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FIGURES

Figure 1

VL_AB1

DIVMTQTPVSLSVTLGDOASISCRESOSLEYSDGYTYLEWYLOKPGOSPOQLLIYEVS
NRFSGVPDREFIGSGSGTDEFTLKISRVEPEDLGVYYCFOATHNPYTFGAGTKLEIK

IGKVZ2_29

DIVMIQTPLSLSVTIPGQPASISCKSSQSLLHSDGKTYLYWYLOKPGQSPQLLIYEVS
SRESGVPDREFSGSGSGTDEFTLKISRVEAEDVGVYYCMQGIHLPYTFGQGTKLEIK

gVL3_ABI1

DIVMIQTPLSLSVIPGOPASISCRSSOSLEYSDGYTYLEWYLORPGQSPQLLIYEVS
NRFSGVPDRESGSGSGTIDEFTLKISRVEAEDVGVYYCEFQATHNPYTFGOGTKLEIK
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Figure 2

VH_ABI1

EVKLEESGPGLMQOPSETLSLTCTVSGESLTSNDIAWVROPLGKGLVWMGTIWTIDGSTNYN
SAVOSRLSISRDTSKSQFFLKMNSLOPEDTGTYYCARHRLYYGAFDYWGQGTMVTVSS

IGHV4-59

QVOLOESGPGLVKPSETLSLTCTVSGGSISSYYWSWIRQOPPGKGLEWIGYIYYSGSTNYN
PSLKSRVTISVDTSKNQFSLKLSSVITAADTAVYYCAR————— DAFDVWGQGTMVTIVSS

gVH17_AB1

VQLQESGPGLVKPSETLSLTCTVSGFSLTSNDIAWIRQPPGKGLEW%GTIWTDGSTNYN
AAVQSRVTISVDTSKNQF SLKLSSVTAADTAVYYCARHRLYYGAFDYWGQGTMVIVSS

gVH18_AB1 ,
EVQLOESGPGLVKPSETLSLTCTVSGFSLTSND IAWIRQPPGKGLEWMGT INTDGSTNYN
TAVQSRVTISVDTSKNQF SLKLSSVTAADTAVYYCARHRLYYGAFDYWGQGTMVTVSS
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Figure 3
Tau fibtils (serdsy  Tau antibody

Day 1: M +- %

Pre-incubation
far 24 hrs

HEK cells overexpressing
Tau P3015

Plate cells on poly-D-lysine coated dishes

Day 2: ‘ }/ﬁ'

Apply tau fibrils +/-
antibody mixture 1o cells

Hemove medium and replace with

Day 3: fresh medium containing antibody

Day 4: Measure of tau aggregation Lysis = HIRF assay




WO 2017/005734 PCT/EP2016/065813

4/23

Figure 4
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Figure 7

DNA contruct encoding human Tau isoform 2 for E. coli expression (pET 6His
TEV-hTau iso 2 (1-441)) (SEQ ID No.:39)

TGGCGAATGGGACGCGCCCTGTAGCGGCGCATTAAGCGCGGCGGGTGTGGTGGTTACGCGCAGCGTGA
CCGCTACACTTGCCAGCGCCCTAGCGCCCGCTCCTTTCGCTTICTTCCCTTCCTITCTCGCCACGTTC
GCCGGCTTTCCCCGTCAAGCTCTAAATCGGGGGCTCCCTTTAGGGTTCCGATTITAGTGCTTTACGGCA
CCTCGACCCCAAAAAACTTGATTAGGGTGATGGTITCACGTAGTGGGCCATCGCCCTGATAGACGGTTT
TTCGCCCTTITGACGTIGGAGTCCACGTTICTITTAATAGTGGACTCTIGTTCCAAACTGGAACAACACTC
AACCCTATCTICGGICTATICTTITGATITATAAGGGATTITGCCGATTTICGGCCTATTGGTTAAAAAA
TGAGCTGATTTAACAAAAATTTAACGCGAATTTTAACAAAATATTAACGTITACAATTTCAGGTIGGCA
CTTTTCGGGGAAATGTGCGCGGAACCCCTATTTGTTTATTTITICTAAATACATTCAAATATGTATCCG
CTCATGAGACAATAACCCTGATAAATGCTTCAATAATATTGAAAAAGGAAGAGTATGAGTATTCAACA
TTTCCGTIGTICGCCCTTATTCCCTTTITTTGCGGCATTTITGCCTITCCIGTTTITGCTCACCCAGAAACGC
TGGTGAAAGTAAAAGATGCTGAAGATCAGTTGGGTGCACGAGTGGGTTACATCGAACTGGATCTICAAC
AGCGGTAAGATCCTITGAGAGTTTITCGCCCCGAAGAACGTITTCCAATGATGAGCACTTTITAAAGTTICT
GCTATGTGGCGCGGTATTATCCCGTATTGACGCCGGGCAAGAGCAACTCGGTCGCCGCATACACTATT
CTCAGAATGACTTIGGTTGAGTACTCACCAGTCACAGAAAAGCATCTTACGGATGGCATGACAGTAAGA
GAATTATGCAGTGCTGCCATAACCATGAGTGATAACACTGCGGCCAACTTACTTCTGACAACGATCGG
AGGACCGAAGGAGCTAACCGCTITTTITGCACAACATGGGGGATCATGTAACTCGCCTTGATCGTIGGG
AACCGGAGCTGAATGAAGCCATACCAAACGACGAGCGTGACACCACGATGCCTGCAGCAATGGCAACA
ACGTTGCGCAAACTATTAACTGGCGAACTACTTACTCTAGCTTCCCGGCAACAATTAATAGACTGGAT
GGAGGCGGATAAAGTTGCAGGACCACTTCTGCGCTCGGCCCTTCCGGCTGGCTGGTTTATTGCTGATA
AATCTGGAGCCGGTGAGCGTGGGTCTCGCGGTATCATTGCAGCACTGGGGCCAGATGGTAAGCCCTCC
CGTATCGTAGITATCTACACGACGGGGAGTCAGGCAACTATGGATGAACGAAATAGACAGATCGCTIGA
GATAGGTGCCTCACTGATTAAGCATTGGTAACTGTCAGACCAAGTTTACTCATATATACTTITAGATTG
ATTTAAAACTTCATTTITTAATTTAAAAGGATCTAGGTGAAGATCCTITITGATAATCTCATGACCAAA
ATCCCTTAACGTGAGTTTICGTTICCACTGAGCGTCAGACCCCGTAGAAAAGATCAAAGGATCTTICTTG
AGATCCITTITTTITCTGCGCGTAATCTGCTGCTTGCAAACAAAAAAACCACCGCTACCAGCGGTGGTTT
GTTTGCCGGATCAAGAGCTACCAACTCTTTTICCGAAGGTAACTGGCTTCAGCAGAGCGCAGATACCA
AATACTGTCCTTCTAGTGTAGCCGTAGTTAGGCCACCACTTCAAGAACTCTGTAGCACCGCCTACATA
CCTCGCTCTGCTAATCCTGTITACCAGTGGCTGCTGCCAGTGGCGATAAGTCGTGICTTACCGGGTTGG
ACTCAAGACGATAGTTACCGGATAAGGCGCAGCGGTCGGGCTGAACGGGGGGTTCGTGCACACAGCCC
AGCTTGGAGCGAACGACCTACACCGAACTGAGATACCTACAGCGTGAGCTATGAGAAAGCGCCACGCT
TCCCGAAGGGAGAAAGGCGGACAGGTATCCGGTAAGCGGCAGGGTCGGAACAGGAGAGCGCACGAGGG
AGCTTCCAGGGGGAAACGCCTGGTATCTTTATAGTICCTGTICGGGTTTICGCCACCTCTGACTTGAGCGT
CGATTTTIGTGATGCTCGTCAGGGGGGCGGAGCCTATGGAAAAACGCCAGCAACGCGGCCTTTTTACG
GTTCCTIGGCCTITTITGCTGGCCTTTTGCTCACATGTTCTTITCCTGCGTTATCCCCTGATTCTGTGGATA
ACCGTATTACCGCCTTTGAGTGAGCTGATACCGCTCGCCGCAGCCGAACGACCGAGCGCAGCGAGTCA
GTGAGCGAGGAAGCGGAAGAGCGCCTGATGCGGTATTTICTICCTITACGCATCTGTGCGGTATTTICACA
CCGCATATATGGTGCACTCTCAGTACAATCTGCICTGATGCCGCATAGTTAAGCCAGTATACACTCCG
CTATCGCTACGTGACTGGGTCATGGCTGCGCCCCGACACCCGCCAACACCCGCTGACGCGCCCTGACG
GGCTTGTCTGCTCCCGGCATCCGCTTACAGACAAGCTGTGACCGTCTCCGGGAGCTGCATGTGTICAGA
GGTTTTCACCGTCATCACCGAAACGCGCGAGGCAGCTGCGGTAAAGCTCATCAGCGTGGTCGTGAAGC
GATTCACAGATGTICTGCCTIGTTCATCCGCGTCCAGCTCGTTGAGTTTCTCCAGAAGCGTTAATGTCTG
GCTTCTGATAAAGCGGGCCATGTTAAGGGCGGTITTITTCCTIGTITTGGTCACTGATGCCTCCGTGTAAG
GGGGATTICTGTICATGGGGGTAATGATACCGATGAAACGAGAGAGGATGCTCACGATACGGGTTACT
GATGATGAACATGCCCGGTTACTGGAACGTTGTGAGGGTAAACAACTGGCGGTATGGATGCGGCGGGA
CCAGAGAAAAATCACTCAGGGTCAATGCCAGCGCTTCGTTAATACAGATGTAGGTGTTCCACAGGGTA
GCCAGCAGCATCCTGCGATGCAGATCCGGAACATAATGGTGCAGGGCGCTGACTTCCGCGTTTCCAGA
CTTTACGAAACACGGAAACCGAAGACCATTCATGTTGTIGCTCAGGTCGCAGACGTTTTGCAGCAGCA
GTCGCTTCACGTTICGCTCGCGTATCGGTGATICATTCTGCTAACCAGTAAGGCAACCCCGCCAGCCTA
GCCGGGTCCTCAACGACAGGAGCACGATCATGCGCACCCGTGGGGCCGCCATGCCGGCGATAATGGCC
TGCTTCTCGCCGAAACGTTTGGTGGCGGGACCAGTGACGAAGGCTTIGAGCGAGGGCGTGCAAGATTCC
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GAATACCGCAAGCGACAGGCCGATCATCGTCGCGCTCCAGCGAAAGCGGTCCTCGCCGAAAATGACCC
AGAGCGCTGCCGGCACCTGTCCTACGAGTTGCATGATAAAGAAGACAGTCATAAGTGCGGCGACGATA
GTCATGCCCCGCGCCCACCGGAAGGAGCTGACTGGGTTGAAGGCTCTCAAGGGCATCGGTCGAGATCC
CGGTGCCTAATGAGTGAGCTAACTTACATTAATTGCGTTIGCGCTCACTGCCCGCTTTCCAGTCGGGAA
ACCTGTCGTGCCAGCTGCATTAATGAATCGGCCAACGCGCGGGGAGAGGCGGTTTGCGTATTGGGCGC
CAGGGTGGTTITICTTTTCACCAGTGAGACGGGCAACAGCTGATTGCCCTTCACCGCCTGGCCCTGAG
AGAGTTGCAGCAAGCGGTCCACGCTGGTITTGCCCCAGCAGGCGAAAATCCTGTTTGATGGTGGTTAAC
GGCGGGATATAACATGAGCTGICTTCGGTATCGTICGTATCCCACTACCGAGATGTCCGCACCAACGCG
CAGCCCGGACTCGGTAATGGCGCGCATTGCGCCCAGCGCCATCTGATCGTTGGCAACCAGCATCGCAG
TGGGAACGATGCCCTCATTCAGCATTTGCATGGTTTGTTGAAAACCGGACATGGCACTCCAGTCGCCT
TCCCGTTCCGCTATCGGCTGAATTTIGATTGCGAGTGAGATATTTATGCCAGCCAGCCAGACGCAGACG
CGCCGAGACAGAACTTAATGGGCCCGCTAACAGCGCGATTTGCTGGTGACCCAATGCGACCAGATGCT
CCACGCCCAGTICGCGTACCGTCTTCATGGGAGAAAATAATACTGTTIGATGGGTGTCTGGTCAGAGACA
TCAAGAAATAACGCCGGAACATTAGTGCAGGCAGCTTCCACAGCAATGGCATCCTGGTCATCCAGCGG
ATAGTTAATGATCAGCCCACTGACGCGTITGCGCGAGAAGATTGTGCACCGCCGCTTITACAGGCTTICGA
CGCCGCTICGTITCTACCATCGACACCACCACGCTGGCACCCAGTTGATCGGCGCGAGATTTAATCGCC
GCGACAATTTGCGACGGCGCGTGCAGGGCCAGACTGGAGGTGGCAACGCCAATCAGCAACGACTGTTT
GCCCGCCAGTTIGTITGTGCCACGCGGTTGGGAATGTAATTCAGCTCCGCCATCGCCGCTTCCACTTTTT
CCCGCGTTITTCGCAGAAACGTGGCTGGCCTGGTTICACCACGCGGGAAACGGTCTGATAAGAGACACCG
GCATACTCTGCGACATCGTATAACGTTACTGGTITCACATTCACCACCCTGAATTGACTCTICTTCCGG
GCGCTATCATGCCATACCGCGAAAGGTTTITGCGCCATTCGATGGTGTCCGGGATCTCGACGCTCTCCC
TTATGCGACTCCTGCATTAGGAAGCAGCCCAGTAGTAGGTTGAGGCCGTTGAGCACCGCCGCCGCAAG
GAATGGTGCATGCAAGGAGATGGCGCCCAACAGTCCCCCGGCCACGGGGCCTGCCACCATACCCACGC
CGAAACAAGCGCTCATGAGCCCGAAGTGGCGAGCCCGATCTTCCCCATCGGTGATGTICGGCGATATAG
GCGCCAGCAACCGCACCTGTGGCGCCGGTIGATGCCGGCCACGATGCGTCCGGCGTAGAGGATCGAGAT
CGATCTCGATCCCGCGAAATTAATACGACTCACTATAGGGGAATTGTGAGCGGATAACAATTCCCCTC
TAGAAATAATTTITGTTTAACTTTAAGAAGGAGATATACATATGGGCTCAAGCCACCACCACCACCACC
ACAGCAGCGGCGAGAACTTGTACTTTCAAGGATCCGCAGAACCACGTCAAGAATTTGAGGTTATGGAA
GATCACGCGGGCACTTACGGTTTGGGTGATCGTAAAGACCAGGGCGGCTATACCATGCATCAAGATCA
AGAGGGCGACACCGATGCTGGCTTGAAAGAGTCGCCGCTGCAGACTCCGACCGAGGATGGCAGCGAAG
AGCCGGGCAGCGAGACTAGCGATGCGAAGTCGACCCCGACCGCCGAGGACGTTACCGCACCGCTGGTC
GACGAGGGTGCTCCGGGTAAACAGGCGGCTGCACAGCCGCACACGGAGATTCCGGAAGGCACCACCGC
AGAAGAGGCGGGTATCGGCGACACTCCGTCCCTGGAAGATGAGGCAGCCGGTCATGTCACGCAGGCGC
GTATGGTGAGCAAGAGCAAAGATGGTACGGGTAGCGACGACAAGAAGGCGAAGGGCGCAGATGGCAAG
ACCAAAATTGCGACGCCGCGTGGTGCGGCACCGCCAGGCCAGAAAGGTCAGGCGAATGCCACGCGCAT
CCCGGCAAAGACGCCACCGGCTCCGAAAACCCCGCCTTCCAGCGGTGAACCGCCGAAATCCGGTGACC
GCAGCGGTTATAGCTCTCCGGGTAGCCCGGGTACCCCAGGCAGCCGTAGCCGCACCCCGAGCCTGCCG
ACCCCACCGACCCGCGAGCCGAAGAAAGTGGCGGTGGTTCGTACGCCGCCAAAAAGCCCGAGCTCTGC
CAAGAGCCGTCTGCAAACCGCTCCTGTGCCGATGCCGGACCTGAAGAACGTTAAGTCTAAAATCGGTA
GCACCGAAAATCTGAAGCACCAACCTGGTGGCGGTAAGGTTCAAATCATCAACAAAAAGCTGGACTTG
AGCAATGTACAAAGCAAGTGTGGTAGCAAGGACAATATCAAACACGTCCCGGGTGGTGGTTCCGTCCA
GATTGTGTACAAACCGGTGGACCTGAGCAAGGTTACCAGCAAATGCGGTTCCCTGGGTAACATCCATC
ATAAACCGGGTGGCGGCCAAGTTGAGGTCAAGAGCGAGAAACTGGACTTCAAAGACCGCGTTCAGTCC
AAAATCGGTTCTCTGGACAACATTACGCACGTGCCTGGTGGTGGCAACAAGAAGATTGAAACCCATAA
ACTGACGTTTCGTGAAAATGCGAAGGCGAAAACCGACCACGGCGCAGAGATTGTCTACAAAAGCCCGG
TGGTGAGCGGTGATACCAGCCCGCGTCACCTGTCCAACGTCAGCAGCACGGGCAGCATTGATATGGTG
GATAGCCCGCAGTTGGCTACGCTGGCCGATGAGGTTAGCGCGAGCCTGGCGAAGCAGGGTCTGTGACT
CGAGCACCACCACCACCACCACTGAGATCCGGCTGCTAACAAAGCCCGAAAGGAAGCTGAGTTGGCTG
CTGCCACCGCTGAGCAATAACTAGCATAACCCCTITGGGGCCTCTAAACGGGTICTIGAGGGGTTTITTITG
CTGAAAGGAGGAACTATATCCGGAT
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Figure 8

