WO 2016/169992

Figure 1

pH
6.0

5.0

4.0

3.0

2.0

Conductivity

1/31

Elution

PCT/EP2016/058774

<
T~

UV A280

A

VY

a7

43

140

145

150 mi



WO 2016/169992 PCT/EP2016/058774

2/31

Figure 2
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Figure 3

pH

70 |,

8.0

5.0

4.0

3.0

2.0

10

Elution

UV A280

35 40 45 50 55 60 65 mi



WO 2016/169992 PCT/EP2016/058774
4/31
Figure 4
35 . - 100
ot f > 5
Sl a0
3.0
80
e TOtal Protein
2.5 - 70 ww offfes » % Fc Monomer
& smflgens % FC Multimer
£ &0
£
g 50 9
o
= 15
E 40
1.0 - 30
20
0.5 -
‘..—-'-"E_--"‘-'——n—na 10
Eﬂﬂ"“--ﬁ""
0.0 0
Al A2 A3 Ad

Elution Fraction




WO 2016/169992 PCT/EP2016/058774

5/31

Figure 5
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Figure 6
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Figure 7
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Figure 8
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Figure 12

Monomer Dimer Trimer

Fab = Heavy and Light Chain of Fab with a disulfide bond between the heavy
and light chain and linkers joined to C-terminus of the constant region of the
heavy chain and light chain to join to the dsFv

dsFv = disulfide stabilised Fv and linkers to join to the Fab
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Figure 13

(a) Light chain variable region of antibody A26 specific to OX40 (SEQ ID NO:7)
DIQMTQSPSSLSASVGDRVTITCRATQSIYNALAWYQQKPGKAPKLLIYNANTLHTGVPSRFSA

SGSGIDSTLTISSLOPEDFATYYCQQYYDYPLTEFGGGTKVEIKR

(b) Heavy chain variable region of antibody A26 specific to OX40 (SEQ ID NO:8)
EVQLVESGGGLVQPGGSLRLSCAASGFTFTNYGIHWIRQAPGKGLEWVASISPSGGLTYYRDSV
KGRFTISRDDAKNSPYLQMNSLRAEDTAVYYCATGGEGIFDYWGQGTLVTVSS

(©)

CDRHI: NYGIH (SEQ ID NO:1)

CDRH2: SISPSGGLTYYRDSVKG (SEQ ID NO:2)
CDRH3: GGEGIFDY (SEQ ID NO:3)

CDRLI: RATQSIYNALA (SEQ ID NO:4)
CDRL2: NANTLHT (SEQ ID NO:5)

CDRL3: 0QYYDYPLT (SEQ ID NO:6)

(d) Light chain of anti-OX40 antibody Fab component (SEQ ID NO:9)
DIQMTQSPSSLSASVGDRVTITCRATQSIYNALAWYQQKPGKAPKLLIYNANTLHTGVPSRFSA

SGSGIDSTLTISSLOPEDFATYYCQQYYDYPLTEFGGGTKVEIKRTVAAPSVEFIFPPSDEQLKSG
TASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVY
ACEVTHQGLSSPVTKSENRGEC

(e) Heavy chain of anti-OX40 antibody Fab component (SEQ ID NO:10)
EVQLVESGGGLVQPGGSLRLSCAASGFTFTNYGIHWIRQAPGKGLEWVASISPSGGLTYYRDSV

KGRETISRDDAKNSPYLOMNSLRAEDTAVYYCATGGEGIFDYWGQGTLVTVSSASTKGPSVEPL
APSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTIVPSSS
LGTQTYICNVNHKP SNTKVDKKVEPKSC
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Figure 14

(a) Heavy chain of anti-albumin Fv component (SEQ ID NO:11)
EVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKCLEWIGI IWASGTTF YATWAKGRFTISRDNSKNT
VYLQMNSLRAEDTAVYYCARTVPGYSTAPYFDLWGQGTLVTVSS

(b) Light chain of anti-albumin Fv component (SEQ ID NO:12)
DIQMTQSPSSVSASVGDRVTITCOSSPSVWSNEFLSWYQOKPGKAPKLLIYEASKLTSGVP SRESGSGSGTDFTLTIS
SLOPEDFATYYCGGGYSSISDTTFGCGTKVEIKRT

