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FIG. 1A: coFVIII-3-SEQ ID NO: 1

ATGCAGATCGAACTGAGCACCTGCTTCTTTCTGTGCCTGCTGAGGTTTTGCTTTAGCGCCACCAGGAGATACTATCTGGGCGC
CGTGGAACTGAGCTGGCGACTATATGCAGTCTCGATCT GGGCCAACT GCCAGT GGATGCCAGCTTTCCCCCCAGAGTGCCCAAAR
GCTTTCCCTTTAATACCAGCGTCGTCTATAACAAAACCCTGTTTGTGCGAATTCACTGATCATCTGCTTTAATATCGCCAAGCCC
AGGCCCCCCTGGATGGGCCTGCTGGGCCCCACCATCCAGGCCGAAGTGTAT GATACCGTGGTCATCACCCTGAAAAACATGGC
CAGCCATCCAGTGAGCCTGCATGCTGTGGGCGTCTCCTATTGGAAAGCCTCTGAAGGCGCCGAGTATGATGATCAGACCAGCC
AGAGGGAMANGANGATGATAANGTCTTTCCTGCGGGCAGCCATACCTATGTCT GGCAGGT CCTGAANGANAATGGCCCCATG
GCCAGCGATCCCCTGTGCCTGACCTATAGCTATCTGAGCCATGTGGACCTGCTGANGGAT CTGAACAGCGGCCTGATTGGGGE
CCTGCTGGTGTGCAGGGAAGGCAGCCT GGCCAAAGAANAAACCCAGACCCTGCATAAGTTTATCCTGCTGTTTGCCGTGTTTG
ATGAAGGCAANAGCTGGCATTCTGAAACCAAAAACAGCCTGATGCAGGACAGGGATGCCGCCTCTGCCAGGGCCTGGCCCAAR
ATGCATACCGTGAATGGCTATGTGAATAGGAGCCTGCCTGGCCTGATTGGCTGCCACAGGANAAGCGTGTATTGGCATGTGAT
CGGCATGGGCACCACCCCCGANGT GCATAGCATCTTTCT GGAAGGCCATACCTTCCTGGTCAGGANCCACAGGCAGGCCAGCC
TGCAAATCAGCCCCATCACCTTCCTGACCGCCCAGACCCTGCTCGATCCGATCTGGCCCAGTTTCTGCTECTTTTGCCACATCTCC
AGCCATCAGCATGATGCCATGCAAGCCTATCTCAAAGTCCATAGCTGCCCCCGAAGAACCCCAGCTCGAGCATCANAAANCANTGA
AGAAGCCGAAGACTATGATGATGATCTGACTGATTCTGAAAT GGATGTGGT CAGGTTTGATGATGATAATAGCCCCAGCTTTA
TCCAGATCAGGAGCGTGGCCARAAANCATCCCAAGACCTGEGGTGCATTATATCGCTGCTGAGGAAGAAGATTGGGACTATGCC
CCCCTGGTGCTGGCCCCTGAT GATAGGAGCTATAAAAGCCAGTAT CTGAACAAT GGCCCCCAGAGGATT GGCAGGAAGTATAA
AAAAGTCAGGTTTATGGCCTACACTGATGAAACCTT CAAGACCAGGGAAGCCAT CCAGCATGAGTCTGGCATCCTGGGCCCCC
TGCTGTATGGCGAAGTGGGGGACACCCTGCTGATCATCTTTAAAAATCAGGCCAGCAGGCCCTATAATATCTATCCCCATGGT
ATCACTGATGTGAGGCCCCTGTACAGCAGGAGGCTGCCCAAAGGCGTGAAACAT CTGAAAGATTTTCCCATCCTGCCTGGCGA
AATCTTTAAGTATAAATGGACTGT GACTGT GGAAGATGGCCCCACCANANGCCATCCCAGGTGCCTGACCAGGTATTATTCCA
GCTTTGTGAATATGGAACGCGATCTGGCCTCTGGCCTGATTGGCCCCCTGCTCATCTGCTATAANGAGT CTGTGGACCAGAGE
GGCAAT CAGATCATGAGCGATAAAAGGAATGTCATCCTGTTCTCTGTCTTTGAT GAGAATAGCGAGCTGGTACCTGACCGAAAN
CATCCAGAGGTTTCTGCCCAATCCCGCCGGCGTGCAGCT GGAAGAT CCCGAGTTTCAGGCCAGCAATAT CATGCATAGCATCA
ATGGCTATGTCTTTGATAGCCTGCAGCTGAGCGTGTGCCTGCATGAGGTGGCCTATT GGTATATCCTGAGCATCGGCGCCCAG
ACCGATTTTCTGAGCGTGTTTTTCTCTGGCTATACCTTTARACATARAATGCTGTATGAGGACACCCTGACCCTGTTTCCCTT
CTCTGGCCGAANCCGTGTTTAT GAGCAT GCGAAAATCCCGGCCTGTGCATCCTGGGCTGCCACAACAGCCGATTT CAGCGAACAGGE
GCATGACTGCCCTGCTCAAAGTCT CCAGCT GCGATAAMAACACTCGGCGACTATTATCAGCACAGCTATGAGGACATCAGCGCC
TATCTGCTGAGCAAGAACAAT GCCATCGAACCCAGGAGCTTTAGCCAGAAT CCCCCAGTGCTGAMAAGGCAT CAGAGGGAAAT
CACCAGGACCACCCTGCAGTCTGATCAGGAAGAAAT CGACTATGATGATACCAT CAGCGT GGAAATGAAGAAAGAAGATTTTG
ATATCTATGATGAAGATGAAAATCAGAGCCCCAGGAGCTTTCAGAAGAANACCAGGCATTACTTCATCGCTGCTGTGGANAGG
CTGTGGGACTATGGCATGTCCAGCAGCCCCCATGTGCTGAGGAACAGGGCCCAGTCTGGCAGCGTGCCCCAGTTTARAANAGT
CGTGTTTCAGGAGTTTACCGATGGCAGCTTTACCCAGCCCCTGTATAGGGGCGAACTGAATGAACATCTGGGCCTGCTGGGCC
CCTACATCAGGGCCGAAGTGGAAGATAATAT CATGGTGACCTTCAGGAACCAGGCCAGCAGGCCCTACAGCTTTTATTCCAGC
CTGATCAGCTATGAGGAAGAT CAGAGGCAGGGGECT GAGCCCAGGANMNANACTTT GTGANMCCCAATGAAACCANGACCTACTT
TTGGAMGT CCAGCATCATATGGCCCCCACCAAGGATGAATTTCGATTGCAAMGCCTGGGCCTACTTCTCTGATGTGGACCTGE
AAAPNCGATGTGCATAGCGGCCTCATTGCCCCCCTGCTECGTGTGCCACACCAATACCCTCAACCCTGCCCATGGCAGGCAGGTG
ACTGTGCAGGAGTTTGCCCTGTTCTTTACCATCTTT GAT GAAACCAAAAGCTGGTACTTCACCGAAANACATGGAAAGGANCT G
CAGGGCCCCCTGCAACAT CCAGAT GGAAGATCCCACCTTTAAAGAAAATTATAGGTTCCATGCCATCAATGGCTATATCATGG
ATACCCTGCCTGGCCTGGTCATGGCCCAGGACCAGAGGATCAGGTGGTATCTGCTGAGCATGGGCAGCAATGAAAACAT CCAT
AGCATCCATTTCTCTGGCCATGTCTTTACCGTCAGCANARAAGAAGAGTATAAAATGCGCCCTGTATAATCTGTACCCTGGGGET
GCTTTGAMNCCGTGCAAATCCTCCCCAGCAMAGCCGGCATCTGCAGGCTCCGAATGCCTCATTGCCCAACATCTCCATCCTGGCA
TGAGCACCCTGTTTCTGGTGTATAGCAATAAGTGCCAGACCCCCCTGGGCATGGCCTCTGGCCATATCAGGGATTTTCAGATC
ACTGCCTCTGGCCAGTATGGCCAGTGGGCCCCCAAACTGGCCAGGCTGCATTATTCCGGAAGCATCAAT GCCTGGAGCACCAR
AGAACCCTTTAGCTGGATCAAAGT CGATCTGCTGGCCCCCATGAT CATCCATGGCAT CAAGACCCAGGGGGCCAGGCAGANAT
TTTCCAGCCTGTACATCAGCCAGTTTATCATCATGTATAGCCTGGATGGCAANANMAT GGCAGACCTATAGGGGCAATAGCACC
GGCACCCTGATGGTGTTCTTTGGCAATGTGGACAGCAGCGGCATCAAACATAATATCTTTAATCCCCCCATCATCGCCAGGTA
TATCAGGCTGCATCCCACCCATTATAGCATCAGGAGCACCCTGAGGATGGAACT GATGGGCTGCGATCT GAACAGCTGCAGCA
TGCCCCTGGGCATGGAAAGCAAAGCCAT CAGCGATGCCCAGAT CACTGCCTCCAGCTACTTCACTAATATGTTTGCCACCTGG
AGCCCCAGCAMAGCCAGGCTGCAT CTGCAGGGCAGGAGCAAT GCCTGGAGGCCCCAGGTCANCAATCCCAAAGAATGGCTGCA
GGTCCATTTTCAGAANNACCAT GAAAGT CACT GCCGGT CACCACCCAGGCGET CAAANGCCTGCTCGACCAGCATGCTATGCTCGAAAG
AGTTTCTGATCTCCAGCAGCCACGCGATGGCCATCAGT CCGACCCTCTTCTTTCAGAATGCCAANGT CAAAGTCTTTCAGGGCAAT
CAGGACAGCTTTACCCCTGTGGTGAATAGCCTGGATCCCCCCCTGCTGACCAGGTATCTGAGGATCCATCCCCAGAGCTGGGT
GCATCAGATCGCCCTGAGGATGGAAGTGCTGGGCTGCGAAGCCCAGGACCTGTACTGA
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FIG. 1B: coFVIII-4 — SEQ ID NO: 2

ATGCAGATCGAGCTGAGCACGTGCTTCTTCCTGTGCCTGCTGAGGTTCTGCTTCAGCGCCACCAGGAGGTACTACCTGGGCGC
CGTGCGAGCTGAGCTGGGACTACATGCAGAGCGACCTGGECGAGCTGCCCGTGEACGCCAGGTTCCCCCCCAGGGTGTCCAAGA
GCTTCCCCTTCAACACGAGCGTGCT CTACAAGAACACCCTCTTCCTGCAGTTCACCCACCATCTCTTCAATATCECCAAGCCC
AGGCCCCCCTGGATGGGGCTGCTGGGGCCCACGATCCAGGCCGAGGTGTACGACACCGTGGTCATCACCCTGAAGAACATGGC
CAGCCACCCCGTGAGCCTGCACGCCGTGGGCGTGAGCTACTGGAAGGCCAGCGAGGGCGCCGAGTACGACGACCAGACCAGCC
AGAGGGAGMAGGAGGACGACANGGTGTTCCCCGGCGGCAGCCACACCTACGTGTGGCAGGTGCT GAAGGAGAATGGGCCCATG
GCCAGCGACCCCCTGTGCCTGACCTACTCTTACCTGAGCCACGTGGATCT GGTGAAGGACCTGAACAGCGGCCTGATCGGCGT
CCTGCTGGTGTGCAGGGAGGGCAGCCTGGCCANGGAGAAGACCCAGACCCTGCACAAGTTCATCCTGCTGTTCGCCGTGTTCG
ACGAGGGCAAGAGCTGGCACAGCGAGACCAAGAACAGCCTGAT GCAGGATAGGGACGCCGCCAGCGCCAGGGCCTGGCCCAAG
ATGCACACCGTGAACGGCTACGTGAACAGCGTCTCTGCCCGGCCTGATCGGCTGCCACAGGAAGAGCGTGTACTGGCACGTGAT
CGGCATGGGGACCACCCCCGAGGTGCACAGCATCTTCCTGGAGGGCCACACGTTCCTGGTGAGGAAT CACAGGCAGGCCAGCC
TGGAGATCAGCCCCATCACCTTCCTCACCGCCCAGACCCTGCTCGATGCACCTCGGGCAGTTCCTCCTCTTCTGCCATATCAGC
TCTCACCAGCACCACGGCATGGAGGCCTACGTGAAGGTGCGATAGCTGCCTCCAGGAGCCCCAGCTGAGCATGAAGAACAACGA
GGAGGCCGAGGACTACGACGACGACCTGACCGACAGCGAGATGGACGTGGTGAGGTTCGACGACGACAATAGCCCGAGCTTCA
TCCAGAT CAGGAGCGTGGCCAAGAAGCACCCCAAGACCTGGGTGCATTACATCGCCGCCGAGGAGGAGGATTGGGACTACGCC
CCCCTGGTGCTEGGCCCCCEGACGACAGGT CTTACAAGAGCCAGTACCTGAACAACGGECCCCAGAGCAT CGGCAGGAAGTACAA
GAAGGTGAGGTTCATGGCCTACACCCACGAGACCTTCAAGACCAGGGAGGCGATCCAGCACGAGAGCGGGATCCTGGGGCCCT
TGCTGTACGGCGAGGTGGGCGACACGCTGCTGATCATCTT CAAGAACCAGGCCAGCAGGCCGTACAATATCTACCCCCACGGG
ATCACCGACGTGAGGCCCCTGTACTCTAGGAGGCTGCCCAAGGGCGTGAAGCACCTGAAGGACTTCCCCATCCTGCCCGGCGA
GATCTTCAAGTACAAGTGGACCGTGACCGTGGAGGACGGGCCCACGANGAGCGACCCCAGGTGCCTGACCAGGTACTACAGCT
CTTTCGTGAACAT GGAGNGGGACCTGGCCAGCGGCCTGATCGGGCCCCTGCTGAT CTGCTACAAGGAGAGCGTGGATCAGAGG
GGCAACCAGATCATCGAGCGACAAGAGGAACGTGATCCTCTTCAGCGTGT T CGACGAGAATAGGTCTTGCTACCTGACCGAGAA
TATCCAGAGGTTCCTGCCCAACCCCGCCGGCGTGCAGCTGGAGGAT CCCGAGTTCCAGGCCAGCAACATCATGCACAGCATCA
ACGGCTACGTGTTCGACAGCCTGCAGCTGAGCGTGTGCCTGCACGAGGT GGCCTACTGGTACATCCTGAGCATCGGCGCCCAG
ACCGACTTCCTGAGCGTGTTCTTCAGCGGCTACACCTTCANGCACAAGATGGTGTACGAGGATACCCTGACCCTGTTCCCCTT
CAGCGGCCGAGACCGTCTTCATCGAGCATCCAGAACCCCGGCCTCTGCATCCTGCECTGCCATAACT CCGACTTCAGGAATACGGG
GCATGACCGCCCTGCTGAAGGT GAGCTCTTGCCGACAACAACACCGGCCGACTACTACCGAGCGATAGCTACCGAGCGATATCAGCGCC
TACCTGCTGAGCAAGAACAACGCCATCGAGCCCAGGT CTTTCAGCCAGAACCCCCCCGTGCTGAAGAGGCACCAGAGGGAGAT
CACCAGGACGACCCTGCAGAGCGACCAGGAGGAGATCGACTACGACGACACGATCAGCGTGGAGATGARGAAGGAGGATTTCG
ACATCTACGACGAGCGACGAGAATCAGAGCCCCAGGTCTTT CCAGAAGAAGACCAGGCATTACTTCATCGCCGCCGTGGAGAGE
CTGTGGGACTACGGCATGAGCAGCT CTCCCCACGTGCTCGAGGANTAGGGCCCAGAGCGGCAGCGTGCCCCAGTTCAAGARGGT
GGTGTTCCAGGAGTTCACCGACGGCAGCTTCACCCAGCCCCTGTACAGGGGCGAGCTGAACGAGCACCTGGGCCTGCTGGGGT
CCTACATCAGGGCCGAGGTGGAGGATAACATCATGGTGACCTTCAGGAAT CAGGCCAGCAGGCCCTATAGCTTCTATAGCTCT
CTGATCAGCTACGAGGAGGATCAGAGGCAGGGCGCCGAGCCCAGCGAAGAACTTCGTGAAGCCCAACGAGACCAAGACCTACTT
CTGGANGGTGCAGCACCACATGGCCCCCACGANGGACGAGTTCGACTGCANGGCCTGGGCCTACTTCAGCGACGTGGATCTGG
AGAAGGACGTGCACAGCCGGCCTCATCGGGCCCCTCCTGETCTGCCACACCAACACCCTCGAACCCCGCCCACGGCAGGCAGGETG
ACCGTGCAGGAGTTCGCCCTGTTCTTCACCATCTTCGACGAGACCAACGAGCTGGTACTTCACCGAGAATATGGAGAGGAATTG
CAGGGCCCCCTGCAATATCCAGATGGAGGACCCGACCTTCAAGGAGAAT TACAGGTTCCACGCCATCAACGGCTACATCATGG
ACACGCTGCCCGGCCTGGTCATGGCCCAGGAT CAGAGGAT CAGGTGGTAT CTGCTGAGCAT GGGGAGCAACCGAGAATATCCAC
AGCATCCACTTCAGCGGCCACGTGTTCACCGTGAGGAAGANGGAGGAGTACAAGATGGCCCTGTACAATCTGTACCCCGGCGT
GTTCCAGACCCTGCAGATGCTGCCCAGCAAGGCCGGCATCTCGCAGCETCGCAGTGCCTGATCGGCCAGCACCTGCACGCCGGCA
TGAGCACGCTGTTCCTGGTGTACTCTAACAAGTGCCAGACCCCCCTGGGGATGGCCAGCGGCCACATCAGGGACTTCCAGATC
ACCGCCAGCGGCCAGTACGGCCAGTGGGCCCCCARGCTGGCCAGGCTGCACTATT CCGGAAGCAT CAACGCCTGGAGCACGARA
GGAGCCCTTCAGCTGGATCAAGGTGGATCTGCTGGCCCCCATGATCATCCACGEGGATCANGACCCAGGGCGCCAGGCAGANGT
TCAGCTCTCTGTATATCAGCCAGTTCATCATCATGTACTCTCTGCGACGGCAAGAAGTGGCAGACCTACAGGGGCAACAGCACT
GGCACGCTGATGGTGTTCTTCGGCAACGTGGACTCTAGCGGGATCAAGCACAATATCTTCAACCCCCCCATCATCGCCAGGTA
CATCAGGCTGCACCCCACCCATTACTCTATCAGGTCTACCCTGAGGATGGAGCTGATGGGCTGCGACCTGAACAGCTGCAGCA
TGCCCCTGGGGAT GGAGAGCAAGGCCAT CAGCGACGCCCAGATCACCGCCAGCTCTTACTTCACCAACATGTTCGCCACCTGG
AGCCCGAGCANGGCCAGGCTGCACCTGCAGGGCAGGTCTAACGCCT GGAGGCCCCAGGTGAACAACCCCANGGAGTGGCTGCA
GCTGCGATTTCCACGANGACCATGAACGCTCACCGCGCGTGACCACGCACGGCOGTEANCGACGCCTGCTCGACCAGCATGTACCTCGANGG
AGTTCCTCATCAGCTCTAGCCAGCGACGGCCACCAGTGCCACCCTCTTCTTCCAGAACCGCAAGCCTGAAGCTCTTCCAGGGCAAC
CAGGATAGCTTCACCCCCGTGGTGAACAGCCTGGACCCCCCCCTGCTGACCAGGTATCTGAGGATCCACCCCCAGAGCTGGGT
GCACCAGATCGCCCTGAGGATGGAGGTGCTGGGCTGCGAGGCCCAGGATCTGTATTGA
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FIG. 1C: coFVIII-5 —SEQ ID NO: 70