A)
expressed sequence of pET 6His-TEV-hTau iso2 (1-441), incorporating
6His tag-TEV site (SEQ ID No.: 40)

MGSSHHHHHHSSGENLYFQGSAEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGL
KESPLQTPTEDGSEEPGSETSDAKSTPTAEDVTAPLVDEGAPGKQAAAQPHTEIPEGTTAEEA
GIGDTPSLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQANAT
RIPAKTPPAPKTPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTP
PKSPSSAKSRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKCGSKD
NIKHVPGGGSVQIVYKPVDLSKVISKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLD
NITHVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMVD
SPQLATLADEVSASLAKQGL

B)
Final expressed sequence from pET 6His-TEV-hTau iso2 (1-441) after
TEYV cleavage (SEQ ID No.: 41)

GSAEPRQEFEVMEDHAGTYGLGDRKDQGGYTMHQDQEGDTDAGLKESPLQTPTEDGSEEPGSE
TSDAKSTPTAEDVTAPLVDEGAPGKQAAAQPHTEIPEGTTAEEAGIGDTPSLEDEAAGHVTQA
RMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQANATRIPAKTPPAPKTPPSSGEP
PKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAKSRLQTAPVPMP
DLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGSVQIVYKPVD
LSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDEFKDRVQSKIGSLDNITHVPGGGNKKIETHKLT
FRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMVDSPQLATLADEVSASLAKQG
L
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Figure 9

DNA contruct encoding human Tau isoform 3 for E. coli expression (pET 6His
TEV-hTau iso 3 (1-383)) (SEQ ID No.:42).