(c) Linker 1 (SEQ ID NO:13)
SGGGGSGGGGTGGGGS

(d) Linker 2 (SEQ ID NO:14)
GGGGSGGGGSGGGGS

(e) A26 Fab Heavy-(G4S,G4T,G4S)-645dsFv(gH5) (SEQ ID NO:15)
EVOLVESGGGLVOPGGSLRLSCAASGFTFTNYGIHWIRQAPGKGLEWVASISPSGGLTYYRDSVKGREFTISRDDAKN
SPYLOMNSLRAEDTAVYYCATGGEGIFDYWGQGTLVIVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVIVPSSSLGTQTYICNVNHKP SNTKVDKKVEPKSCSGGGGSGGGGT
GGGGSEVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKCLEWIGI IWASGTTFYATWAKGREFTISRD
NSKNTVYLOMNSLRAEDTAVYYCARTVPGYSTAPYFDLWGQGTLVTIVSS

(f) A26 Fab Light-(3xG4S)-645dsFv(gL4) (SEQ ID NO:16)
DIOMTQSPSSLSASVGDRVTITCRATQSIYNALAWYQOKPGKAPKLLIYNANTLHTGVPSRFSASGSGTDSTLTISS
LOPEDFATYYCQQYYDYPLTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNAL
OSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGECGGGGSGGGGSGGGGSDI
OMTQSPSSVSASVGDRVTITCQOSSPSVWSNELSWYQQKPGKAPKLLIYEASKLTSGVPSREFSGSGSGTDFTLTISSL
QPEDFATYYCGGGYSSISDTTFGCGTKVEIKRT
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Figure 15

(a) 645gH1 heavy chain variable domain (SEQ ID NO:17)
EVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKCLEWIGI IWASGTTF YATWAKGRFTISRDSTTVY
LOMNSLRAEDTAVYYCARTVPGYSTAPYFDLWGQGTLVTVSS

(b) 645gL1 light chain variable domain (SEQ ID NO:18)
DIVMTQSPSSVSASVGDRVTITCQSSPSVWSNFLSWYQQKPGKAPKLLIYEASKLTSGVP SRFKGSGSGTDFTLTIS
SLOPEDFATYYCGGGYSSISDTTFGCGTKVEIK

()  A26 Fab Heavy-( 3xG4S)-645dsFv(gH1) (SEQ ID NO:19)
EVOLVESGGGLVOPGGSLRLSCAASGFTFTNYGIHWIRQAPGKGLEWVASISPSGGLTYYRDSVKGREFTISRDDAKN
SPYLOMNSLRAEDTAVYYCATGGEGIFDYWGQGTLVIVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVIVPSSSLGTQTYICNVNHKP SNTKVDKKVEPKSCSGGGGSGGGGS
GGGGSEVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKCLEWIGI IWASGTTFYATWAKGREFTISRD
STTVYLOMNSLRAEDTAVYYCARTVPGYSTAPYFDLWGQGTLVTIVSS

(d)  AZ26 Fab Light-(3xG4S)-645dsFv(gL1) (SEQ ID NO:20)
DIOMTQSPSSLSASVGDRVTITCRATQSIYNALAWYQOKPGKAPKLLIYNANTLHTGVPSRFSASGSGTDSTLTISS
LOPEDFATYYCQQYYDYPLTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNAL
OSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSEFNRGECSGGGGSGGGGSGGGGSD
IVMTQSPSSVSASVGDRVTITCQOSSPSVWSNELSWYQQOKPGKAPKLLIYEASKLTSGVPSRFKGSGSGTDFTLTISS
LOPEDFATYYCGGGYSSISDTTFGCGTKVEIK
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Figure 16

a) DNA encoding Heavy chain A26-645(gH5) including E.coli OmpA leader (SEQ ID NO:21)
ATGAAGAAGACTGCTATAGCGATCGCAGTGGCGCTAGCTGGTTTCGCCACCGTGGCGCAAGCTGAAGTTCAGCTGGT