ATGCAAAT CGAACTGAGCACCTGTTTCTTCCTCTGCCTGCTGAGATTCTGTTTCTCCGCGACCCGCCGATACTACCTGGGAGCAGT GG
AGCTCTCCTGGGATTACATGCAGAGCGACCTTGGGGAGCTGCCCGTGGATGCCAGGTTCCCTCCCCGGGTGCCARAGTCGTTTCCGTT
CAACACCTCCGTGGTGTACAAGARAACTCTGTTCGTGGAGTTCACCGACCACCTGTTCAATATCGCCAAGCCCAGACCTCCCTGGATG
GGGCTGTTGGGACCTACCATCCAAGCGGAGGTGTACGACACTGTGGCTCATCACTCTGAAGAACATGGCCTCGCATCCCGTGTCCCTGE
ACGCCGTGGGAGTGTCTTACTGGARAGCGTCCGAGGGGGCCGAATACGACGACCAGACCTCGCAGAGAGARRAGGARGATGACAAGGT
GTTCCCAGGAGGATCGCACACCTACGTGTGGCAAGTGT T GAAGGAGAACGGCCCAATGGCCTCCGACCCGCTGTGCCTGACCTACTCG
TACCTGTCCCACGTGGACCTCGTGAAGGACCTCAACTCGGGACTGATTGGAGCCCTGCTGGTCTGCAGGGAAGGCTCACTGGCGAARG
AAAAGACTCAGACCTTGCACAAGTTCATTCTGCTGTTCGCTGTGT TCGACGAGGGGAAGTCGTGGCACAGCGAGACTAAGAACTCCCT
GATGCAAGATAGAGATGCCGCCTCCGCCCGGGCCTGGCCTAAGAT GCACACCGTGAACGGTTACGTGAACCGCTCCCTCCCTGGCCTG
ATTGGATGCCACCGGAAGTCCGTGTACTGGCACGTGATCGGGATGGGGACCACCCCCGAGGTGCACAGCATCTTCCTGGAAGGTCACA
CATTTCTCGTGCGCAACCACCGGCAGGCCTCCCTGGAAATCAGCCCCATTACCTTCCTCACT GCCCAGACTCTGCTGATGGACCTGGG
ACAGTTCCTGCTGTTCTGCCATATCTCCTCCCACCAACATGACGGARTGGAGGCATACGTGAAGGTCGATTCCTGCCCTGAGGAACCC
CAGCTCCGCATGAAGAACAAT GAGGAAGCCGAGGACTACGACGACGACCTGACGGATAGCGAGATGGATGTGGTCCGGTTCGATGACG
ATAACAGCCCTTCCTTCATCCAAATTCGCTCGGT GGCAAAGAAGCACCCCAAGACCTGGGTGCATTACAT TGCGGCGGAAGAAGAGGA
CTGGGATTATGCCCCGCTTGTCCTCGCTCCTGACGACCGGAGCTACAAGAGCCAGTACCTGAACAACGGTCCACAGAGGATCGGTAGA
AAGTACAAGAAGGTCCGCTTCATGGCCTATACCGACGAAACCTTCARAACTAGAGAGGCCAT CCAACACGAAT CCGGCATCCTGGGCC
CGCTCTTGTACGGAGAAGTCGGCGACACCCTTCTCATTATCT TCAAGAACCAGGCTTCCCGGCCGTACARCATCTATCCGCATGGGAT
CACTGACGTGCGCCCACTGTACTCGCGGCGCCTGCCCAAGGGTGT CAAACACCTGAAGGATTTTCCGATCCTTCCGGGAGAAATCTTC
AAGTACAAGTGGACCGTGACCGTGGAAGATGGCCCAACTAAGTCTGACCCTAGATGCCTCACCCGCTACTACTCATCCTTCGTCAACA
TGGAGCGCGACCTGGCCAGCGGACTGATCGGCCCGCTGCTGATTTGCTACAAGGAAT CAGTGGACCAACGGGGAAACCAGATCATGTC
GGATAAGAGGAACGTCATCCTCTTCT CCGTGTTTGACGAAAACCGGTCGTGGTACCT GACTGAANMACATCCAGCGGTTCCTCCCCAAC
CCCGCGGGCGTGCAGCTGGAAGATCCTEGAGTTTCAGGCATCAAACATCATGCACTCCATTAACGGCTACGTGTTCGATTCGCTGCAGC
TGAGCGTGTGTCTGCACGAAGTGGCCTACTGGTACATCCTGTCCATTGGTGCCCAGACTGACTTCCTGTCCGTGTTTTTCTCCGGCTA
CACGTTCAAGCACAAGATGGT GTACGAGGACACCCTGACCCTCTTCCCTTTTTCCGGCGAAACTGTGTTTATGAGCATGGAGAATCCC
GGCCTGTGGATCTTGGGCTGCCACAACAGCGACTTCCGTAACAGAGGAATGACTGCGCTGCT CAAGGT GTCCAGCTGCGACAAGAACA
CCGGAGACTATTATGAGGACT CATACGAGGACATCTCCGCCTACCTCCT GTCCAAGAATAACGCCATT GAACCTCGGAGCTTCAGCCA
GAACCCACCCGTGCTTAAGAGACATCAACGGGAGATCACTAGGACCACCCTGCAGTCAGACCAGGAGGARATCGACTACGATGACACC
ATCTCGGTCGAGATGAAGAAGGAGGACTTTGACATCTACGACGAAGATGAAAACCAGAGCCCGAGGTCGTTCCARARAGAAAACCCGCC
ACTACTTTATTGCTGCTGTCGAGCGGCTGTGGGACTACGGAATGTCGTCCTCGCCGCACGTGCTCCGCAACCGAGCCCAGAGCGGCTC
GGTGCCGCAATTCAAGAAGGT CGTGTTCCAGGAGTTCACTGACGGGAGCTTCACT CAGCCTTTGTACCGGGGAGAACT CAATGAACAT
CTCGGCCTCCTCGGACCT TACATCAGAGCAGAAGTGGAAGATAACATCATGGTCACT TTCCGTAACCAAGCCAGCCGCCCGTACTCGT
TCTACTCCTCCCTCATTTCTTACGAAGAGGACCAGCGGCAGGGCGCAGAACCGCGCARGAACTTCGTGARGCCCARCGAAACCAAGAC
CTACTTCTGGAAAGTGCAGCATCATATGGCCCCGACTAAGGACGAGTTTGACTGCAAAGCCTGGGCCTACTTCTCCGATGTGGACTTG
GAGAAGGACGTCCACTCCGGCCTCATCGGTCCCCTGCTCGTGTGCCATACCAATACCCTGAACCCCGCACACGGTCGCCAGGTCACCE
TGCAGGAGTTCGCTCTGTTCTTCACTATCTTCGACGAAACTAAGT CCTGGTACTTCACCGAGAACATGGAGAGGAACTGCAGAGCCCC
CTGTAACATCCAGATGGAGGACCCGACGT TCAAGGAAAACTACCGGTTCCACGCCAT TAACGGATACATCATGGATACGCTGCCGGET
CTTGTGATGGCCCAGGATCAACGGAT CAGATGGTACTTATTGTCGATGGGCAGCAACGAGAACATCCACTCTATTCACTTCTCCGGTC
ATGTGTTCACTGTGCGGAAGAAGGAAGAGTACAAGATGGCCCTGTACAACCTTTATCCCGGAGTGTTCGAARACTGTGGAAATGCTGCC
GTCGAAGGCCGGCATTTGGCGCGTGGAGTGT TTGATTGGAGAACATCTCCATGCGGGGATGTCAACCCTGTTCCTGGTGTATAGCARC
AAGTGCCAGACTCCGCTTGGGATGGCETCAGGACACATTAGGGATTTCCAGATCACT GCGTCCGGCCAGTACGGCCAATGGGCCCCTA
AGCTGGCCCGCCTGCATTACT CCGGATCCATTAACGCCT GGTCAACCAAGGAGCCATTCTCCTGGATCAAGGT GGACCTTCTGGCCCC
CATGATTATCCACGGAATTAAGACCCAGGGGGCCCGGCAGAAGTTCTCCTCACTGTACATCAGCCAGTTCATAATCATGTACTCCCTG
GACGGAAAGAAGTGGCARACCTACAGGGGGAACAGCACCGGCACACTGATGGTCTTTTTCGGARATGT GGACT CCTCCGGGAT TAAGC
ATAACATCTTCAACCCTCCGATTATCGCTCGGTACATTAGACTTCACCCTACCCACTACAGCATTCGCTCCACCCTGCGGATGGAACT
GATGGGCTGCGATCTGAACTCGTGCAGCATGCCGTTGGGAATGGAGTCCAAAGCAAT TTCCGACGCGCAGATCACCGCCTCGTCCTAC
TTTACCAACATGTTCGCCACGTGGTCACCGTCCAAGGCCCGGCTGCACCTCCAGGGARAGATCCAACGCATGGCGGCCACAGGTCAACA
ACCCTAAGGAGTGGCTCCAGGTGGACTTCCAGAAAACCATGAAGGTCACCGGAGTCACARCCCAGGGAGTGAAGTCGCTGCTGACTTC
TATGTACGTCAAGGAGTTCCTGATCT CCAGCAGCCAGGACGGGCACCAGTGGACCCTGTTCT TCCAAAATGGAAAGGT CAAGGTGTTT
CAGGGCAATCAGGATTCATTCACCCCGETGGTGAACTCCCTTGAT CCACCCCTCCTGACCCGCTACCTTCGCATCCACCCACAGTCCT
GGGTGCACCAGATCGCGCTGAGGATGGAGGT CCTGGGAT GCGAAGCCCAGGACCTGTACTGA
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FIG. 1D : coFVIII-6 —SEQ ID NO: 71

ATGCAGATTGAGCTGTCCACTTGTTTCTTCCTGTGCCTCCTGCGCTTCTGTTTCTCCGCCACTCGCCGGTACTACCTTGGAGCCGTGG
AGCTTTCATGGGACTACATGCAGAGCGACCTGGGCGAACTCCCCGTGGATGCCAGATTCCCCCCCCGCGTGCCAARGTCCTTCCCCTT
TAACACCTCCGTGGTGTACAAGARAACCCTCTTTGTCGAGTTCACTGACCACCTGTT CAACATCGCCARGCCGCGCCCACCTTGGATG
GGCCTCCTGGGACCGACCATT CAAGCTGAAGTGTACGACACCGTGGTGATCACCCTGAAGAACATGGCGTCCCACCCCGTGTCCCTGC
ATGCGGTCGGAGTGTCCTACT GGAAGGCCTCCGRAGGAGCTGAGTACGACGACCAGACTAGCCAGCGGGRAAAGGAGGACGATAAAGT
GTTCCCGGGCGGCTCGCATACTTACGTGTGGCAAGTCCT GAAGGAARACGGACCTAT GGCAT CCGATCCTCTGTGCCTGACTTACTCC
TACCTTTCCCATGTGGACCTCGTGAAGGACCTGAACAGCGEGCTGATTGGTGCACTTCTCGTGTGCCGCGAAGGTTCGCTCGCTAAGG
AAAAGACCCAGACCCT CCATAAGTTCATCCTTTTGTTCGCTGTGTTCGATGAAGGAAAGT CATGGCATTCCGAAACTAAGARCTCGCT
GATGCAGGACCGGGATGCCGCCTCAGCCCGCGCCTGGCCTARAAT GCATACAGTCAACGGATACGTGAATCGGTCACTGCCCGGGCTC
ATCGGTTGTCACAGAAAGTCCGTGTACTGGCACGTCATCGGCATGGGCACTACGCCTGAAGT GCACTCCATCTTCCTGGAAGGGCACA
CCTTCCTCGTGCGCAACCACCGCCAGGCCTCTCTGGAAATCTCCCCGATTACCTTTCTGACCGCCCAGACTCTGCTCATGGACCTGGE
GCAGTTCCTTCTCTTCTGCCACATCTCCAGCCATCAGCACGACGGAATGGAGGCCTACGTGARGGTGGACTCATGCCCGGARGAACCT
CAGTTGCGGAT GAAGAACAACGAGGAGGCCGAGGACTAT GACGACGATTTGACTGACTCCGAGATGGACGTCGTGCGGTTCGATGACG
ACAACAGCCCCAGCTTCATCCAGATTCGCAGCGTGGCCAAGAAGCACCCCARAACCTGGGTGCACTACATCGCGECCGAGGAAGAAGA
TTGGGACTACGCCCCGTTGGTGCTGGCACCCGATGACCGGTCGTACAAGTCCCAGTATCTGAACAATGGTCCGCAGCGGATTGGCAGA
AAGTACAAGAAAGTGCGGTTCATGGCGTACACTGACGAAACGTTTAAGACCCGGGAGGCCATTCAACATGAGAGCGGCATTCTGGGAC
CACTGCTGTACGGAGAGGTCGGCGATACCCTGCTCATCATCTTCAAAAACCAGGCCTCCCGGCCTTACAACATCTACCCTCACGGAAT
CACCGACGTGCGGCCACTCTACTCGCGGCGCCTGCCGAAGGGCGT CAAGCACCTGAAAGACTTCCCTATCCTGCCGGGCGARATCTTC
AAGTATAAGTGGACCGTCACCGTGGAGGACGGGCCCACCAAGAGCGATCCTAGGTGTCTGACTCGGTACTACTCCAGCTTCGTGAACA
TGGARCGGGACCTGGCATCGGGACTCATTGGACCGCTGCTGATCT GCTACARAGAGT CGGTGGATCAACGCGGCARCCAGATCATGTC
CGACAAGCGCAACGTGATCCTGTTCTCCETGTTT GATGARRACAGATCCTGGTACCT CACTGARAACAT CCAGAGGTTCCTCCCAAAC
CCCGCAGGAGTGCAACTGGAGGACCCTGAGTTTCAGGCCTCGAATATCATGCACTCGATTAACGGTTACGTGTTCGACTCGCTGCAGC
TGAGCGTGTGCCTCCATGAAGTCGCTTACTGGTACAT TCTGTCCATCGGCGCCCAGACTGACTTCCTGAGCGTGTTCTTTTCCGGTTA
CACCTTTAAGCACAAGATGGTGTACGAAGATACCCTGACCCTGTTCCCTTTCTCCGGCGARACGGTGTTCATGTCGATGGAGAACCCG
GGTCTGTGGATTCTGGGATGC CACAACAGCGACTTTCGGARCCGCGGAATGACTGCCCTGCTGAAGGT GTCCTCATGCGACAAGAACA
CCGGAGACTACTACGAGGACT CCTACGAGGATATCTCAGCCTACCTCCTGTCCAAGAACAACGCGATCGAGCCGCGCAGCTTCAGCCA
GAACCCGCCTGTGCTGAAGAGGCACCAGCGAGAAATTACCCGGACCACCCTCCAATCGGATCAGGAGGARATCGACTACGACGACACC
ATCTCGGTGGAAATGAAGAAGGAAGATTT CGATATCTACGACGAGGACGAAAATCAGTCCCCTCGCTCAT TCCAAMAGAAAACTAGAC
ACTACTTTATCGCCGCGGTGGARAGACTCTGGGACTATGGAATGTCATCCAGCCCTCACGTCCTTCGGARCCGGGCCCAGAGCGGATC
GGTGCCTCAGTTCAAGARAGT GGTGTTCCAGGAGTTCACCGACGGCAGCTTCACCCAGCCGCTGTACCGGGGAGAACT GAACGAACAC
CTGGGCCTGCTCGGTCCCTACATCCGCGCGGAAGTGGAGGATAACATCATGGTGACCTTCCGTAACCAAGCAT CCAGACCTTACTCCT
TCTATTCCTCCCTGATCTCATACGAGGAGGACCAGCGCCAAGGCGCCGAGCCCCGCAAGAACTTCGTCAAGCCCAACGAGACTAAGAC
CTACTTCTGGAAGGTCCAACACCATATGGCCCCGACCAAGGATGAGT TTGACTGCAAGGCCT GGGCCTACTTCTCCGACGTGGACCTT
GAGAAGGATGTCCATTCCGGCCTGATCGGGCCGCTGCTCGTGTGT CACACCAACACCCTGAACCCAGCGCATGGACGCCAGGTCACCG
TCCAGGAGTTTGCTCTGTTCTTCACCATTTTTGACGAAACTAAGT CCTGGTACTTCACCGAGAATATGGAGCGAAACTGTAGAGCGCC
CTGCAATATCCAGATGGAAGATCCGACTTTCAAGGAGAACTATAGATTCCACGCCATCAACGGGTACATCATGGATACTCTGCCGGGE
CTGGTCATGGCCCAGGATCAGAGGATTCGGTGGTACTTGCTGTCAATGGGAT CGAACGARAACATTCACTCCATTCACTTCTCCGGTC
ACGTGTTCACTGTGCGCAAGAAGGAGGAGTACAAGAT GGCGCTGTACAATCTGTACCCCGGGETGTTCGAAACTGTGGAGATGCTGCC
GTCCAAGGCCGGCATCTGGAGAGTGGAGTGCCTGATCGGAGAGCACCTCCACGCGGGGATGTCCACCCTCTTCCTGGTGTACTCGAART
AAGTGCCAGACCCCGCTGGGCATGGCCTCGGGCCACATCAGAGACTTCCAGATCACAGCAAGCGGACAATACGGCCAATGGGCGCCGA
AGCTGGCCCGCTTGCACTACTCCGGATCGATCARCGCAT GGTCCACCAAGGAACCGTTCTCGTGGATTARGGTGGACCTCCTGGCCCC
TATGATTATCCACGGAATTAAGACCCAGGGCGCCAGGCAGAAGTTCTCCTCCCTGTACATCT CGCAATTCATCATCATGTACAGCCTG
GACGGGAAGAAGTGGCAGACT TACAGGGGAAACT CCACCGGCACCCTGATGGTCTTTTTCGGCAACGT GGATTCCTCCGGCATTAAGC
ACAACATCTTCAACCCACCGATCATAGCCAGATATATTAGGCTCCACCCCACTCACTACTCAATCCGCTCAACTCTTCGGATGGAACT
CATGGGGTGCGACCTGAACTCCTGCTCCATGCCGTTGGGGATGGAAT CAAAGGCTAT TAGCGACGCCCAGATCACCGCGAGCTCCTAC
TTCACTAACATGTTCGCCACCTGGAGCCCCTCCAAGGCCAGGCTGCACTTGCAGGGACGGTCARATGCCTGGCGGCCGCAAGTGAACA
ATCCGAAGGAATGGCTTCAAGTGGATTTCCAAAAGACCATGAAAGTGACCGGAGT CACCACCCAGGGAGTGAAGTCCCTTCTGACCTC
GATGTATGTGAAGGAGTTCCT GATTAGCAGCAGCCAGGACGGGCACCAGTGGACCCTGTTCTTCCAAARCGGAAAGGT CAAGGTGTTC
CAGGGGAACCAGGACTCGTTCACACCCGTGGTGAACTCCCTGGACCCCCCACTGCTGACGCGGTACTTGAGGATTCATCCTCAGTCCT
GGGTCCATCAGATTGCATTGCGAATGGAAGT CCTGGGCT GCGAGGCCCAGGACCTGTACTGA
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FIG. 1E: coFVIII-52 - SEQ ID NO: 3

ATGCAAATCGAACTGAGCACCTGTTTCTTCCTCTGCCTGCTGAGATTCTGTTTCTCCGCGACCCGCCGATACTACCTGGGAGC
AGTGGAGCTCTCCTCGCATTACATGCAGACCCGACCTTCEGGCGAGCTCGCCCGTGEAT GCCAGCTTCCCTCCCCEGCTGCCAANGT
CGTTTCCGTTCAACACCTCCGTGCT GTACAAGAANACTCTCTTCGTGCAGTTCACCCACCACCTGTTCAATAT CGCCAAGCCC
AGACCTCCCTGGATGGGGCTGTTGGGACCTACCATCCAAGCGGAGGTGTACGACACTGTGGTCATCACTCTGAAGAACATGGC
CTCGCATCCCGTGTCCCTGCACGCCGTGGGAGTGTCTTACTGGANAGCGTCCGAGGGGGCCGAATACGACGACCAGACCTCGE
AGAGAGANNGGANGAT GACAAGGTGTT CCCAGGAGGATCGCACACCTACGTGTGGCAAGTGTTGAAGCGAGAACGGCCCALTG
GCCTCCGACCCGCTCTGCCTGACCTACTCGTACCTGTCCCACGTGGACCTCGTGAAGGACCTCAACT CGGGACTGATTGGAGT
CCTGCTGGTCTGCAGGCGAAGCGCTCACTCGCGAAAGAANAGACT CAGACCTTGCACAAGTTCATTCTGCTGTTCGCTGTGTTCG
ACGAGGGGAAGTCGTGGCACAGCGAGACTAAGAACTCCCTGATGCAAGATAGAGATGCCGCCTCCGCCCGGGCCTGGCCTAAG
ATGCACACCGTGAACGGTTACGTGAACCGCTCCCTCCCTGGCCTCGATTGGATGCCACCGGAAGTCCGTGTACTGGCACGTGAT
CGGGATGGGGACCACCCCCGAGGTGCACAGCATCTTCCTGGAAGGT CACACATTTCTCGTGCGCANCCACCGGCAGGCCTCCC
TCCAAAT CAGCCCCATTACCTTCCTCACTGCCCAGACTCTGCTCATGCACCTGECGACACTTCCTGCTCTTCTGCCATATCTCC
TCCCACCAACATGACGCAATGCACGGCATACGTCAAGGTCCATTCCTGCCCTCACGAACCCCACCT CCGCATCGAACAACAATGA
GGAAGCCGAGGACTACGACGACGACCTGACGGATAGCGAGATGGATGTGGTCCGGTTCGAT GACGATAACAGCCCTTCCTTCA
TCCARATTCGCTCGGTGGCAAAGAAGCACCCCAAGACCTGGGTGCATTACATTGCGGCGGAAGAAGAGGACTGGGATTATGCC
LrGLTTGTLLTPGLTuLTbACGALLb GAGCTACAAGAGCCAGTACCTGAACAACGGTCCACACGAGCAT CGGTAGAAAGTACAA