TGGCGAATGGGACGCGCCCTGTAGCGGCGCATTAAGCGCGGCGGGTGTGGTGGTTACGCGCAGCGTGA
CCGCTACACTTGCCAGCGCCCTAGCGCCCGCTCCTTTCGCTTICTTCCCTTCCTITCTCGCCACGTTC
GCCGGCTTTCCCCGTCAAGCTCTAAATCGGGGGCTCCCTTTAGGGTTCCGATTITAGTGCTTTACGGCA
CCTCGACCCCAAAAAACTTGATTAGGGTGATGGTITCACGTAGTGGGCCATCGCCCTGATAGACGGTTT
TTCGCCCTTITGACGTIGGAGTCCACGTTICTITTAATAGTGGACTCTIGTTCCAAACTGGAACAACACTC
AACCCTATCTICGGICTATICTTITGATITATAAGGGATTITGCCGATTTICGGCCTATTGGTTAAAAAA
TGAGCTGATTTAACAAAAATTTAACGCGAATTTTAACAAAATATTAACGTITACAATTTCAGGTIGGCA
CTTTTCGGGGAAATGTGCGCGGAACCCCTATTTGTTTATTTITICTAAATACATTCAAATATGTATCCG
CTCATGAGACAATAACCCTGATAAATGCTTCAATAATATTGAAAAAGGAAGAGTATGAGTATTCAACA
TTTCCGTIGTICGCCCTTATTCCCTTTITTTGCGGCATTTITGCCTITCCIGTTTITGCTCACCCAGAAACGC
TGGTGAAAGTAAAAGATGCTGAAGATCAGTTGGGTGCACGAGTGGGTTACATCGAACTGGATCTICAAC
AGCGGTAAGATCCTITGAGAGTTTITCGCCCCGAAGAACGTITTCCAATGATGAGCACTTTITAAAGTTICT
GCTATGTGGCGCGGTATTATCCCGTATTGACGCCGGGCAAGAGCAACTCGGTCGCCGCATACACTATT
CTCAGAATGACTTIGGTTGAGTACTCACCAGTCACAGAAAAGCATCTTACGGATGGCATGACAGTAAGA
GAATTATGCAGTGCTGCCATAACCATGAGTGATAACACTGCGGCCAACTTACTTCTGACAACGATCGG
AGGACCGAAGGAGCTAACCGCTITTTITGCACAACATGGGGGATCATGTAACTCGCCTTGATCGTIGGG
AACCGGAGCTGAATGAAGCCATACCAAACGACGAGCGTGACACCACGATGCCTGCAGCAATGGCAACA
ACGTTGCGCAAACTATTAACTGGCGAACTACTTACTCTAGCTTCCCGGCAACAATTAATAGACTGGAT
GGAGGCGGATAAAGTTGCAGGACCACTTCTGCGCTCGGCCCTTCCGGCTGGCTGGTTTATTGCTGATA
AATCTGGAGCCGGTGAGCGTGGGTCTCGCGGTATCATTGCAGCACTGGGGCCAGATGGTAAGCCCTCC
CGTATCGTAGITATCTACACGACGGGGAGTCAGGCAACTATGGATGAACGAAATAGACAGATCGCTIGA
GATAGGTGCCTCACTGATTAAGCATTGGTAACTGTCAGACCAAGTTTACTCATATATACTTITAGATTG
ATTTAAAACTTCATTTITTAATTTAAAAGGATCTAGGTGAAGATCCTITITGATAATCTCATGACCAAA
ATCCCTTAACGTGAGTTTICGTTICCACTGAGCGTCAGACCCCGTAGAAAAGATCAAAGGATCTTICTTG
AGATCCITTITTTITCTGCGCGTAATCTGCTGCTTGCAAACAAAAAAACCACCGCTACCAGCGGTGGTTT
GTTTGCCGGATCAAGAGCTACCAACTCTTTTICCGAAGGTAACTGGCTTCAGCAGAGCGCAGATACCA
AATACTGTCCTTCTAGTGTAGCCGTAGTTAGGCCACCACTTCAAGAACTCTGTAGCACCGCCTACATA
CCTCGCTCTGCTAATCCTGTITACCAGTGGCTGCTGCCAGTGGCGATAAGTCGTGICTTACCGGGTTGG
ACTCAAGACGATAGTTACCGGATAAGGCGCAGCGGTCGGGCTGAACGGGGGGTTCGTGCACACAGCCC
AGCTTGGAGCGAACGACCTACACCGAACTGAGATACCTACAGCGTGAGCTATGAGAAAGCGCCACGCT
TCCCGAAGGGAGAAAGGCGGACAGGTATCCGGTAAGCGGCAGGGTCGGAACAGGAGAGCGCACGAGGG
AGCTTCCAGGGGGAAACGCCTGGTATCTTTATAGTICCTGTICGGGTTTICGCCACCTCTGACTTGAGCGT
CGATTTTIGTGATGCTCGTCAGGGGGGCGGAGCCTATGGAAAAACGCCAGCAACGCGGCCTTTTTACG
GTTCCTIGGCCTITTITGCTGGCCTTTTGCTCACATGTTCTTITCCTGCGTTATCCCCTGATTCTGTGGATA
ACCGTATTACCGCCTTTGAGTGAGCTGATACCGCTCGCCGCAGCCGAACGACCGAGCGCAGCGAGTCA
GTGAGCGAGGAAGCGGAAGAGCGCCTGATGCGGTATTTICTICCTITACGCATCTGTGCGGTATTTICACA
CCGCATATATGGTGCACTCTCAGTACAATCTGCICTGATGCCGCATAGTTAAGCCAGTATACACTCCG
CTATCGCTACGTGACTGGGTCATGGCTGCGCCCCGACACCCGCCAACACCCGCTGACGCGCCCTGACG
GGCTTGTCTGCTCCCGGCATCCGCTTACAGACAAGCTGTGACCGTCTCCGGGAGCTGCATGTGTICAGA
GGTTTTCACCGTCATCACCGAAACGCGCGAGGCAGCTGCGGTAAAGCTCATCAGCGTGGTCGTGAAGC
GATTCACAGATGTICTGCCTIGTTICATCCGCGTCCAGCTCGTTGAGTTTCTCCAGAAGCGTTAATGTCTG
GCTTCTGATAAAGCGGGCCATGTTAAGGGCGGTITTITTCCTIGTITTGGTCACTGATGCCTCCGTGTAAG
GGGGATTICTGTICATGGGGGTAATGATACCGATGAAACGAGAGAGGATGCTCACGATACGGGTTACT
GATGATGAACATGCCCGGTTACTGGAACGTTGTGAGGGTAAACAACTGGCGGTATGGATGCGGCGGGA
CCAGAGAAAAATCACTCAGGGTCAATGCCAGCGCTTCGTTAATACAGATGTAGGTGTTCCACAGGGTA
GCCAGCAGCATCCTGCGATGCAGATCCGGAACATAATGGTGCAGGGCGCTGACTTCCGCGTTTCCAGA
CTTTACGAAACACGGAAACCGAAGACCATTCATGTTGTIGCTCAGGTCGCAGACGTTTTGCAGCAGCA
GTCGCTTCACGTTICGCTCGCGTATCGGTGATICATTCTGCTAACCAGTAAGGCAACCCCGCCAGCCTA
GCCGGGTCCTCAACGACAGGAGCACGATCATGCGCACCCGTGGGGCCGCCATGCCGGCGATAATGGCC
TGCTTCTCGCCGAAACGTTTGGTGGCGGGACCAGTGACGAAGGCTTIGAGCGAGGGCGTGCAAGATTCC
GAATACCGCAAGCGACAGGCCGATCATCGTCGCGCTCCAGCGAAAGCGGTCCTCGCCGAAAATGACCC
AGAGCGCTGCCGGCACCTGTCCTACGAGTTGCATGATAAAGAAGACAGTCATAAGTGCGGCGACGATA



WO 2017/005734 PCT/EP2016/065813

12/23

GTCATGCCCCGCGCCCACCGGAAGGAGCTGACTGGGTTGAAGGCTCTCAAGGGCATCGGTCGAGATCC
CGGTGCCTAATGAGTGAGCTAACTTACATTAATTGCGTTIGCGCTCACTGCCCGCTTTCCAGTCGGGAA
ACCTGTCGTGCCAGCTGCATTAATGAATCGGCCAACGCGCGGGGAGAGGCGGTTTGCGTATTGGGCGC
CAGGGTGGTTITICTTTTCACCAGTGAGACGGGCAACAGCTGATTGCCCTTCACCGCCTGGCCCTGAG
AGAGTTGCAGCAAGCGGTCCACGCTGGTITTGCCCCAGCAGGCGAAAATCCTGTTTGATGGTGGTTAAC
GGCGGGATATAACATGAGCTGICTTCGGTATCGTICGTATCCCACTACCGAGATGTCCGCACCAACGCG
CAGCCCGGACTCGGTAATGGCGCGCATTGCGCCCAGCGCCATCTGATCGTTGGCAACCAGCATCGCAG
TGGGAACGATGCCCTCATTCAGCATTTGCATGGTTTGTTGAAAACCGGACATGGCACTCCAGTCGCCT
TCCCGTTCCGCTATCGGCTGAATTTIGATTGCGAGTGAGATATTTATGCCAGCCAGCCAGACGCAGACG
CGCCGAGACAGAACTTAATGGGCCCGCTAACAGCGCGATTTGCTGGTGACCCAATGCGACCAGATGCT
CCACGCCCAGTICGCGTACCGTCTTCATGGGAGAAAATAATACTGTTIGATGGGTGTCTGGTCAGAGACA
TCAAGAAATAACGCCGGAACATTAGTGCAGGCAGCTTCCACAGCAATGGCATCCTGGTCATCCAGCGG
ATAGTTAATGATCAGCCCACTGACGCGTITGCGCGAGAAGATTGTGCACCGCCGCTTITACAGGCTTICGA
CGCCGCTICGTITCTACCATCGACACCACCACGCTGGCACCCAGTTGATCGGCGCGAGATTTAATCGCC
GCGACAATTTGCGACGGCGCGTGCAGGGCCAGACTGGAGGTGGCAACGCCAATCAGCAACGACTGTTT
GCCCGCCAGTTIGTITGTGCCACGCGGTTGGGAATGTAATTCAGCTCCGCCATCGCCGCTTCCACTTTTT
CCCGCGTTITTCGCAGAAACGTGGCTGGCCTGGTTICACCACGCGGGAAACGGTCTGATAAGAGACACCG
GCATACTCTGCGACATCGTATAACGTTACTGGTITCACATTCACCACCCTGAATTGACTCTICTTCCGG
GCGCTATCATGCCATACCGCGAAAGGTTTITGCGCCATTCGATGGTGTCCGGGATCTCGACGCTCTCCC
TTATGCGACTCCTGCATTAGGAAGCAGCCCAGTAGTAGGTTGAGGCCGTTGAGCACCGCCGCCGCAAG
GAATGGTGCATGCAAGGAGATGGCGCCCAACAGTCCCCCGGCCACGGGGCCTGCCACCATACCCACGC
CGAAACAAGCGCTCATGAGCCCGAAGTGGCGAGCCCGATCTTCCCCATCGGTGATGTICGGCGATATAG
GCGCCAGCAACCGCACCTGTGGCGCCGGTIGATGCCGGCCACGATGCGTCCGGCGTAGAGGATCGAGAT
CGATCTCGATCCCGCGAAATTAATACGACTCACTATAGGGGAATTGTGAGCGGATAACAATTCCCCTC
TAGAAATAATTTITGTTTAACTTTAAGAAGGAGATATACATATGGGCTCAAGCCACCACCACCACCACC
ACAGCAGCGGCGAGAACTTGTACTTTCAAGGATCCGCAGAACCACGTCAAGAATTTGAGGTTATGGAA
GATCACGCGGGCACTTACGGTTTGGGTGATCGTAAAGACCAGGGCGGCTATACCATGCATCAAGATCA
AGAGGGCGACACCGATGCTGGCTTGAAAGCAGAAGAGGCGGGTATCGGCGACACTCCGTCCCTGGAAG
ATGAGGCAGCCGGTCATGTCACGCAGGCGCGTATGGTGAGCAAGAGCAAAGATGGTACGGGTAGCGAC
GACAAGAAGGCGAAGGGCGCAGATGGCAAGACCAAAATTGCGACGCCGCGTGGTGCGGCACCGCCAGG
CCAGAAAGGTCAGGCGAATGCCACGCGCATCCCGGCAAAGACGCCACCGGCTCCGAAAACCCCGCCTT
CCAGCGGTGAACCGCCGAAATCCGGTGACCGCAGCGGTTATAGCTCTCCGGGTAGCCCGGGTACCCCA
GGCAGCCGTAGCCGCACCCCGAGCCTGCCGACCCCACCGACCCGCGAGCCGAAGAAAGTGGCGGTGGT
TCGTACGCCGCCAAAAAGCCCGAGCTCTGCCAAGAGCCGTCTGCAAACCGCTCCTGTGCCGATGCCGG
ACCTGAAGAACGTTAAGTCTAAAATCGGTAGCACCGAAAATCTGAAGCACCAACCTGGTGGCGGTAAG
GTTCAAATCATCAACAAAAAGCTGGACTTGAGCAATGTACAAAGCAAGTGTGGTAGCAAGGACAATAT
CAAACACGTCCCGGGTGGTGGTTCCGTCCAGATTGTGTACAAACCGGTGGACCTGAGCAAGGTTACCA
GCAAATGCGGTTCCCTGGGTAACATCCATCATAAACCGGGTGGCGGCCAAGTTGAGGTCAAGAGCGAG
AAACTGGACTTCAAAGACCGCGTTCAGTCCAAAATCGGTTCTCTGGACAACATTACGCACGTGCCTGG
TGGTGGCAACAAGAAGATTGAAACCCATAAACTGACGTTTCGTGAAAATGCGAAGGCGAAAACCGACC
ACGGCGCAGAGATTGTCTACAAAAGCCCGGTGGTGAGCGGTGATACCAGCCCGCGTCACCTGTCCAAC
GTCAGCAGCACGGGCAGCATTGATATGGTGGATAGCCCGCAGTTGGCTACGCTGGCCGATGAGGTTAG
CGCGAGCCTGGCGAAGCAGGGTCTGTGACT CGAGCACCACCACCACCACCACTGAGATCCGGCTGCTA
ACAAAGCCCGAAAGGAAGCTGAGTTGGCTGCTGCCACCGCTGAGCAATAACTAGCATAACCCCTIGGG
GCCTCTAAACGGGTCTTGAGGGGTTITTTIGCTGAAAGGAGGAACTATATCCGGAT
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A)
Expressed sequence of pET 6His-TEV-hTau iso3 (1-383), incorporating
6His tag-TEV site (SEQ ID No.: 43)

MGSSHHHHHHSSGENLYFQGSAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQDQEGDTDAGLKAEEA
GIGDTPSLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQANATRIPAK
TPPAPKTPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAKSR
LOTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGSVQIVY
KPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDEFKDRVQSKIGSLDNITHVPGGGNKKIETHKLTE
RENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMVDSPQLATLADEVSASLAKQGL

B)
Final sequence of pET 6His-TEV-hTau iso3 (1-383) after TEV cleavage
(SEQ ID No.: 44):

GSAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQOQDQEGDTDAGLKAEEAGIGDTPSLEDEAAGHVTQA
RMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQANATRIPAKTPPAPKTPPSSGEPPKSGD
RSGYSSPGSPGTPGSRSRTIPSLPTPPTREPKKVAVVRTPPKSPSSAKSRLQTAPVPMPDLKNVKSKIG
STENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGSVQIVYKPVDLSKVTSKCGSLGNIH
HKPGGGQVEVKSEKLDFKDRVQSKIGSLDNITHVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSP
VVSGDTSPRHLSNVSSTGSIDMVDSPQLATLADEVSASLAKQGL
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DNA contruct encoding human Tau isoform 4 for E. coli expression (pET 6His
TEV-hTau iso 4 (1-352)) (SEQ ID No.:45).