CGAGTCTGGAGGCGGGCTTGTCCAGCCTIGGAGGGAGCCTGCGTCTCTCTTGTGCAGCAAGCGGTTTCACGTTCACCA
ACTACGGTATCCACTGGATTCGTCAGGCACCAGGTAAAGGTCTGGAATGGGTAGCCTICTATCTCTCCGICIGGTGGT
CTGACGTACTACCGTGACTCIGTICAAAGGTCGTTTCACCATCTCTCGTGATGACGCGAAAAACTCTCCGTACCTGCA
AATGAACTCICTGCGTGCAGAAGATACCGCAGTGTACTACTGCGCTACTGGTGGTGAAGGTATCTTCGACTACTGGG
GTCAGGGTACCCTGGTAACTGTICTICGAGCGCTTCTACAAAGGGCCCAAGCGTTTTCCCACTGGCTCCGTCCTCTAAA
TCCACCTCTGGTIGGTACGGCTGCACTGGGTTGCCTGGTGAAAGACTACTTCCCAGAACCAGTTACCGTGTICTTIGGAA
CTCTGGTGCACTGACCTICTIGGTGTTCACACCTITTCCAGCAGTTCTCCAGTCTTCTGGTCTGTACTCCCTGTCTAGCG
TGGTTACCGTTICCGICTIICTITCTCTGGGTACTCAGACCTACATCTGCAACGTCAACCACAAACCGTCCAACACCAAG
GTCGACAAAAAAGTCGAGCCGAAATCCIGTAGTGGAGGTGGGGGCTCAGGTGGAGGCGGGACCGGTGGAGGTGGCAG
CGAGGTTCAACTGCTTGAGTCTGGAGGAGGCCTAGTCCAGCCTGGAGGGAGCCTGCGTCTCTCTTGTGCAGTAAGCG
GCATCGACCTGAGCAATTACGCCATCAACTGGGTGAGACAAGCTCCGGGGAAGTGTTTAGAATGGATCGGTATAATA
TGGGCCAGTGGGACGACCTTTTATGCTACATGGGCGAAAGGAAGGTTTACAATTAGCCGGGACAATAGCAAAAACAC
CGTGTATCTCCAAATGAACTCCTTIGCGAGCAGAGGACACGGCGGTGTACTATTIGTGCTCGCACTGTCCCAGGTTATA
GCACTGCACCCTACTTCGATCTGTGGGGACAAGGGACCCTGGTGACTGTTTCAAGTTAA

b) DNA encoding Heavy chain A26-645(gH5) (SEQ ID NO:22)
GAAGTTCAGCTGGTCGAGTCTGGAGGCGGGCTTGTCCAGCCTGGAGGGAGCCTGCGTCTCTCTTGTGCAGCAAGCGG
TTTCACGTTCACCAACTACGGTATCCACTGGATTCGTCAGGCACCAGGTAAAGGTCTGGAATGGGTAGCCTCTATCT
CTCCGTCTGGTGGTCTGACGTACTACCGTGACTCTGTCAAAGGTCGTTTCACCATCTCTCGTGATGACGCGARAAAC
TCTCCGTACCTGCAAATGAACTCTCTGCGTGCAGAAGATACCGCAGTGTACTACTGCGCTACTGGTGGTGAAGGTAT
CTTCGACTACTGGGGTCAGGGTACCCTGGTAACTGTCTCGAGCGCTTCTACARAAGGGCCCAAGCGTTTTCCCACTGG
CTCCGTCCTCTAAATCCACCTCTGGTGGTACGGCTGCACTGGGTTGCCTGGTGARAGACTACTTCCCAGAACCAGTT
ACCGTGTCTTGGAACTCTGGTGCACTGACCTCTGGTGTTCACACCTTTCCAGCAGTTCTCCAGTCTTCTGGTCTGTA
CTCCCTGTCTAGCGTGGTTACCGTTCCGTCTTCTTCTCTGGGTACTCAGACCTACATCTGCAACGTCAACCACAAAC
CGTCCAACACCAAGGTCGACAAAAAAGTCGAGCCGAAATCCTGTAGTGGAGGTGGGGGCTCAGGTGGAGGCGGGACC
GGTGGAGGTGGCAGCGAGGTTCAACTGCTTGAGTCTGGAGGAGGCCTAGTCCAGCCTGGAGGGAGCCTGCGTCTCTC
TTGTGCAGTAAGCGGCATCGACCTGAGCAATTACGCCATCAACTGGGTGAGACAAGCTCCGGGGAAGTGTTTAGAAT
GGATCGGTATAATATGGGCCAGTGGGACGACCTTTTATGCTACATGGGCGAAAGGAAGGTTTACAATTAGCCGGGAC
AATAGCAAAAACACCGTGTATCTCCAAATGAACTCCTTGCGAGCAGAGGACACGGCGGTGTACTATTGTGCTCGCAC
TGTCCCAGGTTATAGCACTGCACCCTACTTCGATCTGTGGGGACAAGGGACCCTGGTGACTGTTTCAAGTTAA
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Figure 17

