPGGSLRLSCAVSGIDVTNYYMQWVRQAPOKGLEWVGVIGVNGKRYYASWAKGRFTISRDNSKTTVY LQMNSLRAEDTAVYFCARGDIWGQGTLVIVSS ( SEQ ID NOS : 118 , 119 , 120 , respectively ) Ab12 Variable region heavy chain ( humanized ) DNA sequence . CDR1 : Bold ; CDR2 : Underlined ; CDR3 : Italics . GAGGTGCAGCTTGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGTCTCTGGAA TCGACGTCACTAACTACTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGTG TGAATGGTAAGAGATACTACGCGAGCTGGGCGAAAGGCCGATTCACCATCTCCAGAGACAATTCCAAGACCACGGTGT ATCTTCAAAIGAACAGCCIGAGAGCIGAGGACACIGCIGIGTATITCIGIGCCAGAGGGGACARTGGGGCCAAGGGAC CCTCGTCACCGTCTCGAGC ( SEQ ID NO : 253 ) 
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Figure 12B 

Abt2 Heavy chain ( humanized ) full length DNA sequence . GAGGTGCAGCITGTGGAGICTGGGGGAGGCITGGTCCAGCCTGGGGGGTCCCIGAGACTCTCCTGTGCAGICICIGGAA TCGACGTCACTAACTACTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGTG TGAATGGTAAGAGATACTACGCGAGCIGGGCGAAAGGCCGATTCACCATCICCAGAGACAATTCCAAGACCACGGTGT ATCTTCAAATGAACAGCCTGAGAGCIGAGGACACTGCTGIGTATTTCTGTGCCAGAGGGGACATCTGGGGCCAAGGGA CCCTCGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGG GGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCT GACCAGCGGCGTGCACACCITCCCGGCIGICCTACAGICCICAGGACICTACICCCICAGCAGCGTGGIGACCGTGCCC TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTT GAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCC TCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGIGGACGTGAGCCA CGAAGACCCTGAGGTCAAGITCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGG AGCAGTACGCCAGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA AGTGCAAGGICTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAAC CACAGGIGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGICAGCCIGACCTGCCTGGTCAAAGGCT TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGC TGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTC ATGCTCCGIGATGCATGAGGCICTGCACAACCACTACACGCAGAAGAGCCTCICCCTGTCTCCGGGTAAATGA ( SEQ ID 

NO : 254 ) 

May 10 , 2022 Sheet 35 of 70 

Ab12 Light chain ( humanized ) Full length protein sequence . QVLTOSPSSLSASVGDRVTINCRASQSVYYNNYLAWYOQKPGKVPKQLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPEDV ATYYCLGSYDCSNGDCFVFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALOSGNSQ ESVTEODSKDSTYSLSSTLTLSKADYEKHK VYACEVTHOGLSSPVTKSFNRGEC ( SEQ ID NO : 112 ) 

Ab12 Variable region Light chain ( hunianized ) protein sequence . OVLTOSPSSLSASVGDRVTINCRASOSVYYNNYLAWYOOKPGKVPKOLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPEDV yoen ATYYCLGSYDCSNGDCFVFGGGTKVEIKR ( SEQ ID NO : IT ) 
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Figure 12C 

Ab12 Variable region Light chain ( humanized ) protein sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . QVLTOSPSSLSASVGDRVTINCRASQSVYYNNYLAWYQQKPGKVPKQLIYSTSTLASOVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSNGDCFVFGGGTKVEIKR ( SEQ ID NOS : 115 , 116 , 117 , respectively ) 
: 

Abi2 Variable region Light chain ( humanized DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . 

May 10 , 2022 

CAAGTGCIGACCCAGICTCCAICCICCCTGTCTGCAICTGTAGGAGACAGAGICACCAICAATTGCCGGGCCAGICAG AGTGTTTACTATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGAAAGTTCCTAAGCAACTGATCTATTCTAC ATCCACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTOGGACAGATTTCACTCTCACCATCAGCAGC CIGCAGCCTGAAGATGITGCAACITATTACTGTCIGGGCAG77476477GTAGT4A7GGIG47767777677TICGGCGGAG GAACCAAGGTGGAAATCAAACGT ( SEQ ID NO : 251 ) 

Abi2 Light chain ( hunianized ) Full length DNA sequence . 

Sheet 36 of 70 

CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTTACCATCAATTGCCGGGCCAGTCAGA GIGITTACIATAACAACTACCTAGCCTGGIATCAGCAGAAACCAGGGAAAGIICCTAAGCAACIGAICTATICTACATC CACTCTGGCATCTGGGGTCCCATCTCOTTTCAGTGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTG CAGCCTGAAGATGTTGCAACTTATTACTGTCTGGGCAGTTATGATTGTAGTAATGGTGATTGTTTTGTTTTCGGCGGAGG AACCAAGGIGGAAAICAAACGTACGGIGGCTGCACCATCTGTCTTCATCTTCCCGCCATCIGATGAGCAGTTGAAATCT GGAACIGCCTCIGITGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGIGGAAGGIGGATAACGCCC TCCAATCOOGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCIGCGAAGTCACCCATCAGGGCCTGAGCICGCCCGTCA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 252 ) 
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Figure 13A 
Ab13 

U.S. Patent 

Abi3 Heavy chain ( chimera ) Full length protein sequence . QSVEESGGGLVQPEGSLTLICTASGFDFSSNAMWWVRQAPGKGLEWIGCIYNGDGSTYYASWVNGRFSISKTSSTTVILOL NSLTVADTATYYCARDLDLWGPGILVTVSSASTKGPSVEPLAPSSKSTSGGTAALGCLVKDYEPEPVTVSWNSGALTSGVHT FPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPK PKDTLMI SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEOYASTYRVVSVLTVLHODWLNGKEYKCKVENKALPAPIE KTISKAKGQPREPOVYILPPSREEMTKNOVSLICLVKGFYPSDIAVEWESNGQPENNYKTIPPVLDSDGSFFLYSKLIVDKSR WQQGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEQ ID NO : 124 ) 

May 10 , 2022 

Ab13 Variable region heavy chain ( chinera protein sequence . QSVEESGGGLVOPEGSLTLTCTASGFDFSSNAMWWVRQAPGKGLEWIGCIYNGDGSTYYASWVNGRFSISKTSSTTVILOL NSLTVADIATYYCARDLDLWGPGILVTVSS ( SEQ ID NO : 123 ) 

Sheet 37 of 70 

Ab13 Variable region heavy chain ( chimera ) protein sequence , CDRI : Bold ; CDR2 : Underlined : CDR3 ; Italics . OSVEESGGGLVOPEGSLTLTCTASGFDFSSNAMWWVRQAPGKGUEWIGCIYNGDGSTYYASWVNGRESISKTSSTTVTLQL NSLTVADTATYYCARDIDLWGPGTLVTVSS ( SEQ ID NOS : 128 , 129 , 130 , respectively ) Ab13 Variable region heavy chain ( chimera ) DNA sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . CAGTCGGTGGAGGAGTCCGGGGGAGGCCTGGTCCAGCCTGAGGGATCCCTGACACTCACCTGCACAGCCTCTGGATTC GACTTCAGTAGCAATGCAATGTGGTGGGTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGATCGGATOCATTTACAA TGGTGATGGCAGCACATACTACGCGAGCTGGGTGAATGGCCGATTCTCCATCICCAAAACCTCGICGACCACGGIGACT CTGCAACIGAATAGTCIGACAGICGCGGACACGGCCACGTATTATIGTGCGAGAGANCTTGAC77GTGGGGCCCGGGCA CCCTCGTCACCGTCTCGAGC ( SEQ ID NO : 263 ) 
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Figure 13B 

Abi3 Heavy chain ( chimera Full length DNA sequence . 

U.S. Patent 

CAGICGGTGGAGGAGTCCGGGGGAGGCCIGGICCAGCCIGAGGGATCCCIGACACICACCIGCACAGCCICTGGATTO GACTTCAGTAGCAATGCAATGTGGTGGOTCCGCCAGGCTCCAGGGAAGGGGCTGGAGTGGATCGGATGCATTTACAAT GGIGATGGCAGCACATACTACGCGAGCIGGGTGAATGGCCGAITCTCCATCICCAAAACCTCGTCGACCACGGTGACIC TGCAACTGAATAGTCTGACAGICGCGGACACGGCCACGTATTATTGTGCGAGAGATCTTGACITGTGGGGCCCGGGCAC CCTCGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGG GGCACAGCGGCCCTGGGCTGCCTCGTCAAGCACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTG ACCAGCGGCGTGCACACCTTCCCGGCIGTCCTACAGICCICAGGACTCTACTCCCICAGCAGCGIGGTGACCGTGCCCT CCAGCAGCTTGGGCACCCAGACCTACATCTGCHACGTGAATCACAAGCCCAGCAACACCA AGGTGGACAAGAGAGTTG AGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCT CITCCCCCCAAAACCCAAGGACACCCICATGAICICCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCAC GAAGACCCTGAGGTCAAGITCAACTOGTACGIGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGA GCAGTACGCCAGCACOTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAOTACAA GIGCAAGGICICCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCAICICCAAAGCCAAAGGGCAGCCCCGAGAACC ACAGGTGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTT CTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCT GGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGOTGGCAGCAGGGGAACGTCTTCTCA TGCICCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAGAGCCICICCCIGICTCCGGGTAAAIGA ( SEQ ID 

NO : 264 ) 

May 10 , 2022 Sheet 38 of 70 

Ab13 Light chain ( chimera ) Full length protein sequence . AIVMTQTPSSKSVPVGDTVTINCQASESLYNNNALAWFOQKPGQPPKRLIYDASKLASGVPSRFSGGGSGTQFTITISGVQCD DAATYYCGGYRSDSVDGVAFAGGIEVVVKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALDSGN SOESVTEQDSKDSTYSLSSTI TUSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC ( SEQ ID NO : 122 ) 

Ab13 Variable region light chain ( chimera ) protein sequence . AIVMTQTPSSKSVPVGDTVTINCQASESLYNNNALAWFQQKPGQPPKRLIYDASKLASGVPSRFSGGGSGTOFTLTISGVOCD DAATYYCGGYRSDSVDGVAFAGGTEVVVKR ( SEQ ID NO : 121 ) 
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Figure 13C 

Ab13 Variable region light chain ( chimera ) protein sequence , CDRI : Bold : CDR2 : Underlined ; CDR3 : Italics . AIVMTOTPSSKSVPVGDTVTINCQASESLYNNNALAWFOQKPGQPPKRLIYDASKLASGVPSRFSGGGSGTQFTLTISGVQCD DAATYYCGGYRSDSVDGVAFAGGTEVVVKR ( SEQ ID NOS : 125 , 126 , 127 , respectively ) Abi3 Variable region light chain ( chimera DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . 

May 10 , 2022 

GCCATCGTGATGACCCAGACICCATCTTCCAAGICIGICCCIGIGGGAGACACAGICACCATCAATTGCCAGGCCAGT GAGAGTCTTTATAATAACAACGCCTTGGCCTGGTTTCAGCAGAAACCAGGGCAGCCTCCCAACCGCCTGATCTATGA TGCATCCAAACTGGCATCTGGGGTCOCATCGCGGTTCAGTGGCGGTGGGTCTOGGACACAGTTCACTCTCACCATCAGT GGCGTGCAGTGTGACGATGCTGCCACITACTACTGIGG4CGCTACAGAAGTGATAGIGINGA77G7GTTGC7TTCGCCGGA GGGACCGAGGTGGTGGTCAAACGT ( SEQ ID NO : 261 ) 
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GTGCAGTGTGACGATGCTGCCACITACTACTGTGGAGGCTACAGAAGTGATAGTGTTGATGGTGTTGCTTTCGCCGGAG GGACCGAGGIGGTGGTCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCIGATGAGCAGTTGAAATC TGGAACTGCCTCTGTIGTGIGCCTGCIGAATAACTICTATCCCAGAGAGGCCAAAGTACAGTGGAAGGIGGATAACGCC CTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTO ACGCIGAGCAAAGCAGACTACGAGAAACACAAAGICTACGCCTGCGAAGICACCCATCAGGGCCIGAGCICGCCCGIC ACAAAGAGCTTCAACAGGGGAGAGTGTTAG ( SEQ ID NO : 262 ) GCCATCGTGATGACCCAGACTCCATCTTCCAAGTCTGTCCCTGTGGGAGACACAGTCACCATCAATTGCCAGGCCAGTG Abi3 Light chain ( chimera ) Full length DNA sequence . AGAGICTITATAATAACAACGCCITGGCCTGGTITCAGCAGAAACCAGGGCAGCCTCCCAAGCGCCTGAICTATGATGC ATCCAAACTGGCATCTGGGGTCCCATCGCGGTTCAGTGGCGGTGGGTCTGGGACACIA " ***** 
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Figure 14A 
Ab14 

U.S. Patent 

Ab14 Heavy chain ( humanized ) Full length protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGIGLSSYYMOWVRQAPGKGLEWVGVIGSDGKTYYATWAKGRFTISRDNSKTTVYL OMNSLRAEDTAVYECTRGDIWGOGILVTVSSASTKGPSVFPLAPSSKSTSGGIAALGCLVKDYFPEPVTVSWNSGALTSGVH TFPAVIQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDARVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTUM ISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPI EKTISKAKGOPREPOVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKITPPVLDSDGSFFLYSKLTVDKS RWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK ( SEO ID NO : 134 ) 

May 10 , 2022 

Ab14 Variable region heavy chain ( humanized ) protein sequence . EVOLVESGGGLVOPGGSLRLSCAVSGIGLSSYYMQWVROAPGKGLEWVGVIGSDGKTYYATWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCTRGDIWGQGTLVIVSS ( SEQ ID NO : 133 ) 
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Ab14 Variable region heavy chain humanized ) protein sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . EVOLVESGGGLVOPGOSLRLSCAVSGIGLSSVYMQWVRQAPGKGLEWVGVIGSDGKTYYATWAKGRFTISRDNSKTTVYL QMNSLRAEDTAVYFCTRGDIWGQGTLVTVSS ( SEQ ID NOS : 138 , 139 , 140 , respectively ) Ab14 Variable region heavy chain ( humanized ) DNA sequence , CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . GAGGTGCAGCTTGTGGAGTCTGGGGGAGGCTTGGTCCAGCCTGGGGGGTCCCTGAGACTCTCCTGTGCAGTCTCTGGAA TCGGCCTCAGTAGCTACTACATGCAATGGGTCCGTCAGGCTCCAGGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGTA GIGATGGTAAGACATACTACGCGACCTGGGCGAAAGGCCGATTCACCATCICCAGAGACAATTCCAAGACCACGGTGT ATCITCAAAIGAACAGCCTGAGAGCIGAGGACACTGCIGTGTATITCIGTACCAGAGGGGACATC TGGGGCAAGGGAC 
CCTCGTCACCGTCTCGAGC ( SEQ ID NO : 273 ) 

US 11,325,967 B2 



Figure 14B 

Ab14 Heavy chain ( humanized ) full length DNA sequence , 

U.S. Patent 

GAGGTGCAGCITGIGGAGICTGGGGGAGGCITGGTCCAGCCTGGGGGGIOCCIGAGACICICCIGIGCAGICICIGGAA TCGGCCTCAGTAGCTACTACATGCAATGGGTCCGTCAGGCTCCACGGAAGGGGCTGGAGTGGGTCGGAGTCATTGGTA GIGATGGTAAGACATACTACGCGACCTGGGCGAVAGGCCGATICACCATCTCCAGAGACAATICCAAGACCACGGTGT ATCTTCAAATGAACAGCCTGAGAGCTGAGGACACTGCTGTGTATTTCTGTACCAGAGGGGACATCTGGGGCCAAGGGA CCCTCGTCACCGTCTCGAGCGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGG GGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCCAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCT GACCAGCGGCGTGCACACCITCCCGGCTGTCCTACAGTCCICAGGACTCTACTCCCICAGCAGCGTGGTGACCGTGCCC TCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAACCCCAGCAACACCAAGGTGGACGCGAGAGTT GAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCC TCITCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGICACATGCGTGGIGGIGGACGTGAGCCA CGAAGACCCIGAGGTCAAGIICAACTGGIACGTGGACGGCGTGGAGGIGCATAATGCCAAGACAAAGCCGCGGGAGG AGCAGTACGCCAGCACGTACCGTGTGOTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACA AGTGCAAGGTCTCCAACAAAGCCCICCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAAC CACAGGIGTACACCCTGCCCCCATCCCGGGAGGAGATGACCAAGAACCAGGTCAGCCTGACCTGCCTGGICAAAGGCT TCTATCCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGC TGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGGAACOTCTTCTC ATGCTCCGTGATGCATGAGGCICTGCACAACCACTACACGCAGAAGAGCCTCICCCTGICTCCGGGTAAATGA ( SEQ ID 