AGGTCCGCTTCATGGCCTATACCCGACCAAACCTTCAAAACTAGACGAGGCCAT CCAACACGAAT CCGGCATCCTGGGCCCGC
TCTTGTACGGAGAAGT CGGCGACACCCTTCTCATTATCTTCAAGAACCAGGCTTCCCGGCCGTACAACAT CTATCCGCATGGG
ATCACTGACGTGCGCCCACTGTACTCGCGGCGCCTGCCCAAGGGTGTCAAACACCTGAAGGATTTTCCGATCCTTCCGGGAGA
ANTCTTCAAGTACAAGTGGACCGTGACCGTGGANAGAT GGCCCAACTANGT CTGACCCTAGATGCCTCACCCGCTACTACTCAT
CCTTCGTCAACAT GGAGCGCGACCTGGCCAGCGGACT GATCGGCCCGCTGCTGATTTGCTACAAGCGAATCAGT GEGACCAACGE
GCAANACCACATCATCT CCCATAACACCAACCTCATCCTCTTCTCCCTCTTTGACGAAAACCGGTCGTGGTACCTGACCGAGAA
CATCCAGAGGTTCCTGCCCAACCCTGCTGGGGTGCAGCTGGAGGACCCCGAGTTCCAGGCCAGCAACATCATGCACAGCATCA

ATGGCTACGTGTTCCACAGCCTGCAGCTGAGCGTCTGCCTCGCACCGAGGTGECCTACTGGTACATCCTGAGCATCGGCGCCCAG

ACCGACTTCCTGAGCCTGTTCTTICTCTGGCTACACCTTCAAGCACAAGATGGTGTATGAGCACACCCTGACCCTGTTCCCCTT

GGGGAGACTGTCTTCATGAGCATGGAGAACCCTGGCCTGTGGATCCTGGGCTGCCACAACAGCGACTTCAS

GCATGACTGCCCTGCTGAAAGTCTCCAGCTGTGACAAGAACACCGGGGACTACTACGAGGACAGCTACGAGGACATCAGCGCC

TACCTGCTGAGCAAGARCAATGCCATCGAGCCCAGGAGCTTCTCTCAGARCCCCCCAGTGCTGARCGAGGCACCAGAGGGAGAT

CACCAGGACCACCCTGCAGTCTGACCAGGAGGAGATCGACTATGATGACACCATCAGCGTGCAGATGAAGAAGGAGGACTTCG

ACATCTACGACGAGGACGAGAACCAGAGCCCCAGGAGCTTCCAGAAGAAGACCAGGCACTACTTCATTGCTGCTGTGGAGAGG

CIGTGGGACTATGGCATGTCCAGCAGCCCCCATGTGCTGAGGAACAGGGCCCAGTCTGGCAGCGTGCCCCAGTTCAAGAAAGT

CGTGTTCCAGGAGTTCACCGACGGCAGCTTCACCCAGCCCCTGTACAGAGGGGAGCTGAACGAGCACCTGGGCCTGCTGGGCC

CCTACA! CCGAGGTGGAGGACAACATCATGGTGACCTTCAGGAACCAGGCCAGCAGGCCCTACAGCTTCTACAGCAGC

AR SeaC C NGOG A G GO T AT O AL G R G OO C CARACCICACACCCICAGCIICTACAGCROC

CTGATCAGCTACGAGGAGGACCAGAGGCAGGGGECTGAGCCCAGGAAGAACTTTGTGAAGCCCAATGAAACCAAGACCTACTT

CTGGAAGGTGCAGCACCACATGGCCCCCACCAAGGACGAGTTCGACTGCAAGGCCTGGGCCTACTTCTCTGACGTGGACCTGG

GGACGTGCACTCTGGCCTGATTGGCCCCCTGCTGGTGTGCCACACCAACACCCTGAACCCTGCCCATGGCA!

A T A T OCCTGATI ECOGACCRNAC EICCCCATEACAOGCAGOT]

ACTGTGCAGGAGTTCGCCQTGTTCTTCACCATCTTCGATGAAACCAAGAGCTGGTACTTCACTGAGAACATGGAGAGGAACTG

CAGGGCCCCCTGCAACATCCAGATGEGAGGACCCCACCTTCAAGGAGAACTACAGGTTCCATGCCATCAATGGCTACATCATGG

ACACCCTGCCTGGCCTGGTCATGGCCCAGCGACCACAGGATCAGCGTGCGTATCTGCTCAGCATGCGGCAGCAACGAGAACATCCAC

AGCATCCACTTCTCTGGCCACGTGTTCACTGTGAGGAAGAAGGAGGAGTACAAGATGGCCCTGTACAACCTGTACCCTGGGGT

GITCGAAACCGTGGAGATGCTGCCCAGCAAGGCCGGCATCTGGAGGGTGGAGTGCCTGATTGGGGAGCACCTGCACGCCGGCA

TGAGCACCCTGTTCCTGGTGTACAGCAA GTGCCAGACCCCCCTGGGCATGGCCTCTGGCCACATCAGGGACTTCCAGATC

GCCAGGC!

ACTGCCTCTGGCCAGTACGGCCAGTGGGCCCCCAAGC CACTACTCCGGAAGCATCARA

DG C T G A TG e N T g A O e A C G CTACTCCAGARACATCAATGCCIICGROCACCIN

GGAGCCCTTCAGCTGGATCAAAGTGGACCTGCTGEGCCCCCATGATCATCCACGGCATCAAGACCCAGGGGGCCAGGCAGAAGT

ICTCCAGCCTGTACATCAGCCAGTTCATCATCATGTACAGCCTGGACGGCAAGAAGTGGCAGACCTACAGGGGCAACAGCACC

GGCACCCTGATGGTGTTCTTCGGCAACGTGGACAGCAGCGGCATCAAGCACAACATCTTCAACCCCCCCATCATCGCCAGATA

CATCAGGCTGCACCCCACCCACTACAGCATCAGGAGCACCCTGAGGATGGAGCTGATGGGCTGTGACCTGAACAGCTGCAGCA

TGCCCCTGGGCATGCAGAGCAAGGCCATCTCTGACGCCCAGATCACTGCCTCCAGCTACTTCACCAACATGTTTGCCACCTGG

AGCCCCAGCAAGGCCAGGCTGCACCTGCAGGGCAGGAGCAATGCCTGCGAGCCCCCAGGTCAACAACCCCAAGGAGTGGCTGCA

GGTGGACTTCCAGAAGACCATGAAGGTGACTGGGGTGACCACCCAGGGGGTGAAGAGCCTGCTGACCAGCATGTACGTGAAGG

AGTTCCTGATCTCCAGCAGCCAGGACGGCCACCAGTGGACCCTGTTCTTCCAGAATGGCAAGGTGAAGGTGTTCCAGGGCAAC

CAGGACAGCTTCACCCCTGTGGTCAACAGCCTGGACCCCCCCCTGCTGACCAGATACCTGAGCGATCCACCCCCAGAGCTGGGT

GCACCAGATCGCCCTGAGGATGGAGCTGCTCGGCTCTGAGCCCCAGGACCTGTACTGA

Subrayado sélido = coFVIII-52-NT58 (SEQ ID NO: 7)
Subrayado punteado= coFVIII-52-CT (SEQ ID NO: 8)
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FIG. 1F: coFVIII-62 — SEQ ID NO: 4

ATGCAGATTGAGCTGTCCACTTGTTTCTTCCTGTGCCTCCTGCGCTTCTGTTTCTCCGCCACTCGCCGGTACTACCTTGGAGE
CCTGGAGCTTTCATGGCACTACATGCACGACCCGACCTGCGCCAACTCCCCCTGGAT GCCAGATTCCCCCCCCGCETGCCAAAGT
CCTTCCCCTTTAACACCTCCGT GGTGTACAAGAAAACCCT CTTTGT CGAGTTCACTGACCACCTGTTCAACAT CGCCAAGCCG
CGCCCACCTTGGATGGGCCTCCTGGGACCGACCATTCAAGCTGAAGT GTACGACACCGTGGT GAT CACCCTGAAGAACAT GGC
GTCCCACCCCGTGTCCCTGCAT GCGGTCGGAGTGTCCTACTGGAAGGCCT CCGAAGGAGCT GAGTACGACGACCAGACTAGEC
AGCGGGAMAGGAGGACGATAMGT GTTCCCGEGCEGCTCGCATACTTACGTGTGGCAAGT CCTGAAGGAMACGGACCTATG
GCATCCGATCCTCTGTGCCTGACTTACT CCTACCTTT CCCATGTGGACCT CGTGAAGGACCTGAACAGCGGGCTGATTGGTGC
ACTTCTCGTGTCGCCGCGAAGGTTCGCTCGCTAAGCGAAAAGACCCAGACCCTCCATAAGTTCATCCTTTTGTTCCGCTGTGTTCG
ATGAAGGAAAGTCATGGCATTCCGAAACTAAGAACTCGCTGATGCAGGACCGGGATGCCGCCTCAGCCCGCGCCTGGCCTAAA
ATGCATACAGTCAACGGATACGTGAATCGGTCACTGCCCGGGCTCATCGGTTGTCACAGAAAGT CCGTGTACT GGCACGTCAT
CGGCATGGGCACTACGCCTGAAGTGCACT CCATCTTCCTGGAAGGGCACACCTTCCTCGTGCGCARCCACCGCCAGGCCTCTC
TCCARATCTCCCCCATTACCTTTCTGACCCGCCCACACTCTCCTCATCCACCTGECCCAGTTCCTTCTCTTCTGCCACATCTCC
AGCCATCAGCACCGACCGCAATCGCACGGCCTACGT GAAGCTCCGACT CATGCCCCGGAACGAACCTCACTTCCCCGATCAACGAACAACGA
GGAGGCCGAGGACTATGACGACGATTTGACT GACTCCGAGATGGACGTCGTGCGGTTCGATGACGACAACAGCCCCAGCTTCA
TCCAGATTCGCAGCGTGGCCAAGAAGCACCCCAAMACCTGGCTGCACTACATCGCGGCCGAGGAAGAAGATTGGGACTACGCC
CCGTTGGTGCTCGCACCCGATGACCGET CCTACAAGT CCCAGTATCTGAACAATGGTCCCCAGCGGATTGGCAGAAAGTACAA
GAAAGTGCGGTTCATGGCGTACACT GACGAAACGTTTAAGACCCEGGAGGCCATT CAACAT GAGAGCGGCATTCTGGGACCAC
TGCTGTACGGAGAGGTCGGCGATACCCT GCTCATCAT CTT CAAAAACCAGGCCTCCCGGCCTTACAACAT CTACCCTCACGGA
ATCACCGACGTGCGGCCACTCTACT CGCGGCGCCTGCCGARGGGCGT CAAGCACCTGAAAGACTTCCCTATCCTGCCGGGCGA
ANTCTTCAAGTATAMGTGGACCGTCACCGTGGAGGACGEECCCACCANGAGCGAT CCTAGGTGTCTGACT CGGTACTACTCCA
GCTTCGTGAACAT GGANCGGGACCT GGCATCGGGACT CATTGGACCGCTGCTGAT CTGCTACAAAGAGTCGGT GGATCAACGC
GGCAACCAGATCATGT CCGACAAGCGCAACGT GATCCTGTTCTCCGT GTTTGATGAAAACAGATCCTGGTACCTGACCGAGAA
CATCCAGAGGTTCCTGCCCAACCCTGCTGGEGTGCAGCTGGAGGACCCCGAGTTCCAGGCCAGCAACATCATGCACAGCATCA

ATGGCTACGTGTTCCACAGCCTGCAGCTGAGCETCTGCCTCCACCAGGTGECCTACTGGTACATCCTGAGCATCGGCGCCCAG

ACCGACTTCCTGAGCGTGTTCTTCTCTGGCTACACCTTCAAGCACAAGATGGTCTATGAGCACACCCTGACCCTGTTCCCCTT

CAGCGGGGAGACTGTC TTCATGAGCATGGAGAACCCTGGCCTGTGGATCCTGGGCTGCCACAACAGCGACTTCAGGAACAGGE

GCATGACTGCCCTGCTGAAAGTCTCCAGCTGTGACAAGAACACCGGGGACTACTACGAGGACAGCTACGAGGACATCAGCGCC

mm .- S e e e -

TACCTGCTGAGCAAGAACAATGCCATCGAGCCCAGGAGCTTCTCTCAGAACCCCCCAGTGCTGAAGAGGCACCAGAGGGAGAT

CACCAGGACCACCCTGCAGTCTGACCAGGAGGAGATCGACTATGATGACACCATCAGCGTGCGAGATGAAGAAGGAGGACTTCG

ACATCTACGACGAGGACGAGAACCAGAGCCCCAGGAGCTTCCAGAAGAAGACCAGGCACTACTTCATTGCTGCTCTGGAGAGG

CIGTGGGACTATGGCATGTCCAGCAGCCCCCATGTGCTGAGGAACAGGGCCCAGTCTGGCAGCGTGCCCCAGTTCAAGAAAGT

Cﬁ'.l‘G'I‘TCCAGGAG'1']'.‘CACCGACGGCAGCTTCACCCAGCCCCTGTACAGAGGGGAGCTGAACGAGCACCTGGGCCTGCTGGGCC

TACAGCAGC

TCAGGGCCGAGGTGGAGGACAACATCATGGTGACCTTCAGGAACCAGGCCAGCAGGCCCTACAGCT!

AT CACeaCC AN TIONG R CAACRT AT O ACC IR CAAAACCAGICCAGCASACCCTACAGCTICTACAGCR0E

CTGATCAGCTACGAGGAGGACCAGAGGCAGCGGGGCTGAGCCCAGCAAGAACTTTGTGAAGCCCAATGAAACCAAGACCTACTT

CTGGAAGGTGCAGCACCACATGGCCCCCACCANAGGACGAGTTCGACTGCAAGGCCTGGGCCTACTTCTCTGACGTGGACCTGG

AGAAGGACGTGCACTCTGGCCTGATTGGCCCCCTGCTGGTGTGCCACACCAACACCCTGAACCCTGCCCATGGCAGGCAGGTG

ACTGTGCAGGAGTTCGCCCTGTTCTTCACCATCTTCGATGAAACCAAGAGCTGGTACTTCACTGAGAACATGGAGAGGAACTG

CAGGGCCCCCTGCAACATCCAGATGCAGGACCCCACCTTCAAGGAGAACTACAGGTTCCATGCCATCAATGGCTACATCATGG

ACACCCTGCCTGGCCTGGTCATGGCCCAGCACCAGAGGATCAGCGTCECTATCTGCTCAGCATGGGCAGCAACCGAGAACATCCAC

AGCATCCACTICTCTGGCCACGTGTTCACTGTGAGGAAGAAGGAGGAGTACAAGATGGCCCTGTACAACCTGTACCCTGGGGT

GTTCGAAACCGTGGAGATGCTGCCCAGCAAGGCCGGCATCTGGAGGGTGGAGTGCCTGATTGGGGAGCACCTGCACGCCGGCA

TGAGCACCCTGTTCCTGGTGTACAGCAACAAGTGCCAGACCCCCCTGGGCATGGCCTCTGGCCACATCAGGGACTTCCAGATC

ACTGCCTCTGGCCAGTACGGCCAG CCCCAAGCTGGCCAGGCTGCACTACTCCGGAAGCATCAATGCCTGGAGCACCAR

DGR T oG A ACgC CAGT g C e O AR OGO CAGGC R GCACTACT CCAGARSCATCANTECCRGGRACCACCIR

GGAGCCCTTCAGCTGGATCAAAGTGGACCTGCTGECCCCCATGATCATCCACGGCATCAAGACCCAGGGGGCCAGGCAGAAGT

TCTCCAGCCTGTACATCAGCCAGTTCATCATCATGTACAGCCTGGACGGCAAGAAGTGGCAGACCTACAGGGGCAACAGCACC

GGCACCCTGATGGTGTTCTTCGGCAACGTGGACAGCAGCGGCATCAAGCACAACATCTTCAACCCCCCCATCATCGCCAGATA

CATCAGGCTGCACCCCACCCACTACAGCATCAGGAGCACCCTGAGGATGGAGCTGATGGGCTGTGACCTGAACAGCTGCAGCA

- - SRR mEn .-

TGCCCCTGGGCATGEAGAGCAAGGCCATCTCTGACGCCCAGATCACTGCCTCCAGCTACTTCACCAACATGTTTGCCACCTGG

AGCCCCAGCMGGCCAGGCTGCACCTGCAGGGCAGGAGCMTGCCTGGAGGCCCCAGGTCMCAACCCCAAGGAGTGGCTGCA

GGTGGACTTCCAGAAGACCATGAAGGTGACTGGGGTGACCACCCAGGGGGTGAAGAGCCTGCTGACCAGCATGTACGTGAAGG

AGTTCCTGATCTCCAGCAGCCAGGACGGCCACCAGTGGACCCTGTTCTTCCAGAATGGCAAGGTGAAGGTGTTCCAGGGCAAC

CAGGACAGCTTCACCCCTGTGGTCAACAGCCTGGACCCCCCCCTGCTGACCAGATACCTGAGGATCCACCCCCAGAGCT

GG CAG e T CAC e OT O A A CAG e A e T O G ACCAGATACCTGACGATCCACCCCCAGACCTEGER

GCACCAGATCGCCCTGAGGATGGAGCGTGCTGGGCTCTGAGCGCCCAGGACCTGTACTGA

Subrayado sélido = coFVIII-62-NT58 (SEQ ID NO: 9)
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FIG. 1G: coFVIII-25 - SEQ ID NO: 5

ATGCAGATTGAGCTGAGCACCTGCTTCTTCCTGTGCCTGCTGAGGTTCTGCTTCTCTGCCACCAGGAGATACTACCTGGGCGE
CGTGCGAGCTCAGCTGGGACTACATGCACT CTCGACCTGGCCCGAGCTGCCAGTECCGACGCCAGCTTCCCCCCCAGAGTGCCCAAGA
GCTTCCCCTTCAACACCACGCCGTGETCTACAAGAAGACCCTGTTCCTGCGAGTTCACTCACCACCTECTTCAACATCGCCAAGCCC
AGGCCCCCCTGGATGGGCCTGCTGGGCCCCACCATCCAGGCCGAGGTGTACGACACCGTGGTCATCACCCTGAAGAACATGGC
CAGCCACCCCGTCTCCCTGCACGCCGTGGGGGTGAGCTACTGGAAGGCCTCTGAGGGCGCCGAGTACGACGACCAGACCAGCC
AGAGGGAGANGGAGGACGACANGGTGTTCCCTGGGGGECAGCCACACCTACCTGTGGCAGGTCCTGANGGAGANCGGCCCCATG
GCCTCTGACCCCCTGTGCCTGACCTACAGCTACCTGAGCCACGTGCGACCT GEGT GAAGCGACCT GAACTCTGGCCTGATTGGGGC
CCTGCTGGTGTGCAGGGAGGGCAGCCTGGCCAAGGAGAAGACCCAGACCCTGCACAAGTTCATCCTGCTGTTCGCCGTGTTCG
ACGAGGGCAAGAGCTGGCACTCT GAAACCAAGAACAGCCTGATGCAGGACAGGGACGCCGCCTCTGCCAGGGCCTGGCCCANAG
ATGCACACCGTCAACGGCTACGTCAACAGGAGCCTGCCTGGCCTGATTGGCTGCCACAGGAAGAGCGT GTACTGGCATGTGAT
CGGCATGGGCACCACCCCTGAGGTGCACAGCATCTTCCTGGAGGGCCACACCTTCCTGGTCAGGAACCACAGGCAGGCCAGCC
TGCAGATCAGCCCCATCACCTTCCTCGACCGCCCACGACCCTCGCTGATGCACCTGCGCCACGTTCCTGCTCTTCTGCCACATCTCC
AGCCACCAGCCACGACGGCATGCAGCCGCCTACCT GAAACT GCACAGCTCGCCCTCGACCAGCCCCAGCTGAGCAT GAAGAACAACCA
GGAGGCCGAGGACTATGATGACGACCTGACCGACAGCGAGATGGACGTGGTCAGGTTCGACGACGACAACAGCCCCAGCTTCA
TCCAGATCAGGAGCGTGGCCAAGAAGCACCCCAAGACCTGGGTGCACTACATCGCTGCTGAGGAGGAGGACTGGGACTATGCC
CCCCTGETGCTGGCCCCTCGATGACAGCGAGCTACAAGAGCCAGTACCTGAACAATGGCCCCCAGAGCGAT TCGCAGCGAAGTACAA
GAAAGTCAGGTTCATGGCCTACACTGATGAAACCT TCANGACCAGCGAGGCCATCCAGCATGAGTCTGGCATCCTGGGCCCCC
TGCTGTACGGGGAGGTGGGGGACACCCTGCTGATCATCTTCAAGAACCAGGCCAGCAGGCCCTACAACATCTACCCCCATGGC
ATCACCGACGTGAGGCCCCTGTACAGCAGGAGGCTGCCTAAGGGGGTGAAGCACCTGAAAGACTTCCCCATCCTGCCTGGGGA
GATCTTCAAGTACANGTGGACTGTGACTGT GGAGGACGGCCCCACCAAGAGCGACCCCAGGTGCCTGACCAGATACTACAGCA
GCTTCGTCANCATGCAGAGGGACCTGGCCTCTGGCCTGATTGGCCCCCTGCTGATCTGCTACANGGAGTCTGTGGACCAGAGG
CGCAACCACATCATCACCCACAACACCAACCTCATCCTCTTCTCTCT CTTCGACGAGAACAGGAGCTGGTACCTGACTGAAAA
CATCCAGCGGTTCCTCCCCAACCCCGCGGGCGTGCAGCTGGAAGATCCTGAGTTTCAGGCATCAAACATCATGCACTCCATTA