a) DNA encoding Light chain A26-645(gL4) including E.coli OmpA leader (SEQ ID NO:23)
ATGAARAAGACAGCTATCGCAATTGCAGTGGCGTTGGCTGGTTTCGCGACCGTTGCGCAAGCTGATATCCAGATGAC

CCAGAGCCCAAGCAGTCTCTICCGCCAGCGTAGGCGATCGTGTGACTATTACCTGTCGTGCAACCCAGAGCATCTACA
ACGCTICTIGGCTTIGGTATCAGCAGAAACCGGGTAAAGCGCCAAAACTCCTGATCTACAACGCGAACACTCTIGCATACT
GGTGTTCCGTCTCGTTTCTCTIGCGICIGGTTCTGGTACGGACTCTACTCTGACCATCTCCTCTCTCCAGCCGGAAGA
TTTCGCGACCTACTACTGCCAGCAGTACTACGATTACCCACTGACGTTTGGTGGTGGTACCAAAGTTGAGATCAAAC
GTACGGTTGCAGCTCCATCCGTICTTCATCTITTICCACCGTCTGACGAACAGCTCAAATCTGGTACTGCTTCTGTCGTT
TGCCTCCTGAACAACTICTATCCGCGTGAAGCGAAAGTCCAGTGGAAAGTCGACAACGCACTCCAGTICTIGGTAACTC
TCAGGAATCTGTGACCGAACAGGACTCCAAAGACTCCACCTACTCTCTGTCTAGCACCCTIGACTCTIGTCCAAAGCAG
ACTACGAGAAACACAAAGTGTACGCTTGCGAAGTTACCCATCAGGGTCTGAGCTCTICCGGTTACCAAATCCTTTAAT
AGAGGGGAGIGTIGGTGGCGGTGGCAGTGGTGGTGGAGGTTCCGGAGGTGGCGGTTCAGACATACAAATGACCCAGAG
TCCTTCATCGGTATCCGCGTCCGTTGGCGATAGGGTGACTATTACATGTCAAAGCTCTICCTAGCGTCTIGGAGCAATT
TTCTATCCTGGTATCAACAGAAACCGGGGAAGGCTCCAAAACTTCTGATTTATGAAGCCTCGAAACTCACCAGTGGA
GTTCCGTCAAGATTCAGTGGCTCTIGGATCAGGGACAGACTTCACGTTGACAATCAGTTCGCTGCAACCAGAGGACTT
TGCGACCTACTATTIGTIGGTIGGAGGTTACAGTAGCATAAGTGATACGACATTTGGGTGCGGTACTAAGGTGGAAATCA
AACGTACCTAA