NO : 274 ) 
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Ab14 Light chain ( humanized ) Full length protein sequence . 
OVLTOSPSSLSASVGDRVTINCOASONVYNNNYLAWYOQKPGK VPKQLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSRGDCFVFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNS QESVTEQDSKDSTYSLSSTLTLSKADYEKHK VYACEVTHOGLSSPVTKSFNRGEC ( SEQ ID NO : 132 ) 

Ab14 Variable region Light chain ( hunianized ) protein sequence , OVLTOSPSSLSASVGDRVTINCQASONVYNNNYLAWYOOKPGKVPKOLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSRGDCFVFGGGTKVEIKR ( SEQ ID NO : 131 ) 
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Figure 140 

ab14 Variable region Light chain ( humanized ) protein sequence . CDR1 : Bold : CDR2 : Underlined : CDR3 : Italics . QVLTOSPSSLSASVGDRVTINCQASONVYNNNYLAWYOQKPGKVPKQLIYSTSTLASGVPSRFSGSGSGTDFTLTISSLOPED VATYYCLGSYDCSRGDCFVFGGGTKVEIKR ( SEQ ID NOS ; 135 , 136 , 137 , respectively ) Ab14 Variable region Light chain ( humanized ) DNA sequence . CDRI : Bold : CDR2 : Underlined : CDR3 : Italics . CAAGIGCIGACCCAGTCTCCAICCICCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAG AATGITTACAATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGAAAGTTCCTAAGCAACTGATCTATTCTAC ATCCACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGOGACAGATTTCACTCTCACCATCAGCAGC CIGCAGCCTGAAGATGTTGCAACITATTACTGICIOGGCAGITA76477GTAGTOGIGGIG47777777777TTCGGCGGAG GAACCAAGGTGGAAATCAAACGT ( SEQ ID NO : 271 ) 

May 10 , 2022 

Ab14 Light chain ( humanized ) Full length DNA sequence . 
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CAAGTGCTGACCCAGTCTCCATCCTCCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCAATTGCCAGGCCAGTCAGA ATGITTACAATAACAACTACCTAGCCTGGTATCAGCAGAAACCAGGGAAAGTTCCTAAGCAACIGATCTATICTACAIC CACTCTGGCATCTGGGGTCCCATCTCGTTTCAGTGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGCCTG CAGCCTGAAGATGTTGCAACTTATTACTGICICGGCAGTTATGATTGTAGTCGTGGTGATTGTTTTGTITTOGGCGGAGG AACCAAGGTGGAAATCAAACGTACGGIGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCT GGAACIGCCTCIGITGTGTGCCIGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGIGGAAGGTGGATAACGCCC TCCAATCOOGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGA CGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCICGCCCGTCA CAAAGAGCTICAACAGGGGAGAGTGTTAG ( SEQ ID NO : 272 ) 
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Figure 19 Human CGRPA CAMP 
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20000 

Ab1 Ab2 

May 10 , 2022 

15000 

Ab4 

Signal 
5000 

Sheet 47 of 70 

Antibody Conc . ( nM ) 
1050 ( PM ) 531 452 

US 11,325,967 B2 



U.S. Patent 

Figure 20 Human CGRPA CAMP 
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Figure 21 Human CGRPA CAMP 
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Figure 24 Human CGRPA CAMP 

Inhibition of CGRP - driven cAMP production 
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Figure 31 Rat CGRP CAMP 
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Figure 32 Rat CGRP CAMP 
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Figure 33 Rat CGRP CAMP 
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Figure 34 Rat CGRP CAMP 
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Figure 35 Rat CGRP CAMP 
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Figure 37 Rat CGRP CAMP 
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Figure 38 
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Figure 39 

Reduction in Vasodilatation Following Capsaicin Administration 
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USE OF ANTI - CGRP ANTIBODIES AND photophobic side effects of CGRP and to treat conditions 
ANTIBODY FRAGMENTS TO PREVENT OR involving photophobia including e.g. , migraine . 

INHIBIT PHOTOPHOBIA OR LIGHT A 
VERSION IN SUBJECTS IN NEED THEREOF , Description of Related Art 

ESPECIALLY MIGRAINE SUFFERERS 
Calcitonin Gene Related Peptide ( CGRP ) is produced as 

CROSS - REFERENCE TO RELATED a multifunctional neuropeptide of 37 amino acids in length . 
APPLICATIONS Two forms of CGRP , the CGRP - alpha and CGRP - beta 

forms , exist in humans and have similar activities . CGRP 
This application is a Divisional of U.S. application Ser . 10 alpha and CGRP - beta differ by three amino acids in humans , 

No. 15 / 621,105 filed Jun . 13 , 2017 , which is a Divisional of and are derived from different genes . The CGRP family of 
peptides includes amylin , adrenomedullin , and calcitonin , U.S. application Ser . No. 13 / 476,632 , filed May 21 , 2012 although each has distinct receptors and biological activities . ( now U.S. Pat . No. 9,708,393 ) , which claims benefit of U.S. Doods , H. , Curr . Op . Invest . Drugs , 2 ( 9 ) : 1261-78 ( 2001 ) . Provisional Appl . No. 61 / 496,860 , filed Jun . 14 , 2011 , and CGRP is released from numerous tissues such as trigemi U.S. Provisional Appl . No. 61 / 488,600 , filed May 20 , 2011 , nal nerves , which when activated release neuropeptides 

each of which is hereby incorporated by reference in its within the meninges , mediating neurogenic inflammation 
entirety . that is characterized by vasodilation , vessel leakage , and 

This application includes as part of its disclosure a mast - cell degradation . Durham , P. L. , New Eng . J. Med . , 350 
biological sequence listing which is being concurrently 20 ( 11 ) : 1073-75 ( 2004 ) . The biological effects of CGRP are 
submitted through EFS - Web . Said biological sequence list- mediated via the CGRP receptor ( CGRP - R ) , which consists 
ing is contained in a file named “ 4325702604.txt " which was of a seven - transmembrane component , in conjunction with 
created Apr. 18 , 2019 , and has a size of 204,115 bytes , receptor - associated membrane protein ( RAMP ) . CGRP - R 
and is hereby incorporated by reference in its entirety . further requires the activity of the receptor component 

25 protein ( RCP ) , which is essential for an efficient coupling to 
BACKGROUND OF THE INVENTION adenylate cyclase through G proteins and the production of 

CAMP . Doods , H. , Curr . Op . Invest . Drugs , 2 ( 9 ) : 1261-78 
Field of the Invention ( 2001 ) . 

Migraines constitute a neurovascular disorder affecting 
This invention pertains to the discovery that polypeptides 30 approximately 10 % of the adult population in the U.S. , and 

that inhibit the CGRP / CGRP receptor interaction and / or are typically accompanied by intense headaches . Approxi 
antibodies and antibody fragments that specifically bind mately 20-30 % of migraine sufferers experience aura , com 
CGRP or to a CGRP receptor may be used inhibit prising focal neurological phenomena that precede and / or 
CGRP - induced photophobia when administered to a subject accompany the event . CGRP is believe to play a prominent 
in need thereof . Polypeptides that inhibit the CGRP / CGRP 35 role in the development of migraines . For example , plasma 
receptor interaction for use in the invention include by way concentrations of CGRP were identified elevated in jugular 
of example antibodies and antibody fragments specific to venous blood during the headache phase of migraines , to the 
CGRP or the CGRP receptor and fragments or variants of exclusion of other neuropeptides . Moreover , according to 
CGRP or the CGRP receptor that inhibit CGRP from inter- Arulmozhi et al , the following has been identified in 
acting with CGRP receptors . As photophobia is an adverse 40 migraine sufferers : ( 1 ) a strong correlation between plasma 
side - effect often associated with many disorders including CGRP concentrations and migraines ; ( 2 ) the infusion of 
by way of example migraine with and without aura and other CGRP produced a migraine - like headache ; ( 3 ) baseline 
headache conditions ( as well as other indications disclosed CGRP levels were elevated ; and ( 4 ) changes in plasma 
infra ) t these CGRP - receptor inhibitors , e.g. , antibodies and CGRP levels during migraine attacks significantly correlated 
antibody fragments specific to CGRP or the CGRP receptor 45 with headache intensity . Arulmozhi , D. K. , et al . , Vas . 
should be well suited for inhibiting the photophobia often Pharma . , 43 : 176-187 ( 2005 ) . In addition , in the Journal of 
associated with migraine and other headache conditions as the International Association for the Study of Pain PII : 
well as for treating other conditions associated with photo- S0304-3959 ( 11 ) 00313-7 ; doi : 10.1016 / j.pain.2011.04.033 , 
phobia . The results also suggest that these antibodies and published online 6 Jun . 2011 , Hou et al . , reported that 
antibody fragments may be used to prevent the onset of 50 keratinocyte expression of calcitonin gene - related peptide ß 
photophobia in subjects in need thereof such as individuals has implications for neuropathic and inflammatory pain 
with a chronic history of photophobia , e.g. , as a result of mechanisms . 
migraine ( with or without aura ) , other headache condition , One effective treatment for migraines is the administra 
depression , agoraphobia or other conditions prone to pho- tion of triptans , which are a family of tryptamine - based 
tophobia if the antibodies are administered prophylactically . 55 drugs , including sumatriptan and rizatriptan . Members of 
The invention contemplates the use of these anti - CGRP this family have an affinity for multiple serotonin receptors , 
antibodies and antibody fragments as a monotherapy or in including 5 - HT1B , 5 - HT D , and 5 - HTF . Members of this 
therapeutic regimens with other active agents , e.g. , analge- family of drugs selectively constrict cerebral vessels , but 
sics , opioids , antidepressants or other actives dependent on also cause vasoconstrictive effects on coronary vessels . 
the condition and the individual treated . 60 Durham , P. L. , New Eng . J. Med . , 350 ( 11 ) : 1073-75 ( 2004 ) . 

The invention further provides methods of screening There is a theoretical risk of coronary spasm in patients with 
CGRP - receptor inhibitors , e.g. , anti - CGRP or anti - CGRP established heart disease following administration , and car 
receptor antibodies and fragments thereof ( including Fab diac events after taking triptans may rarely occur . Noted to 
fragments ) having binding specificity to human Calcitonin be contraindicated for patients with coronary vascular dis 
Gene Related Peptide ( hereinafter “ CGRP ” ) or the CGRP 65 ease . 
receptor in specific animal models to determine the in vivo Similarly , pain may often be addressed through the 
effects thereof , most especially their ability to antagonize the administration of certain narcotics or non - steroidal anti 

9 

ID : 

a 



a 

US 11,325,967 B2 
3 4 

inflammatory drugs ( NSAIDs ) . However , the administration ospasm . The mechanisms underlying photophobia involve 
of these treatments may occur at the cost of certain negative the trigeminal system . Photophobia in blind patients sug 
consequences . NSAIDs have the potential to cause kidney gests contributions from a nonvisual pathway . In addition , 
failure , intestinal bleeding , and liver dysfunction . Narcotics trigeminal autonomic cephalalgias , a less common group of 
have the potential to cause nausea , vomiting , impaired 5 primary headache disorders , are characterized by unilateral 
mental functioning , and addiction . Therefore , it is desirable trigeminal - mediated pain frequently associated with ipsilat 
to identify alternative treatments for pain in order to avoid eral photophobia . 
certain of these negative consequences . Stimulation of trigeminal sensory neurons results in the 

Aside from migraine , CGRP is believed to play a role in release of neuropeptides ( including substance P and calci 
a multitude of diseases and disorders , including but not 10 tonin gene - related peptide , producing blood vessel dilation 
limited to other headache conditions , and pain . Due to the and mast cell , endothelial , and platelet activation ( neuro 
perceived involvement of CGRP in these diseases and genic inflammation ) , which leads to migraine . ( Buzzi MG , 
disorders , there remains a need in the art for compositions Dimitriadou V , Theoharides T C , Moskowitz M A. 5 - Hy 
and methods useful for preventing or treating diseases and droxytryptamine receptor agonists for the abortive treatment 
disorders associated with CGRP , while avoiding adverse 15 of vascular headaches block mast cell , endothelial and 
side effects . There in particular remains a need in the art for platelet activation within the rat dura mater after trigeminal 
compositions or methods that reduce or inhibit photophobia stimulation . Brain Res 1992 ; 583 : 137-149 ) . CGRP is 
in diseases or disorders associated with CGRP , such as elevated in external jugular venous blood during acute 
migraines , headaches , and pain . migraine pain , ( Goadsby P J , Edvinsson L , Ekman R. 
Migraineurs typically develop worsening pain and 20 Vasoactive peptide release in the extracerebral circulation of 

migraine symptoms when exposed to light , a phenomenon humans during migraine headache . Ann Neurol 1990 ; 
known as photophobia . Photophobia is also common in 28 : 183-187 ) and triptans reduce elevated CGRP levels . In 
ocular disorders , such as iritis and uveitis , and intracranial animal mice sensitized to CGRP demonstrate more 
disorders , such as meningitis . In the classic visual pathway , light - aversive behavior when exposed to exogenous CGRP . 
light activates rods and cones in the retina , which activate 25 The administration of olcegepant , a CGRP receptor antago 
retinal ganglion cells that project via the optic nerve , to the nist , prevented photophobia in these mice . ( See Recober A , 
lateral geniculate nucleus , superior colliculus , and then the Kaiser E A , Kuburas A , Russo A F. Induction of multiple 
visual cortex . This pathway includes image - forming and photophobic behaviors in a transgenic mouse sensitized to 
non - image - forming data . A new pathway ( non - image - form- CGRP . Neuropharmacology 2010 ; 58 : 156-165 ) . 
ing information ) allows maintenance of normal circadian 30 However , while the use of anti - CGRP or anti - CGRP 
rhythms via the suprachiasmatic nucleus and is regulated by receptor antibodies and fragments to treat migraine has been 
intrinsically photosensitive retinal ganglion cells ( ipRGCs ) . suggested , to the best of Applicant's knowledge there has 
These ipRGCs are independent of the rods and cones and been no report of any polypeptide CGRP antagonist or in 
contain melanopsin , a photopigment . particular an anti - CGRP or anti - CGRP receptor antibody or 

Noseda et al . ( Noseda , R. et al . A neural mechanism for 35 antibody fragment able to alleviate or prevent the photo 
exacerbation of headache by light . Nat . Neurosci . 13 , 239- phobic side effects of CGRP in vivo . The development of 
245 ( 2010 ) ) studied blind individuals who had migraine and novel polypeptides that act as inhibitors of the CGRP / CGRP 
correlated these findings with rat models involving tracing receptor interaction such as anti - CGRP or anti - CGRP recep 
of ipRGC projections to areas in perception of pain from the tor antibodies or anti - CGRP or anti - CGRP receptor antibody 
dura . Of the blind patients with migraine , 6 had no light 40 fragments would be beneficial for patients who either do not 
perception due to severe optic nerve damage or bilateral respond to current migraine therapeutics such as triptans or 
enucleation . These subjects experienced abnormal sleep who cannot take or tolerate them because of their potential 
patterns and poor pupillary light responses . Their migraines vasoconstrictive effects . 
did not worsen with light exposure . In contrast , 14 blind 
subjects who were able to detect light despite minimal 45 BRIEF SUMMARY OF THE INVENTION 
perception of images had normal sleep patterns and a normal 
pupillary light reflex . Despite widespread rod and cone This invention relates to the discovery that polypeptides 
degeneration , these patients had worsening migraine symp- which inhibit the CGRP / CGRP receptor interaction such as 
toms with light exposure during migraine attacks , suggest- anti - CGRP or anti - CGRP receptor antibodies and anti 
ing that ipRGCs , and not rods and cones , are important in 50 CGRP or anti - CGRP receptor antibody fragments ( including 
photophobia . Fab fragments ) having binding specificity to human Calci 