ACGGCTACGTGTTCGATTCGCTGCAGCTCGAGCGTEGTCTCTGCACCGAAGTGGCCTACTGCTACATCCTGTCCATTGCGTGCCCAG

ACTGACTTCCTGTCCEGTGTTTTTCTCCGGCTACACGT TCAAGCACAAGATGETGTACGAGCACACCCTGACCCTCTTCCCTTT

TTCCGGCGAAACTGTGTTTATGAGCATGGAGAATCCCGGCCTGTGGATCTTGGGCTGCCACAACAGCGACTTCCGTAACAGAG

GAATGACTGCGCTGCTCAAGGTGTCCAGCTGCGACAAGAACACCGGAGACTATTATGAGGACTCATACGAGGACATCTCCGCC

TACCTCCTGTCCAAGAATAACGCCATTGAACCTCGGAGCTTCAGCCAGAACCCACCCGTGCTTAAGAGACATCAACGGGAGAT

CACTAGGACCACCCTGCAGTCAGACCAGGAGGAAATCGACTACGATGACACCATCTCGGTCCAGATGAAGAMGGAGGACTTTG

ACATCTACGACGAAGATGAAAACCAGAGCCCGAGGTCGTTCCAAAAGAAAACCCGCCACTACTTTATTGCTGCTGTCGAGCGE

CIGTGGGACTACGGAATGTCGTCCTCGCCGCACGTGCTCCGCAACCGAGCCCAGAGCGGCTCGGTGCCGCAATTCAAGAAGGT

CGTGTTCCAGGAGTTCACTGACGGGAGCTTCACTCAGCCTTTGTACCGGGGAGAA TCAATGAACATCTCGGCCTCCTCGGAC

CTTACATC, GA GGAAGATAACATCATGGTCACTTTCC GTAACCAAGCCAGCCGCCCGTACTCGTTCTACTCCTCC

CTCATTTCTTACGAAGAGGACCAGCqu&GqﬁCGCAGAACCGCGCAAGAACTTCGTGAAGCCCAACGAAACCAAGACCTACTT

CTGGAMGTGCAGCATCATATGGCCCCGACTAAGGACGAGTTITGACTGCAAAGCCTGGGCCTACTTCTCCGATGTGGACTTGE

AGAAGGACGTCCACTCCGGCCTCATCGGTCCCCTGCTCGTGTGCCATACCAATACCCTGAACCCCGCACACGGTCGCCAGGTC

ACCGTGCAGGAGTTCGCTCTGTTCTTCACTATCTTCGACGAAACTAAGTCCTGGTACTTCACCGAGAACATGGAGAGGAACTG

CAGAGCCCCCTGTAACATCCAGATGGAGGACCCGACGTTCAAGGAAAACTACCGGTTCCACGCCATTAACGGATACATCATGG

ATACGCTGCCGGETCTTGTCATGGCCCAGCATCAACGCGATCAGATCGTACTTATTGTCGATGGGCAGCAACGAGAACATCCAC

TCTATTCACTTCTCCGGTCATGTGTTCACTGTGCGGAAGAAGGAAGAGTACAAGATGGCCCTGTACAACCTTTATCCCGGAGT

GTTCGAAACTGTGGAAATGCTGCCGTCGAAGGCCGGCATTTGGCGCGTGGAGTGTTTGATTGGAGAACATCTCCATGCGGGGA

TGTCAACCCTGTTCCTGGTGTATAGCAACARGTGCCAGACTCCGCTTGGGATGGCGTCAGCGACACATTAGGGATTTCCAGATC

ACTGCGTCCGGCCAGTACGGCCAATGGGCCCCTAAGCTGECCCGCCTGCATTACTCCGGATCCATTAACGCCTGGTCAACCAR

GGAGCCATTCTCCTGGATCAAGGTGGACCTTCTGGCCCCCATGATTATCCACGGAATTAAGACCCAGGGGGCCCGGCAGAAGT

TCTCCTCACTGTACATCAGCCAGTTCATAATCATGTACTCCCTGGACGCGAAAGAAGTGGCAAACCTACAGGGGGAACAGCACC

GGCACACTGATGGTCTTTTTCGGAAATGTGGACTCCTCCGGGATTAAGCATAACATCTTCAACCCTCCGATTATCGCTCGGTA

CATTAGACTTCACCCTACCCACTACAGCATTCGCTCCACCCTGCGGATGGAACTGATGGGCTGCGATCTGAACTCGTGCAGCA

TGCCGTTGGEAATGCAGTCCAAAGCAATTTCCGACGCGCAGATCACCGCCTCGTCCTACTTTACCAACATGTTCGCCACCTGE

TCACCGTCCAAGGCCCGGCTGCACCTCCAGGGAAGATCCAACGCATGGCGCGCCACAGGTCAACAACCCTAAGCGAGTGGCTCCA

GGTGGACTTCCAGAAAACCATGAAGGTCACCGGAGTCACAACCCAGGGAGTGAAGTCGCTGCTGACTTCTATGTACGTCAAGG

AGTTCCTGATCTCCAGCAGCCAGGACGGGCACCAGTGGACCCTGTTCTTCCAAAATGGAAAGGTCAAGGTGTTTCAG

CAGGATTCATTCACCCCGGTGGTGAACTCCCTTGATCCACCCCTCCTGACCCGCTACCTTCGCATCCACCCACAGTCCTGGGQ

GCACCAGATCGCGCTGAGGATGGAGCTCCTCGGATCGCGAAGCCCAGCGACCTGTACTGA

Subrayado sélido= coFVIII-25-NT58 (SEQ ID NO: 11)
Subrayado punteado= coFVIII-25-CT (SEQ ID NO: 12)
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FIG. 1H: coFVIII-26 — SEQ ID NO: 6

ATGCAGATTGAGCTGAGCACCTGCTTCTTCCTGTGCCTGCTGAGGTTCTGCTTCTCTGCCACCAGGAGATACTACCTGGGCGC
CGTGGAGCTGAGCTGGCACTACATGCAGTCTGACCTGECGCCAGCTGCCAGTCGACGCCAGGTTCCCCCCCAGAGTGCCCAAGA
GCTTCCCCTTCAACACCAGCGTGGTGCTACAAGAACGACCCTGTTCOTGCAGTTCACTCGACCACCTGTTCAACAT CGCCAAGCCC
AGGCCCCCCTGGATGGGCCTGCTGGGCCCCACCATCCAGGCCGAGGTGTACGACACCGTGGTCATCACCCTGAAGAACATGGC
CAGCCACCCCGTCTCCCTGCACGCCGTGGGGGTGAGCTACTGGAAGGCCTCTGAGGGCGCCGAGTACGACGACCAGACCAGCE
AGAGGGAGAGGAGCGACCGACAAGCTGTTCCCTGGCEGCAGCCACACCTACGTGTGGCAGGT CCTGAAGCAGANACGGCCCCATG
GCCTCTGACCCCCTGTGCCTGACCTACAGCTACCTGAGCCACGTGGACCT GGTGAAGGACCTCGAACTCTGGCCTCGATTGGGGC
CCTGCTGGTGTGCACGGGAGCGCAGCCTGGCCAAGCGAGAAGACCCAGACCCTGCACAAGTTCATCCTGCTGTTCGCCGTGTTCG
ACGAGGGCAAGAGCTGGCACTCTGAAACCAAGAACAGCCTGATGCAGGACAGGGACGCCGCCTCTGCCAGGGCCTGGCCCAAG
ATGCACACCGTCAACGGCTACGTCAACAGGAGCCTGCCTGGCCTCGATTGGCTGCCACAGGAAGAGCGTGTACT GGCATGTGAT
CGGCATGGGCACCACCCCTGAGGTGCACAGCATCTTCCTGGAGGGCCACACCTTCCTGGTCAGGANCCACAGGCAGGCCAGCC
TCGACATCAGCCCCATCACCTTCCTCACCGCCCACGACCCTGCTCATGCACCTCECGCCACTTCCTGCTGTTCTGCCACATCTCC
ACCCACCAGCACCACGGCATGCAGCGCCTACGTCAAAGTCCACAGCTGCCCTCACGCAGCCCCAGCT CAGCATCAACAACAACGCA
GGAGGCCGAGGACTATGATGACGACCTGACCGACAGCGAGATGGACGTGGTCAGGTTCGACGACGACAACAGCCCCAGCTTCA
TCCAGATCAGGAGCGTGGCCAAGAAGCACCCCAAGACCTGGGTGCACTACATCGCTGCTGAGGAGGAGGACTGGGACTATGCC
CCCCTGGTGCTGGCCCCTGATGACAGCAGCTACAAGAGCCACTACCTGAACAATGGCCCCCAGAGCGAT TGCCAGCGAAGTACAA
GAMAAGTCAGGTTCATGGCCTACACT GATGAAACCTTCAAGACCAGGCGAGGCCAT CCAGCATGAGTCTGGCATCCTGGGECCCCC
TGCTGTACGGGGAGGTGGGGGACACCCTGCTGATCATCTTCAAGAACCAGGCCAGCAGGCCCTACAACATCTACCCCCATGGC

ATCACCGACGTGAGGCCCCTGTACAGCAGGAGGCTGCCTAAGGGGGTGAAGCACCTGAAAGACTTCCCCATCCTGCCTGGGGA
GATCTTCAAGTACANGTGGACTGTGACT GTGGAGCACGGCCCCACCANGAGCGACCCCAGGTGCCTGACCAGATACTACAGCA
GCTTCGTCAACATGGAGAGGGACCTGGCCTCTGGCCTGATTGGCCCCCTGCTGAT CTGCTACAAGGAGTCTGT GGACCAGAGE
GCCAACCACATCATCAGCCACAMCACCAACCTCATCCTCTTCTCTCT CTTCGACGAGAACAGGAGCTGGTACCTCACTGAAAA
CATCCAGAGGTTCCTCCCAAACCCCGCAGGAGTGCAACTGGAGGACCCTGAGTTTCAGGCCTCGAATATCATGCACTCGATTA

ACGGTTACCTGTTCCACTCCCTGCAGCTGAGCGTCTGCCTCCATCGAAGTCGCTTACTGGTACATTCTGTCCATCGGCGCCCAG

ACTGACTTCCTGAGCGTGTTCTTTTCCGGTTACACCTTTAAGCACAAGATGGTGTACGAAGATACCCTGACCCTGTTICCCTTT

CICCGGCGAAACGGTGTTCATGTCGATGGAGAACCCGGGTCTGTGGATTCTGGGATGCCACAACAGCGACTTTCGGAACCGCG

GAATGACTGCCCTGCTGAAGGTGTCCTCATGCGACAAGAACACCGGAGACTACTACGAGGACTCCTACGAGGATATCTCAGCC

TACCTCCTGTCCAAGARCAACGCGATCGAGCCGCGCAGCTTCAGCCAGAACCCGCCTGTGCTGARGAGGCACCAGCGAGAAAT

TACCCGGACCACCCTCCAATCGGATCAGGAGGAAATCGACTACGACGACACCATCTCGGTGCAAATGAAGAAGGAAGATTTCG

ATATCTACGACGAGGACGAAAATCAGTCCCCTCGCTCATTCCAAAAGAAAACTAGACACTACTTTATCGCCGCGGTGGAAAGA

CTGTGGGACTATGGAATGTCATCCAGCCCTCACGTCCTTCGGAACCGGGCCCAGAGCGGATCGGTGCCTCAGTTCAAGAAAGT

GGTIGTTCCAGGAGTTCACCGACGGCAGCTTCACCCAGCCGCTGTACCGGGGAGAACTGAACGAACACCTGGGCCTGCTCGGTC

CCTACATCCGCGCGGARGTGGAGGATAACATCATGGTGACCTTCCGTAACCARGCATCCAGACCTTACTCCTTCTATTCCTCC

CTGATCTCATACGAGGAGGACCAGCGCCAAGGCGCCGAGCCCCGCAAGAACTTCGTCAAGCCCAACGAGACTAAGACCTACTT

CTGGAAGGTCCAACACCATATGGCCCCGACCAAGCATGAGTTTGACTGCAAGGCCTGGGCCTACTTCTCCGACGTGGACCTTG

AGAAGGATGTCCATTCCGGCCTGATCGGGCCGCTGCTCGTGTGTCACACCAACACCCTGAACCCAGCGCATGGACGCCAGGTC

ACCGTCCAGGAGTTTGCTCTGTTCTTCACCATTTTTGACGAAACTAAGTCCTGGTACTTCACCGAGAATATGGAGCGAAACTG

TAGAGCGCCCTGCAATATCCAGATGGAAGATCCGACTTTCAAGGAGAACTATAGATTCCACGCCATCAACGGGTACATCATGG

ATACTCTGCCGGGECTGGTCATGGCCCAGCATCAGAGCGATTCGGTGEGTACTTGCTCTCAATGGGATCGAACCAAAACATTCAC

TCCATTCACTTCTCCGGTCACGTGTTCACTGTGCGCAAGAAGGAGGAGTACAAGATGGCGCTGTACAATCTGTACCCCGGGGT

GTTCGAAACTGTGGAGATGCTGCCGTCCAAGGCCGGCATCTGGAGAGTGGAGTGCCTGATCGGAGAGCACCTCCACGCGGGGA

_u_@_'ggggx_c_qc_:g'_c.m_'gccTscmmcrcmmmwsccmaccccccrsescaraqccrcsccccacmcmmp.crrccmuc

ACAGCAAGCGGACAATACGGCC GCCGARGCTGGCCCGCTTGCACTACTCCGGATCGATCAACGCATGGTCCACCAR

ACAGCAAGC O CA D T AC e C AT CaGC e AN O e G eI I CACTACTCCAGATCAATCANCECARGSTCCACCIA

GGAACCGTTCTCGTGGATTAAGGTGGACCTCCTGCCCCCTATGATTATCCACGGAAT TAAGACCCAGGGCGCCAGGCAGAAGT

ICTCCTCCCTGTACATCTCGCAATTCATCATCATGTACAGCCTGCGACGGGAAGAAGTGGCAGACTTACAGGGGAAACTCCACC

GGCACCCTGATGGTCT T TTTCGGCAACGTGGATTCCTCCGGCATTARGCACAACATCTTCARCCCACCGATCATAGCCAGATA

TATTAGGCTCCACCCCACTCACTACTCAATCCGCTCAACTCTTCGGATGGAACTCATGGGGTGCGACCTGAACTCCTGCTCCA

TGCCETTGCCGEATGCAATCAAAGGCTATTAGCGACGCCCAGATCACCGCCGAGCTCCTACTTCACTAACATGTTCGCCACCTGG

AGCCCCTCCAAGGCCAGGCTGCACTTGCAGGGACCGETCAAATGCCTGGCGEGCCGCAAGTCGAACAATCCGAAGGAATGGCTTCA

AGTGGATTTCCAAAAGACCATGAAAGTGACCGGAGTCACCACCCAGGGAGTGAAGTCCCTTCTGACCTCGATGTATGTGAAGG

AGTTCCTGATTAGCAGCAGCCAGGACGGGCACCAGTGGACCCTGTTCTTCCAAAACGGAAAGGTCAAGGTGTTCCAGGGGAAC

CAGGACTCGTTCACACCCGTGGTGAACTCCCTGGACCCCCCACTGCTGACGCGGTACTTCGAGGATTCATCCTCAGTCCTGGGT

CCATCAGATTGCATTGCGAATGGAACTCCTCCGCTCCCGAGCGCCCAGGACCTGTACTGA

Subrayado sélido = coFVII1-26-NT58 (SEQ.ID NO: 13)
Subrayado punteado= coFVIII-26-CT (SEQ ID NO: 14)
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FIG. 11: BDD-FVIII (no optimizado; "parental”),
Secuencia de nucleotidos (SEQ ID NO: 16)