b) DNA encoding Light chain A26-645(gL4) (SEQ ID NO:24)
GATATCCAGATGACCCAGAGCCCAAGCAGTCTCTCCGCCAGCGTAGGCGATCGTGTGACTATTACCTGTCGTGCAAC
CCAGAGCATCTACAACGCTCTGGCTTGGTATCAGCAGAAACCGGGTAAAGCGCCAAAACTCCTGATCTACAACGCGA
ACACTCTGCATACTGGTGTTCCGTCTCGTTTCTCTGCGTCTGGTTCTGGTACGGACTCTACTCTGACCATCTCCTCT
CTCCAGCCGGAAGATTTCGCGACCTACTACTGCCAGCAGTACTACGATTACCCACTGACGTTTGGTGGTGGTACCAA
AGTTGAGATCAAACGTACGGTTGCAGCTCCATCCGTCTTCATCTTTCCACCGTCTGACGAACAGCTCARAATCTGGTA
CTGCTTCTGTCGTTTGCCTCCTGAACAACTTCTATCCGCGTGAAGCGARAGTCCAGTGGAAAGTCGACAACGCACTC
CAGTCTGGTAACTCTCAGGAATCTGTGACCGAACAGGACTCCARAAGACTCCACCTACTCTCTGTCTAGCACCCTGAC
TCTGTCCAAAGCAGACTACGAGAAACACAAAGTGTACGCTTGCGAAGTTACCCATCAGGGTCTGAGCTCTCCGGTTA
CCAAATCCTTTAATAGAGGGGAGTGTGGTGGCGGTGGCAGTGGTGGTGGAGGT TCCGGAGGTGGCGGTTCAGACATA
CAAATGACCCAGAGTCCTTCATCGGTATCCGCGTCCGTTGGCGATAGGGTGACTATTACATGTCAAAGCTCTCCTAG
CGTCTGGAGCAATTTTCTATCCTGGTATCAACAGAAACCGGGGAAGGCTCCAAAACTTCTGATTTATGAAGCCTCGA
AACTCACCAGTGGAGTTCCGTCAAGATTCAGTGGCTCTGGATCAGGGACAGACTTCACGTTGACAATCAGTTCGCTG
CAACCAGAGGACTTTGCGACCTACTATTGTGGTGGAGGTTACAGTAGCATAAGTGATACGACATTTGGGTGCGGTAC
TAAGGTGGAAATCAAACGTACCTAA
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Figure 18

a) DNA encoding Heavy chain A26-645(gH5) including B72.3 leader sequence (SEQ ID NO:25)
ATGGAATGGTCCTGGGTCTTCCTGTTTTTCCTTTCTGTCACAACCGGGGTGCACAGCGAGGTGCAGCTCGTCGAGTC
TGGAGGCGGGCTTGTCCAGCCTGGAGGGAGCCTGCGTCTCTCTTGTGCAGCARGCGGTTTCACGTTCACCAACTACG
GTATCCACTGGATTCGTCAGGCACCAGGTAAAGGTCTGGAATGGGTAGCCTCTATCTCTCCGTCTGGTGGTCTGACG

TACTACCGTGACTCIGTICAAAGGTCGTTTCACCATCTCTCGTGATGACGCGAAAAACTCTCCGTACCTGCAGATGAA
CTCTCTGCGTGCAGAAGATACCGCAGTIGTACTACTGCGCTACTGGTGGTGAAGGTATCTTCGACTACTGGGGTCAGG
GTACCCTGGTAACTGTCTCAAGCGCTICTACAAAGGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACC
TCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTIGGAACTCAGG
CGCCCTGACCAGCGGCGTGCACACCTICCCGGCTGTCCTACAGTCCTCTGGACTCTACTCCCTCAGCAGCGTGGTGA
CCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGAC
AAGAAAGTTGAGCCCAAATCTTGTTCCGGAGGTGGCGGTTCCGGAGGTGGCGGTACCGGTGGCGGTGGATCCGAAGT
CCAGCTGCTTGAATCCGGAGGCGGACTCGTIGCAGCCCGGAGGCAGTCTTCGCTTGTCCTGCGCTGTATCTGGAATCG
ACCTGAGCAATTACGCCATCAACTGGGTGAGACAGGCACCTGGGAAATGCCTCGAATGGATCGGCATTATATGGGCT
AGTGGGACGACCTTTTATGCTACATGGGCGAAGGGTAGATTCACAATCTCACGGGATAATAGTAAGAACACAGTGTA
CCTGCAGATGAACTCCCTGCGAGCAGAGGATACCGCCGTTTACTATTGTGCTCGCACTGTCCCAGGTTATAGCACTG
CACCCTACTTTGATCTIGTGGGGGCAGGGCACTCTGGTCACCGTCTCGAGTTGA