These retinal projections of non - image - forming brain tonin Gene Related Peptide ( hereinafter “ CGRP ” ) as well as 
areas project to the contralateral dorsocaudal region of the fragments of CGRP and the CGRP receptor that inhibit the 
posterior thalamus , as demonstrated by anterograde tracing CGRP / CGRP receptor interaction may be used to prevent or 
in the rat . ipRGC input to this area modulates dura - sensitive 55 inhibit photophobia , especially CGR associated photopho 
pain neurons , which also project to this region . Thalamic bia . Herein we particularly exemplify an anti - CGRP anti 
neurons , dually sensitive to dural pain and light input , body identified as Ab3 infra , that very effectively alleviates 
project widely to multiple cortical regions , including the or prevents photophobia , especially the photophobic effects 
primary somatosensory cortex , the primary and secondary of CGRP . Other preferred examples for use in the claimed 
motor cortices , the parietal association cortex , and the 60 therapies are Ab6 and Ab 10 among others . 
primary and secondary visual cortices . These cortical pro- Based thereon the invention relates to the use of poly 
jections may help explain other common migraine symp- peptides which inhibit the CGRP / CGRP receptor interaction 
toms , in addition to photophobia , such as motor weakness or such as anti - CGRP or anti - CGRP receptor antibodies and 
incoordination , visual disturbances , and poor concentration . anti - CGRP or anti - CGRP receptor antibody fragments ( in 

Photophobia also accompanies other less frequent but 65 cluding Fab fragments ) having binding specificity to human 
likewise disabling conditions , such as cluster headache and Calcitonin Gene Related Peptide ( hereinafter “ CGRP ” ) as 
other trigeminal autonomic cephalalgias and blephar- well as fragments of CGRP and the CGRP receptor that 
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inhibit the CGRP / CGRP receptor interaction , preferably other hormonal associated migraines , cluster headaches or 
anti - CGRP antibodies and anti - CGRP antibody fragments pain disorder associated with headache . 
for treating or preventing photophobia . The invention Still further , the invention involves a method of deter 
embraces the treatment or prevention of any photophobia , mining a suitable therapeutic dosage or dosage regimen of 
and in particular includes treatment or prevention of photo- 5 the candidate polypeptide CGRP / CGRP receptor inhibitor , 
phobia associated with migraine , and other disorders asso- e.g. , anti - CGRP or anti - CGRP receptor antibody or antibody 
ciated with photophobia such as cluster headache and other fragment in humans based on the effects of said polypeptide , 
trigeminal autonomic cephalalgias and blepharospasm , e.g. , an antibody or antibody fragment in a light aversive 
depression , bipolar disorders , agoraphobia , meningitis , and behavioral Nestin / hRAMP1 rodent animal model described 
photophobias associated with eye related conditions , autism , 10 in detail infra . 
chronic fatigue syndrome , menstrual migraines , and other Further the invention relates to methods of assessing 
photopbia - associated conditions . based on results in a rodent CGRP ( Nestin / hRAMP1 animal 

This invention also pertains to methods of screening model ) a suitable therapeutic dosage or dosage regimen of 
polypeptides which inhibit the CGRP / CGRP receptor inter- the candidate polypeptide , e.g. , an anti - CGRP or anti - CGRP 
action such as anti - CGRP or anti - CGRP receptor antibodies 15 receptor antibody or antibody fragment in humans . 
and anti - CGRP or anti - CGRP receptor binding antibody In preferred embodiments the present invention is 
fragments ( including Fab fragments ) having binding speci- directed to therapeutic usage of specific antibodies and 
ficity to human CGRP as well as fragments of CGRP and the fragments thereof having binding specificity for CGRP , in 
CGRP receptor that inhibit the CGRP / CGRP receptor inter- particular antibodies having desired epitopic specificity , 
action , in specific photophobia animal models , e.g. , the 20 high affinity or avidity and / or functional properties . In 
nestin / hRAMP1 rodent model disclosed infra , to determine preferred embodiments this invention relates to assays and 
the in vivo effects thereof , especially the ability of these usage of the antibodies described herein , comprising the 
polypeptides to inhibit the CGRP / CGRP receptor interaction sequences of the VH , V , and CDR polypeptides described 
in vivo and thereby antagonize the adverse in vivo side herein , and the polynucleotides encoding them . A preferred 
effects of CGRP including photophobia and to treat CGRP 25 embodiment of the invention is directed to chimeric or 
conditions involving CGRP associated photophobia includ- humanized antibodies and fragments thereof ( including Fab 
ing migraine and other disorders associated with photopho- fragments ) capable of binding to CGRP or the CGRP 
bia such as cluster headache and other trigeminal autonomic receptor and / or inhibiting the biological activities mediated 
cephalalgias and blepharospasm , depression , bipolar disor- by the binding of CGRP to the CGRP receptor ( “ CGRP - R ” ) . 
ders , and other photophobia - associated conditions identified 30 In another preferred embodiment of the invention , the 
herein . assays and therapies use full length antibodies and Fab 

Also the invention specifically involves a method of fragments thereof that inhibit the CGRP - alpha- , CGRP 
assessing the potential in vivo efficacy of a candidate poly- beta- , and rat CGRP - driven production of CAMP . In a further 
peptide which inhibit the CGRP / CGRP receptor interaction preferred embodiment of the invention , full length and Fab 
such as anti - CGRP or anti - CGRP receptor antibodies and 35 fragments thereof are contemplated that reduce vasodilation 
anti - CGRP or anti - CGRP receptor antibody fragments ( in- and inhibit or prevent photophobia in a recipient following 
cluding Fab fragments ) having binding specificity to CGRP administration . 
as well as fragments of CGRP and the CGRP receptor that In another embodiment of the invention , chimeric or 
inhibit the CGRP / CGRP receptor interaction , preferably an humanized antibodies and fragments thereof ( including Fab 
anti - CGRP or anti - CGRP receptor antibody or antibody 40 fragments ) capable of binding to CGRP or the CGRP 
fragment comprising determining whether the polypeptide , receptor are useful in methods directed to reducing , treating , 
e.g. , an antibody , inhibits light aversive behavior in a trans- or preventing photophobia associated with one or more of 
genic rodent which exhibits photoaversion when adminis- the following conditions : migraines ( with or without aura ) , 
tered CGRP compared to the photoaversive behavior of the cancer or tumors , angiogenesis associated with cancer or 
rodent administered CGRP in the absence of the candidate 45 tumor growth , angiogenesis associated with cancer or tumor 
CGRP / CGRP receptor inhibitor polypeptide . survival , weight loss , pain , hemiplagic migraines , cluster 

Also , the invention involves a method of assessing the headaches , menstrual migranes , migrainous neuralgia , 
potential in vivo efficacy of a candidate polypeptide which chronic headaches , tension headaches , general headaches , 
inhibit the CGRP / CGRP receptor interaction such as anti- hot flashes , chronic paroxysomal hemicrania , secondary 
CGRP or anti - CGRP receptor antibodies and anti - CGRP or 50 headaches due to an underlying structural problem in the 
anti - CGRP receptor antibody fragments ( including Fab frag- head or neck , cranial neuralgia , sinus headaches ( such as for 
ments ) as well as fragments of CGRP and the CGRP example associated with sinusitis ) , headache - free migraine , 
receptor that inhibit the CGRP / CGRP receptor interaction , abdominal migraine , and allergy - induced headaches or 
preferably an anti - CGRP antibody or anti - CGRP receptor migraines . 
antibody or antibody fragment to treat a neurological con- 55 Common causes of photophobia include migraine head 
dition or other condition characterized by increased CGRP aches , cataracts , or severe ophthalmologic diseases such as 
levels that result in photophobia . uveitis or corneal abrasion . A more extensive list of disor 

Further , the invention specifically involves a method of ders associated with photophobia includes eye related causes 
assessing the potential in vivo efficacy of a candidate poly- such as Achromatopsia , Aniridia , Anticholinergic drugs may 
peptide which inhibits the CGRP / CGRP receptor interaction 60 cause photophobia by paralyzing the iris sphincter muscle , 
such as anti - CGRP or anti - CGRP receptor antibodies and Aphakia ( absence of the lens of the eye ) , Buphthalmos 
anti - CGRP or anti - CGRP receptor antibody fragments as ( abnormally narrow angle between the cornea and iris ) , 
well as fragments or variants of CGRP species and CGRP Cataracts , Cone dystrophy , Congenital abnormalities of the 
receptors that inhibit the CGRP / CGRP receptor interaction , eye , Viral conjunctivitis ( “ pink eye ” ) Corneal abrasion , 
preferably anti - CGRP or anti - CGRP receptor antibodies or 65 Corneal dystrophy , Corneal ulcer , disruption of the corneal 
antibody fragments to treat or prevent photophobia in epithelium , such as that caused by a corneal foreign body or 
migraine or chronic migraine , menstrual or menopausal or keratitis , Ectopia lentis , Endophthalmitis , Eye trauma 
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caused by disease , injury , or infection such as chalazion , mammalian cells such as CHO , NSO or HEK 293 cells , or 
episcleritis , glaucoma , keratoconus , or optic nerve hypopla- yeast cells ( for example diploid yeast such as diploid Pichia ) 
sia , Hydrophthalmos , or congenital glaucoma Iritis , Optic and other yeast strains . 
neuritis , Pigment dispersion syndrom , Pupillary dilation 
( naturally or chemically induced ) , Retinal detachment , Scar- 5 BRIEF DESCRIPTION OF THE SEVERAL 
ring of the cornea or sclera and Uveitis . VIEWS OF THE DRAWINGS 

In addition photophobia has nervous system - related or 
urological causes including : Autism spectrum disorders , FIG . 1A - C provides polynucleotide and polypeptide 
Chiari malformation , Dyslexia , Encephalitis including sequences corresponding to the full - length Antibody Abl . Myalgic encephalomyelitis aka Chronic fatigue syndrome , 10 FIG . 2A - C provides polynucleotide and polypeptide Meningitis , Subarachnoid haemorrhage , Tumor of the pos sequences corresponding to the full - length Antibody Ab2 . 
terior cranial fossa , as well as other causes such as Anky FIG . 3A - C provides polynucleotide and polypeptide losing spondylitis , Albinism , Ariboflavinosis , Benzodiaz 
epines ( long term sequences corresponding to the full - length Antibody Ab3 . of withdrawal from FIG . 4A - C provides polynucleotide and polypeptide benzodiazepines ) , Chemotherapy , Chikungunya , Cystinosis , 15 
Ehlers - Danlos syndrome , Hangover , Influenza , Infectious sequences corresponding to the full - length Antibody Ab4 . 
Mononucleosis , Magnesium deficiency , Mercury poisoning , FIG . 5A - C provides polynucleotide and polypeptide 
Migraine , Rabies , and Tyrosinemia type II , also known as sequences corresponding to the full - length Antibody Ab5 . 
" Richner - Hanhart syndrome ” . Additionally it is known that FIG . 6A - C provides polynucleotide and polypeptide 
photophobia is elevated in depression , bipolar disorder and 20 sequences corresponding to the full - length Antibody Abb . 
agoraphobia . FIG . 7A - C provides polynucleotide and polypeptide 

In another embodiment of the invention these antibodies sequences corresponding to the full - length Antibody Ab7 . 
and humanized versions for treatment or prevention of FIG . 8A - C provides polynucleotide and polypeptide 
photophobia may be derived from rabbit immune cells ( B sequences corresponding to the full - length Antibody Ab8 . 
lymphocytes ) and may be selected based on their homology 25 FIG . 9A - C provides polynucleotide and polypeptide 
( sequence identity ) to human germ line sequences . These sequences corresponding to the full - length Antibody Ab9 . 
antibodies may require minimal or no sequence modifica- FIG . 10A - C provides polynucleotide and polypeptide 
tions , thereby facilitating retention of functional properties sequences corresponding to the full - length Antibody Ab10 . 
after humanization . A further embodiment of the invention FIG . 11A - C provides polynucleotide and polypeptide 
is directed to fragments from anti - CGRP or anti - CGRP 30 sequences corresponding to the full - length Antibody Ab11 . receptor antibodies encompassing VH , V , and CDR poly FIG . 12A - C provides polynucleotide and polypeptide 
peptides , e.g. , derived from rabbit immune cells and the sequences corresponding to the full - length Antibody Ab12 . polynucleotides encoding the same , as well as the use of FIG . 13A - C provides polynucleotide and polypeptide these antibody fragments and the polynucleotides encoding them in the creation of novel antibodies and polypeptide 35 sequences corresponding to the full - length Antibody Ab13 . 
compositions capable of binding to CGRP and / or CGRP / FIG . 14A - C provides polynucleotide and polypeptide 
CGRP - R complexes . sequences corresponding to the full - length Antibody Ab14 . 

The invention also contemplates conjugates of anti - CGRP FIG . 15 provides the CGRP - alpha ELISA binding data 
or anti - CGRP receptor antibodies and binding fragments obtained following the protocol in Example 1 infra for 
thereof for treatment or prevention of photophobia conju- 40 antibodies Ab1 , Ab2 , Ab3 , and Ab4 . 
gated to one or more functional or detectable moieties . The FIG . 16 provides the CGRP - alpha ELISA binding data 
invention also contemplates methods of making said chime- obtained following the protocol in Example 1 infra for 
ric or humanized anti - CGRP or anti - CGRP - R antibodies or antibodies Ab5 , Ab6 , Ab7 , and Ab8 . 
anti - CGRP / CGRP - R complex antibodies and binding frag- FIG . 17 provides the CGRP - alpha ELISA binding data 
ments thereof for treatment or prevention of photophobia . In 45 obtained following the protocol in Example 1 infra for 
one embodiment , binding fragments include , but are not antibodies Abo , Ab10 , and Ab14 . 
limited to , Fab , Fab ' , F ( ab ' ) 2 , Fv , scFv fragments , SMIPs FIG . 18 provides the CGRP - alpha ELISA binding data 
( small molecule immunopharmaceuticals ) , camelbodies , obtained following the protocol in Example 1 infra for 
nanobodies , and IgNAR . antibodies Ab11 , Ab12 , and Ab13 . 