ATGCAAATAGAGCTCTCCACCTGCTTCTTTCTGTGCCTTTTGCGATTCTGCTTTAGTGCCACCAGAAGATACTACCTGGGTGCAGTG
GAACTGTCATGGGACTATATGCAAAGTGATCTCGGTGAGCTGCCTGTGGACGCAAGATTTCCTCCTAGAGTGCCAAAATCTTTTCC
ATTCAACACCTCAGTCGTGTACAAAAAGACTCTGTTTGTAGAATTCACGGATCACCTTTTCAACATCGCTAAGCCAAGGCCACCCT
GGATGGGTCTGCTAGGTCCTACCATCCAGGCTGAGGTTTATGATACAGTGGTCATTACACTTAAGAACATGGCTTCCCATCCTGTC
AGTCTTCATGCTGTTGGTGTATCCTACTGGAAAGCTTCTGAGGGAGCTGAATATGATGATCAGACCAGTCAAAGGGAGAAAGAA
GATGATAAAGTCTTCCCTGGTGGAAGCCATACATATGTCTGGCAGGTCCTGAAAGAGAATGGTCCAATGGCCTCTGACCCACTGT
GCCTTACCTACTCATATCTTTCTCATGTGGACCTGGTAAAAGACTTGAATTCAGGCCTCATTGGAGCCCTACTAGTATGTAGAGAA
GGGAGTCTGGCCAAGGAAAAGACACAGACCTTGCACAAATTTATACTACTTTTTGCTGTATTTGATGAAGGGAAAAGTTGGCACT
CAGAAACAAAGAACTCCTTGATGCAGGATAGGGATGCTGCATCTGCTCGGGCCTGGCCTAAAATGCACACAGTCAATGGTTATGT
AAACAGGTCTCTGCCAGGTCTGATTGGATGCCACAGGAAATCAGTCTATTGGCATGTGATTGGAATGGGCACCACTCCTGAAGTG
CACTCAATATTCCTCGAAGGTCACACATTTCTTGTGAGGAACCATCGCCAGGCGTCCTTGGAAATCTCGCCAATAACTTTCCTTACT
GCTCAAACACTCTTGATGGACCTTGGACAGTTTCTACTGTTTTGTCATATCTCTTCCCACCAACATGATGGCATGGAAGCTTATGTC
AAAGTAGACAGCTGTCCAGAGGAACCCCAACTACGAATGAAAAATAATGAAGAAGCGGAAGACTATGATGATGATCTTACTGAT
TCTGAAATGGATGTGGTCAGGTTTGATGATGACAACTCTCCTTCCTTTATCCAAATTCGCTCAGTTGCCAAGAAGCATCCTAAAACT
TGGGTACATTACATTGCTGCTGAAGAGGAGGACTGGGACTATGCTCCCTTAGTCCTCGCCCCCGATGACAGAAGTTATAAAAGTC
AATATTTGAACAATGGCCCTCAGCGGATTGGTAGGAAGTACAAAAAAGTCCGATTTATGGCATACACAGATGAAACCTTTAAGAC
TCGTGAAGCTATTCAGCATGAATCAGGAATCTTGGGACCTTTACTTTATGGGGAAGTTGGAGACACACTGTTGATTATATTTAAGA
ATCAAGCAAGCAGACCATATAACATCTACCCTCACGGAATCACTGATGTCCGTCCTTTGTATTCAAGGAGATTACCAAAAGGTGTA
AAACATTTGAAGGATTTTCCAATTCTGCCAGGAGAAATATTCAAATATAAATGGACAGTGACTGTAGAAGATGGGCCAACTAAAT
CAGATCCTCGGTGCCTGACCCGCTATTACTCTAGTTTCGTTAATATGGAGAGAGATCTAGCTTCAGGACTCATTGGCCCTCTCCTCA
TCTGCTACAAAGAATCTGTAGATCAAAGAGGAAACCAGATAATGTCAGACAAGAGGAATGTCATCCTGTTTTCTGTATTTGATGA
GAACCGAAGCTGGTACCTCACAGAGAATATACAACGCTTTCTCCCCAATCCAGCTGGAGTGCAGCTTGAGGATCCAGAGTTCCAA
GCCTCCAACATCATGCACAGCATCAATGGCTATGTTTTTGATAGTTTGCAGTTGTCAGTTTGTTTGCATGAGGTGGCATACTGGTA
CATTCTAAGCATTGGAGCACAGACTGACTTCCTTTCTGTCTTCTTCTCTGGATATACCTTCAAACACAAAATGGTCTATGAAGACAC
ACTCACCCTATTCCCATTCTCAGGAGAAACTGTCTTCATGTCGATGGAAAACCCAGGTCTATGGATTCTGGGGTGCCACAACTCAG
ACTTTCGGAACAGAGGCATGACCGCCTTACTGAAGGTTTCTAGTTGTGACAAGAACACTGGTGATTATTACGAGGACAGTTATGA
AGATATTTCAGCATACTTGCTGAGTAAAAACAATGCCATTGAACCAAGAAGCTTCTCTCAAAACCCACCAGTCTTGAAACGCCATC
AACGGGAAATAACTCGTACTACTCTTCAGTCAGATCAAGAGGAAATTGACTATGATGATACCATATCAGTTGAAATGAAGAAGGA
AGATTTTGACATTTATGATGAGGATGAAAATCAGAGCCCCCGCAGCTTTCAAAAGAAAACACGACACTATTTTATTGCTGCAGTGG
AGAGGCTCTGGGATTATGGGATGAGTAGCTCCCCACATGTTCTAAGAAACAGGGCTCAGAGTGGCAGTGTCCCTCAGTTCAAGA
AAGTTGTTTTCCAGGAATTTACTGATGGCTCCTTTACTCAGCCCTTATACCGTGGAGAACTAAATGAACATTTGGGACTCCTGGGG
CCATATATAAGAGCAGAAGTTGAAGATAATATCATGGTAACTTTCAGAAATCAGGCCTCTCGTCCCTATTCCTTCTATTCTAGCCTT
ATTTCTTATGAGGAAGATCAGAGGCAAGGAGCAGAACCTAGAAAAAACTTTGTCAAGCCTAATGAAACCAAAACTTACTTTTGGA
AAGTGCAACATCATATGGCACCCACTAAAGATGAGTTTGACTGCAAAGCCTGGGCTTATTTCTCTGATGTTGACCTGGAAAAAGAT
GTGCACTCAGGCCTGATTGGACCCCTTCTGGTCTGCCACACTAACACACTGAACCCTGCTCATGGGAGACAAGTGACAGTACAGG
AATTTGCTCTGTTTTTCACCATCTTTGATGAGACCAAAAGCTGGTACTTCACTGAAAATATGGAAAGAAACTGCAGGGCTCCCTGC
AATATCCAGATGGAAGATCCCACTTTTAAAGAGAATTATCGCTTCCATGCAATCAATGGCTACATAATGGATACACTACCTGGCTT
AGTAATGGCTCAGGATCAAAGGATTCGATGGTATCTGCTCAGCATGGGCAGCAATGAAAACATCCATTCTATTCATTTCAGTGGA
CATGTGTTCACTGTACGAAAAAAAGAGGAGTATAAAATGGCACTGTACAATCTCTATCCAGGTGTTTTTGAGACAGTGGAAATGT
TACCATCCAAAGCTGGAATTTGGCGGGTGGAATGCCTTATTGGCGAGCATCTACATGCTGGGATGAGCACACTTTTTCTGGTGTA
CAGCAATAAGTGTCAGACTCCCCTGGGAATGGCTTCTGGACACATTAGAGATTTTCAGATTACAGCTTCAGGACAATATGGACAG
TGGGCCCCAAAGCTGGCCAGACTTCATTATTCCGGATCAATCAATGCCTGGAGCACCAAGGAGCCCTTTTCTTGGATCAAGGTGG
ATCTGTTGGCACCAATGATTATTCACGGCATCAAGACCCAGGGTGCCCGTCAGAAGTTCTCCAGCCTCTACATCTCTCAGTTTATCA
TCATGTATAGTCTTGATGGGAAGAAGTGGCAGACTTATCGAGGAAATTCCACTGGAACCTTAATGGTCTTCTTTGGCAATGTGGAT
TCATCTGGGATAAAACACAATATTTTTAACCCTCCAATTATTGCTCGATACATCCGTTTGCACCCAACTCATTATAGCATTCGCAGC
ACTCTTCGCATGGAGTTGATGGGCTGTGATTTAAATAGTTGCAGCATGCCATTGGGAATGGAGAGTAAAGCAATATCAGATGCAC
AGATTACTGCTTCATCCTACTTTACCAATATGTTTGCCACCTGGTCTCCTTCAAAAGCTCGACTTCACCTCCAAGGGAGGAGTAATG
CCTGGAGACCTCAGGTGAATAATCCAAAAGAGTGGCTGCAAGTGGACTTCCAGAAGACAATGAAAGTCACAGGAGTAACTACTC
AGGGAGTAAAATCTCTGCTTACCAGCATGTATGTGAAGGAGTTCCTCATCTCCAGCAGTCAAGATGGCCATCAGTGGACTCTCTTT
TTTCAGAATGGCAAAGTAAAGGTTTTTCAGGGAAATCAAGACTCCTTCACACCTGTGGTGAACTCTCTAGACCCACCGTTACTGAC
TCGCTACCTTCGAATTCACCCCCAGAGTTGGGTGCACCAGATTGCCCTGAGGATGGAGGTTCTGGGCTGCGAGGCACAGGACCTC
TAC

*BDD-FVIII = FVIII con dominio B eliminado
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FIG. 1): BDD-FVIII (no optimizado; "parental®),
Secuencia de aminoacidos (SEQ ID NO: 17)

ATRRYYLGAVELSWDYMQSDLGELPVDARFPPRVPKSFPFNTSVVYKKTLFVEFTDHLFNIAKPRPPWMGLLGPTIQAEVYDTWVITLK
NMASHPVSLHAVGVSYWKASEGAEYDDQTSQREKEDDKVFPGGSHTYVWQVLKENGPMASDPLCLTYSYLSHVDLVKDLNSGLIGA
LLVCREGSLAKEKTQTLHKFILLFAVFDEGKSWHSETKNSLMQDRDAASARAWPKMHTVNGYVNRSLPGLIGCHRKSVYWHVIGMGT
TPEVHSIFLEGHTFLVRNHRQASLEISPITFLTAQTLLMDLGQFLLFCHISSHQHDGMEAYVKVDSCPEEPQLRMKNNEEAEDYDDDLT
DSEMDVVRFDDDNSPSFIQIRSVAKKHPKTWVHYIAAEEEDWDYAPLVLAPDDRSYKSQYLNNGPQRIGRKYKKVRFMAYTDETFKTR
EAIQHESGILGPLLYGEVGDTLLIIFKNQASRPYNIYPHGITDVRPLYSRRLPKGVKHLKDFPILPGEIFKYKWTVTVEDGPTKSDPRCLTRYY
SSFVNMERDLASGLIGPLLICYKESVDQRGNQIMSDKRNVILFSVFDENRSWYLTENIQRFLPNPAGVQLEDPEFQASNIMHSINGYVF
DSLQLSVCLHEVAYWYILSIGAQTDFLSVFFSGYTFKHKMVYEDTLTLFPFSGETVFMSMENPGLWILGCHNSDFRNRGMTALLKVSSC
DKNTGDYYEDSYEDISAYLLSKNNAIEPRSFSONPPVLKRHQREITRTTLQSDQEEIDYDDTISVEMKKEDFDIYDEDENQSPRSFQKKTR
HYFIAAVERLWDYGMSSSPHVLRNRAQSGSVPQFKKVVFQEFTDGSFTOPLYRGELNEHLGLLGPYIRAEVEDNIMVTFRNQASRPYSF
YSSLISYEEDQRQGAEPRKNFVKPNETKTYFWKVQHHMAPTKDEFDCKAWAYFSDVDLEKDVHSGLIGPLLVCHTNTLNPAHGRQVT
VQEFALFFTIFDETKSWYFTENMERNCRAPCNIQMEDPTFKENYRFHAINGYIMDTLPGLVMAQDQRIRWYLLSMGSNENIHSIHFSG
HVFTVRKKEEYKMALYNLYPGVFETVEMLPSKAGIWRVECLIGEHLHAGMSTLFLVYSNKCQTPLGMASGHIRDFQITASGQYGQWA
PKLARLHYSGSINAWSTKEPFSWIKVDLLAPMIIHGIKTQGARQKFSSLYISQFIIMYSLDGKKWQTYRGNSTGTLMVFFGNVDSSGIKH
NIFNPPHARYIRLHPTHYSIRSTLRMELMGCDLNSCSMPLGMESKAISDAQITASSYFTNMFATWSPSKARLHLQGRSNAWRPQVNNP
KEWLQVDFOKTMKVTGVTTQGVKSLLTSMYVKEFLISSSQDGHOWTLFFONGKVKVFQGNQDSFTPVVNSLDPPLLTRYLRIHPQSW
VHQIALRMEVLGCEAQDLY

*BDD-FVIII = FVIIl con dominio B eliminado
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FIG. 2A - FVIII BDD no optimizado
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FIG. 2C — coFVIII-3
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FIG. 2E — coFVIII-5
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FIG. 2G — coFVIII-52
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FIG. 2| — coFVIII-25
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FIG. 3: Mapas del plasmido de plasmidos de expresion
de FVIIl optimizados con codones
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FIG. 5: Mapas del plasmido de plasmidos de expresion
de FVIIl optimizados con codones
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FIG. 8A: coFVIII-52-XTEN — SEQ ID NO: 19

ATGCAAATCGAACTGAGCACCTGTTTCTTCCTCTGCCTGCTGAGATTCTGTTTCTCCGCGACCCGCCGATACTACCTGGGAGCAGTGG
AGCTCTCCTGGGATTACATGCAGAGCGACCTTGGGGAGCTGCCCGTGGATGCCAGGTTCCCTCCCCGGGTGCCARAGTCGTTTCCGTT
CAACACCTCCGTGGTGTACAAGAAAACT CTGTTCGTGGAGT TCACCGACCACCTGTTCAATATCGCCAAGCCCAGACCTCCCTGGATG
GGGCTGTTGGGACCTACCATCCARGCGGAGETGTACGACACTGTGGTCATCACTCTGAAGAACATGGCCTCGCATCCCGTGTCCCTGE
ACGCCGTGGGAGT GTCTTACTGGARAGCGTCCGAGGGGGCCGAATACGACGACCAGACCTCGCAGAGAGAAAAGGAAGATGACAAGGT
GTTCCCAGGAGGATCGCACACCTACGTGTGGCAAGTGTTGAAGGAGAACGGCCCAATGGCCTCCGACCCGCTGTGCCTGACCTACTCG
TACCTGTCCCACGTGGACCTCGT GAAGGACCTCAACTCGGGACTGATTGGAGCCCTGCTGGTCT GCAGGGAAGGCTCACTGGCGAAAG
AAAAGACTCAGACCTTGCACAAGTTCATTCTGCTGTTCGCTGTGTT CGACGAGGGGAAGTCGTGGCACAGCGAGACTAAGAACTCCCT
GATGCAAGATAGAGATGCCGCCTCCGCCCEGGGCCTGGCCTAAGATGCACACCGTGAACGGTTACGTGAACCGCTCCCTCCCTGGCCTG
ATTGGATGCCACCGGAAGTCCGTGTACT GGCACGTGATCGGGATGGGGACCACCCCCGAGGTGCACAGCATCTTCCTGGAAGGTCACA
CATTTCTCGTGCGCAACCACCGGCAGGCCTCCCTGGAAATCAGCCCCATTACCTTCCTCACTGCCCAGACTCTGCTGATGGACCTGGG
ACAGTTCCTGCTGTTCTGCCATATCTCCTCCCACCAACATGACGGAATGGAGGCATACGTGAAGGTCGATTCCTGCCCTGAGGAACCC
CAGCTCCGCATGAAGAACAATGAGGAAGCCGAGGACTACGACGACGACCTGACGGATAGCGAGATGGATGTGGTCCGGTTCGATGACG
ATAACAGCCCTTCCTTCATCCAAATTCGCTCGGTGGCAAAGARGCACCCCAAGACCTGGGTGCATTACATTGCGGCGGAAGAAGAGGA
CTGGGATTATGCCCCGCTTGTCCTCGCT CCTGACGACCGGAGCTACARGAGCCAGTACCTGAACAACGGT CCACAGAGGATCGGTAGA
AAGTACRAGAAGGTCCGCTTCATGGCCTATACCGACGAAACCTTCARRACTAGAGAGGCCATCCAACACGAATCCGGCATCCTGGEGCC
CGCTCTTGTACGGAGAAGTCGGCGACACCCTTCTCATTATCTTCAAGAACCAGGCTTCCCGGCCGTACAACATCTATCCGCATGGGAT
CACTGACGTGCGCCCACTGTACT CGCGGCGCCTGCCCAAGGGTGTCAAACACCTGAAGGATTTT CCGATCCTTCCGGGAGAAATCTTC
AAGTACAAGTGGACCGTGACCGT GGAAGATGGCCCARCTAAGTCTGACCCTAGATGCCTCACCCGCTACTACTCATCCTTCGTCAACA
TGGAGCGCGACCTGGCCAGCGGACTGAT CGGCCCGCTGCTGATTTGCTACAAGGAAT CAGTGGACCAACGGGGAAACCAGAT CATGTC
GGATAAGAGGAACGTCATCCTCTTCTCCGTGTTTGACGARAACCGGTCGTGGTACCTGACCGAGAACATCCAGAGGTTCCTGCCCAAC
CCTGCTGGGGTGCAGCTGGAGGACCCCGAGTTCCAGGCCAGCAACATCATGCACAGCAT CAATGGCTACGTGTTCGACAGCCTGCAGT
TGAGCGTGTGCCTGCACGAGGTGGCCTACTGGTACATCCTGAGCAT CGGCGCCCAGACCGACTTCCTGAGCGTGTTCTTCTCTGGCTA
CACCTTCAAGCACAAGATGGTGTATGAGGACACCCTGACCCTGTTCCCCTTCAGCGGGGAGACTGTCTTCATGAGCATGGAGARCCCT
GGCCTGTGGATCCTGGGCTGCCACAACAGCGACT TCAGGAACAGGGGCATGACTGCCCTGCTGARAGTCT CCAGCTGT GACARGAACA
CCGGGGACTACTACGAGGACAGCTACGAGGACATCAGCGCCTACCTGCTGAGCAAGAACAATGCCATCGAGCCCAGGAGCTTCTCTCA
GAACGGCGCGCCAACATCAGAGAGCGCCACCCCTGARAGTGGTCCCGEEAGCGAGCCAGCCACATCTGGGTCGGAAACGCCAGGCACA
AGTGAGTCTGCAACTCCCGAGTCCGGACCTGGCTCCGAGCCTGCCACTAGCGGCTCCGAGACTCCGGGAACTTCCGAGAGCGCTACAC
CAGARAGCGGACCCGGAACCAGTACCGAACCTAGCGAGGGCTCTGCTCCGGGCAGCCCAGCCGGCTCTCCTACATCCACGGAGGAGGSG
CACTTCCGAATCCGCCACCCCGGAGTCAGGGCCAGGATCTGAACCCGCTACCTCAGGCAGTGAGACGCCAGGAACGAGCGAGTCCGCT
ACACCGGAGAGTGGGCCAGGGAGCCCTGCTGGATCTCCTACGTCCACTCAGGAAGGGTCACCAGCGGGCT CGCCCACCAGCACTGAAG
AAGGTGCCTCGAGCCCCCCAGTGCTGAAGAGGCACCAGAGGGAGAT CACCAGGACCACCCTGCAGTCTGACCAGGAGGAGAT CGACTA
TGATGACACCATCAGCGTGGAGATGAAGARGGAGGACTTCGACATCTACGACGAGGACGAGAACCAGAGCCCCAGGAGCTTCCAGAAG
ARGACCAGGCACTACTTCATTGCTGCTGTGGAGAGGCTGTGGGACTATGGCATGTCCAGCAGCCCCCATGTGCTGAGGAACAGGGCCC
AGTCTGGCAGCGTGCCCCAGTTCAAGAAAGT CGTGTTCCAGGAGTT CACCGACGGCAGCTTCACCCAGCCCCTGTACAGAGGGGAGCT
GAACGAGCACCTGGGCCTGCTGGECCCCTACATCAGGGCCGAGGTGGAGGACAACATCATGGTGACCTTCAGGAACCAGGCCAGCAGG
CCCTACAGCTTCTACAGCAGCCT GATCAGCTACGAGGAGGACCAGAGGCAGGGEGCTGAGCCCAGGAAGAACTTTGTGAAGCCCAATG
AAACCARGACCTACTTCTGGAAGGTGCAGCACCACATGGCCCCCACCAAGGACGAGTTCGACTGCAAGGCCTGGGCCTACTTCTCTGA
CGTGGACCTGGAGAAGGACGTGCACTCTGGCCTGATTGGCCCCCTGCTGGTGTGCCACACCAACACCCTGAACCCTGCCCATGGCAGG
CAGGTGACTGTGCAGGAGTTCGCCCTGTTCTTCACCATCTT CGATGAAACCAAGAGCTGGTACT TCACTGAGAACATGGAGAGGAACT
GCAGGGCCCCCTGCAACATCCAGATGGAGGACCCCACCTTCARGGAGAACTACAGGTTCCATGCCATCAATGGCTACATCATGGACAC
CCTGCCTGGCCTGGTCAT GGCCCAGGACCAGAGGAT CAGGT GGTAT CTGCT GAGCAT GGGCAGCAACGAGAACAT CCACAGCATCCAC
TTCTCTGGCCACGTGTTCACTGT GAGGAAGAAGGAGGAGTACAAGATGECCCTGTACAACCTGTACCCTGEGEGTGTTCGAAACCGTGG
AGATGCTGCCCAGCAAGGCCGGCATCTGGAGGGTGGAGTGCCTGATTGGGGAGCACCTGCACGCCGGCAT GAGCACCCTGTTCCTGGT
GTACAGCAACAAGTGCCAGACCCCCCTGGGCATGGCCTCTGGCCACATCAGGGACTTCCAGATCACTGCCTCTGGCCAGTACGGCCAG
TGGGCCCCCAAGCTGGCCAGGCTGCACTACTCCGGAAGCAT CAATGCCTGGAGCACCAAGGAGCCCTTCAGCTGGATCAAAGTGGACT
TGCTGGCCCCCATGATCATCCACGGCAT CARGACCCAGGGGGCCAGGCAGAAGT TCTCCAGCCT GTACAT CAGCCAGT TCAT CATCAT
GTACAGCCTGGACGGCAAGRAGT EGCAGACCTACAGGGGCARCAGCACCGGCACCCTGATGGTGTTCTTCGECAACGTGGACAGCAGC
GGCATCAAGCACAACATCTTCAACCCCCCCATCATCGCCAGATACATCAGGCTGCACCCCACCCACTACAGCATCAGGAGCACCCTGA
GGATGGAGCTGATGGGCTGTGACCTGAACAGCTGCAGCATGCCCCTGGECATGCAGAGCAAGGCCATCTCTGACGCCCAGATCACTGC
CTCCAGCTACTTCACCAACATGTTTGCCACCTGGAGCCCCAGCAAGGCCAGGCTGCACCTGCAGGGCAGGAGCAATGCCTGGAGGCCC
CAGGTCAACAACCCCAAGGAGTGGCTGCAGGTGGACTTCCAGAAGACCATGAAGGTGACTGGGGTGACCACCCAGGGGGTGAAGAGCC
TGCTGACCAGCATGTACGTGAAGCAGTTCCTGATCTCCAGCAGCCAGGACGGLCACCAGTGGACCCTGTTCTTCCAGAATGGCAAGGT
GAAGGTGTTCCAGGGCAACCAGGACAGCTTCACCCCTGTGGTCAACAGCCTGGACCCCCCCCTGCTGACCAGATACCTGAGGATCCAC
CCCCAGAGCTGGGTGCACCAGAT CGCCCTGAGGATGGAGGTGCTGGGCTGTGAGGCCCAGGACCTGTACTGA

Subrayado = secuencia de nucleétidos XTEN (SEQ ID NO: 18)
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FIG. 8B: coFVIII-1-XTEN — SEQ ID NO: 20