TGGCGAATGGGACGCGCCCTGTAGCGGCGCATTAAGCGCGGCGGGTGTGGTGGTTACGCGCAGCGTGA
CCGCTACACTTGCCAGCGCCCTAGCGCCCGCTCCTTTCGCTTICTTCCCTTCCTITCTCGCCACGTTC
GCCGGCTTTCCCCGTCAAGCTCTAAATCGGGGGCTCCCTTTAGGGTTCCGATTITAGTGCTTTACGGCA
CCTCGACCCCAAAAAACTTGATTAGGGTGATGGTITCACGTAGTGGGCCATCGCCCTGATAGACGGTTT
TTCGCCCTTITGACGTIGGAGTCCACGTTICTITTAATAGTGGACTCTIGTTCCAAACTGGAACAACACTC
AACCCTATCTICGGICTATICTTITGATITATAAGGGATTITGCCGATTTICGGCCTATTGGTTAAAAAA
TGAGCTGATTTAACAAAAATTTAACGCGAATTTTAACAAAATATTAACGTITACAATTTCAGGTIGGCA
CTTTTCGGGGAAATGTGCGCGGAACCCCTATTTGTTTATTTITICTAAATACATTCAAATATGTATCCG
CTCATGAGACAATAACCCTGATAAATGCTTCAATAATATTGAAAAAGGAAGAGTATGAGTATTCAACA
TTTCCGTIGTICGCCCTTATTCCCTTTITTTGCGGCATTTITGCCTITCCIGTTTITGCTCACCCAGAAACGC
TGGTGAAAGTAAAAGATGCTGAAGATCAGTTGGGTGCACGAGTGGGTTACATCGAACTGGATCTICAAC
AGCGGTAAGATCCTITGAGAGTTTITCGCCCCGAAGAACGTITTCCAATGATGAGCACTTTITAAAGTTICT
GCTATGTGGCGCGGTATTATCCCGTATTGACGCCGGGCAAGAGCAACTCGGTCGCCGCATACACTATT
CTCAGAATGACTTIGGTTGAGTACTCACCAGTCACAGAAAAGCATCTTACGGATGGCATGACAGTAAGA
GAATTATGCAGTGCTGCCATAACCATGAGTGATAACACTGCGGCCAACTTACTTCTGACAACGATCGG
AGGACCGAAGGAGCTAACCGCTITTTITGCACAACATGGGGGATCATGTAACTCGCCTTGATCGTIGGG
AACCGGAGCTGAATGAAGCCATACCAAACGACGAGCGTGACACCACGATGCCTGCAGCAATGGCAACA
ACGTTGCGCAAACTATTAACTGGCGAACTACTTACTCTAGCTTCCCGGCAACAATTAATAGACTGGAT
GGAGGCGGATAAAGTTGCAGGACCACTTCTGCGCTCGGCCCTTCCGGCTGGCTGGTTTATTGCTGATA
AATCTGGAGCCGGTGAGCGTGGGTCTCGCGGTATCATTGCAGCACTGGGGCCAGATGGTAAGCCCTCC
CGTATCGTAGITATCTACACGACGGGGAGTCAGGCAACTATGGATGAACGAAATAGACAGATCGCTIGA
GATAGGTGCCTCACTGATTAAGCATTGGTAACTGTCAGACCAAGTTTACTCATATATACTTITAGATTG
ATTTAAAACTTCATTTITTAATTTAAAAGGATCTAGGTGAAGATCCTITITGATAATCTCATGACCAAA
ATCCCTTAACGTGAGTTTICGTTICCACTGAGCGTCAGACCCCGTAGAAAAGATCAAAGGATCTTICTTG
AGATCCITTITTTITCTGCGCGTAATCTGCTGCTTGCAAACAAAAAAACCACCGCTACCAGCGGTGGTTT
GTTTGCCGGATCAAGAGCTACCAACTCTTTTICCGAAGGTAACTGGCTTCAGCAGAGCGCAGATACCA
AATACTGTCCTTCTAGTGTAGCCGTAGTTAGGCCACCACTTCAAGAACTCTGTAGCACCGCCTACATA
CCTCGCTCTGCTAATCCTGTITACCAGTGGCTGCTGCCAGTGGCGATAAGTCGTGICTTACCGGGTTGG
ACTCAAGACGATAGTTACCGGATAAGGCGCAGCGGTCGGGCTGAACGGGGGGTTCGTGCACACAGCCC
AGCTTGGAGCGAACGACCTACACCGAACTGAGATACCTACAGCGTGAGCTATGAGAAAGCGCCACGCT
TCCCGAAGGGAGAAAGGCGGACAGGTATCCGGTAAGCGGCAGGGTCGGAACAGGAGAGCGCACGAGGG
AGCTTCCAGGGGGAAACGCCTGGTATCTTTATAGTICCTGTICGGGTTTICGCCACCTCTGACTTGAGCGT
CGATTTTIGTGATGCTCGTCAGGGGGGCGGAGCCTATGGAAAAACGCCAGCAACGCGGCCTTTTTACG
GTTCCTIGGCCTITTITGCTGGCCTTTTGCTCACATGTTCTTITCCTGCGTTATCCCCTGATTCTGTGGATA
ACCGTATTACCGCCTTTGAGTGAGCTGATACCGCTCGCCGCAGCCGAACGACCGAGCGCAGCGAGTCA
GTGAGCGAGGAAGCGGAAGAGCGCCTGATGCGGTATTTICTICCTITACGCATCTGTGCGGTATTTICACA
CCGCATATATGGTGCACTCTCAGTACAATCTGCICTGATGCCGCATAGTTAAGCCAGTATACACTCCG
CTATCGCTACGTGACTGGGTCATGGCTGCGCCCCGACACCCGCCAACACCCGCTGACGCGCCCTGACG
GGCTTGTCTGCTCCCGGCATCCGCTTACAGACAAGCTGTGACCGTCTCCGGGAGCTGCATGTGTICAGA
GGTTTTCACCGTCATCACCGAAACGCGCGAGGCAGCTGCGGTAAAGCTCATCAGCGTGGTCGTGAAGC
GATTCACAGATGTICTGCCTIGTTICATCCGCGTCCAGCTCGTTGAGTTTCTCCAGAAGCGTTAATGTCTG
GCTTCTGATAAAGCGGGCCATGTTAAGGGCGGTITTITTCCTIGTITTGGTCACTGATGCCTCCGTGTAAG
GGGGATTICTGTICATGGGGGTAATGATACCGATGAAACGAGAGAGGATGCTCACGATACGGGTTACT
GATGATGAACATGCCCGGTTACTGGAACGTTGTGAGGGTAAACAACTGGCGGTATGGATGCGGCGGGA
CCAGAGAAAAATCACTCAGGGTCAATGCCAGCGCTTCGTTAATACAGATGTAGGTGTTCCACAGGGTA
GCCAGCAGCATCCTGCGATGCAGATCCGGAACATAATGGTGCAGGGCGCTGACTTCCGCGTTTCCAGA
CTTTACGAAACACGGAAACCGAAGACCATTCATGTTGTIGCTCAGGTCGCAGACGTTTTGCAGCAGCA
GTCGCTTCACGTTICGCTCGCGTATCGGTGATICATTCTGCTAACCAGTAAGGCAACCCCGCCAGCCTA
GCCGGGTCCTCAACGACAGGAGCACGATCATGCGCACCCGTGGGGCCGCCATGCCGGCGATAATGGCC
TGCTTCTCGCCGAAACGTTTGGTGGCGGGACCAGTGACGAAGGCTTIGAGCGAGGGCGTGCAAGATTCC
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GAATACCGCAAGCGACAGGCCGATCATCGTCGCGCTCCAGCGAAAGCGGTCCTCGCCGAAAATGACCC
AGAGCGCTGCCGGCACCTGTCCTACGAGTTGCATGATAAAGAAGACAGTCATAAGTGCGGCGACGATA
GTCATGCCCCGCGCCCACCGGAAGGAGCTGACTGGGTTGAAGGCTCTCAAGGGCATCGGTCGAGATCC
CGGTGCCTAATGAGTGAGCTAACTTACATTAATTGCGTTIGCGCTCACTGCCCGCTTTCCAGTCGGGAA
ACCTGTCGTGCCAGCTGCATTAATGAATCGGCCAACGCGCGGGGAGAGGCGGTTTGCGTATTGGGCGC
CAGGGTGGTTITICTTTTCACCAGTGAGACGGGCAACAGCTGATTGCCCTTCACCGCCTGGCCCTGAG
AGAGTTGCAGCAAGCGGTCCACGCTGGTITTGCCCCAGCAGGCGAAAATCCTGTTTGATGGTGGTTAAC
GGCGGGATATAACATGAGCTGICTTCGGTATCGTICGTATCCCACTACCGAGATGTCCGCACCAACGCG
CAGCCCGGACTCGGTAATGGCGCGCATTGCGCCCAGCGCCATCTGATCGTTGGCAACCAGCATCGCAG
TGGGAACGATGCCCTCATTCAGCATTTGCATGGTTTGTTGAAAACCGGACATGGCACTCCAGTCGCCT
TCCCGTTCCGCTATCGGCTGAATTTIGATTGCGAGTGAGATATTTATGCCAGCCAGCCAGACGCAGACG
CGCCGAGACAGAACTTAATGGGCCCGCTAACAGCGCGATTTGCTGGTGACCCAATGCGACCAGATGCT
CCACGCCCAGTICGCGTACCGTCTTCATGGGAGAAAATAATACTGTTIGATGGGTGTCTGGTCAGAGACA
TCAAGAAATAACGCCGGAACATTAGTGCAGGCAGCTTCCACAGCAATGGCATCCTGGTCATCCAGCGG
ATAGTTAATGATCAGCCCACTGACGCGTITGCGCGAGAAGATTGTGCACCGCCGCTTITACAGGCTTICGA
CGCCGCTICGTITCTACCATCGACACCACCACGCTGGCACCCAGTTGATCGGCGCGAGATTTAATCGCC
GCGACAATTTGCGACGGCGCGTGCAGGGCCAGACTGGAGGTGGCAACGCCAATCAGCAACGACTGTTT
GCCCGCCAGTTIGTITGTGCCACGCGGTTGGGAATGTAATTCAGCTCCGCCATCGCCGCTTCCACTTTTT
CCCGCGTTITTCGCAGAAACGTGGCTGGCCTGGTTICACCACGCGGGAAACGGTCTGATAAGAGACACCG
GCATACTCTGCGACATCGTATAACGTTACTGGTITCACATTCACCACCCTGAATTGACTCTICTTCCGG
GCGCTATCATGCCATACCGCGAAAGGTTTITGCGCCATTCGATGGTGTCCGGGATCTCGACGCTCTCCC
TTATGCGACTCCTGCATTAGGAAGCAGCCCAGTAGTAGGTTGAGGCCGTTGAGCACCGCCGCCGCAAG
GAATGGTGCATGCAAGGAGATGGCGCCCAACAGTCCCCCGGCCACGGGGCCTGCCACCATACCCACGC
CGAAACAAGCGCTCATGAGCCCGAAGTGGCGAGCCCGATCTTCCCCATCGGTGATGTICGGCGATATAG
GCGCCAGCAACCGCACCTGTGGCGCCGGTIGATGCCGGCCACGATGCGTCCGGCGTAGAGGATCGAGAT
CGATCTCGATCCCGCGAAATTAATACGACTCACTATAGGGGAATTGTGAGCGGATAACAATTCCCCTC
TAGAAATAATTTITGTTTAACTTTAAGAAGGAGATATACATATGGGCTCAAGCCACCACCACCACCACC
ACAGCAGCGGCGAGAACTTGTACTTTCAAGGATCCGCAGAACCACGTCAAGAATTTGAGGTTATGGAA
GATCACGCGGGCACTTACGGTTTGGGTGATCGTAAAGACCAGGGCGGCTATACCATGCATCAAGATCA
AGAGGGCGACACCGATGCTGGCTTGAAAGCAGAAGAGGCGGGTATCGGCGACACTCCGTCCCTGGAAG
ATGAGGCAGCCGGTCATGTCACGCAGGCGCGTATGGTGAGCAAGAGCAAAGATGGTACGGGTAGCGAC
GACAAGAAGGCGAAGGGCGCAGATGGCAAGACCAAAATTGCGACGCCGCGTGGTGCGGCACCGCCAGG
CCAGAAAGGTCAGGCGAATGCCACGCGCATCCCGGCAAAGACGCCACCGGCTCCGAAAACCCCGCCTT
CCAGCGGTGAACCGCCGAAATCCGGTGACCGCAGCGGTTATAGCTCTCCGGGTAGCCCGGGTACCCCA
GGCAGCCGTAGCCGCACCCCGAGCCTGCCGACCCCACCGACCCGCGAGCCGAAGAAAGTGGCGGTGGT
TCGTACGCCGCCAAAAAGCCCGAGCTCTGCCAAGAGCCGTCTGCAAACCGCTCCTGTGCCGATGCCGG
ACCTGAAGAACGTTAAGTCTAAAATCGGTAGCACCGAAAATCTGAAGCACCAACCTGGTGGCGGTAAG
GTCCAGATTGTGTACAAACCGGTGGACCTGAGCAAGGTTACCAGCAAATGCGGTTCCCTGGGTAACAT
CCATCATAAACCGGGTGGCGGCCAAGTTGAGGTCAAGAGCGAGAAACTGGACTTCAAAGACCGCGTTC
AGTCCAAAATCGGTTCTCTGGACAACATTACGCACGTGCCTGGTGGTGGCAACAAGAAGATTGAAACC
CATAAACTGACGTTTCGTGAAAATGCGAAGGCGAAAACCGACCACGGCGCAGAGATTGTCTACAAAAG
CCCGGTGGTGAGCGGTGATACCAGCCCGCGTCACCTGTCCAACGTCAGCAGCACGGGCAGCATTGATA
TGGTGGATAGCCCGCAGTTGGCTACGCTGGCCGATGAGGTTAGCGCGAGCCTGGCGAAGCAGGGTCTG
TGACTCGAGCACCACCACCACCACCACTGAGATCCGGCTGCTAACAAAGCCCGAAAGGAAGCTGAGTT
GGCTGCTGCCACCGCTGAGCAATAACTAGCATAACCCCTTGGGGCCTCTAAACGGGTICTTGAGGGGTT
TTTTIGCTGAAAGGAGGAACTATATCCGGAT
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A) Expressed amino acid sequence of pET 6His-TEV-hTau iso4(1-352),
incorporating 6His tag-TEV site —hTau (1-352) (SEQ ID No.: 46)

MGSSHHHHHHSSGENLYFQGSAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQDQEGDTDAGLKAEEA
GIGDTPSLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQANATRIPAK
TPPAPKTPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAKSR
LOTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIVYKPVDLSKVISKCGSLGNIHHKPGGGQVEVKS
EKLDFKDRVQSKIGSLDNITHVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLS
NVSSTGSIDMVDSPQLATLADEVSASLAKQGL

B) Final sequence of pET 6His-TEV-hTau iso4(1-352) after TEV cleavage (SEQ
ID No.: 47)

GSAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQOQDQEGDTDAGLKAEEAGIGDTPSLEDEAAGHVTQA
RMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQANATRIPAKTPPAPKTPPSSGEPPKSGD
RSGYSSPGSPGTPGSRSRTIPSLPTPPTREPKKVAVVRTPPKSPSSAKSRLQTAPVPMPDLKNVKSKIG
STENLKHQPGGGKVQIVYKPVDLSKVTSKCGSLGNIHHKPGGGQVEVKSEKLDEFKDRVQSKIGSLDNI
THVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMVDSPQLATL
ADEVSASLAKQGL
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DNA contruct encoding human Tau isoform 5 for E. coli expression (pET 6His
TEV-hTau iso 5 (1-412)) (SEQ ID No.:48).