Embodiments of the invention pertain to the use of 50 FIG . 19 demonstrates the inhibition of CGRP - alpha 
polypeptide CGRP / CGRP receptor inhibitors , e.g. , anti- driven cAMP production by antibodies Ab1 , Ab2 , and Ab4 , 
CGRP or anti - CGRP - R antibodies or antibody fragments obtained following the protocol in Example 1 infra . 
and CGRP or CGRP - R fragments , preferably anti - CGRP or FIG . 20 demonstrates the inhibition of CGRP - alpha 
anti - CGRP - R antibodies and binding fragments thereof for driven cAMP production by antibody Ab3 , obtained follow 
the diagnosis , assessment and treatment of diseases and 55 ing the protocol in Example 1 infra . 
disorders associated with CGRP or aberrant expression FIG . 21 demonstrates the inhibition of CGRP - alpha 
thereof especially for the treatment or prevention of photo- driven cAMP production by antibodies Ab5 and Abb , 
phobia . The invention also contemplates the use of poly- obtained following the protocol in Example 1 infra . 
peptide CGRP / CGRP receptor inhibitors , e.g. , anti - CGRP or FIG . 22 demonstrates the inhibition of CGRP - alpha 
anti - CGRP receptor antibodies or CGRP or CGRP receptor 60 driven cAMP production by antibodies Ab7 , Ab8 , Abg , and 
fragments , especially fragments of anti - CGRP antibodies for Ab10 , obtained following the protocol in Example 1 infra . 
the diagnosis , assessment and treatment of diseases and FIG . 23 demonstrates the inhibition of CGRP - alpha 
disorders associated with CGRP or aberrant expression driven cAMP production by antibodies Ab11 , Ab12 , and 
thereof especially for treatment or prevention of photopho- Ab13 , obtained following the protocol in Example 1 infra . 
bia . Other embodiments of the invention relate to the pro- 65 FIG . 24 demonstrates the inhibition of CGRP - alpha 
duction of anti - CGRP or anti - CGRP receptor antibodies or driven cAMP production by antibody Ab14 , obtained fol 
fragments thereof in recombinant host cells , for example lowing the protocol in Example 1 infra . 
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FIG . 25 demonstrates the inhibition of CGRP - beta - driven administered CGRP via ICV administration . The data in the 
CAMP production by antibodies Abi , Ab2 , and Ab3 , left side of the graph is the total time in light ( seconds ) for 
obtained following the protocol in Example 1 infra . the first 10 minutes post - CGRP administration , and the data 
FIG . 26 demonstrates the inhibition of CGRP - beta - driven on the right side of the graph is the total time in light 

CAMP production by antibodies Ab4 , Ab5 , and Ab6 , 5 ( seconds ) for the first 20 minutes measured post - CGRP obtained following the protocol in Example 1 infra . injection . The data reveal that the mice who received the 
FIG . 27 demonstrates the inhibition of CGRP - beta - driven anti - CGRP antibody Ab3 ( disclosed infra ) had a statistically 

CAMP production by antibodies Ab7 and Abs , obtained significant increase in the amount of time spent in the light 
following the protocol in Example 1 infra . relative to the mice who received the controls . 
FIG . 28 demonstrates the inhibition of CGRP - beta - driven 10 

CAMP production by antibodies Ab9 , Ab10 , and Ab14 , DETAILED DESCRIPTION OF PREFERRED 
obtained following the protocol in Example 1 infra . EMBODIMENTS 
FIG . 29 demonstrates the inhibition of CGRP - beta - driven 

CAMP production by antibodies Abil , Ab12 , and Ab13 , Definitions 
obtained following the protocol in Example 1 infra . 
FIG . 30 demonstrates the inhibition of rat CGRP - driven It is to be understood that this invention is not limited to 

CAMP production by antibodies Abi , Ab2 , Ab4 , and Ab5 , the particular methodology , protocols , cell lines , animal 
obtained following the protocol in Example 1 infra . species or genera , and reagents described , as such may vary . 
FIG . 31 demonstrates the inhibition of rat CGRP - driven It is also to be understood that the terminology used herein 

CAMP production by antibodies Ab3 and Ab6 , obtained 20 is for the purpose of describing particular embodiments only , following the protocol in Example 1 infra . and is not intended to limit the scope of the present invention 
FIG . 32 demonstrates the inhibition of rat CGRP - driven which will be limited only by the appended claims . As used 

CAMP production by antibodies Ab7 and Abs , obtained herein the singular forms “ a ” , “ and ” , and “ the ” include 
following the protocol in Example 1 infra . plural referents unless the context clearly dictates otherwise . 
FIG . 33 demonstrates the inhibition of rat CGRP - driven 25 Thus , for example , reference to “ a cell ” includes a plurality 

CAMP production by antibody Ab9 , obtained following the of such cells and reference to the protein ” includes refer 
protocol in Example 1 infra . ence to one or more proteins and equivalents thereof known 

FIG . 34 demonstrates the inhibition of rat CGRP - driven to those skilled in the art , and so forth . All technical and 
CAMP production by antibody Ab10 , obtained following the scientific terms used herein have the same meaning as 
protocol in Example 1 infra . 30 commonly understood to one of ordinary skill in the art to 

FIG . 35 demonstrates the inhibition of rat CGRP - driven which this invention belongs unless clearly indicated other 
CAMP production by antibodies Abil and Ab12 , obtained wise . 
following the protocol in Example 1 infra . Calcitonin Gene Related Peptide ( CGRP ) : As used herein , 
FIG . 36 demonstrates the inhibition of rat CGRP - driven CGRP encompasses not only the following Homo sapiens 

CAMP production by antibody Ab13 , obtained following the 35 CGRP - alpha and Homo sapiens CGRP - beta amino acid 
protocol in Example 1 infra . sequences available from American Peptides ( Sunnyvale 

FIG . 37 demonstrates the inhibition of rat CGRP - driven Calif . ) and Bachem ( Torrance , Calif . ) : 
CAMP production by antibody Ab14 , obtained following the CGRP - alpha : ACDTATCVTHR 
protocol in Example 1 infra . LAGLLSRSGGVVKNNFVPTNVGSKAF - NH2 ( SEQ ID 

FIG . 38 demonstrates the inhibition of binding of radio- 40 NO : 281 ) , wherein the N - terminal phenylalanine is ami 
labeled CGRP to CGRP - R by antibodies Abl - Ab13 , dated ; 
obtained following the protocol in Example 6 infra . CGRP - beta : ACNTATCVTHR 
FIG . 39 demonstrates a reduction in vasodilation obtained LAGLLSRSGGMVKSNFVPTNVGSKAF - NH2 ( SEQ ID 

by administering antibodies Ab3 and Ab6 following capsai- NO : 282 ) , wherein the N - terminal phenylalanine is ami 
cin administration in a rat model , relative to a control 45 dated ; but also any membrane - bound forms of these CGRP 
antibody , obtained following the protocol in Example 7 amino acid sequences , as well as mutants ( mutiens ) , splice 
infra . variants , isoforms , orthologues , homologues and variants of 
FIG . 40 demonstrates a reduction in vasodilation obtained this sequence . In particular CGRP herein encompasses 

by administering antibody Abb at differing concentrations rodent ( rat or mouse ) CGRP as well as CGRP from other 
following capsaicin administration in a rat model , relative to 50 mammals . 
a control antibody , obtained following the protocol in “ CGRP receptor ” or “ CGRP - R ” refers to the receptor 
Example 7 infra . binding partner of CGRP , preferably the human CGRP 

FIG . 41 shows the effect of ICV injection of CGRP in receptor , but encompassing other species CGRP - R's , espe 
HRAMP1 tg mice and control littermate mice and in par- cially rodent ( rat or mouse ) , non - human primate and other 
ticular contains data that shows that CGRP administration 55 mammalian CGRP - R's . 
decreases time in light behavior in the hRAMP1 tg mice “ CGRP / CGRP receptor inhibitor ” herein refers to any 
relative to their control littermates . Mice were injected polypeptide that inhibits the interaction of CGRP and CGRP 
hCGRP ( 2 ug ) via ICV under anesthesia and allowed to receptors , e.g. , anti - CGRP or anti - CGRP - R antibodies or 
recover for 30 minutes . Mice were placed individually in the antibody fragments and fragments of CGRP or CGRP - R 
two chamber light / dark boxes and movement was recorded 60 polypeptides . Preferably these inhibitors will inhibit this 
for 30 minutes . Six mice were run in parallel at a time in six interaction in vitro and in vivo and will inhibit the adverse 
different boxes . Each group consisted of seven to nine mice . side effects of CGRP including photoaversion or photopho 
FIG . 42 contains data that compares the effect of systemic bia . 

( IP ) injection of anti - CGRP antibody ( Ab3 ) on CGRP driven “ Photophobia ” herein refers to a symptom of abnormal 
light aversion . Ab3 in in vehicle , vehicle , and control 65 intolerance to visual perception of light , sometimes addi 
antibody in vehicle were administered at a dosage of 30 tionally defined by abnormal or irrational fear of light , or by 
mg / kg in Nestin / RAMP1 mice and thereafter mice were presence of actual physical photosensitivity of the eyes . In 
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the present invention photophobia includes in particular mone levels indicate a migraine relation : 75 percent of adult 
light aversion associated with migraine , cluster headaches patients are women , although migraine affects approxi 
and other neurological causes of light aversive behavior that mately equal numbers of prepubescent boys and girls ; 
may trigger a migraine or cluster headache . Patients may propensity to migraine headache is known to disappear 
develop photophobia as a result of several different medical 5 during pregnancy , although in some women migraines may 
conditions , related to the eye or the nervous system . Pho- become more frequent during pregnancy . 
tophobia can be caused by an increased response to light “ Effective treatment or prevention of photophobia ” herein 
starting at any step in the visual system such as : ( i ) too much refers to inhibiting light aversive behavior or photophobia or 
light entering the eye , ( ii ) too much light can enter the eye inhibiting the onset of light aversive behavior or photopho 
if it is damaged , such as with corneal abrasion and retinal 10 bia in a subject in need thereof , e.g. , a subject having an 
damage , or if a pupil ( s ) is unable to normally constrict ( seen active migraine attack or cluster headache or a subject prone 
with damage to the oculomotor nerve , ( iii ) overstimulation to migraine or cluster headaches , or one of the other pho 
of the photoreceptors in the retina , ( iv ) excessive electric tophobia - associated disorders identified herein after admin 
impulses to the optic nerve , and ( v ) excessive response in the istration of an effective amount of an CGRP / CGRP receptor 
central nervous system . 15 inhibitor polypeptide according to the invention , e.g. , an 
Common causes of photophobia include migraine head- anti - CGRP antibody or antibody fragment according to the 

aches , cataracts , or severe ophthalmologic diseases such as invention . The treatment may be effected as a monotherapy 
uveitis or corneal abrasion . A more extensive list of disor- or in association with another active agent such as Topiri 
ders associated with photophobia includes eye related causes mate or dihydroergotamine by way of example . 
such as Achromatopsia , Aniridia , Anticholinergic drugs may 20 Mating Competent Yeast Species : In the present invention 
cause photophobia by paralyzing the iris sphincter muscle , this is intended to broadly encompass any diploid or tet 
Aphakia ( absence of the lens of the eye ) , Buphthalmos raploid yeast which can be grown in culture . Such species of 
( abnormally narrow angle between the cornea and iris ) , yeast may exist in a haploid , diploid , or other polyploid 
Cataracts , Cone dystrophy , Congenital abnormalities of the form . The cells of a given ploidy may , under appropriate 
eye , Viral conjunctivitis ( “ pink eye ” ) Corneal abrasion , 25 conditions , proliferate for an indefinite number of genera 
Corneal dystrophy , Corneal ulcer , disruption of the corneal tions in that form . Diploid cells can also sporulate to form 
epithelium , such as that caused by a corneal foreign body or haploid cells . Sequential mating can result in tetraploid 
keratitis , Ectopia lentis , Endophthalmitis , Eye trauma strains through further mating or fusion of diploid strains . 
caused by disease , injury , or infection such as chalazion , The present invention contemplates the use of haploid yeast , 
episcleritis , glaucoma , keratoconus , or optic nerve hypopla- 30 as well as diploid or other polyploid yeast cells produced , for 
sia , Hydrophthalmos , or congenital glaucoma Iritis , Optic example , by mating or spheroplast fusion . 
neuritis , Pigment dispersion syndrom , Pupillary dilation In one embodiment of the invention , the mating compe 
( naturally or chemically induced ) , Retinal detachment , Scar- tent yeast is a member of the Saccharomycetaceae family , 
ring of the cornea or sclera and Uveitis . which includes the genera Arxiozyma ; Ascobotryozyma ; 

In addition photophobia has nervous - system - related or 35 Citeromyces ; Debaryomyces ; Dekkera ; Eremothecium ; 
urological causes including : Autism spectrum disorders , Issatchenkia ; Kazachstania ; Kluyveromyces ; Kodamaea ; 
Chiari malformation , Dyslexia , Encephalitis including Lodderomyces ; Pachysolen ; Pichia ; Saccharomyces ; Sat 
Myalgic encephalomyelitis aka Chronic fatigue syndrome , urnispora ; Tetrapisispora ; Torulaspora ; Williopsis ; and 
Meningitis , Subarachnoid haemorrhage , Tumor of the pos- Zygosaccharomyces . Other types of yeast potentially useful 
terior cranial fossa , as well as other causes such as Anky- 40 in the invention include Yarrowia ; Rhodosporidium ; Can 
losing spondylitis , Albinism , Ariboflavinosis , Benzodiaz- dida ; Hansenula ; Filobasium ; Sporidiobolus ; Bullera ; Leu 
epines ( long term of withdrawal from cosporidium and Filobasidella . 
benzodiazepines ) , Chemotherapy , Chikungunya , Cystinosis , In a preferred embodiment of the invention , the mating 
Ehlers - Danlos syndrome , Hangover , Influenza , Infectious competent yeast is a member of the genus Pichia . In a 
Mononucleosis , Magnesium deficiency , Mercury poisoning , 45 further preferred embodiment of the invention , the mating 
Migraine , Rabies , and Tyrosinemia type II , also known as competent yeast of the genus Pichia is one of the following 
“ Richner - Hanhart syndrome ” . Additionally it is known that species : Pichia pastoris , Pichia methanolica , and Han 
photophobia is elevated in depression , bipolar disorder and senula polymorpha ( Pichia angusta ) . In a particularly pre 
agoraphobia . ferred embodiment of the invention , the mating competent 

“ Migraine ” from the Greek words hemi , meaning half , 50 yeast of the genus Pichia is the species Pichia pastoris . 
and kranion , meaning skull ) is a debilitating condition Haploid Yeast Cell : A cell having a single copy of each 
characterized by moderate to severe headaches , and nausea . gene of its normal genomic ( chromosomal ) complement . 
It is about three times more common in women than in men . Polyploid Yeast Cell : A cell having more than one copy of 
The typical migraine headache is unilateral ( affecting one its normal genomic ( chromosomal ) complement . 
half of the head ) and pulsating in nature and lasting from 4 55 Diploid Yeast Cell : A cell having two copies ( alleles ) of 
to 72 hours ; symptoms include nausea , vomiting , photopho- essentially every gene of its normal genomic complement , 
bia ( increased sensitivity to light ) , phonophobia ( increased typically formed by the process of fusion ( mating ) of two 
sensitivity to sound ) ; the symptoms are generally aggravated haploid cells . 
by routine activity . Approximately one - third of people who Tetraploid Yeast Cell : A cell having four copies ( alleles ) 
suffer from migraine headaches perceive an aura - unusual 60 of essentially every gene of its normal genomic comple 
visual , olfactory , or other sensory experiences that are a sign ment , typically formed by the process of fusion ( mating ) of 
that the migraine will soon occur . Initial treatment of two haploid cells . Tetraploids may carry two , three , four or 
migraine headaches typically is with analgesics for the more different expression cassettes . Such tetraploids might 
headache , an antiemetic for the nausea , and the avoidance of be obtained in S. cerevisiae by selective mating homozy 
triggering conditions . Studies of twins indicate a 60- to 65 gotic heterothallic a / a and alpha / alpha diploids and in Pichia 
65 - percent genetic influence upon their propensity to by sequential mating of haploids to obtain auxotrophic 
develop migraine headaches . Moreover , fluctuating hor- diploids . For example , a [ met his ] haploid can be mated with 

use or 
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[ ade his ] haploid to obtain diploid [ his ] ; and a [ met arg ] ment of the invention , the polypeptide of interest is operably 
haploid can be mated with [ ade arg ] haploid to obtain diploid linked , or fused , to sequences providing for optimized 
[ arg ] ; then the diploid [ his ] xdiploid [ arg ] to obtain a tet- secretion of the polypeptide from yeast diploid cells . 
raploid prototroph . It will be understood by those of skill in Nucleic acids are “ operably linked ” when placed into a 
the art that reference to the benefits and uses of diploid cells 5 functional relationship with another nucleic acid sequence . 
may also apply to tetraploid cells . For example , DNA for a signal sequence is operably linked 

