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Figure 1

D1.3 Sequence

CATATGAAATACCTATTGCCTACGGCAGCCGCTGGATTGTTATTACTCGCTGCCCAA
CCAGCGATGGCCCAGGTGCAGCTGCAGGAGTCAGGACCTGGCCTGGTGGCGCCCT
CACAGAGCCTGTCCATCACATGCACCGTCTCAGGGTTCTCATTAACCGGCTATGGTG
TAAACTGGGTTCGCCAGCCTCCAGGAAAGGGTCTGGAGTGGCTGGGAATGATTTGG
GGTGATGGAAACACAGACTATAATTCAGCTCTCAAATCCAGACTGAGCATCAGCAAG
GACAACTCCAAGAGCCAAGTTTTCTTAAAAATGAACAGTCTGCACACTGATGACACAG
CCAGGTACTACTGTGCCAGAGAGAGAGATTATAGGCTTGACTACTGGGGCCAAGGG
ACCACGGTCACCGTCTCCTCAGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGC
ACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAG
GACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGG
CGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGT
GGTGACTGTGCCCTCCAGTAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCA
CAACCCCAGCAACACCAAGGTCGACAAGAAAGTTGAGCCCAAATCTTCAACTAAGAC
GCACACATCAGGAGGTGAACAGAAGCTCATCTCAGAAGAGGATCTGAATTAATAAGG
GAGCTTGCATGCAAATTCTATTTCAAGGAGACAGTCATAATGAAATACCTATTGCCTA
CGGCAGCCGCTGGATTGTTATTACTCGCTGCCCAACCAGCGATGGCCGACATCGAG
CTCACCCAGTCTCCAGCCTCCCTTTCTGCGTCTGTGGGAGAAACTGTCACCATCACA
TGTCGAGCAAGTGGGAATATTCACAATTATTTAGCATGGTATCAGCAGAAACAGGGA
AAATCTCCTCAGCTCCTGGTCTATTATACAACAACCTTAGCAGATGGTGTGCCATCAA
GGTTCAGTGGCAGTGGATCAGGAACACAATATTCTCTCAAGATCAACAGCCTGCAAC
CTGAAGCTTTTGGGAGTTATTACTGTCAACATTTTTGGAGTACTCCTCGGACGTTCGG
TGGAGGGACCAAGCTCGAGATCAAACGGACTGTGGCTGCACCATCTGTCTTCATCTT
CCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTGCCTGCTGAA
TAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATAACGCCCTCCAATC
GGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAGGACAGCACCTACAGCC
TCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGAGAAACACAAAGTCTACGCC
TGCGAAGTCACCCATCAGGGCCTGAGTTCGCCCGTCACAAAGAGCTTCAACCGCGG
AGAGTCATAGTAAGGATCC




2/16

Figure 2
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Figure 3
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Arrow denotes hTNFa band

Lane 6: CLDO038: 2h incubation (pre-induction)
Lane 5: CLDO038: 4h incubation (pre-induction)
Lane 4: CLDQ38: 1h post IPTG induction
Lane 3: CLD038: 2h post IPTG induction
Lane 2: CLDO038: 3h post IPTG induction
Lane 1: CLDO38: 4h post IPTG induction
Lane 7: Molecular weight markers
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Figure 4
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Figure 5

D1.3-A5B7 Bispecific Single Chain Tetravalent Diabody (bsctDb) Sequence (SEQ ID
NO 22)