ATGCAGATTGAGCTGTCTACTTGCTTTTTCCTGTGCCTGCTGAGGTTTTGCTTTTCCGCTACACGAAGGTATTATCTGGGGGCTGTGE
AACTGTCTTGGGATTACATGCAGAGT GACCTGGGAGAGCTGCCAGTGGACGCAAGGTTTCCCCCTAGAGTCCCTAAGTCATTCCCCTT
CAACACTAGCGTGGTCTACAAGAAAACACTGTTCGTGGAGT T TACTGAT CACCTGTT CAACATCGCAARGCCTAGGCCACCCTGGATG
GGACTGCTGGEGGCCAACAATCCAGGCCGAGGTGTACGACACCGTGGTCATTACACTTAAGAACATGGCCTCACACCCCGTGAGCCTGC
ATGCTGTGGGCGTCAGCTACT GGAAGGCTTCCGAAGGAGCAGAGTATGACGATCAGACTTCCCAGAGAGAAAAAGAGGACGATAAGGT
GTTTCCTGGCGGATCTCATACCTACGTGTGGCAGGTCCT GAAAGAGAATGGCCCTATGGCCTCCGACCCTCTGTGCCTGACCTACTCT
TATCTGAGTCACGTGGACCTGGTCAAGGATCTGAACAGCGGCCTGATCGGAGCCCTGCTGGT GTGCAGGGAAGGAAGCCTGGCTAAGG
AGAAAACCCAGACACTGCATAAGTTCATTCTGCTGTTCGCCGTGT TTGACGAAGGGARAT CATGGCACAGCGAGACAAAGAATAGTCT
GATGCAGGACAGGGATGCCGCTTCAGCCAGAGCTTGGCCCAAAAT GCACACTGTGAACGGCTACGTCAATCGCTCACTGCCTGGGCTG
ATCGGCTGCCACCGAARNGAGCGTGTATTGGCATGTCATCGGGATGGGCACCACACCTGAAGT GCACTCCATTTTCCTGGAGGGACATA
CCTTTCTGGTCCGCAACCACCGACAGGCTTCCCTGGAGATCTCTCCAATTACCTTCCTGACAGCACAGACTCTGCTGATGGACCTGGE
GCAGTTCCTGCTGTTTTGCCACATCAGCTCCCACCAGCATGATGGCATGGAGGCTTACGTGAAAGTGGACTCTTGTCCCGAGGAACCT
CAGCTGCGGATGAAGAACAAT GAGGAAGCAGAAGACTAT GACGAT GACCTGACCGACTCCGAGATGGATGTGGTCCGATTCGATGACE
ATAACAGCCCCTCCTTTATCCAGATTAGATCTGTGGCCAAGARAACACCCTAAGACATGGGTCCATTACATCGCAGCCGAGGAAGAGEA
CTGGGATTATGCACCACTGGT GCTGGCACCAGACGATCGCTCCTACAAATCTCAGTATCTGAACAATGGGCCACAGAGGATTGGCAGA
AAGTACAAGARAGTGCGGTTCATGGCATATACCGATGAGACCTTCAAGACTCGCGAAGCCAT CCAGCACGAGAGCGGCATCCTGGGAC
CACTGCTGTACGGAGAAGTGGGAGACACCCTGCTGATCATTTTCAAGAACCAGGCCAGCCGGCCTTACAATAT CTATCCACATGGGAT
TACAGATGTGCGCCCTCTGTACAGCAGGAGACTGCCAAAGGGCGT CAAACACCTGAAGGACTTCCCAATCCTGCCCGGAGARATCTTC
AAGTACAAGTGGACTGTCACCGTCGAGGATGGCCCCACTAAGAGCGACCCTCGGTGCCTGACCCGCTACTATTCTAGTTTCGTGAATA
TGGAAAGAGATCTGGCARGCGGACTGAT CGGACCACTGCTGATTT GT TACAAAGAGAGCGTGGAT CAGAGAGGCAACCAGATCATGTC
CGACRAGCGGAATGTGATTCTGTTCAGTGTCTTTGACGARRACAGGTCATGGTACCTGACCGAGAACATCCAGAGATTCCTGCCTAAT
CCAGCTGGGGTGCAGCTGGAAGATCCTGAGT TTCAGGCATCTAACAT CATGCATAGTATTAATGGCTACGTGT TCGACAGTTTGCAGC
TGAGCGTGTGCCTGCACGAGGTCGCTTACTGGTATAT CCTGAGCATTGGGGCACAGACAGATTTCCTGAGCGTGTTCTTTTCCGGCTA
CACTTTTAAGCATAAAATGGT CTATGAGGACACACTGACTCTGTTCCCCTTCAGCGGCGAAACCGTGTTTATGAGCATGGAGAATCCC
GGACTGTGGATTCTGGGGTGCCACAACAGCGATT TCAGARATCGCGGAATGACTGCCCTGCT GARAGT GTCAAGCTGT GACAAGAACA
CCGGGGACTACTATGAAGATTCATACGAGGACATCAGCGCATATCTGCTGTCCAAAAACAATGCCATTGAACCCCGGTCTTTTAGTCA
GAATGGCGCGCCAACATCAGAGAGCGCCACCCCTGAAAGTGGTCCCGCGGAGCGAGCCAGCCACATCTGGGTCGGAAACGCCAGGCACA
AGTGAGTCTGCAACTCCCGAGTCCGGACCTGGCTCCGAGCCTGCCACTAGCGGCTCCGAGACTCCGGGAACTTCCGAGAGCGCTACAC
CAGARAGCGGACCCGGAACCAGTACCGAACCTAGCGAGGGCTCTGCTCCGGGCAGCCCAGCCGGCTCTCCTACATCCACGGAGGAGGG
CACTTCCGAATCCGCCACCCCGGAGT CAGGGCCAGGATCTGAACCCGCTACCTCAGGCAGTGAGACGCCAGGAACGAGCGAGTCCGCT
ACACCGGAGAGTGGGCCAGGGAGCCCTGCTGGATCTCCTACGTCCACTGAGGAAGGGTCACCAGCGGGCTCGCCCACCAGCACTGAAG
AAGGTGCCTCGAGCCCTCCAGTGCTGAAGCGGCACCAGCGCGAGATCACCCGCACTACCCTGCAGAGT GATCAGGAAGAGATCGACTA
CGACGATACAATTTCTGTGGARATGAAGAAAGAGGACTTCGATAT CTATGACGAAGATGAGAACCAGAGTCCTCGATCATT CCAGAAG
AAAACCAGGCATTACTTTATTGCCGCAGTGGAGCGGCTGTGGGAT TATGGCATGTCCTCTAGTCCTCACGTGCTGCGAAATAGGGCCC
AGTCAGGAAGCGTCCCACAGT TCAAGAAAGT GGTCTTCCAGGAGT TTACAGACGGGT CCTTTACTCAGCCACT GTACAGGGGCGAACT
GAACGAGCACCTGGGACTGCTGEGGCCCTATATCAGAGCAGAAGT GGAGGATAACATTATGGTCACCTTCAGARATCAGGCCTCTCGE
CCTTACAGTTTTTATT CAAGCCTGAT CTCTTACGAAGAGGACCAGCGACAGGGAGCT GAACCACGAAAAAACT TCGTGAAGCCTAATG
AGACCAAAACATACTTTTGGAAGGTGCAGCACCATATGGCCCCAACARARGACGAGTTCGATTGCAAGGCATGGGCCTATTTTTCTGA
CGTGGATCTGGAGAAGGACGT GCACAGTGGCCTGATTGGCCCACT GCTGGTGTGCCATACTAACACCCTGAAT CCAGCCCACGGCCGE
CAGGTCACTGTCCAGGAGTTCGCTCTGTTCTTTACCATCTTTGAT GAGACAAAGAGCTGGTACTTCACCGAAAACATGGAGCGAAATT
GCAGGGCTCCATGTAACATTCAGATGGAAGACCCCACATTCAAGGAGAACTACCGCTTTCATGCTATCAATGGATACATCATGGATAC
TCTGCCCGGGCTGGTCATGGCACAGGACCAGAGAATCCGGTGGTATCTGCTGAGCAT GGGCAGCAACGAGAATAT CCACTCAATTCAT
TTCAGCGGGCACGTGTTTACT GTCAGGAAGAAAGRAGAGTACAAGATGGCCCTGTACAACCTGTATCCCGGCGTGTTCGAARCCGTCG
AGATGCTGCCTAGCAAGGCCGGAATCTGGAGAGT GGAAT GCCTGATTGGAGAGCACCTGCAT GCTGGGATGTCTACCCTGTTTCTGGT
GTACAGTAATAAGTGTCAGACACCCCTGGGAATGGCATCCGGGCATATCAGGGATTTCCAGATTACCGCATCTGGACAGTACGGACAG
TGGGCACCTARAGCTGGCTAGACTGCACTATTCCGGATCTATCAACGCTTGGTCCACAARAGAGCCTTTCTCTTGGATTAAGGTGGACC
TGCTGGCCCCAATGAT CATTCATGGCATCAAAACTCAGGGAGCTCGGCAGARGTTCTCCTCTCTGTACATCTCACAGT TTATCATCAT
GTACAGCCTGGATGGGAAGAAATGGCAGACATACCGCGGCAATAGCACAGGAACTCTGATGGTGTTCTTTGGCAACGTGGACAGCAGC
GGAATCAAGCACAACATTTTCAATCCCCCTATCATTGCTAGATACAT CCGGCTGCACCCAACCCATTATTCTATT CGAAGTACACT GA
GGATGGAACTGATGGGATGCGATCTGAACAGTTGTTCAATGCCCCTGGGGATGGAGT CCAAGGCAATCTCTGACGCCCAGATTACCGEC
CAGCTCCTACTTCACTAATAT GTTTGCTACCTGGAGCCCTTCCAAAGCAAGACTGCACCTGCAAGGCCGCAGCARCGCATGGCGACCA
CAGGTGAACAATCCCARAGGAGTGGTTGCAGGTCGATTTT CAGAAAACTAT GAAGGTGACCGGGGTCACAACTCAGGGCGTGAAAAGTC
TGCTGACCTCAATGTACGTCARGGAGTTCCTGATCTCTAGTTCACAGGACGGACATCAGTGGACACTGTTCTTTCAGAACGGGAAGET
GAAAGTCTTCCAGGGCAATCAGGATT CCTTTACACCTGTGGTCAACAGT CTAGACCCTCCACTGCTGACCAGATACCTGAGAATCCAC
CCTCAGTCCTGGGTGCACCAGATTGCCCTGAGAATGGAAGTGCTGGCATGCCAGGCCCAGGATCTGTACTGA

Subrayado = secuencia de nucleétidos XTEN (SEQ ID NO:18)
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FIG. 8C: coFVIII-6-XTEN — SEQ ID NO: 72

ATGCAGATTGAGCTGTCCACTTGTTTCTTCCTGTGCCTCCTGCGCTTCTGTTTCTCCGCCACTCGCCGGTACTACCTTGGAGCCGTGG
AGCTTTCATGGGACTACATGCAGAGCGACCTGGGCGAACTCCCCGTGGATGCCAGATTCCCCCCCCGCGTGCCARAGTCCTTCCCCTT
TAACACCTCCGTGGTGTACAAGAAAACCCTCTTTGTCGAGTTCACTGACCACCTGTTCAACATCGCCAAGCCGCGCCCACCTTGGATG
GGCCTCCTGGGACCGACCATT CAAGCTGAAGTGTACGACACCGTGGTGAT CACCCTGAAGAACATGGCGTCCCACCCCGTGTCCCTGC
ATGCGGTCGGAGTGTCCTACTGGAAGGCCTCCGAAGGAGCTGAGTACGACGACCAGACTAGCCAGCGGGAARAGGAGGACGATAAAGT
GTTCCCGGGCGGCTCGCATACTTACGTGTGGCARGTCCT GAAGGAAAACGGACCTATGGCAT CCGATCCTCTGTGCCTGACTTACTCC
TACCTTTCCCATGTGGACCTCGTGAAGGACCTGARCAGCGGGCTGATTGGTGCACTTCTCGTGTGCCGCGAAGGTTCGCTCGCTAAGE
AAAAGACCCAGACCCTCCATAAGTTCATCCTTTTGTTCGCTGTGTTCGATGARAGGAAAGT CATGGCATTCCGAAACTAAGAACTCGCT
GATGCAGGACCGGGATGCCGCCTCAGCCCGCGCCTGGCCTAAAAT GCATACAGTCAACGGATACGTGAATCGGTCACTGCCCGGGCTC
ATCGGTTGTCACAGAAAGTCCGTGTACTGGCACGTCATCGGCATGGGCACTACGCCTGAAGTGCACTCCATCTTCCTGGAAGGGCACA
CCTTCCTCGTGCGCAACCACCGCCAGGCCTCTCT GGAAATCTCCCCGATTACCTTTCTGACCGCCCAGACTCTGCTCATGGACCTGGE
GCAGTTCCTTCTCTTCTGCCACATCT CCAGCCATCAGCACGACGGAATGGAGGCCTACGTGARGGTGGACTCATGCCCGGAAGAACCT
CAGTTGCGGATGAAGAACAACGAGGAGGCCGAGGACTATGACGACGATTTGACTGACTCCGAGATGGACGTCGTGCGGTTCGATGACG
ACAACAGCCCCAGCTTCATCCAGATT CGCAGCGT GGCCAAGAAGCACCCCARAACCTGGGTGCACTACATCGCGGCCGAGGAAGAAGA
TTGGGACTACGCCCCGTTGGTGCTGGCACCCGATGACCGGTCGTACAAGTCCCAGTATCTGAACAATGGTCCGCAGCGGATTGGCAGA
AAGTACAAGAAAGTGCGGTTCATGGCGTACACT GACGAAACGTTTAAGACCCGGGAGGCCATTCAACATGAGAGCGGCATTCTGGGAC
CACTGCTGTACGGAGAGGTCGGCGATACCCTGCTCATCATCTTCARAAACCAGGCCTCCCGGCCTTACAACATCTACCCTCACGGAAT
CACCGACGTGCGGCCACTCTACTCGCGGCGCCTGCCGAAGGGCGT CAAGCACCTGAAAGACTTCCCTATCCTGCCGGGCGARATCTTC
AAGTATAAGTGGACCGTCACCGTGGAGGACGGGCCCACCAAGAGCGATCCTAGGTGTCTGACTCGGTACTACT CCAGCTTCGTGAACA
TGGAACGGGACCTGGCATCGGEGACTCATTGGACCGCTGCTGATCT GCTACAAAGAGT CGGTGGATCAACGCGGCAACCAGATCATGTC
CGACAAGCGCAACGTGATCCTGTTCTCCGTGTTTGAT GAARACAGAT CCTGGTACCT CACTGARRACATCCAGAGGTTCCTCCCAAAC
CCCGCAGGAGTGCAACTGGAGGACCCTGAGTTTCAGGCCTCGAATATCATGCACTCGATTAACGGTTACGTGTTCGACTCGCTGCAGT
TGAGCGTGTGCCTCCATGAAGTCGCTTACTGGTACATTCTGTCCATCGGCGCCCAGACTGACTTCCTGAGCGTGTTCTTTT CCGGTTA
CACCTTTAAGCACAAGATGGT GTACGAAGATACCCTGACCCTGTTCCCTTTCTCCGGCGAAACGGTGTTCATGTCGATGGAGAACCCG
GGTCTGTGGATTCTGGGATGCCACAACAGCGACTTTCGGAACCGCGGAATGACTGCCCTGCTGAAGGT GTCCTCATGCGACAAGAACA
CCGGAGACTACTACGAGGACT CCTACGAGGATATCTCAGCCTACCTCCTGTCCAAGAACAACGCGATCGAGCCGCGCAGCTTCAGCCA
GAACGGCGCGCCAACATCAGAGAGCGCCACCCCTGAAAGTGGTCCCGGGAGCGAGCCAGCCACATCTGGGTCGGARAACGCCAGGCACA
AGTGAGTCTGCAACTCCCGAGTCCGGACCTGGCT CCGAGCCTGCCACTAGCGGCTCCGAGACTCCGGGAACTTCCGAGAGCGCTACAC
CAGAAAGCGGACCCGGAACCAGTACCGAACCTAGCGAGGGCTCTGCTCCGGGCAGCCCAGCCGGCTCTCCTACATCCACGGAGGAGGE
CACTTCCGAATCCGCCACCCCGGAGT CAGGGCCAGGATCTGAACCCGCTACCTCAGGCAGTGAGACGCCAGGAACGAGCGAGTCCGCT
ACACCGGAGAGTGGGCCAGGGAGCCCTGCTGGAT CTCCTACGTCCACTGAGGAAGGGTCACCAGCGGGCTCGCCCACCAGCACTGAAG
AAGGTGCCTCGAGCCCGCCTGTGCTGAAGAGGCACCAGCGAGAAATTACCCGGACCACCCTCCARATCGGATCAGGAGGAAATCGACTA
CGACGACACCATCTCGGTGGAAATGAAGAAGGAAGATTT CGATAT CTACGACGAGGACGAAAATCAGT CCCCTCGCTCATT CCAAAAG
AARACTAGACACTACTTTATCGCCGCGETGGAARGACTGTGGGACTATGGARATGTCATCCAGCCCTCACGTCCTTCGGAACCGGGCCC
AGAGCGGATCGGTGCCTCAGT TCAAGARRGT GGTGTTCCAGGAGT TCACCGACGGCAGCTTCACCCAGCCGCTGTACCGGGGAGAACT
GAACGAACACCTGGGCCTGCTCGGTCCCTACATCCGCGCGEAAGT GEAGGATAACAT CATGGTGACCTTCCGTAACCAAGCATCCAGA
CCTTACTCCTTCTATTCCTCCCTGAT CTCATACGAGGAGGACCAGCGCCAAGGCGCCGAGCCCCGCAAGAACTTCGTCAAGCCCAACG
AGACTAAGACCTACTTCTGGAAGGTCCAACACCATATGGCCCCGACCAAGGATGAGT TTGACTGCAAGGCCTGGGCCTACTTCTCCGA
CGTGCACCTTGAGAAGGATGT CCATTCCGGCCTGATCGGGCCGCTGCTCGTETGTCACACCARCACCCTGAACCCAGCGCATGGACGT
CAGGTCACCGTCCAGGAGTTTGCTCTGTTCTTCACCATTTTTGACGAAACTAAGT CCTGGTACTTCACCGAGAATATGGAGCGAAACT
GTAGAGCGCCCTGCAATATCCAGATGGARGATCCGACTTTCAAGGAGAACTATAGATTCCACGCCATCAACGGGTACATCATGGATAC
TCTGCCGGGGCTGGTCATGGCCCAGGATCAGAGGATTCGGTGGTACTTGCTGTCAATGGGAT CGAACGARAACATTCACTCCATTCAC
TTCTCCGGTCACGTGTTCACT GTGCGCAAGAAGGAGGAGTACAAGATGGCGCTGTACAATCTGTACCCCGGGETGTTCGAAACTGT GG
AGATGCTGCCETCCAAGGCCGGCATCTGGAGAGTGGAGTGCCTGATCGGAGAGCACCTCCACGCGGGGATGTCCACCCTCTTCCTGET
GTACTCGAATAAGTGCCAGACCCCGCTGEGCATGGCCTCGGGCCACATCAGAGACTT CCAGATCACAGCAAGCGGACAATACGGCCAR
TGGGCGCCGAAGCTGGCCCGCTTGCACTACT CCGGATCGATCAACGCATGGT CCACCAAGGARCCGTTCTCGTGGATTAAGGTGGACC
TCCTGGCCCCTATGATTATCCACGGAATTAAGACCCAGGGCGCCAGGCAGAAGTTCTCCTCCCTGTACATCTCGCAATTCATCATCAT
GTACAGCCTGGACGGGARGAAGTGGCAGACT TACAGGGGAAACTCCACCGGCACCCTGATGGTCTTTTTCGGCARCGTGGATTCCTCC
GGCATTAAGCACAACATCTTCAACCCACCGATCATAGCCAGATATATTAGGCTCCACCCCACTCACTACTCAATCCGCTCAACTCTTC
GGATGGAACTCATGGGGTGCGACCTGAACTCCTGCTCCATGCCGTTGGGGAT GGAAT CARAGGCTATTAGCGACGCCCAGATCACCGC
GAGCTCCTACTTCACTAACATGTTCGCCACCTGGAGCCCCTCCAAGGCCAGGCTGCACTTGCAGGGACGETCAARTGCCTGGCGGCCE
CAAGTGAACAATCCGAAGGAATGGCTTCAAGTGGATTTCCAAAAGACCATGAAAGTGACCGGAGTCACCACCCAGGGAGTGAAGTCCC
TTCTGACCTCGATGTATGTGAAGGAGTTCCT GAT TAGCAGCAGCCAGGACGGGCACCAGTGGACCCTGTTCTTCCAAAACGGAAAGGT
CAAGGTGTTCCAGGGGARCCAGGACT CGTTCACACCCGTGGTGAACTCCCTGGACCCCCCACTGCTGACGCGGTACTTGAGGATTCAT
CCTCAGTCCTGGGTCCATCAGATTGCATTGCGAATGGAAGTCCTGGGCT GCGAGGCCCAGGACCTGTACTGA