Yeast Mating : The process by which two haploid yeast to DNA for a polypeptide if it is expressed as a preprotein 
cells naturally fuse to form one diploid yeast cell . that participates in the secretion of the polypeptide ; a 

Meiosis : The process by which a diploid yeast cell under- promoter or enhancer is operably linked to a coding 
goes reductive division to form four haploid spore products . 10 sequence if it affects the transcription of the sequence . 
Each spore may then germinate and form a haploid vegeta- Generally , “ operably linked ” means that the DNA sequences 
tively growing cell line . being linked are contiguous , and , in the case of a secretory 

Selectable Marker : A selectable marker is a gene or gene leader , contiguous and in reading frame . However , enhanc 
fragment that confers a growth phenotype ( physical growth ers do not have to be contiguous . Linking is accomplished 
characteristic ) on a cell receiving that gene as , for example 15 by ligation at convenient restriction sites or alternatively via 
through a transformation event . The selectable marker a PCR / recombination method familiar to those skilled in the 
allows that cell to survive and grow in a selective growth art ( Gateway® Technology ; Invitrogen , Carlsbad Calif . ) . If 
medium under conditions in which cells that do not receive such sites do not exist , the synthetic oligonucleotide adapt 
that selectable marker gene cannot grow . Selectable marker ers or linkers are used in accordance with conventional 
genes generally fall into several types , including positive 20 practice . 
selectable marker genes such as a gene that confers on a cell Promoters are untranslated sequences located upstream 
resistance to an antibiotic or other drug , temperature when ( 5 ' ) to the start codon of a structural gene ( generally within 
two temperature sensitive ( “ ts ” ) mutants are crossed or a ts about 100 to 1000 bp ) that control the transcription and 
mutant is transformed ; negative selectable marker genes translation of particular nucleic acid sequences to which 
such as a biosynthetic gene that confers on a cell the ability 25 they are operably linked . Such promoters fall into several 
to grow in a medium without a specific nutrient needed by classes : inducible , constitutive , and repressible promoters 
all cells that do not have that biosynthetic gene , or a ( that increase levels of transcription in response to absence 
mutagenized biosynthetic gene that confers on a cell inabil- of a repressor ) . Inducible promoters may initiate increased 
ity to grow by cells that do not have the wild type gene ; and levels of transcription from DNA under their control in 
the like . Suitable markers include but are not limited to : 30 response to some change in culture conditions , e.g. , the 
ZEO ; G418 ; LYS3 ; MET1 ; MET3a ; ADE1 ; ADE3 ; URA3 ; presence or absence of a nutrient or a change in temperature . 
and the like . The yeast promoter fragment may also serve as the site for 

Expression Vector : These DNA vectors contain elements homologous recombination and integration of the expres 
that facilitate manipulation for the expression of a foreign sion vector into the same site in the yeast genome ; alterna 
protein within the target host cell . Conveniently , manipula- 35 tively a selectable marker is used as the site for homologous 
tion of sequences and production of DNA for transformation recombination . Pichia transformation is described in Cregg 
is first performed in a bacterial host , e.g. E. coli , and usually et al . ( 1985 ) Mol . Cell . Biol . 5 : 3376-3385 . 
vectors will include sequences to facilitate such manipula- Examples of suitable promoters from Pichia include the 
tions , including a bacterial origin of replication and appro- AOX1 and promoter ( Cregg et al . ( 1989 ) Mol . Cell . Biol . 
priate bacterial selection marker . Selection markers encode 40 9 : 1316-1323 ) ; ICL1 promoter ( Menendez et al . ( 2003 ) Yeast 
proteins necessary for the survival or growth of transformed 20 ( 13 ) : 1097-108 ) ; glyceraldehyde - 3 - phosphate dehydroge 
host cells grown in a selective culture medium . Host cells nase promoter ( GAP ) ( Waterham et al . ( 1997 ) Gene 186 ( 1 ) : 
not transformed with the vector containing the selection 37-44 ) ; and FLD1 promoter ( Shen et al . ( 1998 ) Gene 
gene will not survive in the culture medium . Typical selec- 216 ( 1 ) : 93-102 ) . The GAP promoter is a strong constitutive 
tion genes encode proteins that ( a ) confer resistance to 45 promoter and the AOX and FLD1 promoters are inducible . 
antibiotics or other toxins , ( b ) complement auxotrophic Other yeast promoters include ADH1 , alcohol dehydro 
deficiencies , or ( c ) supply critical nutrients not available genase II , GAL4 , PHO3 , PHO5 , Pyk , and chimeric promot 
from complex media . Exemplary vectors and methods for ers derived therefrom . Additionally , non - yeast promoters 
transformation of yeast are described , for example , in Burke , may be used in the invention such as mammalian , insect , 
D. , Dawson , D. , & Steams , T. ( 2000 ) . Methods in yeast 50 plant , reptile , amphibian , viral , and avian promoters . Most 
genetics : a Cold Spring Harbor Laboratory course manual . typically the promoter will comprise a mammalian promoter 
Plainview , N.Y .: Cold Spring Harbor Laboratory Press . ( potentially endogenous to the expressed genes ) or will 

Expression vectors for use in the methods of the invention comprise a yeast or viral promoter that provides for efficient 
will further include yeast specific sequences , including a transcription in yeast systems . 
selectable auxotrophic or drug marker for identifying trans- 55 The polypeptides of interest may be produced recombi 
formed yeast strains . A drug marker may further be used to nantly not only directly , but also as a fusion polypeptide with 
amplify copy number of the vector in a yeast host cell . a heterologous polypeptide , e.g. a signal sequence or other 
The polypeptide coding sequence of interest is operably polypeptide having a specific cleavage site at the N - terminus 

linked to transcriptional and translational regulatory of the mature protein or polypeptide . In general , the signal 
sequences that provide for expression of the polypeptide in 60 sequence may be a component of the vector , or it may be a 
yeast cells . These vector components may include , but are part of the polypeptide coding sequence that is inserted into 
not limited to , one or more of the following : an enhancer the vector . The heterologous signal sequence selected pref 
element , a promoter , and a transcription termination erably is one that is recognized and processed through one 
sequence . Sequences for the secretion of the polypeptide of the standard pathways available within the host cell . The 
may also be included , e.g. a signal sequence , and the like . A 65 S. cerevisiae alpha factor pre - pro signal has proven effective 
yeast origin of replication is optional , as expression vectors in the secretion of a variety of recombinant proteins from P. 
are often integrated into the yeast genome . In one embodi- pastoris . Other yeast signal sequences include the alpha 
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mating factor signal sequence , the invertase signal sequence , Att sites may be introduced into a sequence of interest by 
and signal sequences derived from other secreted yeast ligating the sequence of interest into an appropriate vector ; 
polypeptides . Additionally , these signal peptide sequences generating a PCR product containing att B sites through the 
may be engineered to provide for enhanced secretion in use of specific primers ; generating a cDNA library cloned 
diploid yeast expression systems . Other secretion signals of 5 into an appropriate vector containing att sites ; and the like . 
interest also include mammalian signal sequences , which Folding , as used herein , refers to the three - dimensional 
may be heterologous to the protein being secreted , or may be structure of polypeptides and proteins , where interactions 
a native sequence for the protein being secreted . Signal between amino acid residues act to stabilize the structure . 
sequences include pre - peptide sequences , and in some While non - covalent interactions are important in determin 
instances may include propeptide sequences . Many such 10 ing structure , usually the proteins of interest will have intra 

and / or intermolecular covalent disulfide bonds formed by signal sequences are known in the art , including the signal two cysteine residues . For naturally occurring proteins and sequences found on immunoglobulin chains , e.g. , K28 pre polypeptides or derivatives and variants thereof , the proper protoxin sequence , PHA - E , FACE , human MCP - 1 , human folding is typically the arrangement that results in optimal 
serum albumin signal sequences , human Ig heavy chain , 15 biological activity , and can conveniently be monitored by 
human Ig light chain , and the like . For example , see assays for activity , e.g. ligand binding , enzymatic activity , 
Hashimoto et . al . Protein Eng 11 ( 2 ) 75 ( 1998 ) ; and etc. 
Kobayashi et . al . Therapeutic Apheresis 2 ( 4 ) 257 ( 1998 ) . In some instances , for example where the desired product 

Transcription may be increased by inserting a transcrip- is of synthetic origin , assays based on biological activity will 
tional activator sequence into the vector . These activators are 20 be less meaningful . The proper folding of such molecules 
cis - acting elements of DNA , usually about from 10 to 300 may be determined on the basis of physical properties , 
bp , which act on a promoter to increase its transcription . energetic considerations , modeling studies , and the like . 
Transcriptional enhancers are relatively orientation and The expression host may be further modified by the 
position independent , having been found 5 ' and 3 ' to the introduction of sequences encoding one or more enzymes 
transcription unit , within an intron , as well as within the 25 that enhance folding and disulfide bond formation , i.e. 
coding sequence itself . The enhancer may be spliced into the foldases , chaperonins , etc. Such sequences may be consti 
expression vector at a position 5 ' or 3 ' to the coding tutively or inducibly expressed in the yeast host cell , using 
sequence , but is preferably located at a site 5 ' from the vectors , markers , etc. as known in the art . Preferably the 
promoter . sequences , including transcriptional regulatory elements 

Expression vectors used in eukaryotic host cells may also 30 sufficient for the desired pattern of expression , are stably 
contain sequences necessary for the termination of transcrip- integrated in the yeast genome through a targeted method 
tion and for stabilizing the mRNA . Such sequences are ology . 
commonly available from 3 ' to the translation termination For example , the eukaryotic PDI is not only an efficient 
codon , in untranslated regions of eukaryotic or viral DNAs catalyst of protein cysteine oxidation and disulfide bond 
or cDNAs . These regions contain nucleotide segments tran- 35 isomerization , but also exhibits chaperone activity . Co 
scribed as polyadenylated fragments in the untranslated expression of PDI can facilitate the production of active 
portion of the mRNA . proteins having multiple disulfide bonds . Also of interest is 

Construction of suitable vectors containing one or more of the expression of BIP ( immunoglobulin heavy chain binding 
the above - listed components employs standard ligation tech- protein ) ; cyclophilin ; and the like . In one embodiment of the 
niques or PCR / recombination methods . Isolated plasmids or 40 invention , each of the haploid parental strains expresses a 
DNA fragments are cleaved , tailored , and re - ligated in the distinct folding enzyme , e.g. one strain may express BIP , and 
form desired to generate the plasmids required or via recom- the other strain may express PDI or combinations thereof . 
bination methods . For analysis to confirm correct sequences The terms " desired protein ” or “ desired antibody ” are 
in plasmids constructed , the ligation mixtures are used to used interchangeably and refer generally to a parent anti 
transform host cells , and successful transformants selected 45 body specific to a target , i.e. , CGRP or CGRP receptor or a 
by antibiotic resistance ( e.g. ampicillin or Zeocin ) where chimeric or humanized antibody or a binding portion thereof 
appropriate . Plasmids from the transformants are prepared , derived therefrom as described herein . The term “ antibody ” 
analyzed by restriction endonuclease digestion and / or is intended to include any polypeptide chain - containing 
sequenced . molecular structure with a specific shape that fits to and 
As an alternative to restriction and ligation of fragments , 50 recognizes an epitope , where one or more non - covalent 

recombination methods based on att sites and recombination binding interactions stabilize the complex between the 
enzymes may be used to insert DNA sequences into a vector . molecular structure and the epitope . The archetypal antibody 
Such methods are described , for example , by Landy ( 1989 ) molecule is the immunoglobulin , and all types of immuno 
Ann . Rev. Biochem . 58 : 913-949 ; and are known to those of globulins , IgG , IgM , IgA , IgE , IgD , etc. , from all sources , 
skill in the art . Such methods utilize intermolecular DNA 55 e.g. human , rodent , rabbit , cow , sheep , pig , dog , other 
recombination that is mediated by a mixture of lambda and mammals , chicken , other avians , etc. , are considered to be 
E. coli - encoded recombination proteins . Recombination “ antibodies . ” A preferred source for producing antibodies 
occurs between specific attachment ( att ) sites on the inter- useful as starting material according to the invention is 
acting DNA molecules . For a description of att sites see rabbits . Numerous antibody coding sequences have been 
Weisberg and Landy ( 1983 ) Site - Specific Recombination in 60 described ; and others may be raised by methods well - known 
Phage Lambda , in Lambda II , Weisberg , ed . ( Cold Spring in the art . Examples thereof include chimeric antibodies , 
Harbor , N.Y .: Cold Spring Harbor Press ) , pp . 211-250 . The human antibodies and other non - human mammalian anti 
DNA segments flanking the recombination sites are bodies , humanized antibodies , single chain antibodies ( such 
switched , such that after recombination , the att sites are as scFvs ) , camelbodies , nanobodies , IgNAR ( single - chain 
hybrid sequences comprised of sequences donated by each 65 antibodies derived from sharks ) , small - modular immuno 
parental vector . The recombination can occur between pharmaceuticals ( SMIPs ) , and antibody fragments such as 
DNAs of any topology . Fabs , Fab ' , F ( ab ' ) , and the like . See Streltsov V A , et al . , 
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Structure of a shark IgNAR antibody variable domain and herein by reference in its entirety ) . It is further contemplated 
modeling of an early - developmental isotype , Protein Sci . that the human constant regions of chimeric antibodies of 
2005 November ; 14 ( 11 ) : 2901-9 . Epub 2005 Sep. 30 ; Green- the invention may be selected from IgG1 , IgG2 , IgG3 , and 
berg A S , et al . , A new antigen receptor gene family that IgG4 constant regions . 
undergoes rearrangement and extensive somatic diversifica- 5 Humanized antibodies are engineered to contain even 
tion in sharks , Nature . 1995 Mar. 9 ; 374 ( 6518 ) : 168-73 ; more human - like immunoglobulin domains , and incorporate 
Nuttall S D , et al . , Isolation of the new antigen receptor from only the complementarity - determining regions of the ani 
wobbegong sharks , and use as a scaffold for the display of mal - derived antibody . This is accomplished by carefully 
protein loop libraries , Mol Immunol . 2001 August ; 38 ( 4 ) : examining the sequence of the hyper - variable loops of the 
313-26 ; Hamers - Casterman C , et al . , Naturally occurring 10 variable regions of the monoclonal antibody , and fitting 
antibodies devoid of light chains , Nature . 1993 Jun . 3 ; them to the structure of the human antibody chains . 
363 ( 6428 ) : 446-8 ; Gill D S , et al . , Biopharmaceutical drug Although facially complex , the process is straightforward in 
discovery using novel protein scaffolds , Curr Opin Biotech- practice . See , e.g. , U.S. Pat . No. 6,187,287 , incorporated 
nol . 2006 December ; 17 ( 6 ) : 653-8 . Epub 2006 Oct. 19 . fully herein by reference . 