CATATGAAAAAGACAGCTATCGCGATTGCAGTGGCACTGGCTGGTTTCGCTACCGTA
GCTCAAGCCCAGGTGCAGCTGCAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCAC
AGAGCCTGTCCATCACATGCACCGTCTCAGGGTTCTCATTAACCGGCTATGGTGTAA
ACTGGGTTCGCCAGCCTCCAGGAAAGGGTCTGGAGTGGCTGGGAATGATTTGGGGT "
GATGGAAACACAGACTATAATTCAGCTCTCAAATCCAGACTGAGCATCAGCAAGGAC
AACTCCAAGAGCCAAGTTTTCTTAAAAATGAACAGTCTGCACACTGATGACACAGCCA
GGTACTACTGTGCCAGAGAGAGAGATTATAGGCTTGACTACTGGGGCCAAGGGACC
ACGGTCACCGTCTCCTCAGCCTCCACCAAGGGCCCATCGAGCGCCAAAACCACCCC
GGACATCGAGCTCTCCCAGTCTCCAGCAATCCTGTCTGCATCTCCAGGGGAGAAGG
TCACAATGACTTGCAGGGCCAGCTCAAGTGTAACTTACATTCACTGGTACCAGCAGA
AGCCAGGATCCTCCCCCAAATCCTGGATTTATGCCACATCCAACCTGGCTTCTGGAG
TCCCTGCTCGCTTCAGTGGCAGTGGGTCTGGGACCTCTTACTCTCTCACAATCAGCA
GAGTGGAGGCTGAAGATGCTGCCACTTATTACTGCCAACATTGGAGTAGTAAACCAC
CGACGTTCGGTGGAGGCACCAAGCTCGAGATCAAACGGACTGTGCGCGCCGATGC
CGCCCCGACCGTGCAGGTGCAGCTGCAGGAATCTGGTGGTGGCTTAGTTCAACCTG
GTGGTTCCCTGAGACTCTCCTGTGCAACTTCTGGGTTCACCTTCACTGATTACTACAT
GAACTGGGTCCGCCAGCCTCCAGGAAAGGCACTTGAGTGGTTGGGTTTTATTGGAA
ACAAAGCTAATGGTTACACAACAGAGTACAGTGCATCTGTGAAGGGTCGGTTCACCA
TCTCCAGAGATAAATCCCAAAGCATCCTCTATCTTCAAATGAACACCCTGAGAGCTGA
GGACAGTGCCACTTATTACTGTACAAGAGATAGGGGGCTACGGTTCTACTTTGACTA
CTGGGGCCAAGGCACCACGGTCACCGTCTCCTCAGCCTCCACCAAGGGCCCATCGA
GCGCCAAAACCACCCCGGACATCGAGCTCACCCAGTCTCCAGCCTCCCTTTCTGCG
TCTGTGCCAGAAACTGTCACCATCACATGTCGAGCAAGTGGGAATATTCACAATTATT
TAGCATGGTATCAGCAGAAACAGGGAAAATCTCCTCAGCTCCTGGTCTATTATACAAC
AACCTTAGCAGATGGTGTGCCATCAAGGTTCAGTGGCAGTGGATCAGGAACACAATA
TTCTCTCAAGATCAACAGCCTGCAACCTGAAGCTTTTGGGAGTTATTACTGTCAACAT
TTTTGGAGTACTCCTCGGACGTTCGGTGGAGGGACCAAGCTCGAGATCAAACGGAC
TGTGGGATCCGAACAAAAGCTGATCTCAGAAGAAGACCTAAACTCATGATAAGCGGC
CGC
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Figure 6
GST-3C Fusion Sequence (SEQ ID NO 23)

CATATGTCCCCTATACTAGGTTATTGGAAAATTAAGGGCCTTGTGCAACCCACTCGAC
TTCTTTTGGAATATCTTGAAGAAAAATATGAAGAGCATTTGTATGAGCGCGATGAAGG
TGATAAATGGCGAAACAAAAAGTTTGAATTGGGTTTGGAGTTTCCCAATCTTCCTTAT

TATATTGATGGTGATGTTAAATTAACACAGTCTATGGCCATCATACGTTATATAGCTGA
CAAGCACAACATGTTGGGTGGTTGTCCAAAAGAGCGTGCAGAGATTTCAATGCTTGA

AGGAGCGGTTTTGGATATTAGATACGGTGTTTCGAGAATTGCATATAGTAAAGACTTT ’