TGGCGAATGGGACGCGCCCTGTAGCGGCGCATTAAGCGCGGCGGGTGTGGTGGTTACGCGCAGCGTGA
CCGCTACACTTGCCAGCGCCCTAGCGCCCGCTCCTTTCGCTTICTTCCCTTCCTITCTCGCCACGTTC
GCCGGCTTTCCCCGTCAAGCTCTAAATCGGGGGCTCCCTTTAGGGTTCCGATTITAGTGCTTTACGGCA
CCTCGACCCCAAAAAACTTGATTAGGGTGATGGTITCACGTAGTGGGCCATCGCCCTGATAGACGGTTT
TTCGCCCTTITGACGTIGGAGTCCACGTTICTITTAATAGTGGACTCTIGTTCCAAACTGGAACAACACTC
AACCCTATCTICGGICTATICTTITGATITATAAGGGATTITGCCGATTTICGGCCTATTGGTTAAAAAA
TGAGCTGATTTAACAAAAATTTAACGCGAATTTTAACAAAATATTAACGTITACAATTTCAGGTIGGCA
CTTTTCGGGGAAATGTGCGCGGAACCCCTATTTGTTTATTTITICTAAATACATTCAAATATGTATCCG
CTCATGAGACAATAACCCTGATAAATGCTTCAATAATATTGAAAAAGGAAGAGTATGAGTATTCAACA
TTTCCGTIGTICGCCCTTATTCCCTTTITTTGCGGCATTTITGCCTITCCIGTTTITGCTCACCCAGAAACGC
TGGTGAAAGTAAAAGATGCTGAAGATCAGTTGGGTGCACGAGTGGGTTACATCGAACTGGATCTICAAC
AGCGGTAAGATCCTITGAGAGTTTITCGCCCCGAAGAACGTITTCCAATGATGAGCACTTTITAAAGTTICT
GCTATGTGGCGCGGTATTATCCCGTATTGACGCCGGGCAAGAGCAACTCGGTCGCCGCATACACTATT
CTCAGAATGACTTIGGTTGAGTACTCACCAGTCACAGAAAAGCATCTTACGGATGGCATGACAGTAAGA
GAATTATGCAGTGCTGCCATAACCATGAGTGATAACACTGCGGCCAACTTACTTCTGACAACGATCGG
AGGACCGAAGGAGCTAACCGCTITTTITGCACAACATGGGGGATCATGTAACTCGCCTTGATCGTIGGG
AACCGGAGCTGAATGAAGCCATACCAAACGACGAGCGTGACACCACGATGCCTGCAGCAATGGCAACA
ACGTTGCGCAAACTATTAACTGGCGAACTACTTACTCTAGCTTCCCGGCAACAATTAATAGACTGGAT
GGAGGCGGATAAAGTTGCAGGACCACTTCTGCGCTCGGCCCTTCCGGCTGGCTGGTTTATTGCTGATA
AATCTGGAGCCGGTGAGCGTGGGTCTCGCGGTATCATTGCAGCACTGGGGCCAGATGGTAAGCCCTCC
CGTATCGTAGITATCTACACGACGGGGAGTCAGGCAACTATGGATGAACGAAATAGACAGATCGCTIGA
GATAGGTGCCTCACTGATTAAGCATTGGTAACTGTCAGACCAAGTTTACTCATATATACTTITAGATTG
ATTTAAAACTTCATTTITTAATTTAAAAGGATCTAGGTGAAGATCCTITITGATAATCTCATGACCAAA
ATCCCTTAACGTGAGTTTICGTTICCACTGAGCGTCAGACCCCGTAGAAAAGATCAAAGGATCTTICTTG
AGATCCITTITTTITCTGCGCGTAATCTGCTGCTTGCAAACAAAAAAACCACCGCTACCAGCGGTGGTTT
GTTTGCCGGATCAAGAGCTACCAACTCTTTTICCGAAGGTAACTGGCTTCAGCAGAGCGCAGATACCA
AATACTGTCCTTCTAGTGTAGCCGTAGTTAGGCCACCACTTCAAGAACTCTGTAGCACCGCCTACATA
CCTCGCTCTGCTAATCCTGTITACCAGTGGCTGCTGCCAGTGGCGATAAGTCGTGICTTACCGGGTTGG
ACTCAAGACGATAGTTACCGGATAAGGCGCAGCGGTCGGGCTGAACGGGGGGTTCGTGCACACAGCCC
AGCTTGGAGCGAACGACCTACACCGAACTGAGATACCTACAGCGTGAGCTATGAGAAAGCGCCACGCT
TCCCGAAGGGAGAAAGGCGGACAGGTATCCGGTAAGCGGCAGGGTCGGAACAGGAGAGCGCACGAGGG
AGCTTCCAGGGGGAAACGCCTGGTATCTTTATAGTICCTGTICGGGTTTICGCCACCTCTGACTTGAGCGT
CGATTTTIGTGATGCTCGTCAGGGGGGCGGAGCCTATGGAAAAACGCCAGCAACGCGGCCTTTTTACG
GTTCCTIGGCCTITTITGCTGGCCTTTTGCTCACATGTTCTTITCCTGCGTTATCCCCTGATTCTGTGGATA
ACCGTATTACCGCCTTTGAGTGAGCTGATACCGCTCGCCGCAGCCGAACGACCGAGCGCAGCGAGTCA
GTGAGCGAGGAAGCGGAAGAGCGCCTGATGCGGTATTTICTICCTITACGCATCTGTGCGGTATTTICACA
CCGCATATATGGTGCACTCTCAGTACAATCTGCICTGATGCCGCATAGTTAAGCCAGTATACACTCCG
CTATCGCTACGTGACTGGGTCATGGCTGCGCCCCGACACCCGCCAACACCCGCTGACGCGCCCTGACG
GGCTTGTCTGCTCCCGGCATCCGCTTACAGACAAGCTGTGACCGTCTCCGGGAGCTGCATGTGTICAGA
GGTTTTCACCGTCATCACCGAAACGCGCGAGGCAGCTGCGGTAAAGCTCATCAGCGTGGTCGTGAAGC
GATTCACAGATGTICTGCCTIGTTICATCCGCGTCCAGCTCGTTGAGTTTCTCCAGAAGCGTTAATGTCTG
GCTTCTGATAAAGCGGGCCATGTTAAGGGCGGTITTITTCCTIGTITTGGTCACTGATGCCTCCGTGTAAG
GGGGATTICTGTICATGGGGGTAATGATACCGATGAAACGAGAGAGGATGCTCACGATACGGGTTACT
GATGATGAACATGCCCGGTTACTGGAACGTTGTGAGGGTAAACAACTGGCGGTATGGATGCGGCGGGA
CCAGAGAAAAATCACTCAGGGTCAATGCCAGCGCTTCGTTAATACAGATGTAGGTGTTCCACAGGGTA
GCCAGCAGCATCCTGCGATGCAGATCCGGAACATAATGGTGCAGGGCGCTGACTTCCGCGTTTCCAGA
CTTTACGAAACACGGAAACCGAAGACCATTCATGTTGTIGCTCAGGTCGCAGACGTTTTGCAGCAGCA
GTCGCTTCACGTTICGCTCGCGTATCGGTGATICATTCTGCTAACCAGTAAGGCAACCCCGCCAGCCTA
GCCGGGTCCTCAACGACAGGAGCACGATCATGCGCACCCGTGGGGCCGCCATGCCGGCGATAATGGCC
TGCTTCTCGCCGAAACGTTTGGTGGCGGGACCAGTGACGAAGGCTTIGAGCGAGGGCGTGCAAGATTCC
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GAATACCGCAAGCGACAGGCCGATCATCGTCGCGCTCCAGCGAAAGCGGTCCTCGCCGAAAATGACCC
AGAGCGCTGCCGGCACCTGTCCTACGAGTTGCATGATAAAGAAGACAGTCATAAGTGCGGCGACGATA
GTCATGCCCCGCGCCCACCGGAAGGAGCTGACTGGGTTGAAGGCTCTCAAGGGCATCGGTCGAGATCC
CGGTGCCTAATGAGTGAGCTAACTTACATTAATTGCGTTIGCGCTCACTGCCCGCTTTCCAGTCGGGAA
ACCTGTCGTGCCAGCTGCATTAATGAATCGGCCAACGCGCGGGGAGAGGCGGTTTGCGTATTGGGCGC
CAGGGTGGTTITICTTTTCACCAGTGAGACGGGCAACAGCTGATTGCCCTTCACCGCCTGGCCCTGAG
AGAGTTGCAGCAAGCGGTCCACGCTGGTITTGCCCCAGCAGGCGAAAATCCTGTTTGATGGTGGTTAAC
GGCGGGATATAACATGAGCTGICTTCGGTATCGTICGTATCCCACTACCGAGATGTCCGCACCAACGCG
CAGCCCGGACTCGGTAATGGCGCGCATTGCGCCCAGCGCCATCTGATCGTTGGCAACCAGCATCGCAG
TGGGAACGATGCCCTCATTCAGCATTTGCATGGTTTGTTGAAAACCGGACATGGCACTCCAGTCGCCT
TCCCGTTCCGCTATCGGCTGAATTTIGATTGCGAGTGAGATATTTATGCCAGCCAGCCAGACGCAGACG
CGCCGAGACAGAACTTAATGGGCCCGCTAACAGCGCGATTTGCTGGTGACCCAATGCGACCAGATGCT
CCACGCCCAGTICGCGTACCGTCTTCATGGGAGAAAATAATACTGTTIGATGGGTGTCTGGTCAGAGACA
TCAAGAAATAACGCCGGAACATTAGTGCAGGCAGCTTCCACAGCAATGGCATCCTGGTCATCCAGCGG
ATAGTTAATGATCAGCCCACTGACGCGTITGCGCGAGAAGATTGTGCACCGCCGCTTITACAGGCTTICGA
CGCCGCTICGTITCTACCATCGACACCACCACGCTGGCACCCAGTTGATCGGCGCGAGATTTAATCGCC
GCGACAATTTGCGACGGCGCGTGCAGGGCCAGACTGGAGGTGGCAACGCCAATCAGCAACGACTGTTT
GCCCGCCAGTTIGTITGTGCCACGCGGTTGGGAATGTAATTCAGCTCCGCCATCGCCGCTTCCACTTTTT
CCCGCGTTITTCGCAGAAACGTGGCTGGCCTGGTTICACCACGCGGGAAACGGTCTGATAAGAGACACCG
GCATACTCTGCGACATCGTATAACGTTACTGGTITCACATTCACCACCCTGAATTGACTCTICTTCCGG
GCGCTATCATGCCATACCGCGAAAGGTTTITGCGCCATTCGATGGTGTCCGGGATCTCGACGCTCTCCC
TTATGCGACTCCTGCATTAGGAAGCAGCCCAGTAGTAGGTTGAGGCCGTTGAGCACCGCCGCCGCAAG
GAATGGTGCATGCAAGGAGATGGCGCCCAACAGTCCCCCGGCCACGGGGCCTGCCACCATACCCACGC
CGAAACAAGCGCTCATGAGCCCGAAGTGGCGAGCCCGATCTTCCCCATCGGTGATGTICGGCGATATAG
GCGCCAGCAACCGCACCTGTGGCGCCGGTIGATGCCGGCCACGATGCGTCCGGCGTAGAGGATCGAGAT
CGATCTCGATCCCGCGAAATTAATACGACTCACTATAGGGGAATTGTGAGCGGATAACAATTCCCCTC
TAGAAATAATTTITGTTTAACTTTAAGAAGGAGATATACATATGGGCTCAAGCCACCACCACCACCACC
ACAGCAGCGGCGAGAACTTGTACTTTCAAGGATCCGCAGAACCACGTCAAGAATTTGAGGTTATGGAA
GATCACGCGGGCACTTACGGTTTGGGTGATCGTAAAGACCAGGGCGGCTATACCATGCATCAAGATCA
AGAGGGCGACACCGATGCTGGCTTGAAAGAGTCGCCGCTGCAGACTCCGACCGAGGATGGCAGCGAAG
AGCCGGGCAGCGAGACTAGCGATGCGAAGTCGACCCCGACCGCCGAGGCAGAAGAGGCGGGTATCGGC
GACACTCCGTCCCITGGAAGATGAGGCAGCCGGTCATGTCACGCAGGCGCGTATGGTGAGCAAGAGCAA
AGATGGTACGGGTAGCGACGACAAGAAGGCGAAGGGCGCAGATGGCAAGACCAAAATTGCGACGCCGC
GTGGTGCGGCACCGCCAGGCCAGAAAGGTCAGGCGAATGCCACGCGCATCCCGGCAAAGACGCCACCG
GCTCCGAAAACCCCGCCTTCCAGCGGTGAACCGCCGAAATCCGGTGACCGCAGCGGTTATAGCTCTCC
GGGTAGCCCGGGTACCCCAGGCAGCCGTAGCCGCACCCCGAGCCTGCCGACCCCACCGACCCGCGAGC
CGAAGAAAGTGGCGGTGGTTCGTACGCCGCCAAAAAGCCCGAGCTCTGCCAAGAGCCGTCTGCAAACC
GCTCCTGTGCCGATGCCGGACCTGAAGAACGTTAAGTCTAAAATCGGTAGCACCGAAAATCTGAAGCA
CCAACCTGGTGGCGGTAAGGTTCAAATCATCAACAAAAAGCTGGACTTGAGCAATGTACAAAGCAAGT
GTGGTAGCAAGGACAATATCAAACACGTCCCGGGTGGTGGTTCCGTCCAGATTGTGTACAAACCGGTG
GACCTGAGCAAGGTTACCAGCAAATGCGGTTCCCTGGGTAACATCCATCATAAACCGGGTGGCGGCCA
AGTTGAGGTCAAGAGCGAGAAACTGGACTTCAAAGACCGCGTTCAGTCCAAAATCGGTTCTCTGGACA
ACATTACGCACGTGCCTGGTGGTGGCAACAAGAAGATTGAAACCCATAAACTGACGTTTCGTGAAAAT
GCGAAGGCGAAAACCGACCACGGCGCAGAGATTGTCTACAAAAGCCCGGTGGTGAGCGGTGATACCAG
CCCGCGTCACCTGTCCAACGTCAGCAGCACGGGCAGCATTGATATGGTGGATAGCCCGCAGTTGGCTA
CGCTGGCCGATGAGGTTAGCGCGAGCCTGGCGAAGCAGGGTCTGTGACTCGAGCACCACCACCACCAC
CACTGAGATCCGGCTGCTAACAAAGCCCGAAAGGAAGCTGAGTTIGGCTIGCTGCCACCGCTGAGCAATA
ACTAGCATAACCCCTTIGGGGCCICTAAACGGGTCTTGAGGGGTTTTTITGCTGAAAGGAGGAACTATAT
CCGGAT