For example , antibodies or antigen binding fragments 15 In addition to entire immunoglobulins ( or their recombi 
may be produced by genetic engineering . In this technique , nant counterparts ) , immunoglobulin fragments comprising 
as with other methods , antibody - producing cells are sensi- the epitope binding site ( e.g. , Fab ' , F ( ab ' ) 2 , or other frag 
tized to the desired antigen or immunogen . The messenger ments ) may be synthesized . “ Fragment , ” or minimal immu 
RNA isolated from antibody producing cells is used as a noglobulins may be designed utilizing recombinant immu 
template to make cDNA using PCR amplification . A library 20 noglobulin techniques . For instance “ Fv immunoglobulins 
of vectors , each containing one heavy chain gene and one for use in the present invention may be produced by syn 
light chain gene retaining the initial antigen specificity , is thesizing a fused variable light chain region and a variable 
produced by insertion of appropriate sections of the ampli- heavy chain region . Combinations of antibodies are also of 
fied immunoglobulin cDNA into the expression vectors . A interest , e.g. diabodies , which comprise two distinct Fv 
combinatorial library is constructed by combining the heavy 25 specificities . In another embodiment of the invention , SMIPs 
chain gene library with the light chain gene library . This ( small molecule immunopharmaceuticals ) , camelbodies , 
results in a library of clones which co - express a heavy and nanobodies , and IgNAR are encompassed by immunoglobu 
light chain ( resembling the Fab fragment or antigen binding lin fragments . 
fragment of an antibody molecule ) . The vectors that carry Immunoglobulins and fragments thereof may be modified 
these genes are co - transfected into host cell . When anti- 30 post - translationally , e.g. to add effector moieties such as 
body gene synthesis is induced in the transfected host , the chemical linkers , detectable moieties , such as fluorescent 
heavy and light chain proteins self - assemble to produce dyes , enzymes , toxins , substrates , bioluminescent materials , 
active antibodies that can be detected by screening with the radioactive materials , chemiluminescent moieties and the 
antigen or immunogen . like , or specific binding moieties , such as streptavidin , 

Antibody coding sequences of interest include those 35 avidin , or biotin , and the like may be utilized in the methods 
encoded by native sequences , as well as nucleic acids that , and compositions of the present invention . Examples of 
by virtue of the degeneracy of the genetic code , are not additional effector molecules are provided infra . 
identical in sequence to the disclosed nucleic acids , and A polynucleotide sequence “ corresponds ” to a polypep 
variants thereof . Variant polypeptides can include amino tide sequence if translation of the polynucleotide sequence 
acid ( aa ) substitutions , additions or deletions . The amino 40 in accordance with the genetic code yields the polypeptide 
acid substitutions can be conservative amino acid substitu- sequence ( i.e. , the polynucleotide sequence " encodes ” the 
tions or substitutions to eliminate non - essential amino acids , polypeptide sequence ) , one polynucleotide sequence " cor 
such as to alter a glycosylation site , or to minimize misfold- responds ” to another polynucleotide sequence if the two 
ing by substitution or deletion of one or more cysteine sequences encode the same polypeptide sequence . 
residues that are not necessary for function . Variants can be 45 A “ heterologous ” region or domain of a DNA construct is 
designed so as to retain or have enhanced biological activity an identifiable segment of DNA within a larger DNA mol 
of a particular region of the protein ( e.g. , a functional ecule that is not found in association with the larger mol 
domain , catalytic amino acid residues , etc ) . Variants also ecule in nature . Thus , when the heterologous region encodes 
include fragments of the polypeptides disclosed herein , a mammalian gene , the gene will usually be flanked by DNA 
particularly biologically active fragments and / or fragments 50 that does not flank the mammalian genomic DNA in the 
corresponding to functional domains . Techniques for in vitro genome of the source organism . Another example of a 
mutagenesis of cloned genes are known . Also included in the heterologous region is a construct where the coding 
subject invention are polypeptides that have been modified sequence itself is not found in nature ( e.g. , a cDNA where 
using ordinary molecular biological techniques so as to the genomic coding sequence contains introns , or synthetic 
improve their resistance to proteolytic degradation or to 55 sequences having codons different than the native gene ) . 
optimize solubility properties or to render them more suit- Allelic variations or naturally - occurring mutational events 
able as a therapeutic agent . do not give rise to a heterologous region of DNA as defined 

Chimeric antibodies may be made by recombinant means herein . 
by combining the variable light and heavy chain regions ( V. A " coding sequence ” is an in - frame sequence of codons 
and Vh ) , obtained from antibody producing cells of one 60 that ( in view of the genetic code ) correspond to or encode a 
species with the constant light and heavy chain regions from protein or peptide sequence . Two coding sequences corre 
another . Typically chimeric antibodies utilize rodent or spond to each other if the sequences or their complementary 
rabbit variable regions and human constant regions , in order sequences encode the same amino acid sequences . A coding 
to produce an antibody with predominantly human domains . sequence in association with appropriate regulatory 
The production of such chimeric antibodies is well known in 65 sequences may be transcribed and translated into a polypep 
the art , and may be achieved by standard means ( as tide . A polyadenylation signal and transcription termination 
described , e.g. , in U.S. Pat . No. 5,624,659 , incorporated sequence will usually be located 3 ' to the coding sequence . 
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A “ promoter sequence ” is a DNA regulatory region capable effector function of the antibody , including activation of 
of binding RNA polymerase in a cell and initiating tran- complement ( Kabat , E. A. , Structural Concepts in Immu 
scription of a downstream ( 3 ' direction ) coding sequence . nology and Immunochemistry , 2nd Ed . , p . 413-436 , Holt , 
Promoter sequences typically contain additional sites for Rinehart , Winston ( 1976 ) ) , and other cellular responses 
binding of regulatory molecules ( e.g. , transcription factors ) 5 ( Andrews , D. W. , et al . , Clinical Immunobiology , pp 1-18 , 
which affect the transcription of the coding sequence . A W. B. Sanders ( 1980 ) ; Kohl , S. , et al . , Immunology , 48 : 187 
coding sequence is “ under the control ” of the promoter ( 1983 ) ) ; while the variable region determines the antigen sequence or “ operatively linked ” to the promoter when RNA with which it will react . Light chains are classified as either polymerase binds the promoter sequence in a cell and K ( kappa ) or à ( lambda ) . Each heavy chain class can be transcribes the coding sequence into mRNA , which is then 10 prepared with either kappa or lambda light chain . The light in turn translated into the protein encoded by the coding and heavy chains are covalently bonded to each other , and sequence . the " tail ” portions of the two heavy chains are bonded to Vectors are used to introduce a foreign substance , such as 
DNA , RNA or protein , into an organism or host cell . Typical each other by covalent disulfide linkages when the immu 
vectors include recombinant viruses ( for polynucleotides ) 15 noglobulins are generated either by hybridomas or by B 

cells . and liposomes ( for polypeptides ) . A “ DNA vector ” is a 
replicon , such as plasmid , phage or cosmid , to which another The expression “ variable region ” or “ VR ” refers to the 
polynucleotide segment may be attached so as to bring about domains within each pair of light and heavy chains in an 
the replication of the attached segment . An “ expression antibody that are involved directly in binding the antibody to 
vector ” is a DNA vector which contains regulatory 20 the antigen . Each heavy chain has at one end a variable 
sequences which will direct polypeptide synthesis by an domain ( Vu ) followed by a number of constant domains . 
appropriate host cell . This usually means a promoter to bind Each light chain has a variable domain ( VL ) at one end and 
RNA polymerase and initiate transcription of mRNA , as a constant domain at its other end ; the constant domain of 
well as ribosome binding sites and initiation signals to direct the light chain is aligned with the first constant domain of the 
translation of the mRNA into a polypeptide ( s ) . Incorporation 25 heavy chain , and the light chain variable domain is aligned 
of a polynucleotide sequence into an expression vector at the with the variable domain of the heavy chain . 
proper site and in correct reading frame , followed by trans- The expressions " complementarity determining region , ” 
formation of an appropriate host cell by the vector , enables “ hypervariable region , ” or “ CDR ” refer to one or more of 
the production of a polypeptide encoded by said polynucle- the hyper - variable or complementarity determining regions 
otide sequence . 30 ( CDRs ) found in the variable regions of light or heavy 

“ Amplification ” of polynucleotide sequences is the in chains of an antibody ( See Kabat , E. A. et al . , Sequences of 
vitro production of multiple copies of a particular nucleic Proteins of Immunological Interest , National Institutes of 
acid sequence . The amplified sequence is usually in the form Health , Bethesda , Md . , ( 1987 ) ) . These expressions include 
of DNA . A variety of techniques for carrying out such the hypervariable regions as defined by Kabat et al . ( “ Se 
amplification are described in a review article by Van Brunt 35 quences of Proteins of Immunological Interest , ” Kabat E. , et 
( 1990 , Bio / Technol . , 8 ( 4 ) : 291-294 ) . Polymerase chain reac- al . , US Dept. of Health and Human Services , 1983 ) or the 
tion or PCR is a prototype of nucleic acid amplification , and hypervariable loops in 3 - dimensional structures of antibod 
use of PCR herein should be considered exemplary of other ies ( Chothia and Lesk , J Mol . Biol . 196 901-917 ( 1987 ) ) . 
suitable amplification techniques . The CDRs in each chain are held in close proximity by 
The general structure of antibodies in vertebrates now is 40 framework regions and , with the CDRs from the other chain , 

well understood ( Edelman , G. M. , Ann . N.Y. Acad . Sci . , contribute to the formation of the antigen binding site . 
190 : 5 ( 1971 ) ) . Antibodies consist of two identical light Within the CDRs there are select amino acids that have been 
polypeptide chains of molecular weight approximately described as the selectivity determining regions ( SDRs ) 
23,000 daltons ( the “ light chain ” ) , and two identical heavy which represent the critical contact residues used by the 
chains of molecular weight 53,000-70,000 ( the “ heavy 45 CDR in the antibody - antigen interaction ( Kashmiri , S. , 
chain ” ) . The four chains are joined by disulfide bonds in a Methods , 36 : 25-34 ( 2005 ) ) . 
“ Y ” configuration wherein the light chains bracket the heavy The expressions “ framework region ” or “ FR ” refer to one 
chains starting at the mouth of the “ Y ” configuration . The or more of the framework regions within the variable 
“ branch ” portion of the “ Y ” configuration is designated the regions of the light and heavy chains of an antibody ( See 
Fab region ; the stem portion of the “ Y ” configuration is 50 Kabat , E. A. et al . , Sequences of Proteins of Immunological 
designated the Fc region . The amino acid sequence orien- Interest , National Institutes of Health , Bethesda , Md . , 
tation runs from the N - terminal end at the top of the “ Y ” ( 1987 ) ) . These expressions include those amino acid 
configuration to the C - terminal end at the bottom of each sequence regions interposed between the CDRs within the 
chain . The N - terminal end possesses the variable region variable regions of the light and heavy chains of an antibody . 
having specificity for the antigen that elicited it , and is 55 Anti - CGRP Antibodies and Binding Fragments Thereof 
approximately 100 amino acids in length , there being slight Having Binding Activity for CGRP 
variations between light and heavy chain and from antibody Antibody Ab1 
to antibody The present invention broadly contemplates inhibition or 

The variable region is linked in each chain to a constant prevention of photophobia in a subject in need thereof , e.g. , 
region that extends the remaining length of the chain and 60 a migraine sufferer or another photophobia associated dis 
that within a particular class of antibody does not vary with order by administering an effective amount of a CGRP / 
the specificity of the antibody ( i.e. , the antigen eliciting it ) . CGRP receptor inhibitor polypeptide , e.g. , an anti - CGRP or 
There are five known major classes of constant regions that an anti - CGRP receptor antibody or fragment thereof or a 
determine the class of the immunoglobulin molecule ( IgG , fragment of CGRP or a CGRP receptor which is capable of 
IgM , IgA , IgD , and IgE corresponding to y , u , a , d , and € 65 effective treatment or prevention of photophobia . This may 
( gamma , mu , alpha , delta , or epsilon ) heavy chain constant be determined e.g. , using appropriate in vivo models such as 
regions ) . The constant region or class determines subsequent the transgenic mice model disclosed in Example 8 . 
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In one exemplary embodiment , the invention includes combinations of these polypeptide sequences . In another 
chimeric antibodies derived from Ab1 having binding speci- embodiment of the invention , the antibodies of the invention 
ficity to CGRP and possessing a variable light chain or fragments thereof comprise , or alternatively consist of , 
sequence comprising the sequence set forth below : combinations of one or more of the CDRs , the variable 

5 heavy and variable light chain sequences , and the heavy and 
light chain sequences set forth above , including all of them . 

( SEQ ID NO : 1 ) The invention also contemplates fragments of the anti QVLTQTASPVSAAVGSTVTINCQASQSVYDNNYLAWYQQKPGQPPKQLIY body having binding specificity to CGRP . In one embodi 
STSTLASGVSSRFKGSGSGTQFTLTISDLECADAATYYCLGSYDCSSGDC ment of the invention , antibody fragments of the invention 

comprise , or alternatively consist of , the polypeptide FVFGGGTEWVKR . 
sequence of SEQ ID NO : 1 or SEQ ID NO : 2. In another 

The invention also includes chimeric antibodies having embodiment of the invention , antibody fragments of the 
binding specificity to CGRP and possessing a light chain invention comprise , or alternatively consist of , the polypep 
sequence comprising the sequence set forth below : tide sequence of SEQ ID NO : 3 or SEQ ID NO : 4 . 

In a further embodiment of the invention , fragments of the 
antibody having binding specificity to CGRP comprise , or 

( SEQ ID NO : 2 ) alternatively consist of , one or more of the polypeptide QVLTQTASPVSAAVGSTVTINCQASQSVYDNNYLAWYQQKPGQPPKQLIY sequences of SEQ ID NO : 5 ; SEQ ID NO : 6 ; and SEQ ID 
STSTLASGVSSRFKGSGSGTQFTLTISDLECADAATYYCLGSYDCSSGDC 20 NO : 7 which correspond to the complementarity - determin 

ing regions ( CDRs , or hypervariable regions ) of the variable 
FVFGGGTEVVVKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK light chain sequence of SEQ ID NO : 1 or the light chain 
VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE sequence of SEQ ID NO : 2 . 

In a further embodiment of the invention , fragments of the 
VTHQGLSSPVTKSFNRGEC . 25 antibody having binding specificity to CGRP comprise , or 

The invention further includes chimeric antibodies having alternatively consist of , one or more of the polypeptide 
binding specificity to CGRP and possessing a variable heavy sequences of SEQ ID NO : 8 ; SEQ ID NO : 9 ; and SEQ ID 
chain sequence comprising the sequence set forth below : NO : 10 which correspond to the complementarity - determin 

ing regions ( CDRs , or hypervariable regions of the variable 
30 heavy chain sequence of SEQ ID NO : 3 or the heavy chain 

( SEQ ID NO : 3 ) sequence of SEQ ID NO : 4 . 
QSLEESGGRLVTPGTPLTLTCTVSGLDLSSYYMQWVRQAPGKGLEWIGVI The invention also contemplates antibody fragments 

which include one or more of the antibody fragments 
GINDNTYYASWAKGRFTISRASSTTVDLKMTSLTTEDTATYFCARGDIWG described herein . In one embodiment of the invention , 
PGTLVTVSS . 35 fragments of the antibodies having binding specificity to 

CGRP comprise , or alternatively consist of , one , two , three 
The invention also includes chimeric antibodies having or more , including all of the following antibody fragments : 

binding specificity to CGRP and possessing a heavy chain the variable light chain region of SEQ ID NO : 1 ; the variable 
sequence comprising the sequence set forth below : heavy chain region of SEQ ID NO : 3 ; the complementarity 

40 determining regions ( SEQ ID NO : 5 ; SEQ ID NO : 6 ; and 
SEQ ID NO : 7 ) of the variable light chain region of SEQ ID 

( SEQ ID NO : 4 ) NO : 1 ; and the complementarity - determining regions ( SEQ 
QSLEESGGRLVTPGTPLTLTCTVSGLDLSSYYMQWVRQAPGKGLEWIGVI ID NO : 8 ; SEQ ID NO : 9 ; and SEQ ID NO : 10 ) of the 
GINDNTYYASWAKGRFTISRASSTTVDLKMTSLTTEDTATYFCARGDIWG variable heavy chain region of SEQ ID NO : 3 . 