Subrayado = secuencia de nucleétidos XTEN (SEQ ID NO:18)
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FIG. 9: Mapa del plasmido de pLV-coFVIII-52-XTEN
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FIG. 11A: Factor VIll humano, maduro de cadena completa,
Secuencia de aminoacidos (SEQ ID NO: 15)

ATRRYYLGAVELSWDYMQSDLGELPVDARFPPRVPKSFPFNTSVVYKKTLFVEFTDHLFNIAKPRPPWMGLLGPTIQAEVYDTWITLK
NMASHPVSLHAVGVSYWKASEGAEYDDQTSQREKEDDKVFPGGSHTYVWQVLKENGPMASDPLCLTYSYLSHVDLVKDLNSGLIGA
LLVCREGSLAKEKTQTLHKFILLFAVFDEGKSWHSETKNSLMQDRDAASARAWPKMHTVNGYVNRSLPGLIGCHRKSVYWHVIGMGT
TPEVHSIFLEGHTFLVRNHRQASLEISPITFLTAQTLLMDLGQFLLFCHISSHQHDGM EAYVXVDSCPEEPQLRMKNNEEAEDYDDDLT
DSEMDVVRFDDDNSPSFIQIRSVAKKHPKTWVHYIAAEEEDWDYAPLVLAPDDRSYKSQYLNNGPQRIGRKYKKVRFMAYTDETFKTR
EAIQHESGILGPLLYGEVGDTLLIIFKNQASRPYNIYPHGITDVRPLYSRRLPXKGVKHLKDFPILPGEIFKYKWTVTVEDGPTKSDPRCLTRYY
SSFVNMERDLASGLIGPLLICYKESVDQRGNQIMSDKRNVILFSVFDENRSWYLTENIQRFLPNPAGVQLEDPEFQASNIMHSINGYVF
DSLQLSVCLHEVAYWYILSIGAQTDFLSVFESGYTFKHKMVYEDTLTLFPFSGETVFMSMENPGLWILGCHNSDFRNRGMTALLKVSSC
DXNTGDYYEDSYEDISAYLLSKNNAIEPRSFSQNSRHPSTROKQFNATTIPENDIEKTDPWFAHRTPMPKIQNVSSSOLLMLLRQSPTPH
GLSLSDLQEAKYETFSDDPSPGAIDSNNSLSEMTHFRPQLHHSGDMVFTPESGLOLRLNEKLGTTAATELKKLDFKVSSTSNNLISTIPSD
NLAAGTDNTSSLGPPSMPVHYDSQLDTTLFGKKSSPLTESGGPLSLSEENNDSKLLESGLMNSQESSWGKNVSSTESGRLFKGKRAHGP
ALLTKDNALFKVSISLLKTNKTSNNSATNRKTHIDGPSLLIENSPSVWONILESDTEFKKVTPLIHDRMLMDKNATALRLNHMSNKTTSS
KNMEMVQQKKEGPIPPDAQNPDMSFFKMLFLPESARWIQRTHGKNSLNSGQGPSPKQLVSLGPEKSVEGQNFLSEKNKVVWGKGEF
TKDVGLKEMVFPSSRNLFLTNLONLHENNTHNQEKKIQEEIEKKETLIQENVVLPQIHTVIGTKNFMKNLFLLSTRONVEGSYDGAYAP
VLQDFRSLNDSTNRTKKHTAHFSKKGEEENLEGLGNQTKQIVEKYACTTRISPNTSQANFVTQRSKRALKQFRLPLEETELEKRIIVDDTS
TQWSKNMKHLTPSTLTQIDYNEKEKGAITQSPLSDCLTRSHSIPQANRSPLPIAKVSSFPSIRPIYLTRVLFODNSSHLPAASYRKKDSGVQ
ESSHFLQGAKKNNLSLAILTLEMTGDQREVGSLGTSATNSVTYKKVENTVLPKPDLPKTSGKVELLPKVHIYQKDLFPTETSNGSPGHLDL
VEGSLLQGTEGAIKWNEANRPGKVPFLRVATESSAKTPSKLLDPLAWDNHYGTQIPKEEWKSQEKSPEKTAFKKKDTILSLNACESNHAI
AAINEGONKPEIEVTWAKQGRTERLCSQNPPVLKRHQREITRTTLQSDQEEIDYDDTISVEMKKEDFOIYDEDENQSPRSFQKKTRHYFI
AAVERLWDYGMSSSPHVLRNRAQSGSVPQFKKVVFQEFTDGSFTQPLYRGELNEHLGLLGPYIRAEVEDNIMVTFRNQASRPYSFYSSL
ISYEEDQRQGAEPRKNFVKPNETKTYFWKVQHHMAPTKDEFDCKAWAYFSDVDLEKDVHSGLIGPLLVCHTNTLNPAHGRQVTVQE
FALFFTIFDETKSWYFTENMERNCRAPCNIQMEDPTFKENYRFHAINGYIMDTLPGLVMAQDQRIRWYLLSMGSNENIHSIHFSGHVF
TVRKKEEYKMALYNLYPGVFETVEMLPSKAGIWRVECUGEHLHAGMSTLFLVYSNKCQTPLGMASGHIRDFQITASGQYGQWAPKLA
RLHYSGSINAWSTKEPFSWIKVDLLAPMIIHGIKTQGARQKFSSLYISQFIIMYSLDGKKWQTYRGNSTGTLMVFFGNVDSSGIKHNIFN
PPIIARYIRLHPTHYSIRSTLRMELMGCDLNSCSMPLGMESKAISDAQITASSYFTNMFATWSPSKARLHLOGRSNAWRPQVNNPKEW
LQVDFQKTMKVTGVTTQGVKSLLTSMYVKEFLISSSQDGHQWTLFFQNGKVKVFQGNQOSFTPVVNSLDPPLLTRYLRIHPQSWVHQ
IALRMEVLGCEAQDLY
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FIG. 11B: Factor de von Willebrand de longitud completa,
Secuencia de aminoacidos (SEQ ID NO: 44)

ATRRYYLGAVELSWDYMQSDLGELPVDARFPPRVPKSFPFNTSVVYKKTLFVEFTDHLFNIAKPRPPWMGLLGPTIQAEVYDTVVITLK
NMASHPVSLHAVGVSYWKASEGAEYDDQTSQREKEDDKVFPGGSHTYVWAQVLKENGPMASDPLCLTYSYLSHVDLVKDLNSGLIGA
LLVCREGSLAKEKTQTLHKFILLFAVFOEGKSWHSETKNSLMQODRDAASARAWPKMHTVNGYVNRSLPGLIGCHRKSVYWHVIGMGT
TPEVHSIFLEGHTFLVRNHRQASLEISPITFLTAQTLLMOLGQFLLFCHISSHOQHDGMEAYVKVDSCPEEPQLRMKNNEEAEDYDDDLT
DSEMDVVRFDDDNSPSFIQIRSVAKKHPKTWVHYIAAEEEDWDYAPLVLAPDDRSYKSQYLNNGPQRIGRKYKKVRFMAYTDETFKTR
EAIQHESGILGPLLYGEVGDTLLIIFKNQASRPYNIYPHGITDVRPLYSRRLPKGVKHLKDFPILPGEIFKYKWTVTVEDGPTKSDPRCLTRYY
SSFVNMERDLASGLIGPLLICYKESVDQRGNQIMSDKRNVILFSVFDENRSWYLTENIQRFLPNPAGVQLEDPEFQASNIMHSINGYVF
DSLQLSVCLHEVAYWYILSIGAQTDFLSVFFSGYTFKHKMVYEDTLTLFPESGETVFMSMENPGLWILGCHNSDFRNRGMTALLKVSSC
DKNTGDYYEDSYEDISAYLLSKNNAIEPRSFSQNSRHPSTRQKQFNATTIPENDIEKTDPWFAHRTPMPKIQNVSSSOLLMLLRQSPTPH
GLSLSDLOQEAKYETFSDDPSPGAIDSNNSLSEMTHFRPQLHHSGDMVFTPESGLOLRLNEKLGTTAATELKKLDFKVSSTSNNLISTIPSD
NLAAGTDONTSSLGPPSMPVHYDSQLDTTLFGKKSSPLTESGGPLSLSEENNDSKLLESGLMNSQESSWGKNVSSTESGRLFKGKRAHGP
ALLTKDNALFKVSISLLKTNKTSNNSATNRKTHIDGPSLLIENSPSVWONILESDTEFKKVTPLIHDRMLMDKNATALRLNHMSNKTTSS
KNMEMVQQKKEGPIPPDAQNPDMSFFKMLFLPESARWIQRTHGKNSLNSGQGPSPKQLVSLGPEKSVEGONFLSEKNKVVVGKGEF
TKDVGLKEMVFPSSRNLFLTNLDNLHENNTHNQEKKIQEEIEKKETLIQENVVLPQIHTVTIGTKNFMKNLFLLSTRONVEGSYDGAYAP
VLODFRSLNDSTNRTKKHTAHFSKKGEEENLEGLGNQTKQIVEKYACTTRISPNTSQQNFVTQRSKRALKQFRLPLEETELEKRIIVDDTS
TOQWSKNMKHLTPSTLTQIDYNEKEKGAITQSPLSDCLTRSHSIPQANRSPLPIAKVSSFPSIRPIYLTRVLFQDNSSHLPAASYRKKDSGVQ
ESSHFLQGAKKNNLSLAILTLEMTGDQREVGSLGTSATNSVTYKKVENTVLPKPDLPKTSGKVELLPKVHIYQKDLFPTETSNGSPGHLDL
VEGSLLOGTEGAIKWNEANRPGKVPFLRVATESSAKTPSKLLDPLAWDNHYGTQIPKEEWKSQEKSPEKTAFKKKDTILSLNACESNHAI
AAINEGQNKPEIEVTWAKQGRTERLCSQNPPVLKRHQREITRTTLQSDQEEIDYDDTISVEMKKEDFDIYDEDENQSPRSFQKKTRHYFI
AAVERLWDYGMSSSPHVLRNRAQSGSVPQFKKVVFQEFTDGSFTQPLYRGELNEHLGLLGPYIRAEVEDNIMVTFRNQASRPYSFYSSL
ISYEEDQRQGAEPRKNFVKPNETKTYFWKVQHHMAPTKDEFDCKAWAYFSDVDLEKDVHSGLIGPLLVCHTNTLNPAHGRQVTVQE
FALFFTIFDETKSWYFTENMERNCRAPCNIQMEDPTFKENYRFHAINGYIMDTLPGLVMAQDQRIRWYLLSMGSNENIHSIHFSGHVF
TVRKKEEYKMALYNLYPGVFETVEMLPSKAGIWRVECLIGEHLHAGMSTLFLVYSNKCQTPLGMASGHIRDFQITASGQYGQWAPKLA
RLHYSGSINAWSTKEPFSWIKVDLLAPMIIHG IKTQGARQKFSSLYISQFIIMYSLDGKKWQTYRGNSTGTLMVFFGNVDSSGIKHNIFN
PPIIARYIRLHPTHYSIRSTLRMELMGCDLNSCSMPLGMESKAISDAQITASSYFTNMFATWSPSKARLHLQGRSNAWRPQVNNPKEW
LQVDFOKTMKVTGVTTQGVKSLLTSMYVKEFLISSSQDGHQWTLFFONGKVKVFQGNQDSFTPVVNSLOPPLLTRYLRIHPQSWVHQ
|ALRMEVLGCEAQDLY

(X es cualquier aminoacido natural)
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FIG. 11C: XTEN AE42-4, secuencia de proteinas (SEQ ID NO: 46)

GAPGSPAGSPTSTEEGTSESATPESGPGSEPATSGSETPASS

FIG. 11D: XTEN AE42-2, secuencia de ADN (SEQ ID NO: 47)

GGCGCGCCAGGTTCTCCTGCTGGCTCCCCCACCTCAACAGAAGAGGGGACAAGCGAAAGCGCTACGCCTGAGAGTGGCCCTGGCT
CTGAGCCAGCCACCTCCGGCTCTGAAACCCCTGCCTCGAGC

FIG. 11E: XTEN AE144-2A, secuencia de proteinas (SEQ ID NO: 48)

TSTEPSEGSAPGSPAGSPTSTEEGTSTEPSEGSAPGTSTEPSEGSAPGTSESATPESGPGTSTEPSEGSAPGTSESATPESGPGSEPATSGSE
TPGTSTEPSEGSAPGTSTEPSEGSAPGTSESATPESGPGTSESATPESGPG

FIG. 11F: XTEN AE144.2A, secuencia de ADN (SEQ ID NO: 49

GGCGCGCCAACCAGTACGGAGCCGTCCGAGGGGAGCGCACCAGGAAGCCCGGLTGGGAGCCCGACTTCTACCGAAGAGGGTACA
TCTACCGAACCAAGTGAAGGTTCAGCACCAGGCACCTCAACAGAACCCTCTGAGGGCTCGGCGCCTGGTACAAGTGAGTCCGCCAC
CCCAGAATCCGGGCCTGGGACAAGCACAGAACCTTCGGAAGGGAGTGCCCCTGGAACATCCGAATCGGCAACCCCAGAATCAGGG
CCAGGATCTGAGCCCGCGACTTCGGGCTCCGAGACGCCTGGGACATCCACCGAGCCCTCCGAAGGATCAGCCCCAGGCACCAGCA
CGGAGCCCTCTGAGGGAAGCGCACCTGGTACCAGCGAAAGCGCAACTCCCGAATCAGGTCCCGGTACGAGCGAGTCGGCGACCCC
GGAGAGCGGGCCAGGTGCCTCGAGC

FIG. 11G: XTEN AE144.3B, secuencia de proteinas (SEQ ID NO: 50)

SPAGSPTSTEEGTSESATPESGPGSEPATSGSETPGTSESATPESGPGTSTEPSEGSAPGTSTEPSEGSAPGTSTEPSEGSAPGTSTEPSEGS
APGTSTEPSEGSAPGTSTEPSEGSAPGSPAGSPTSTEEGTSTEPSEGSAPG

FIG. 11H: XTEN AE144.3B, secuencia de ADN (SEQ ID NO: 51)

GGCGCGCCAAGTCCCGCTGGAAGCCCAACTAGCACCGAAGAGGGGACCTCAGAGTCCGCCACCCCCGAGTCCGGLCCTGGLTCTG
AGCCTGCCACTAGCGGCTCCGAGACTCCTGGCACATCCGAAAGCGCTACACCCGAGACGTGGACCCGGCACCTCTACCGAGCCCAGT
GAGGGCTCCGCCCCTGGAACAAGCACCGAGCCCAGCGAAGGCAGCGCCCCAGGGACCTCCACAGAGCCCAGTGAAGGCAGTGCT
CCTGGCACCAGCACCGAACCAAGCGAGGGLTCTGCACCCGGGACCTCCACCGAGCCAAGCGAAGGCTCTGCCCCTGGCACTTCCA
CCGAGCCCAGCGAAGGCAGCGCCCCTGGGAGCCCCGCTGGCTCTCCCACCAGCACTGAGGAGGGCACATCTACCGAACCAAGTGA
AGGCTCTGCACCAGGTGCCTCGAGC

FIG. 111: XTEN AE144 4A, secuencia de proteinas (SEQ ID NO: 52)

TSESATPESGPGSEPATSGSETPGTSESATPESGPGSEPATSGSETPGTSESATPESGPGTSTEPSEGSAPGTSESATPESGPGSPAGSPTST
EEGSPAGSPTSTEEGSPAGSPTSTEEGTSESATPESGPGTSTEPSEGSAPG

FIG. 11J: XTEN AE144 4A, secuencia de ADN (SEQ ID NO: 53)

GGCGCGCCAACGTCCGAAAGTGCTACCCCTGAGTCAGGCCCTGGTAGTGAGCCTGCCACAAGCGGAAGCGAAACTCCGGGGACCT
CAGAGTCTGCCACTCCCGAATCGGGGCCAGGCTCTGAACCGGCCACTTCAGGGAGCGAAACACCAGGAACATCGGAGAGCGCTAC
CCCGGAGAGCGGGCCAGGAACTAGTACTGAGCCTAGCGAGGGAAGTGCACCTGGTACAAGCGAGTCCGCCACACCCGAGTCTGE
CCCTGGCTCTCCAGCGGGCTCACCCACGAGCACTGAAGAGGGCTCTCCCGCTGGCAGCCCAACGTCGACAGAAGAAGGATCACCA
GCAGGCTCCCCCACATCAACAGAGGAGGGTACATCAGAATCTGCTACTCCCGAGAGTGGACCCGGTACCTCCACTGAGCCCAGCG
AGGGGAGTGCACCAGGTGCCTCGAGC
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FIG. 11K: XTEN AE144.5A, secuencia de proteinas (SEQ ID NO: 54)

TSESATPESGPGSEPATSGSETPGTSESATPESGPGSEPATSGSETPGTSESATPESGPGTSTEPSEGSAPGSPAGSPTSTEEGTSESATPESGP
GSEPATSGSETPGTSESATPESGPGSPAGSPTSTEEGSPAGSPTSTEEG

FIG. 11L: XTEN AE144.5A, secuencia de ADN (SEQ ID NO: 55)

GGCGCGCCAACATCAGAGAGCGLCACCCCTGAAAGTGGTCCCGGGAGCGAGCCAGCCACATCTGGGTCGGAAACGCCAGGCACAA
GTGAGTCTGCAACTCCCGAGTCCGGACCTGGCTCCCAGCCTGCCACTAGCGGCTCCGAGACTCCGGGAACTTCCGAGAGCGCTACAC
CAGAAAGCGGACCCGGAACCAGTACCGAACCTAGCGAGGGCTCTGLTCCGGGCAGCCCAGCCGGCTCTCCTACATCCACGGAGGAG
GGCACTTCCGAATCCGCCACCCCGGAGTCAGGGCCAGGATCTGAACCCGCTACCTCAGGCAGTGAGACGCCAGGAACGAGCGAGTC
CGCTACACCGGAGAGTGGGLCAGGGAGCCCTGCTGGATCTCCTACGICCACTGAGGAAGGGTCACCAGCGGGCTCGCCCACCAGCA
CTGAAGAAGGTGCCTCGAGC

FIG. 11M: XTEN AE144.6B, secuencia de proteinas (SEQ ID NO: 56)

TSTEPSEGSAPGTSESATPESGPGTSESATPESGPGTSESATPESGPGSEPATSGSETPGSEPATSGSETPGSPAGSPTSTEEGTSTEPSEGSAP
GTSTEPSEGSAPGSEPATSGSETPGTSESATPESGPGTSTEPSEGSARPG

FIG. 11N: XTEN AE144-6B. secuencia de ADN (SEQ ID NO: 57)

GGCGCGCCAACATCTACCGAGCCTTCCGAAGGCTCTGCCCCTGGGACCTCAGAATCTGCAACCCCTGAAAGCGGCCCTGGAACCTCC
GAAAGTGCCACTCCCGAGAGCGGCCCAGGGACAAGCGAGTCAGCAACCCCTGAGTCTGGACCCGGCAGCGAGCCTGCAACCTCTGG
CTCAGAGACTCCCGGCTCAGAACCCGCTACCTCAGGCTCCGAGACACCCGGCTCTCCTGCTGGGAGTCCCACTTCCACCGAGGAAGG
AACATCCACTGAGCCTAGTGAGGGCTCTGCCCCTGGAACCAGCACAGAGCCAAGTGAGGGCAGTGCACCAGGATCCGAGCCAGCAA
CCAGCGGGTCCGAGACTCCCGGGACCTCTGAGTCTGCCACCCCAGAGAGCGGACCCGGCACTTCAACCGAGCCCTCCGAAGGATCA
GCACCAGGTGCCTCGAGC

FIG. 110: XTEN AG144-1, secuencia de proteinas (SEQ ID NO: 58)

PGSSPSASTGTGPGSSPSASTGTGPGTPGSGTASSSPGSSTPSGATGSPGSSPSASTGTGPGASPGTSSTGSPGTPGSGTASSSPGSSTPSGA
TGSPGTPGSGTASSSPGASPGTSSTGSPGASPGTSSTGSPGTPGSGTASSS

FIG. 11P: XTEN AG144-1, secuencia de ADN (SEQ ID NO: 59)