GAAACTCTCAAAGTTGATTTTCTTAGCAAG CTACCTGAAATGCTGAAAATGTTCGAAG
ATCGTTTATGTCATAAAACATATTTAAATGGTGATCATGTAACCCATCCTGACTTCATG
TTGTATGACGCTCTTGATGTTGTTTTATACATGGACCCAATGTGCCTGGATGCGTTCC
CAAAATTAGTTTGTTTTAAAAAACGTATTGAAGCTATCCCACAAATTGATAAGTACTTG
AAATCCAGCAAGTATATAGCATGGCCTTTGCAGGGCTGGCAAGCCACGTTTGGTGGT
GGCGACCATCCTCCAAAATCGGATCTGGTTCCGCGTGGATCCGGACCAAACACAGA
ATTTGCACTATCCCTGTTAAGGAAAAACATAATGACTATAACAACCTCAAAGGGAGAG
TTCACAGGGTTAGGCATACATGATCGTGTCTGTGTGATACCCACACACGCACAGCCT
GGTGATGATGTACTAGTGAATGGTCAGAAAATTAGAGTTAAGGATAAGTACAAATTAG
TAGATCCAGAGAACATTAATCTAGAGCTTACAGTGTTGACTTTAGATAGAAATGAAAA
ATTCAGAGATATCAGGGGATTTATATCAGAAGATCTAGAAGGTGTGGATGCCACTTTG
GTAGTACATTCAAATAACTTTACCAACACTATCTTAGAAGTTGGCCCTGTAACAATGG
CAGGACTTATTAATTTGAGTAGCACCCCCACTAACAGAATGATTCGTTATGATTATGC
AACAAAAACTGGGCAGTGTGGAGGTGTGCTGTGTGCTACTGGTAAGATCTTTGGTAT
TCATGTTGGCGGTAATGGAAGACAAGGATTTTCAGCTCAACTTAAAAAACAATATTTT
GTAGAGAAACAATAAGAATTCC

R
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Figure 7
interferon a2 Sequence (SEQ ID NO 24)

CATATGATGTGTGATCTGCCGCAAACTCATAGCCTGGGTAGCCGTCGCACCCTGATG
CTGCTGGCCCAAATGCGCCGTATCTCCCTGTTCTCCTGTCTGAAAGACCGCCATGAC
TTTGGCTTCCCGCAGGAAGAGTTCGGTAACCAGTTCCAAAAGGCAGAAACTATCCCG
GTACTGCACGAAATGATTCAACAGATTTTTAACCTGTTCAGCACTAAAGACTCCTCT
GCTGCATGGGACGAAACTCTCCTGGACAAATTCTACACCGAACTGTACCAGCAACTG
AACGACCTGGAAGCCTGCGTCATCCAGGGTGTTGGCGTAACCGAAACTCCGCTGAT
GAAAGAAGACTCCATCCTGGCTGTTCGCAAATACTTCCAGCGTATCACCCTGTACCT. .
GAAAGAGAAGAAATACAGCCCGTGCGCTTGGGAAGTTGTACGCGCTGAAATCATGC
GTTCCTTCAGCCTGTCCACTAACCTGCAAGAATCTCTGCGTAGCAAAGAATAACTCG
AG

Figure 8

Erythropoietin (EPO) Sequence (SEQ ID NO 25)

CATATGGCTCCGCCACGTCTGATTTGTGACTCTCGCGTTCTGGAGCGTTACCTGCTG
GAGGCCAAGGAAGCCGAAAACATCACGACCGGTTGTGCGGAACATTGCTCTCTGAA
TGAGAACATCACTGTTCCGGATACGAAGGTTAACTTCTACGCTTGGAAACGTATGGA
AGTAGGCCAGCAGGCAGTAGAAGTGTGGCAGGGTCTGGCGCTGCTGTCCGAAGCG
GTTCTGCGTGGCCAGGCGCTGCTGGTCAACTCCAGCCAGCCGTGGGAGCCGCTGC
AGCTGCACGTAGATAAAGCGGTTAGCGGTCTGCGTTCCCTGACTACCCTGCTGCGC
GCGCTGGGTGCGCAAAAAGAAGCTATCTCCCCGCCAGATGCGGCATCTGCAGCCCC
GCTGCGTACCATCACTGCAGATACTTTCCGCAAGCTGTTTCGTGTTTATTCCAACTTC
CTGCGTGGTAAACTGAAGCTGTACACCGGTGAAGCGTGCCGTACCGGCGATCGTTA
ATAAACTCGAG
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Figure 9
L-2-Haloalkanoate Dehalogenase (hadl) Sequence (SEQ ID NO 26)