In a particularly preferred embodiment of the invention , 
the chimeric anti - CGRP antibody is Abi , comprising , or 
alternatively consisting of , SEQ ID NO : 2 and SEQ ID NO : NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSN 4 , and having at least one of the biological activities set forth 

TKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPE herein . 
In a further particularly preferred embodiment of the 

VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTV invention , antibody fragments comprise , or alternatively 
LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEM consist of , Fab ( fragment antigen binding ) fragments having 

binding specificity for CGRP . With respect to antibody Abi , 
TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS the Fab fragment includes the variable light chain sequence 

55 of SEQ ID NO : 1 and the variable heavy chain sequence of KLTVDKSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK . SEQ ID NO : 3. This embodiment of the invention further 
The invention further contemplates antibodies comprising contemplates additions , deletions , and variants of SEQ ID 

one or more of the polypeptide sequences of SEQ ID NO : 5 ; NO : 1 and / or SEQ ID NO : 3 in said Fab while retaining 
SEQ ID NO : 6 ; and SEQ ID NO : 7 which correspond to the binding specificity for CGRP . 
complementarity - determining regions ( CDRs , or hypervari- 60 In one embodiment of the invention described herein 
able regions ) of the variable light chain sequence of SEQ ID ( infra ) , Fab fragments may for potential treatment or pre 
NO : 1 or the light chain sequence of SEQ ID NO : 2 , and / or vention of photophobia be produced by enzymatic digestion 
one or more of the polypeptide sequences of SEQ ID NO : 8 ; ( e.g. , papain ) of Abl . In another embodiment of the inven 
SEQ ID NO : 9 ; and SEQ ID NO : 10 which correspond to the tion , anti - CGRP antibodies such as Abl or Fab fragments 
complementarity - determining regions ( CDRs , or hypervari- 65 thereof may be produced via expression in mammalian cells 
able regions ) of the variable heavy chain sequence of SEQ such as CHO , NSO or HEK 293 cells , fungal , insect , or 
ID NO : 3 or the heavy chain sequence of SEQ ID NO : 4 , or microbial systems such as yeast cells ( for example diploid 

45 
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yeast such as diploid Pichia ) and other yeast strains . Suitable SEQ ID NO : 16 ; and SEQ ID NO : 17 which correspond to 
Pichia species include , but are not limited to , Pichia pas- the complementarity - determining regions ( CDRs , or hyper 
toris . variable regions ) of the variable light chain sequence of SEQ 
Antibody Ab2 ID NO : 11 or the light chain sequence of SEQ ID NO : 12 , 

In one embodiment , the invention includes humanized 5 and / or one or more of the polypeptide sequences of SEQ ID 
antibodies for potential treatment or prevention of photo NO : 18 ; SEQ ID NO : 19 ; and SEQ ID NO : 20 which 
phobia having binding specificity to CGRP and possessing correspond to the complementarity - determining regions 
a variable light chain sequence comprising the sequence set ( CDRs , or hypervariable regions ) of the variable heavy 
forth below : chain sequence of SEQ ID NO : 13 or the heavy chain 

10 sequence of SEQ ID NO : 14 , or combinations of these 
polypeptide sequences . In another embodiment of the inven 

( SEQ ID NO : 11 ) tion , the antibodies of the invention or fragments thereof for 
QVLTQSPSSLSASVGDRVTINCQASQSVYDNNYLAWYQQKPGKVPKQLIY potential treatment or prevention of photophobia comprise , 

or alternatively consist of , combinations of one or more of 
STSTLASGVPSRFSGSGSGTDFTLTISSLQPEDVATYYCLGSYDCSSGDC 15 the CDRs , the variable heavy and variable light chain 
FVFGGGTKVEIKR . sequences , and the heavy and light chain sequences set forth 

above , including all of them . 
The invention also includes humanized antibodies for The invention also contemplates fragments of the anti 

potential treatment or prevention of photophobia having body having binding specificity to CGRP for potential 
binding specificity to CGRP and possessing a light chain 20 treatment or prevention of photophobia . In one embodiment 
sequence comprising the sequence set forth below : of the invention , antibody fragments of the invention com 

prise , or alternatively consist of , the polypeptide sequence of 
SEQ ID NO : 11 or SEQ ID NO : 12. In another embodiment 

( SEQ ID NO : 12 ) of the invention , antibody fragments of the invention com 
QVLTQSPSSLSASVGDRVTINCQASQSVYDNNYLAWYQQKPGKVPKQLIY 25 prise , or alternatively consist of , the polypeptide sequence of 
STSTLASGVPSRFSGSGSGTDFTLTISSLOPEDVATYYCLGSYDCSSGDC SEQ ID NO : 13 or SEQ ID NO : 14 . 

In a further embodiment of the invention , fragments of the 
FVFGGGTKVEIKRTVAAPSVFIFPPSDEOLKSGTASVVCLLNNFYPREAK antibody having binding specificity to CGRP for potential 
VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE treatment or prevention of photophobia comprise , or alter 

30 natively consist of , one or more of the polypeptide 
VTHQGLSSPVTKSFNRGEC . sequences of SEQ ID NO : 15 ; SEQ ID NO : 16 ; and SEQ ID 

NO : 17 which correspond to the complementarity - determin The invention further includes humanized antibodies for ing regions ( CDRs , or hypervariable regions ) of the variable potential treatment or prevention of photophobia having light chain sequence of SEQ ID NO : 11 or the light chain binding specificity to CGRP and possessing a variable heavy 35 sequence of SEQ ID NO : 12 . chain sequence comprising the sequence set forth below : In a further embodiment of the invention , fragments of the 
antibody having binding specificity to CGRP for potential 
treatment or prevention of photophobia comprise , or alter ( SEQ ID NO : 13 ) 

EVOLVESGGGLVQPGGSLRLSCAVSGLDLSSYYMQWVRQAPGKGLEWVGV natively consist of , one or more of the polypeptide 
40 sequences of SEQ ID NO : 18 ; SEQ ID NO : 19 ; and SEQ ID 

IGINDNTYYASWAKGRFTISRDNSKTTVYLQMNSLRAEDTAVYFCARGDI NO : 20 which correspond to the complementarity - determin 
ing regions ( CDRs , or hypervariable regions ) of the variable WGQGTLVTVSS . heavy chain sequence of SEQ ID NO : 13 or the heavy chain 

The invention also includes humanized antibodies for sequence of SEQ ID NO : 14 . 
potential treatment or prevention of photophobia having 45 The invention also contemplates antibody fragments for 
binding specificity to CGRP and possessing a heavy chain potential treatment or prevention of photophobia which 
sequence comprising the sequence set forth below : include one or more of the antibody fragments described 

herein . In one embodiment of the invention , fragments of the 
antibodies having binding specificity to CGRP comprise , or 

( SEQ ID NO : 14 ) 50 alternatively consist of , one , two , three or more , including EVOLVESGGGLVQPGGSLRLSCAVSGLDLSSYYMQWVRQAPGKGLEWVGV all of the following antibody fragments : the variable light 
IGINDNTYYASWAKGRFTISRDNSKTTVYLOMNSLRAEDTAVYFCARGDI chain region of SEQ ID NO : 11 ; the variable heavy chain 

region of SEQ ID NO : 13 ; the complementarity - determining 
WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTV regions ( SEQ ID NO : 15 ; SEQ ID NO : 16 ; and SEQ ID NO : 
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP 55 17 ) of the variable light chain region of SEQ ID NO : 11 ; and 

the complementarity - determining regions ( SEQ ID NO : 18 ; 
SNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT SEQ ID NO : 19 ; and SEQ ID NO : 20 ) of the variable heavy 

chain region of SEQ ID NO : 13 . 
PEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVL In a particularly preferred embodiment of the invention , 
TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSRE 60 the humanized anti - CGRP antibody for potential treatment 

or prevention of photophobia is Ab2 , comprising , or alter 
EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL natively consisting of , SEQ ID NO : 12 and SEQ ID NO : 14 , 

and having at least one of the biological activities set forth YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK . herein . 
The invention further contemplates antibodies for poten- 65 In a further particularly preferred embodiment of the 

tial treatment or prevention of photophobia comprising one invention , antibody fragments for potential treatment or 
or more of the polypeptide sequences of SEQ ID NO : 15 ; prevention of photophobia comprise , or alternatively consist 
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of , Fab ( fragment antigen binding ) fragments having bind 
ing specificity for CGRP . With respect to antibody Ab2 , the ( SEQ ID NO : 24 ) 

EVOLVESGGGLVQPGGSLRLSCAVSGLDLSSYYMQWVRQAPGKGLEWVGV Fab fragment includes the variable light chain sequence of 
SEQ ID NO : 11 and the variable heavy chain sequence of IGINDNTYYASWAKGRFTISRDNSKTTVYLQMNSLRAEDTAVYFCARGDI 
SEQ ID NO : 13. This embodiment of the invention further 5 

WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTV contemplates additions , deletions , and variants of SEQ ID 
NO : 11 and / or SEQ ID NO : 13 in said Fab while retaining SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP 
binding specificity for CGRP . 

SNTKVDARVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT In one embodiment of the invention described herein 
( infra ) , Fab fragments for potential treatment or prevention PEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVL 
of photophobia may be produced by enzymatic digestion TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE ( e.g. , papain ) of Ab2 . In another embodiment of the inven 
tion , anti - CGRP antibodies such as Ab2 or Fab fragments EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL 
thereof may be produced via expression in mammalian cells 15 

YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK . such as CHO , NSO or HEK 293 cells , fungal , insect , or 
microbial systems such as yeast cells ( for example diploid The invention further contemplates antibodies for poten 
yeast such as diploid Pichia ) and other yeast strains . Suitable tial treatment or prevention of photophobia comprising one 
Pichia species include , but are not limited to , Pichia pas- or more of the polypeptide sequences of SEQ ID NO : 25 ; 
toris . SEQ ID NO : 26 ; and SEQ ID NO : 27 which correspond to 
Antibody Ab3 the complementarity - determining regions ( CDRs , or hyper 

In a preferred embodiment , the invention includes human variable regions ) of the variable light chain sequence of SEQ 
ized antibodies having binding specificity to CGRP and ID NO : 21 or the light chain sequence of SEQ ID NO : 22 , 
possessing a variable light chain sequence comprising the and / or one or more of the polypeptide sequences of SEQ ID 
sequence set forth below . As disclosed in Example 8 this NO : 28 ; SEQ ID NO : 29 ; and SEQ ID NO : 30 which 
antibody has been demonstrated in a transgenic mouse light correspond to the complementarity - determining regions 
aversion behavioral model to effectively inhibit CGRP- ( CDRs , or hypervariable regions ) of the variable heavy 
associated photophobia : chain sequence of SEQ ID NO : 23 or the heavy chain 

30 sequence of SEQ ID NO : 24 , or combinations of these 
polypeptide sequences . In another embodiment of the inven 

( SEQ ID NO : 21 ) tion , the antibodies of the invention or fragments thereof VLTOSPSSLSASVGDRVTINCQASQSVYDNNYLAWYQQKPGKVPKQLIY comprise , or alternatively consist of , combinations of one or 
STSTLASGVPSRFSGSGSGTDFTLTISSLOPEDVATYYCLGSYDCSSGDC more of the CDRs , the variable heavy and variable light 

35 chain sequences , and the heavy and light chain sequences set 
forth above , including all of them . 

The invention also includes humanized antibodies for The invention also contemplates fragments of the anti 
potential treatment or prevention of photophobia having body for potential treatment or prevention of photophobia 
binding specificity to CGRP and possessing a light chain having binding specificity to CGRP . In one embodiment of 
sequence comprising the sequence set forth below : 40 the invention , antibody fragments of the invention comprise , 

or alternatively consist of , the polypeptide sequence of SEQ 
ID NO : 21 or SEQ ID NO : 22. In another embodiment of the 

( SEQ ID NO : 22 ) invention , antibody fragments of the invention comprise , or 
QVLTQSPSSLSASVGDRVTINCQASQSVYDNNYLAWYOQKPGKVPKQLIY alternatively consist of , the polypeptide sequence of SEQ ID 

45 NO : 23 or SEQ ID NO : 24 . STSTLASGVPSRFSGSGSGTDFTLTISSLOPEDVATYYCLGSYDCSSGDC In a further embodiment of the invention , fragments of the 
FVFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK antibody having binding specificity to CGRP comprise , or 

alternatively consist of , one or more of the polypeptide 
VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE sequences of SEQ ID NO : 25 ; SEQ ID NO : 26 ; and SEQ ID 

50 NO : 27 which correspond to the complementarity - determin VTHQGLSSPVTKSFNRGEC . ing regions ( CDRs , or hypervariable regions ) of the variable 
The invention further includes humanized antibodies for light chain sequence of SEQ ID NO : 21 or the light chain 

potential treatment or prevention of photophobia having sequence of SEQ ID NO : 22 . 
binding specificity to CGRP and possessing a variable heavy In a further embodiment of the invention , fragments of the 
chain sequence comprising the sequence set forth below : 55 antibody having binding specificity to CGRP for potential 

treatment or prevention of photophobia comprise , or alter 
natively consist of , one or more of the polypeptide 

( SEQ ID NO : 23 ) sequences of SEQ ID NO : 28 ; SEQ ID NO : 29 ; and SEQ ID 
EVOLVESGGGLVQPGGSLRLSCAVSGLDLSSYYMQWVRQAPGKGLEWVGV NO : 30 which correspond to the complementarity - determin 

60 ing regions ( CDRs , or hypervariable regions ) of the variable IGINDNTYYASWAKGRFTISRDNSKTTVYLOMNSLRAEDTAVYFCARGDI heavy chain sequence of SEQ ID NO : 23 or the heavy chain 
WGQGTLVTVSS . sequence of SEQ ID NO : 24 . 

The invention also contemplates antibody fragments for 
The invention also includes humanized antibodies for potential treatment or prevention of photophobia which 

potential treatment or prevention of photophobia having 65 include one or more of the antibody fragments described 
binding specificity to CGRP and possessing a heavy chain herein . In one embodiment of the invention , fragments of the 
sequence comprising the sequence set forth below : antibodies having binding specificity to CGRP comprise , or 

FVFGGGTKVEIKR . 

a 
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alternatively consist of , one , two , three or more , including binding specificity to CGRP and possessing a variable heavy 
all of the following antibody fragments : the variable light chain sequence comprising the sequence set forth below : 
chain region of SEQ ID NO : 21 ; the variable heavy chain 
region of SEQ ID NO : 23 ; the complementarity - determining 
regions ( SEQ ID NO : 25 ; SEQ ID NO : 26 ; and SEQ ID NO : ( SEQ ID NO : 33 ) 

QSLEESGGRLVTPGTPLTLTCSVSGIDLSGYYMNWVRQAPGKGLEWIGVI 27 ) of the variable light chain region of SEQ ID NO : 21 ; and 
the complementarity - determining regions ( SEQ ID NO : 28 ; 
SEQ ID NO : 29 ; and SEQ ID NO : 30 ) of the variable heavy 
chain region of SEQ ID NO : 23 . 

In a particularly preferred embodiment of the invention , The invention also includes chimeric antibodies for poten 
the chimeric anti - CGRP antibody for treatment or preven- tial treatment or prevention of photophobia having binding 
tion of photophobia is Ab3 , comprising , or alternatively specificity to CGRP and possessing a heavy chain sequence 
consisting of , SEQ ID NO : 22 and SEQ ID NO : 24 , and comprising the sequence set forth below : 
having at least one of the biological activities set forth 
herein . 

In a further particularly preferred embodiment of the ( SEQ ID NO : 34 ) 
QSLEESGGRLVTPGTPLTLTCSVSGIDLSGYYMNWVRQAPGKGLEWIGVI invention , antibody fragments comprise , or alternatively 

consist of , Fab ( fragment antigen binding ) fragments having 
binding specificity for CGRP . With respect to antibody Ab3 , 20 PGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW the Fab fragment includes the variable light chain sequence 
of SEQ ID NO : 21 and the variable heavy chain sequence of NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSN 
SEQ ID NO : 23. This embodiment of the invention further 
contemplates additions , deletions , and variants of SEQ ID 
NO : 21 and / or SEQ ID NO : 23 in said Fab while retaining 25 VTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVLTV binding specificity for CGRP . 