WO 2017/005734 PCT/EP2016/065813

19/23
Figure 14

A) Expressed amino acid sequence of pET 6His-TEV-hTau iso5(1-412),
incorporating 6His tag-TEV site — hTau (1-412) (SEQ ID No.: 49)

MGSSHHHHHHSSGENLYFQGSAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQODQEGDTDAGLKESPL
QTPTEDGSEEPGSETSDAKSTPTAEAEEAGIGDTPSLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGA
DGKTKIATPRGAAPPGQKGQANATRIPAKTPPAPKTPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTP
SLPTPPTREPKKVAVVRTPPKSPSSAKSRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKK
LDLSNVQSKCGSKDNIKHVPGGGSVQIVYKPVDLSKVITSKCGSLGNIHHKPGGGQVEVKSEKLDFKDR
VQSKIGSLDNITHVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSI
DMVDSPQLATLADEVSASLAKQGL

B) Final sequence of pET 6His-TEV-hTau iso5(1-412) after TEV cleavage (SEQ
ID No.: 50)

GSAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQDQEGDTDAGLKESPLQTPTEDGSEEPGSETSDAK
STPTAEAEEAGIGDTPSLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKG
QANATRIPAKTPPAPKTPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTP
PKSPSSAKSRLQTAPVPMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHYV
PGGGSVQIVYKPVDLSKVISKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLDNITHVPGGGN
KKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMVDSPQLATLADEVSASL
AKQGL
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Figure 15

DNA contruct encoding human Tau isoform 2 for mammalian expression (pMH-
10His-TEV-hTau iso2(1-441)) (SEQ ID No.:51).