CATATGAAGGAAATAACCAATGAAAAACATCCAAGGTATCGTTTTCGATTTGTATGGC
ACGCTCTACGACGTGCATTCCGTGGTGCAAGCCTGTGAAGAGGTCTATCCGGGCCA
AGGCGACGCTATTTCTCGCCTCTGGCGGCAAAAGCAATTGGAATACACCTGGCTCAG
GAGCCTCATGGGCCGTTACGTGAACTTTGAGAAAGCAACAGAGGATGCCTTGCGCTT
TACCTGCACGCATCTGGGCTTGTCGCTCGATGATGAAACCCACCAGCGCCTCAGTGf_ ;
ATGCTTATTTGCACCTCACCCCTTATGCCGATACAGCTGACGCCGTTCGCCGTTTGA
AAGCTGCGGGCCTACCGCTAGGCATCATTTCAAATGGTTCTCATTGCTCGATCGAGC
AAGTCGTGACTAACTCTGAAATGAATTGGGCGTTCGATCAGCTGATCAGCGTCGAGG
ATGTGCAAGTGTTCAAACCTGATAGTCGCGTCTATAGCCTTGCCGAGAAGCGCATGG
GTTTTCCAAAGGAAAACATCCTCTTCGTTTCGTCAAACGCGTGGGATGCGAGTGCAG
CCAGTAACTTTGGTTTCCCGGTTTGCTGGATCAATCGGCAGAACGGCGCGTTTGATG
AGCTGGATGCAAAGCCGACACACGTCGTGCGTAATCTCGCCGAAATGTCGAACTGG
CTGGTTAATTCGCTCGATTAATGAAGGATCC




9/16

Figure 10
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Arrow denotes position for HadL protein

Lane 1: Molecular weight markers

Lane 2: Flask 1 - CLDO75 pre-induction

Lane 3: Flask 2 - CLCO75 pre-induction

Lane 4: Flask 1 - CLDO75, 6h culture, 3h post 0.5mM IPTG induction
Lane 5: Flask 2 - CLDQ785, 6h culture, no induction

Lane 6: Flask 1 - CLDO75, 23h culture, 20h post 0.5mM IPTG induction
Lane 7: Flask 2 - CLDO75, 23h culture, no induction

Lane 8: Molecular weight markers
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Figure 11
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Figure 12
hCMV Promoter and Lac Operator Sequence (SEQ ID NO 33)

CATATGCCAAGTCCGCCCCCTATTGACGTCAATGACGGTAAATGGCCCGCCTGGCAT
TATGCCCAGTACATGACCTTACGGGACTTTCCTACTTGGCAGTACATCTACGTATTAG
TCATCGCTATTATACCATGGTGATGCGGTTTTGGCAGTACACCAATGGGCGTGGATA
GCGGTTTGACTCACGGGGATTTCCAAGTCTCCACCCCATTGACGTCAATGGGAGTTT
GTTTTGGCACCAAAATCAACGGGACTTTCCAAAATGTCGTAATAACCCCGCCCCGTT
GACGCAAATGGGGAATTGTGAGCGCTCACAATTCCTCTATATAAGCAGAGCTCGTTT
AGTGAACCGTCAGATCACTAGATGCGTACAGTCCGATGACTTGCATGGAATTGTGAG
CGCTCACAATTCCAAGCTTTATTGCGGTATAGGCTAGC
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Figure 13

IgG Fe¢ Sequence (SEQ ID NO 34)

ATGGAGACAGACACACTCCTGCTATGGGTACTGCTGCTCTGGGTTCCAGGTTCCACT
GGTGACGCGGCCCAGCCGGCCAGGCGCGCGCGCCGTACGTACAAGCTTGGATCCG
CAGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAAC
TCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGA
TCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGCGACGTGACGCCACGAAGACCET
GAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAAA
GCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGTC
CTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAAGC
CCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGAAC
CACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCAGC
CTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAGAG
CAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGACG
GCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGGGG
AACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAGAAG
AGCCTCTCCCTGTCTCCGGGTAAATGA
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Figure 14
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Figure 156

Clone Sequence 1 used in Example 20 (SEQ ID NO 35)

CTCGAGGCATGTGCTCTGTATCGTATATAAAACTCTTGTTTTCTTCTTTTCTCTAAATATT
CTTTCCTTATACATTAGGACCTTTGCAGCATAAATTACTATACTTCTATAGACACGCAA
ACACAAATACACACACTAAATGGCGGAGCTGAATTACATTCCCAACCGCGTGGCACA
ACAACTGGCGGGCAAACAGTCGTTGCTGATTGGCGTTGCCACCTCCAGTCTGGCCC

TGCACGCGCCGTCGCAAATTGTCGCGGCGATTAAATCTCGCGCCGATCAACTGGGT _
GCCAGCGTGGTGGTGTCGATGGTAGAACGAAGCGGCGTCGAAGCCTGTAAAGCGG |
CGGTGCACAATCTTCTCGCGCAACGCGTCAGTGGGCTGATCATTAACTATCCGCTGG
ATGACCAGGATGCCATTGCTGTGGAAGCTGCCTGCACTAATGTTCCGGCGTTATTTC