GGCGCGCCACCCGGGTCGTCCCCGTCGGCGTCCACCGGAACAGGGCCAGGGTCATCCCCGTCAGCGTCGACTGGGACGGGACCCGG
GACACCCGGTTCGGGGACTGCATCCTCCTCGCCTGGTTCGTCCACCCCGTCAGGAGCCACGGGTTCGCCGGGAAGCAGCCCAAGCGC
ATCCACTGGTACAGGGCCTGGGGCTTCACCGGGTACTTCATCCACGGGGTCACCGGGAACGCCCGGATCGGGGACGGCTTCCTCATC
ACCAGGATCGTCAACACCCTCGGGCGCAACGGGCAGCCCCGGAACCCCTGGTTCGGGTACGGCGTCGTCGAGCCCCGGTGCGAGCC
CGGGAACAAGCTCGACAGGATCGCCTGGGGCGTCACCCGGCACGTCGAGCACAGGCAGCCCCGGAACCCCTGGATCGGGAACCGC
GTCGTCAAGCGCCTCGAGC

FIG. 11Q: XTEN AG144.A, secuencia de proteinas (SEQ ID NO: 60)

GASPGTSSTGSPGSSPSASTGTGPGSSPSASTGTGPGTPGSGTASSSPGSSTPSGATGSPGSSPSASTGTGPGASPGTSSTGSPGTPGSGTAS
SSPGSSTPSGATGSPGTPGSGTASSSPGASPGTSSTGSPGASPGTSSTGSP

FIG. 11R: XTEN AG144-A, secuencia de ADN (SEQ ID NO: 61)

GGCGCGCCAGGTGCCTCGCCGGGAACATCATCAACTGGTTCACCCGGGTCATCCCCCTCGGCCTCAACCGGGACGGGTCCCGGCTCA
TCCCCCAGCGCCAGCACTGGAACAGGTCCTGGCACTCCTGGTTCCGGTACGGCATCGTCATCCCCGGGAAGCTCAACACCGTCCGGA
GCGACAGGATCACCTGGCTCGTCACCTTCGGCGTCAACTGGAACGGGGCCAGGGGCCTCACCCGGAACGTCCTCGACTGGGTCGCCT
GGTACGCCGGGATCAGGAACGGCCTCATCCTCGCCTGGGTCCTCAACGCCCTCGGGTGCGACTGGTTCGCCGGGAACTCCTGGLTCG
GGGACGGCCTCGTCGTCGCCTGGGGCATCACCGGGGACGAGCTCCACGGGGTCCCCTGGAGCGTCACCGGGGACCTCCTCGACAGG
TAGCCCGGCCTCGAGC
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FIG. 11S: XTEN AG144.B, secuencia de proteinas (SEQ ID NO: 62)

GTPGSGTASSSPGSSTPSGATGSPGASPGTSSTGSPGTPGSGTASSSPGSSTPSGATGSPGSSPSASTGTGPGSSPSASTGTGPGSSTPSGAT
GSPGSSTPSGATGSPGASPGTSSTGSPLASPGTSSTGSPGASPGTSSTGSP

FIG. 11T: XTEN AG144.B, secuencia de ADN (SEQ ID NO: 63)

GGCGCGLCAGGTACACCGGGCAGCGGLACGGLTTCGTCGTCACCCGGCTCGTCCACACCGTCGGGAGCTACGGGAAGCCCAGGAGC
GTCACCGGGAACGTCGTCAACGGGGTCACCGGGTACGCCAGGTAGCGGCACGGCCAGCAGLCTCGCCAGGTTCATCGACCLLCGTCGG

GAGCGACTGGGTCGCCCGGATCAAGCCCGTCAGCTTCCACTGGAACAGGACCCGGGTCGTCGCCGTCAGCCTCAACGGGGACAGGA
CCTGGTTCATCGACGCCGTCAGGGGCGACAGGCTCGLCCGGATCGTCAACACCCTCGEGGGCAACGGGGAGLCCTGGTGCGTCGCLC

TGGAACCTCATCCACCGGAAGCCCGGGEGCCTCGCCGGGTACGAGCTCCACGGGATCGCCCGGAGCGTCCCCCGGAACTTCAAGCA

CAGGGAGCCCTGCCTCGAGC

FIG. 11U: XTEN AG144.C, secuencia de proteinas (SEQ ID NO: 64)

GTPGSGTASSSPGASPGTSSTGSPGASPGTSSTGSPGASPGTSSTGSPGSSPSASTGTGPCTPGSGTASSSPGASPGTSSTGSPGASPGTSST
GSPGASPGTSSTGSPGSSTPSGATGSPGSSTPSGATGSPGASPGTSSTGSP

FIG. 11V: XTEN AG144.C, secuencia de ADN (SEQ ID NO: 65)

GGCGCGCCAGGTACACCCGGATCGGGTACAGCGTCATCGAGCCCCGGTGCGTCACCTGGTACGTCGAGCACGGGGTCGCCAGGGGL
GTCCCCTGGGACGTCCTCAACAGGCTCGCCCGGTGCGTCACCCGGCACGTCGTCCACGEGTTCACCTGGTAGCTCCCCTTCCGCGTCC
ACTGGCACCGGGCCTGGAACTCCGGGGAGCGGCACAGCGAGLTCGTCGCCGGGAGCATCGCCTGGGACATCGAGCACCGGGTCGC
CAGGAGCATCGCCCGGAACATCCAGCACAGGAAGCCCCGGCGCGTCGLCCGGGACATCAAGCACAGGTTCCCCGGGATCGAGCACG
CCGTCCGGAGCCACTGGATCACCAGGGAGCTCGACACCTTCCGGLGCAACGGGATCGCCCGGAGCCAGCCCGGGTACGTCAAGCAC
TGGCTCCCCTGCCTCGAGC

FIG. 11W: XTEN AG144.F, secuencia de proteinas (SEQ ID NO: 66)

GSSPSASTGTGPGSSPSASTGTGPGASPGTSSTGSPGASPGTSSTGSPGSSTPSGATGSPGSSPSASTGTGPGASPGTSSTGSPGSSPSASTG
TGPGTPGSGTASSSPGSSTPSGATGSPGSSTPSGATGSPGASPGTSSTGSP

FIG. 11X: XTEN AG144.F, secuencia de ADN (SEQ ID NO: 67

GGCGCGLCAGGCTCCAGCCCCTCCGCGAGCACGGGAACCGGACCAGGTTCGTCACCCTCAGCATCAACGGGGACGGGACCGGGGE
CGTCACCAGGAACGTCCTCCACCGGCTCGCCGGGTGCATCACCCGGAACGTCATCGACCGGATCGCCAGGGAGCTCGACGCCATCAG
GCGCAACAGGATCACCTGGCTCAAGCCCTAGCGCGTCAACCGGLACGGGTCCGGGTGLLTCCCCTGGCACGTCCAGCACCGGATCAC
CCGGATCGAGCCCATCCGCCTCAACCGGAACCGGACCCGGTACACCAGGGTCGGGAACAGCCTCCTCGTCACCAGGCTCCTCAACCC
CCTCGEGAGCCACGGGTTCACCCAGTTCATCAACGCCTTCCGGAGCAACTGGTAGCCCCGGAGCATCGCCAGGAACTTCGAGCACG
GGGTCGCCCGCCTCGAGC

FIG. 11Y: Promotor ET, secuencia de ADN (SEQ ID NO: 69)

CTCGAGGTCAATTCACGCGAGTTAATAATTACCAGCGCGGGCCAAATAAATAATCCGCGAGGGGCAGGTGACGTTTGCCCAGCGLGL
GCTGGTAATTATTAACCTCGCGAATATTGATTCGAGGCCGCGATTGCCGCAATCGCGAGGGGCAGGTGACCTTTGCCCAGCGCGCGT
TCGCCCCGCCCCGGACGGTATCGATAAGCTTAGGAGCTTGEGCTGCAGGTCGAGGGCACTGGGAGGATGTTGAGTAAGATGGAAAA
CTACTGATGACCCTTGCAGAGACAGAGTATTAGGACATGTTTGAACAGGGGCCGGGCGATCAGCAGGTAGCTCTAGAGGATCCCCGT
CTGTCTGCACATTTCGTAGAGCGAGTGTTCCGATACTCTAATCTCCCTAGGCAAGGTTCATATTITGTGTAGGTTACTTATTCTCCTTTTG
TTGACTAAGTCAATAATCAGAATCAGCAGGTTTGGAGTCAGCTTGGCAGGGATCAGCAGCCTGGGTTGGAAGGAGGGGGTATAAAA
GCCCCTTCACCAGGAGAAGCCGTCACACAGATCCACAAGCTCCTGCCACCATGG
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FIG. 11Z: coFVIIl-1- Secuencia de ADN (SEQ ID NO: 68)

ATGCAGATTGAGCTGTCTACTTGCTTTTTCCTGTGCCTGCTGAGGTTTTGCTTTTCCGCTACACGAAGGTATTATCTGGGGGCTGTGGA
ACTGTCTTGGGATTACATGCAGAGTGACCTGGGAGAGCTGCCAGTGGACGCAAGGTTTCCCCCTAGAGTCCCTAAGTCATTCCCCTTC
AACACTAGCGTGGTCTACAAGAAAACACTGTTCGTGGAGTTTACTGATCACCTGTTCAACATCGCAAAGCCTAGGCCACCCTGGATGG
GACTGCTGGGGCCAACAATCCAGGCCGAGGTGTACGACACCGTGGTCATTACACTTAAGAACATGGCCTCACACCCCGTGAGCCTGE
ATGCTGTGGGCGTCAGCTACTGGAAGGCTTCCGAAGGAGCAGAGTATGACGATCAGACTTCCCAGAGAGAAAAAGAGGACGATAAG
GTGTTTCCTGGCGGATCTCATACCTACGTGTGGCAGGTCCTGAAAGAGAATGGCCCTATGGCCTCCGACCCTCTGTGCCTGACCTACT
CTTATCTGAGTCACGTGGACCTGGTCAAGGATCTGAACAGCGGCCTGATCGGAGCCCTGCTGGTGTGCAGGGAAGGAAGCCTGGCTA
AGGAGAAAACCCAGACACTGCATAAGTTCATICTGCTGTTCGCCGTGTTTGACGAAGGGAAATCATGGCACAGCGAGACAAAGAATA
GTCTGATGCAGGACAGGGATGCCGCTTCAGCCAGAGCTTGGCCCAAAATGCACACTGTGAACGGCTACGTCAATCGCTCACTGCCTG
GGCTGATCGGCTGCCACCGAAAGAGCGTGTATTGGCATGTCATCGGGATGGGCACCACACCTGAAGTGCACTCCATTTTCCTGGAGG
GACATACCTTTCTGGTCCGCAACCACCGACAGGCTTCCCTGGAGATCTCTCCAATTACCTTCCTGACAGCACAGACTCTGCTGATGGAC
CTGGGGCAGTTCCTGCTGTTTTGCCACATCAGCTCCCACCAGCATGATGGCATGGAGGCTTACGTGAAAGTGGACTCTTGTCCCGAGG
AACCTCAGCTGCGGATGAAGAACAATGAGGAAGCAGAAGACTATGACGATGACCTGACCGACTCCGAGATGGATGTGGTCCGATTC
GATGACGATAACAGCCCCTCCTTTATCCAGATTAGATCTGTGGCCAAGAAACACCCTAAGACATGGGTCCATTACATCGCAGCCGAGG
AAGAGGACTGGGATTATGCACCACTGGTGCTGGCACCAGACGATCGCTCCTACAAATCTCAGTATCTGAACAATGGGCCACAGAGGA
TTGGCAGAAAGTACAAGAAAGTGCGGTTCATGGCATATACCGATGAGACCTTCAAGACTCGCGAAGCCATCCAGCACGAGAGCGGCA
TCCTGGGACCACTGCTGTACGGAGAAGTGGGAGACACCCTGCTGATCATTTTCAAGAACCAGGCCAGCCGGCCTTACAATATCTATCC
ACATGGGATTACAGATGTGCGCCCTCTGTACAGCAGGAGACTGCCAAAGGGCGTCAAACACCTGAAGGACTTCCCAATCCTGLCCGG
AGAAATCTTCAAGTACAAGTGGACTGTCACCGTCGAGGATGGCCCCACTAAGAGCGACCCTCGGTGCCTGACCCGCTACTATTCTAGT
TTCGTGAATATGGAAAGAGATCTGGCAAGCGGACTGATCGGACCACTGCTGATTTGTTACAAAGAGAGCGTGGATCAGAGAGGCAAC
CAGATCATGTCCGACAAGCGGAATGTGATTCTGTTCAGTGTCTTTGACGAAAACAGGTCATGGTACCTGACCGAGAACATCCAGAGAT
TCCTGCCTAATCCAGCTGGGGTGCAGCTGGAAGATCCTGAGTTTCAGGCATCTAACATCATGCATAGTATTAATGGCTACGTGTTCGA
CAGTTTGCAGCTGAGCGTGTGCCTGCACGAGGTCGCTTACTGGTATATCCTGAGCATTGGGGCACAGACAGATTTCCTGAGCGTGTTC
TITTCCGGCTACACTTTTAAGCATAAAATGGTCTATGAGGACACACTGACTCTGTTCCCCTTCAGCGGCGAAACCGTGTTTATGAGCAT
GGAGAATCCCGGACTGTGGATTCTGGGGTGCCACAACAGCGATTTCAGAAATCGCGGAATGACTGCCCTGCTGAAAGTGTCAAGCTG
TGACAAGAACACCGGGGACTACTATGAAGATTCATACGAGGACATCAGCGCATATCTGCTGTCCAAAAACAATGCCATTGAACCCCG
GTCTTTTAGTCAGAATCCTCCAGTGCTGAAGAGGCACCAGAGGGAGATCACCCGCACTACCCTGCAGAGTGATCAGGAAGAGATCGA
CTACGACGATACAATTTCTGTGGAAATGAAGAAAGAGGACTTCGATATCTATGACGAAGATGAGAACCAGAGTCCTCGATCATTCCAG
AAGAAAACCAGGCATTACTTTATTGCCGCAGTGGAGCGGCTGTGGGATTATGGCATGTCCTCTAGTCCTCACGTGCTGCGAAATAGG
GCCCAGTCAGGAAGCGTCCCACAGTTCAAGAAAGTGGTCTTCCAGGAGTTTACAGACGGGTCCTTTACTCAGCCACTGTACAGGGGC
GAACTGAACGAGCACCTGGGACTGCTGGGGCCCTATATCAGAGCAGAAGTGGAGGATAACATTATGGTCACCTTCAGAAATCAGGCC
TCTCGGCCTTACAGTTTTTATTCAAGCCTGATCTCTTACGAAGAGGACCAGCGACAGGGAGCTGAACCACGAAAAAACTTCGTGAAGC
CTAATGAGACCAAAACATACTTTTGGAAGGTGCAGCACCATATGGCCCCAACAAAAGACGAGTTCGATTGCAAGGCATGGGCCTATIT
TTCTGACGTGGATCTGGAGAAGGACGTGCACAGTGGCCTGATTGGCCCACTGCTGGTGTGCCATACTAACACCCTGAATCCAGCCCAC
GGCCGGCAGGTCACTGTCCAGGAGTTCGCTCTGTTCTTTACCATCTTTGATGAGACAAAGAGCTGGTACTTCACCGAAAACATGGAGC
GAAATTGCAGGGCTCCATGTAACATTCAGATGGAAGACCCCACATTCAAGGAGAACTACCGCTTTCATGCTATCAATGGATACATCAT
GGATACTCTGCCCGGGCTGGTCATGGCACAGGACCAGAGAATCCGGTGGTATCTGCTGAGCATGGGCAGCAACGAGAATATCCACTC
AATTCATTTCAGCGGGCACGTGTTTACTGTCAGGAAGAAAGAAGAGTACAAGATGGCCCTGTACAACCTGTATCCCGGCGTGTTCGAA
ACCGTCGAGATGCTGCCTAGCAAGGCCGGAATCTGGAGAGTGGAATGCCTGATTGGAGAGCACCTGCATGCTGGGATGTCTACCCTG
TITCTGGTGTACAGTAATAAGTGTCAGACACCCCTGGGAATGGCATCCGGGCATATCAGGGATTTCCAGATTACCGCATCTGGACAGT
ACGGACAGTGGGCACCTAAGCTGGCTAGACTGCACTATTCCGGATCTATCAACGCTTGGTCCACAAAAGAGCCTTTCTCTTGGATTAA
GGTGGACCTGCTGGCCCCAATGATCATTCATGGCATCAAAACTCAGGGAGCTCGGCAGAAGTTCTCCTCTCTGTACATCTCACAGTTTA
TCATCATGTACAGCCTGGATGGGAAGAAATGGCAGACATACCGCGGCAATAGCACAGGAACTCTGATGGTGTTCTTTGGCAACGTGG
ACAGCAGCGGAATCAAGCACAACATTTTCAATCCCCCTATCATTGCTAGATACATCCGGCTGCACCCAACCCATTATTCTATTCGAAGT
ACACTGAGGATGGAACTGATGGGATGCGATCTGAACAGTTGTTCAATGCCCCTGGGGATGGAGTCCAAGGCAATCTCTGACGCCCAG
ATTACCGCCAGCTCCTACTTCACTAATATGTTTGCTACCTGGAGCCCTTCCAAAGCAAGACTGCACCTGCAAGGCCGCAGCAACGCATG
GCGACCACAGGTGAACAATCCCAAGGAGTGGTTGCAGGTCGATTTTCAGAAAACTATGAAGGTGACCGGGGTCACAACTCAGGGCG
TGAAAAGTCTGCTGACCTCAATGTACGTCAAGGAGTTCCTGATCTCTAGTTCACAGGACGGACATCAGTGGACACTGTTCTTTCAGAA
CGGGAAGGTGAAAGTCTTCCAGGGCAATCAGGATTCCTTTACACCTGTGGTCAACAGTCTAGACCCTCCACTGCTGACCAGATACCTG
AGAATCCACCCTCAGTCCTGGGTGCACCAGATTGCCCTGAGAATGGAAGTGCTGGGATGCGAGGCCCAGGATCTGTACTGA



35/44

zm._..xmu._)mco @..Eomou E>&.mnm§>

LO0

o
(lw/ni) ewseld |9 us [IIAd 3P PEPIAIOY

O
-

L A2
q\x%v \§stNs§§\.@s

00}
IIIA4-AT UOD YW=aH sauojel ap A| Uola23hul vzl "9l



36/44

FIG. 12C

A7 U023 ojusiwejes [ap sandsap selp 1. “Jwini)
A4 3P PePIAROY

FIG. 12B

| 00t e un e 4

| °o%
A7 uo2d ojuaiweles) |oap sandsap seip 051)
NOA#



37/44

(seuewas) A1 u0d (seuewas) A1 uod

ojuajweje) |ap sandsap odwaill ojualwe)es) |ap sandsap odwaill
0z Sl oL § 0 0z Sl o) g 0
1 A : o il 3 3 ”.mw. 1 £ PQv 0

> ;
- L
=, "
e Evo
(1]
J -
© :
(@] s
2 m
= EiL
|.-._
< ”
g i
2 oL
3

9 r ”

g 1

, 00} 004
14 G-HHIA400 G-HIA4OD

d€T "Old VET 'Ol

(Twy/ni) A4 19p eonewseld pepiAnoy



38/44

lIAd-nue odiananue
eled soAnisod sauojey

¥1 '9ld

lIAd-nue odisnanue
eied soAnebau sauojey

100

10

001

(A7 8p sendsap Lz ep “Jw/ni)
AL 19p eonewse|d pepiARoy



39/44

lIA4-nue odiananue

eled soAnisod sauojey

lIAd-nue odiananue
eied soAnebau sauojey

ST 'Si

100

N
)

(sondsap oGl elp ‘e|nj3o/e1doo)

NOA



40/44

ast 'oOid J9T 9OId

(seuewss) AT ojusiwelel; [ap sendsap odwal| (seuewas) A7 ojuaiwe)el [ap sendsep odwal |
5 07 5t By 5 9 &z o2 13 o g o
& o Lo S e b 100 s - . A - V0
VG HAL02 \W ﬁm, 26 A0 W
/ o B \
2 bio B
\ :
A
i 2 r W
T ¥ Py
/ < :
o S o
GG WAL0 = . =
- S V25 MAI09 lov B
boar O =
4971 'Old V9T 'Old =1
b G003 “ (A



41/44

FIG. 17
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FIG. 18
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FIG. 19A
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FIG. 19C
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FIG. 19D
Parametro Descripcion de parametros|Intervalo normal
CT (seg) tiempo de coagulacién 120-480
CFT (seg) tiempo de formacion de coagulos | 60-240
a(©) angulo alfa 27-60
AS (mm) amplitud 5 min. después del CT na
A20 (mm) amplitud 20 min. después del CT | na
MCF (mm) firmeza maxima del codgulo 40-60