GCTGCTTCGCGATGTACGGGCCAGATATACGCGTITTTGAGATTITCTGTCGCCGACTAAATTCATGTCG
CGCGATAGTGGTGTTTATCGCCGATAGAGATGGCGATATTGGAAAAATCGGCGGCCGCCGATATTTIGA
AAATATGGCATATTIGAAAATGTCGCCGATGTGAGTTTICTGTGTAACTGACATCGCCATTITTITCCAAAA
GTGATTTTITGGGCATACGCGGTATCTGGCGATAGCGCTTATATCGTTTACGGGGGATGGCGATAGACG
ACTTTGGTGACTTGGGCGATTCIGTIGTGTCGCAAATATCGCAGTTTCGATATAGGTGACAGACGATAT
GAGGCTATATCGCCGATAGAGGCGACATCAAGCTGGCACATGGCCAATGCATATCGATCTATACATTG
AATCAATATTGGCCATTAGCCATATTATTICATTIGGTTATATAGCATAAATCAATATTGGCTATTGGCC
ATTGCATACGTTGTATCCATATCATAATATGTACATTTATATTGGCTCATGTCCAACATTACCGCCAT
GTTGACATTGATTATTGACTAGTTATTAATAGTAATCAATTACGGGGTCATTAGTTCATAGCCCATAT
ATGGAGTITCCGCGTITACATAACTTACGGTAAATGGCCCGCCTGGCTGACCGCCCAACGACCCCCGLCL
ATTGACGTCAATAATGACGTATGTTCCCATAGTAACGCCAATAGGGACTTTCCATTIGACGTCAATGGG
TGGAGTATTITACGGTAAACTGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTACGCCCCCT
ATTGACGTCAATGACGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGACCTTATGGGACTTTCC
TACTTGGCAGTACATCTACGTATTAGTCATCGCTATTACAATGGTGATGCGGTTTTGGCAGTACATCA
ATGGGCGTGGATAGCGGTITGACTCACGGGGATTTCCAAGTCTCCACCCCATTGACGTCAATGGGAGT
TTIGTTTTGGCACCAAAATCAACGGGACTTICCAAAATGTCGTAACAACTCCGCCCCATTGACGCAAAT
GGGCGGTAGGCGTGTACGGTGGGAGGTCTATATAAGCAGAACTCGTTTAGTGAACCGTCAGATCGCCT
GGAGACGCCATCCACGCTGTITTITGACCTCCATAGAAGACACCGGGACCGATCCAGCCTCCGCGGLCCGG
GAACGGTGCATTGGAACGCGGATTCCCCGTGCCAAGAGTGACGTAAGTACCGCCTATAGAGTCTATAG
GCCCACCCCATTGGCTTCTTATGCATGCTATACTIGTTTTITGGCTTGGGGTCTATACACCCCCGCTTICC
TCATGTTATAGGTGATGGTATAGCTTAGCCTATAGGTGTIGGGTTATTGACCATTATTGACCACTCCCC
TATTGGTGACGATACTTTCCATTACTAATCCATAACATGGCTICTTIGCCACAACTCTCTTTATIGGCT
ATATGCCAATACACTGTCCTTCAGAGACTGACACGGACTCTGTATTTITTACAGGATGGGGTCTCATTT
ATTATTTACAAATTCACATATACAACACCACCGTCCCCAGTGCCCGCAGTTTTTATTAAACATAACGT
GGGATCTCCACGCGAATCTAGGGTACGTGTTACGGACATGGGCTATTCTCAGGTAGCGGCGGAGCTTC
TACATCCGAGCCCTGCTCCCATGCCTCCAGCGAATCATGGTCGCTCGGCAGCTCCTTGCTCCTAACAG
TGGAGGCCAGACTTAGGCACAGCACGATGCCCACCACCACCAGTGTIGCCGCACAAGGCCGTGGCGGTA
GGGTATGIGTCTGAAAATGAACTAGGGGAGCGGGCTTGCACCGCTGACGCATTTGGAAGACTTAAGGC
AGCGGCAGAAGAAGATGCAGGCAACTGAGTTGTTGTGTTCTGATAAGAGTCAGAGGTAACTCCCGTTG
CGGTGCTGTTAACGGTGGAGGGCAGTGTAGTCTGAGCAGTACTCGTTGCTGCCGCACGCGCCACCAGA
CATAATAGCTGACAGACTAACAGACTGTTICCITTICAATGGGTCTITTTATGCAGTCACCGTCCTIGACA
CGAAGCTTGCCACCATGGGCTCAAGCCACCATCACCACCACCATCATCACCACCACAGCAGCGGCGAG
AACTTGTACTTTCAAGGATCCGCTGAGCCCCGCCAGGAGTTCGAAGTGATGGAAGATCACGCTGGGAC
GTACGGGTTGGGGGACAGGAAAGATCAGGGGGGCTACACCATGCACCAAGACCAAGAGGGTGACACGG
ACGCTGGCCTGAAAGAATCTCCCCTGCAGACCCCCACTGAGGACGGATCTGAGGAACCGGGCTCTGAA
ACCTCTGATGCTAAGAGCACTCCAACAGCGGAAGATGTGACAGCACCCTTAGTGGATGAGGGAGCTCC
CGGCAAGCAGGCTGCCGCGCAGCCCCACACGGAGATCCCAGAAGGAACCACAGCTGAAGAAGCAGGCA
TTGGAGACACCCCCAGCCTGGAAGACGAAGCTGCTGGTCACGTGACCCAAGCTCGCATGGTCAGTAAA
AGCAAAGACGGGACTGGAAGCGATGACAAAAAAGCCAAGGGGGCTGATGGTAAAACGAAGATCGCCAC
ACCGCGGGGAGCAGCCCCTCCAGGCCAGAAGGGCCAGGCCAACGCCACCAGGATTCCAGCAAAAACCC
CGCCCGCTCCAAAGACACCACCCAGCTCTGGTGAACCTCCAAAATCAGGGGATCGCAGCGGCTACAGC
AGCCCCGGCTCCCCAGGCACTCCCGGCAGCCGCTCCCGCACCCCGTCCCTTCCAACCCCACCCACCCG
GGAGCCCAAGAAGGTGGCAGTGGTCCGTACTCCACCCAAGTCGCCGTCTTCCGCCAAGAGCCGCCTGC
AGACAGCCCCCGTGCCCATGCCAGACCTGAAGAATGTCAAGTCCAAGATCGGCTCCACTGAGAACCTG
AAGCACCAGCCGGGAGGCGGGAAGGTGCAGATAATTAATAAGAAGCTGGATCTTAGCAACGTCCAGTC
CAAGTGTGGCTCAAAGGATAATATCAAACACGTCCCGGGAGGCGGCAGTGTGCAAATAGTCTACAAAC
CAGTTGACCTGAGCAAGGTGACCTCCAAGTGTGGCTCATTAGGCAACATCCATCATAAACCAGGAGGT
GGCCAGGTGGAAGTAAAATCTGAGAAGCTAGACTTCAAGGACAGAGTCCAGTCGAAGATTGGGTCCCT
GGACAATATCACCCACGTCCCTGGCGGAGGAAATAAAAAGATTGAAACCCACAAGCTGACCTTCCGCG
AGAACGCCAAAGCCAAGACAGACCACGGGGCGGAGATCGTGTACAAGTCGCCAGTGGTGTCTGGGGAC
ACGTCTCCACGGCATCTCAGCAATGTCTCCTCCACCGGCAGCATCGACATGGTAGACTCGCCCCAGCT
CGCCACGCTAGCTGACGAGGTGTCTGCCTCCCTGGCCAAGCAGGGTTTGTGACTCGAGGAGAACTTGT
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ACTTCCAGGGAAGTGGTGGCAGTCATCACCATCACCATCACCATCACCATCACTGAGAATTCATTGAT
CATAATCAGCCATACCACATTTGTAGAGGTTITACTTIGCTTTAAAAAACCTCCCACACCTCCCCCTIGA
ACCTGAAACATAAAATGAATGCAATTGTITGTTGTTAACTIGTITTATTIGCAGCTTATAATGGTTACAAA
TAAAGCAATAGCATCACAAATTTCACAAATAAAGCATTTITTITCACTGCATTICTAGTIGTGGTITGIC
CAAACTCATCAATGTATCTTATCATGTCTIGAATCCTCTACGCCGGACGCATCGTGGCCGGCATCACCG
GCGCCACAGGTGCGGTTGCTGGCGCCTATATCGCCGACATCACCGATGGGGAAGATCGGGCTCGCCAC
TTCGGGCTCATGAGCGCTTIGTTTICGGCGTGGGTATGGTGGCAGGCCCCGTGGCCGGGGGACTGTTGGG
CGCCATCTICCTITGCATGCACCATTCCTTGCGGCGGCGGTGCTCAACGGCCTCAACCTACTACTGGGCT
GCTTCCTAATGCAGGAGTCGCATAAGGGAGAGCGTCGACTGGGGCGCCCTICTIGGTAAGGTTGGGAAGC
CCTGCAAAGTAAACTGGATGGCTTTCTCGCCGCCAAGCATCTGATGGCGCAGGGGATCAAGCTCTGAT
CAAGAGACAGGATGAGGATCGTTTCGCATGATTGAACAAGATGGATTGCACGCAGGTTCTCCGGCCGL
TTGGGTGGAGAGGCTATTCGGCTATGACTGGGCACAACAGACAATCGGCTGCTCTGATGCCGCCGTIGT
TCCGGCTGTCAGCGCAGGGGCGCCCGGTTCTTTTTGTCAAGACCGACCTGTCCGGTGCCCTGAATGAA
CTGCAAGACGAGGCAGCGCGGCTATCGTGGCTGGCCACGACGGGCGTTICCTTGCGCAGCAGTGCTCGA
CGTTGTCACTGAAGCGGGAAGGGACTGGCTGCTATTGGGCGAAGTGCCGGGGCAGGATCTCCTGTCAT
CTCACCTIGCTCCTGCCGAGAAAGTATCCATCATGGCTGATGCAATGCGGCGGCTGCATACGCTTGAT
CCGGCTACCTGCCCATTCGACCACCAAGCGAAACATCGCATCGAGCGAGCACGTACTCGGATGGAAGC
CGGTCTTGTCGATCAGGATGATCTGGACGAAGAGCATCAGGGGCTCGCGCCAGCCGAACTGTTCGCCA
GGCTCAAGGCGAGCATGCCCGACGGCGAGGATCTCGTCGTGACCCACGGCGATGCCTGCTTGCCGAAT
ATCATGGTGGAAAATGGCCGCTTITTICTGGATTCATCGACTGTGGCCGGCTGGGTGTGGCGGACCGCTA
TCAGGACATAGCGTTGGCTACCCGTIGATATTGCTGAAGAGCTTGGCGGCGAATGGGCTGACCGCTTCC
TCGTIGCTTTACGGTATCGCCGCTCCCGATTICGCAGCGCATCGCCTICTATCGCCTTICTTGACGAGTIC
TTCIGAATTATTAACGCTTACAATTITCCTGATGCGGTATTTICTICCTTACGCATCTGTGCGGTATTIC
ACACCGCATCAGGTGGCACTTTICGGGGAAATGTGCGCGGAACCCCTATTTGTTITATTITICTAAATA
CATTCAAATATGTATCCGCTICATGAGACAATAACCCTGATAAATGCTTICAATAATAGCACGTGCTAAA
ACTTCATTTTTAATTTAAAAGGATCTAGGTGAAGATCCTITTTGATAATCTCATGACCAAAATCCCTT
AACGTGAGTTTTCGTTICCACTGAGCGTCAGACCCCGTAGAAAAGATCAAAGGATCTTCTITGAGATCCT
TTITTITTCTGCGCGTAATCTGCTGCTTGCAAACAAAAAAACCACCGCTACCAGCGGTGGTTTGTTITGCC
GGATCAAGAGCTACCAACTCTTITTTCCGAAGGTAACTGGCTTCAGCAGAGCGCAGATACCAAATACTG
TTICTTCTAGTGTAGCCGTAGTTAGGCCACCACTTCAAGAACTCTGTAGCACCGCCTACATACCTICGCT
CTGCTAATCCTIGTITACCAGTIGGCTGCTGCCAGTGGCGATAAGTCGTGTCTTACCGGGTTGGACTCAAG
ACGATAGTTACCGGATAAGGCGCAGCGGTCGGGCTGAACGGGGGGTTICGTGCACACAGCCCAGCTTGG
AGCGAACGACCTACACCGAACTGAGATACCTACAGCGTGAGCTATGAGAAAGCGCCACGCTTCCCGAA
GGGAGAAAGGCGGACAGGTATCCGGTAAGCGGCAGGGTCGGAACAGGAGAGCGCACGAGGGAGCTTICC
AGGGGGAAACGCCTIGGTATCTTTATAGTICCTGTCGGGTTICGCCACCTCTGACTTGAGCGTCGATTTT
TGTGATGCTCGTCAGGGGGGCGGAGCCTATGGAAAAACGCCAGCAACGCGGCCTTTTTACGGTICCTIG
GCCTTTTGCTGGCCTTITTIGCTCACATGTICTT
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Figure 16

A) Expressed amino acid sequence of pMH 10His-TEV-hTau iso2(1-441),
incorporating 10His tag-TEV site — hTau (1-441) (SEQ ID No.: 52)

MGSSHHHHHHHHHHSSGENLYFQGSAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQDQEGDTDAGLK
ESPLOQTPTEDGSEEPGSETSDAKSTPTAEDVTAPLVDEGAPGKQAAAQPHTEIPEGTTAEEAGIGDTP
SLEDEAAGHVTQARMVSKSKDGTGSDDKKAKGADGKTKIATPRGAAPPGQKGQANATRIPAKTPPAPK
TPPSSGEPPKSGDRSGYSSPGSPGTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAKSRLQTAPVYV
PMPDLKNVKSKIGSTENLKHQPGGGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGSVQIVYKPVDLS
KVISKCGSLGNIHHKPGGGQVEVKSEKLDFKDRVQSKIGSLDNITHVPGGGNKKIETHKLTFRENAKA
KTDHGAEIVYKSPVVSGDTSPRHLSNVSSTGSIDMVDSPQLATLADEVSASLAKQGL

B) Final sequence of pMH 10His-TEV-hTau iso2(1-441) after TEV cleavage
(SEQ ID No.: 53):

GSAEPRQEFEVMEDHAGTYGLGDRKDQGGY TMHQDQEGDTDAGLKESPLQTPTEDGSEEPGSETSDAK
STPTAEDVTAPLVDEGAPGKQAAAQPHTEIPEGTTAEEAGIGDTPSLEDEAAGHVTIQARMVSKSKDGT
GSDDKKAKGADGKTKIATPRGAAPPGQKGQANATRIPAKTPPAPKTPPSSGEPPKSGDRSGYSSPGSP
GTPGSRSRTPSLPTPPTREPKKVAVVRTPPKSPSSAKSRLQTAPVPMPDLKNVKSKIGSTENLKHQPG
GGKVQIINKKLDLSNVQSKCGSKDNIKHVPGGGSVQIVYKPVDLSKVISKCGSLGNIHHKPGGGQVEVYV
KSEKLDFKDRVQSKIGSLDNITHVPGGGNKKIETHKLTFRENAKAKTDHGAEIVYKSPVVSGDTSPRH
LSNVSSTGSIDMVDSPQLATLADEVSASLAKQGL
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Figure 17
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