TTGATGTCTCTGACCAGACACCCATCAACAGTATTATTTTCTCCCATGAAGACGGTAC
GCGACTGGGCGTGGAGCATCTGGTCGCATTGGGTCACCAGCAAATCGCGCTGTTAG
CGGGCCCATTAAGTTCTGTCTCGGCGCGTCTGCGTCTGGCTGGCTGGCATAAATATC
TCACTCGCAATCAAATTCAGCCGATAGCGGAACGGGAAGGCGACTGGAGTGCCATG

TCCGGTTTTCAACAAACCATGCAAATGCTGAATGAGGGCATCGTTCCCACTGCGATG

CTGGTTGCCAACGATCAGATGGCGCTGGGCGCAATGCGCGCCATTACCGAGTCCGG
GCTGCGCGTTGGTGCGGATATCTCGGTAGTGGGATACGACGATACCGAAGACAGCT

CATGTTATATCCCGCCGTTAACCACCATCAAACAGGATTTTCGCCTGCTGGGGCAAA

CCAGCGTGGACCGCTTGCTGCAACTCTCTCAGGGCCAGGCGGTGAAGGGCAATCAG
CTTTTGCCCGTCTCACTGGTGAAAAGAAAAACCACCCTGGCGCCCAATACGCAAACC
GCCTCTCCCCGCGCGTTGGCCGATTCATTAATGCAGCTCGCACGACAGGTTTCCCG

ACTGGAAAGCGGGCAGTGACTCGAG
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Figure 16
Clone Sequence 2 used in Example 20 (SEQ ID NO 36)

GGATCCTAGGCAATAATTATGAGATAAATGGTGCAGCACTATTAAGTAGTGTGGATTT
CAATAATTTCCGAATTAGGAATAAATGCGCTAAATAGACATCCCGTTCTCTTTGGTAAT
CTGCATAATTCTGATGCAATATCCAACAACTATTTGTGCAATTATTTAACAAAATCCAA
TTAACTTTCCTAATTAGTCCTTCAATAGAACATCTGTATTCCTTTTTTTTATGAACACCT
TCCTAATTAGGCCATCAACGACAGTAAATTTTGCCGAATTTAATAGCTTCTACTGAAAA
ACAGTGGACCATGTGAAAAGATGCATCTCATTTATCAAACACATAATATTCAAGTGAG

CCTTACTTCAATTGTATTGAAGTGCAAGAAAACCAAAAAGCAACAACAGGTTTTGGAT -

AAGTACATATATAAGGGAATTGTGAGCGCTCACAATTCCTGTTACTGTTCTTACGATT
CATTTACGATTCAAGAATAGTTCAAACAAGAAGATTACAAACTATCAATGGAATTGTGA
GCGCTCACAATTCCAAGAATGAGATTTCCTTCAATTTTITACTGCTGTTTTATTCGCAGC
ATCCTCCGCATTAGCTGCTCCAGTCAACACTACAACAGAAGATGAAACGGCACAAAT
TCCGGCTGAAGCTGTCATCGGTTACTCAGATTTAGAAGGGGATTTCGATGTTGCTGT
TTTGCCATTTTCCAACAGCACAAATAACGGGTTATTGTTTATAAATACTACTATTGCCA
GCATTGCTGCTAAAGAAGAAGGGGTATCTCTCGAGAAAAGAGAGGCTGAAGCTGCT
CAAGAACCAGTTAAAGGTCCTGTGTCTACTAAGCCAGGTTCTTGTCCTATTATCTTGA
TTCGTTGCGCTATGTTAAACCCACCTAACCGTTGTTTGAAGGACACTGATTGTCCAGG
TATCAAAAAGTGCTGTGAAGGTTCCTGCGGTATGGCTTGTTTCGTTCCACAAGAACAA
AAACTCATCTCAGAAGAGGATCTGTAATAGCAGCTG

g
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Figure 17
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Lane 1: CLDO77 20h post induction
Lane 2: CLDO077 3h post induction
Lane 3: CLDO77 pre-induction
Lane 4: Molecular weight markers
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Figure 18. Plasmid map for pAVE013
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