In one embodiment of the invention described herein LHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEM 
( infra ) , Fab fragments for potential treatment or prevention TKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS of photophobia may be produced by enzymatic digestion 
( e.g. , papain ) of Ab3 . In another embodiment of the inven- 30 KLTVDKSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK . 
tion , anti - CGRP antibodies such as Ab3 or Fab fragments 
thereof may be produced via expression in mammalian cells The invention further contemplates antibodies for poten 
such as CHO , NSO or HEK 293 lls , fungal , insect , or tial treatment or prevention of photophobia comprising one 
microbial systems such as yeast cells ( for example diploid or more of the polypeptide sequences of SEQ ID NO : 35 ; 
yeast such as diploid Pichia ) and other yeast strains . Suitable 35 SEQ ID NO : 36 ; and SEQ ID NO : 37 which correspond to 
Pichia species include , but are not limited to , Pichia pas- the complementarity - determining regions ( CDRs , or hyper 
toris . variable regions ) of the variable light chain sequence of SEQ 
Antibody Ab4 ID NO : 31 or the light chain sequence of SEQ ID NO : 32 , 

In one embodiment , the invention includes chimeric anti- and / or one or more of the polypeptide sequences of SEQ ID 
bodies for potential treatment or prevention of photophobia 40 NO : 38 ; SEQ ID NO : 39 ; and SEQ ID NO : 40 which 
having binding specificity to CGRP and possessing a vari- correspond to the complementarity - determining regions 
able light chain sequence comprising the sequence set forth ( CDRs , or hypervariable regions ) of the variable heavy 
below : chain sequence of SEQ ID NO : 33 or the heavy chain 

sequence of SEQ ID NO : 34 , or combinations of these 
polypeptide sequences . In another embodiment of the inven ( SEQ ID NO : 31 ) 

QVLTQTPSPVSAAVGSTVTINCQASQSVYHNTYLAWYOQKPGQPPKQLIY tion , the antibodies of the invention or fragments thereof 
comprise , or alternatively consist of , combinations of one or 

DASTLASGVPSRFSGSGSGTQFTLTISGVQCNDAAAYYCLGSYDCTNGDC more of the CDRs , the variable heavy and variable light 
chain sequences , and the heavy and light chain sequences set 
forth above , including all of them . 

The invention also includes chimeric antibodies for poten The invention also contemplates fragments of the anti 
tial treatment or prevention of photophobia having binding body having binding specificity to CGRP for potential 
specificity to CGRP and possessing a light chain sequence treatment or prevention of photophobia . In one embodiment comprising the sequence set forth below : of the invention , antibody fragments of the invention com 

prise , or alternatively consist of the polypeptide sequence of 
SEQ ID NO : 31 or SEQ ID NO : 32. In another embodiment ( SEQ ID NO : 32 ) 

QVLTQTPSPVSAAVGSTVTINCQASQSVYHNTYLAWYQQKPGQPPKQLIY of the invention , antibody fragments of the invention com 
prise , or alternatively consist of , the polypeptide sequence of 

DASTLASGVPSRFSGSGSGTQFTLTISGVQCNDAAAYYCLGSYDCTNGDC 60 SEQ ID NO : 33 or SEQ ID NO : 34 . 
FVFGGGTEVVVKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAK In a further embodiment of the invention , fragments of the 

antibody having binding specificity to CGRP for potential 
VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE treatment or prevention of photophobia comprise , or alter 

natively consist of , one or more of the polypeptide VTHQGLSSPVTKSFNRGEC . 65 sequences of SEQ ID NO : 35 ; SEQ ID NO : 36 ; and SEQ ID 
The invention further includes chimeric antibodies for NO : 37 which correspond to the complementarity - determin 

potential treatment or prevention of photophobia having ing regions ( CDRs , or hypervariable regions ) of the variable 
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light chain sequence of SEQ ID NO : 31 or the light chain The invention also includes humanized antibodies for 
sequence of SEQ ID NO : 32 . potential treatment or prevention of photophobia having 

In a further embodiment of the invention , fragments of the binding specificity to CGRP and possessing a light chain 
antibody having binding specificity to CGRP for potential sequence comprising the sequence set forth below : 
treatment or prevention of photophobia comprise , or alter- 5 
natively consist of , one or more of the polypeptide 
sequences of SEQ ID NO : 38 ; SEQ ID NO : 39 ; and SEQ ID ( SEQ ID NO : 42 ) 

QVLTQSPSSLSASVGDRVTINCQASQSVYHNTYLAWYOQKPGKVPKQLIY NO : 40 which correspond to the complementarity - determin 
ing regions ( CDRs , or hypervariable regions ) of the variable DASTLASGVPSRFSGSGSGTDFTLTISSLOPEDVATYYCLGSYDCTNGDC 
heavy chain sequence of SEQ ID NO : 33 or the heavy chain 10 
sequence of SEQ ID NO : 34 . FVFGGGTKVEIKRTVAAPSVFIFPPSDEOLKSGTASVVCLLNNFYPREAK 

The invention also contemplates antibody fragments for VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE potential treatment or prevention of photophobia which 
include one or more of the antibody fragments described VTHQGLSSPVTKSFNRGEC . 
herein . In one embodiment of the invention , fragments of the 15 The invention further includes humanized antibodies for antibodies having binding specificity to CGRP comprise , or 
alternatively consist of , one , two , three or more , including potential treatment or prevention of photophobia having 
all of the following antibody fragments : the variable light binding specificity to CGRP and possessing a variable heavy 
chain region of SEQ ID NO : 31 ; the variable heavy chain chain sequence comprising the sequence set forth below : 
region of SEQ ID NO : 33 ; the complementarity - determining 20 
regions ( SEQ ID NO : 35 ; SEQ ID NO : 36 ; and SEQ ID NO : ( SEQ ID NO : 43 ) 37 ) of the variable light chain region of SEQ ID NO : 31 ; and EVOLVESGGGLVOPGGSLRLSCAVSGIDLSGYYMNWVRQAPGKGLEWVGV the complementarity - determining regions ( SEQ ID NO : 38 ; 
SEQ ID NO : 39 ; and SEQ ID NO : 40 ) of the variable heavy IGINGATYYASWAKGRFTISRDNSKTTVYLQMNSLRAEDTAVYFCARGDI 
chain region of SEQ ID NO : 33 . WGQGTLVTVSS . In a particularly preferred embodiment of the invention , 
the humanized anti - CGRP antibody for potential treatment The invention also includes humanized antibodies for 
or prevention of photophobia is Ab4 , comprising , or alter potential treatment or prevention of photophobia having natively consisting of , SEQ ID NO : 32 and SEQ ID NO : 34 , binding specificity to CGRP and possessing a heavy chain and having at least one of the biological activities set forth 30 sequence comprising the sequence set forth below : 
herein . 

In a further particularly preferred embodiment of the 
invention , antibody fragments for potential treatment or ( SEQ ID NO : 44 ) 
prevention of photophobia comprise , or alternatively consist EVOLVESGGGLVOPGGSLRLSCAVSGIDLSGYYMNWVRQAPGKGLEWVGV 
of , Fab ( fragment antigen binding ) fragments having bind- 35 

IGINGATYYASWAKGRFTISRDNSKTTVYLQMNSLRAEDTAVYFCARGDI ing specificity for CGRP . With respect to antibody Ab4 , the 
Fab fragment includes the variable light chain sequence of WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTV 
SEQ ID NO : 31 and the variable heavy chain sequence of 
SEQ ID NO : 33. This embodiment of the invention further SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP 

contemplates additions , deletions , and variants of SEQ ID 40 
NO : 31 and / or SEQ ID NO : 33 in said Fab while retaining 
binding specificity for CGRP . PEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVL 

In one embodiment of the invention described herein 
TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE ( infra ) , Fab fragments for potential treatment or prevention 

of photophobia may be produced by enzymatic digestion 45 EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL 
( e.g. , papain ) of Ab4 . In another embodiment of the inven 
tion , anti - CGRP antibodies such as Ab4 or Fab fragments YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTOKSLSLSPGK . 
thereof may be produced via expression in mammalian cells The invention further contemplates antibodies for poten such as CHO , NSO or HEK 293 cells , fungal , insect , or 
microbial systems such as yeast cells ( for example diploid tial treatment or prevention of photophobia comprising one 
yeast such as diploid Pichia ) and other yeast strains . Suitable or more of the polypeptide sequences of SEQ ID NO : 45 ; 
Pichia species include , but are not limited to , Pichia pas SEQ ID NO : 46 ; and SEQ ID NO : 47 which correspond to 
toris . the complementarity - determining regions ( CDRs , or hyper 
Antibody Ab5 variable regions ) of the variable light chain sequence of SEQ 

In one embodiment , the invention includes humanized 55 ID NO : 41 or the light chain sequence of SEQ ID NO : 42 , 
antibodies for potential treatment or prevention of photo and / or one or more of the polypeptide sequences of SEQ ID 
phobia having binding specificity to CGRP and possessing NO : 48 ; SEQ ID NO : 49 ; and SEQ ID NO : 50 which 
a variable light chain sequence comprising the sequence set correspond to the complementarity - determining regions 
forth below : ( CDRs , or hypervariable regions ) of the variable heavy 

60 chain sequence of SEQ ID NO : 43 or the heavy chain 
sequence of SEQ ID NO : 44 , or combinations of these 

( SEQ ID NO : 41 ) polypeptide sequences . In another embodiment of the inven 
QVLTQSPSSLSASVGDRVTINCQASQSVYHNTYLAWYQQKPGKVPKQLIY tion , the antibodies of the invention or fragments thereof 

comprise , or alternatively consist of , combinations of one or DASTLASGVPSRFSGSGSGTDFTLTISSLQPEDVATYYCLGSYDCTNGDC 65 more of the CDRs , the variable heavy and variable light 
chain sequences , and the heavy and light chain sequences set 
forth above , including all of them . 

SNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT 

50 

FVFGGGTKVEIKR . 
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The invention also contemplates fragments of the anti- yeast such as diploid Pichia ) and other yeast strains . Suitable 
body for potential treatment or prevention of photophobia Pichia species include , but are not limited to , Pichia pas 
having binding specificity to CGRP . In one embodiment of toris . 
the invention , antibody fragments of the invention comprise , Antibody Abo 
or alternatively consist of , the polypeptide sequence of SEQ5 In one embodiment , the invention includes humanized 
ID NO : 41 or SEQ ID NO : 42. In another embodiment of the antibodies for potential treatment or prevention of photo 
invention , antibody fragments of the invention comprise , or phobia having binding specificity to CGRP and possessing 
alternatively consist of , the polypeptide sequence of SEQ ID a variable light chain sequence comprising the sequence set 
NO : 43 or SEQ ID NO : 44 . forth below : 

In a further embodiment of the invention , fragments of the 
antibody having binding specificity to CGRP for potential 
treatment or prevention of photophobia comprise , or alter ( SEQ ID NO : 51 ) 

QVLTQSPSSLSASVGDRVTINCQASQSVYHNTYLAWYQQKPGKVPKQLIY natively consist of , one or more of the polypeptide 
sequences of SEQ ID NO : 45 ; SEQ ID NO : 46 ; and SEQ ID DASTLASGVPSRFSGSGSGTDFTLTISSLOPEDVATYYCLGSYDCTNGDC 
NO : 47 which correspond to the complementarity - determin FVFGGGTKVEIKR . ing regions ( CDRs , or hypervariable regions ) of the variable 
light chain sequence of SEQ ID NO : 41 or the light chain The invention also includes humanized antibodies for 
sequence of SEQ ID NO : 42 . potential treatment or prevention of photophobia having 

In a further embodiment of the invention , fragments of the 20 binding specificity to CGRP and possessing a light chain 
antibody having binding specificity to CGRP for potential sequence comprising the sequence set forth below : 
treatment or prevention of photophobia comprise , or alter 
natively consist of , one or more of the polypeptide 
sequences of SEQ ID NO : 48 ; SEQ ID NO : 49 ; and SEQ ID ( SEQ ID NO : 52 ) 
NO : 50 which correspond to the complementarity - determin- 25 QVLTQSPSSLSASVGDRVTINCQASQSVYHNTYLAWYQQKPGKVPKQLIY 

ing regions ( CDRs , or hypervariable regions ) of the variable DASTLASGVPSRFSGSGSGTDFTLTISSLOPEDVATYYCLGSYDCTNGDC 
heavy chain sequence of SEQ ID NO : 43 or the heavy chain 
sequence of SEQ ID NO : 44 . FVFGGGTKVEIKRTVAAPSVFIFPPSDEOLKSGTASVCLLNNFYPREAK 

The invention also contemplates antibody fragments for VQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE potential treatment or prevention of photophobia which 30 
include one or more of the antibody fragments described VTHQGLSSPVTKSFNRGEC . 
herein . In one embodiment of the invention , fragments of the The invention further includes humanized antibodies for antibodies having binding specificity to CGRP comprise , or 
alternatively consist of , one , two , three or more , including potential treatment or prevention of photophobia having 
all of the following antibody fragments : the variable light 35 binding specificity to CGRP and possessing a variable heavy 
chain region of SEQ ID NO : 41 ; the variable heavy chain chain sequence comprising the sequence set forth below : 
region of SEQ ID NO : 43 ; the complementarity - determining 
regions ( SEQ ID NO : 45 ; SEQ ID NO : 46 ; and SEQ ID NO : ( SEQ ID NO : 53 ) 47 ) of the variable light chain region of SEQ ID NO : 41 ; and EVOLVESGGGLVOPGGSLRLSCAVSGIDLSGYYMNWVRQAPGKGLEWVGV the complementarity - determining regions ( SEQ ID NO : 48 ; 40 
SEQ ID NO : 49 ; and SEQ ID NO : 50 ) of the variable heavy IGINGATYYASWAKGRFTISRDNSKTTVYLQMNSLRAEDTAVYFCARGDI 
chain region of SEQ ID NO : 43 . 

In a particularly preferred embodiment of the invention , 
the chimeric anti - CGRP antibody for potential treatment or The invention also includes humanized antibodies for 
prevention of photophobia is Ab5 , comprising , or alterna- 45 potential treatment or prevention of photophobia having 
tively consisting of , SEQ ID NO : 42 and SEQ ID NO : 44 , binding specificity to CGRP and possessing a heavy chain 
and having at least one of the biological activities set forth sequence comprising the sequence set forth below : 
herein . 

In a further particularly preferred embodiment of the 
invention , antibody fragments for potential treatment or 50 ( SEQ ID NO : 54 ) 
prevention of photophobia comprise , or alternatively consist EVOLVESGGGLVOPGGSLRLSCAVSGIDLSGYYMNWVRQAPGKGLEWVGV 
of , Fab ( fragment antigen binding ) fragments having bind IGINGATYYASWAKGRFTISRDNSKTTVYLQMNSLRAEDTAVYFCARGDI 
ing specificity for CGRP . With respect to antibody Ab5 , the 
Fab fragment includes the variable light chain sequence of WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTV 

SEQ ID NO : 41 and the variable heavy chain sequence of 55 SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKP SEQ ID NO : 43. This embodiment of the invention further 
contemplates additions , deletions , and variants of SEQ ID SNTKVDARVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRT 
NO : 41 and / or SEQ ID NO : 43 in said Fab while retaining PEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYASTYRVVSVL binding specificity for CGRP . 

In one embodiment of the invention described herein 60 TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRE 
( infra ) , Fab fragments for potential treatment or prevention 
of photophobia may be produced by enzymatic digestion EMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL 
( e.g. , papain ) of Ab5 . In another embodiment of the inven YSKLTVDKSRWOQGNVFSCSVMHEALHNHYTOKSLSLSPGK . tion , anti - CGRP antibodies such as Ab5 or Fab fragments 
thereof may be produced via expression in mammalian cells 65 The invention further contemplates antibodies for poten 
such as CHO , NSO or HEK 293 cells , fungal , insect , or tial treatment or prevention of photophobia comprising one 
microbial systems such as yeast cells ( for example diploid or more of the polypeptide sequences of SEQ ID NO : 55 ; 

WGQGTLVTVSS . 










































































































































































































































