b) DNA encoding Heavy chain A26-645(gH5) (SEQ ID NO:26)
GAGGTGCAGCTCGTCGAGTCTGGAGGCGGGCTTGTCCAGCCTGGAGGGAGCCTGCGTCTCTCTTGTGCAGCAAGCGG
TTTCACGTTCACCAACTACGGTATCCACTGGATTCGTCAGGCACCAGGTAAAGGTCTGGAATGGGTAGCCTCTATCT
CTCCGTCTGGTGGTCTGACGTACTACCGTGACTCTGTCAAAGGTCGTTTCACCATCTCTCGTGATGACGCGARAAAC
TCTCCGTACCTGCAGATGAACTCTCTGCGTGCAGAAGATACCGCAGTGTACTACTGCGCTACTGGTGGTGAAGGTAT
CTTCGACTACTGGGGTCAGGGTACCCTGGTAACTGTCTCAAGCGCTTCTACAAAGGGCCCATCGGTCTTCCCCCTGG
CACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTG
ACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCTGGACTCTA
CTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAGC
CCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTTCCGGAGGTGGCGGTTCCGGAGGTGGCGGTACC
GGTGGCGGTGGATCCGAAGTCCAGCTGCTTGAATCCGGAGGCGGACTCGTGCAGCCCGGAGGCAGTCTTCGCTTGTC
CTGCGCTGTATCTGGAATCGACCTGAGCAATTACGCCATCAACTGGGTGAGACAGGCACCTGGGAAATGCCTCGAAT
GGATCGGCATTATATGGGCTAGTGGGACGACCTTTTATGCTACATGGGCGAAGGGTAGATTCACAATCTCACGGGAT
AATAGTAAGAACACAGTGTACCTGCAGATGAACTCCCTGCGAGCAGAGGATACCGCCGTTTACTATTGTGCTCGCAC
TGTCCCAGGTTATAGCACTGCACCCTACTTTGATCTGTGGGGGCAGGGCACTCTGGTCACCGTCTCGAGTTGA
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Figure 19

a) DNA encoding Light chain A26-645(gL4) including B72.3 leader sequence (SEQ ID NO:27)
ATGTCAGTTCCCACACAGGTGCTGGGCCTGCTTCTGTTGTGGCTCACCGATGCTAGGTGTGATATCCAGATGACCCA

GAGTCCAAGCAGTCTCTCCGCCAGCGTAGGCGATCGTGTGACTATTACCTGTCGTGCAACCCAGAGCATCTACAACG
CTCTGGCTTGGTATCAGCAGAAACCGGGTAAAGCGCCAAAACTCCTGATCTACAACGCGAACACTCTGCATACCGGT
GTTCCGTCTCGTTTCTICTGCGTCTIGGTICIGGTACGGACTCTACTCTGACCATCTCCTCTCTGCAGCCGGAAGATTT
CGCGACCTACTACTGCCAGCAGTACTACGATTACCCACTGACGTTTGGTGGTGGTACCAAAGTTGAGATCAAACGTA
CGGTGGCTGCACCATCTIGTCTTCATCTTICCCCCCATCTGATGAGCAGTTGAAGTCTGGCACTGCCTCTGTTGTGTGC
CTGCTGAATAACTTCTACCCTAGAGAGGCCAAAGTCCAGTGGAAGGTGGATAACGCCCTTCAATCCGGAAACTCCCA
GGAGAGTGTCACTGAGCAGGACTCAAAGGACTCCACCTATAGCCTTAGCAGCACACTGACACTGAGCAAGGCTGACT
ACGAGAAACACAAGGTCTACGCCTGCGAAGTGACACATCAAGGCCTGAGCTCACCCGTGACAAAGAGCTTTAACAGG
GGAGAGTGTGGTGGAGGTGGCTCTGGCGGTGGTGGCTCCGCGAGGCGGAGGAAGCGACATCCAGATGACCCAGAGCCC
TTCCTCTGTAAGCGCCAGTGTCGGAGACAGAGTGACTATTACCTGCCAAAGCTCCCCTICAGTCTGGTICCAATTTTC
TATCCTGGTACCAGCAAAAGCCCGGAAAGGCTCCTAAATTGCTGATCTACGAAGCAAGCAAACTCACCAGCGGCGTG
CCCAGCAGGTTCAGCGGCAGTGGGTCTIGGAACTGACTTTACCCTGACAATCTCCTCACTCCAGCCCGAGGACTTCGC
CACCTATTACTGCGGTGGAGGTTACAGTAGCATAAGTGATACGACATTTGGATGCGGCACTAAAGTGGAAATCAAGC
GTACCTGA

b) DNA encoding Light chain A26-645(gL4) (SEQ ID NO:28)
GATATCCAGATGACCCAGAGTCCAAGCAGTCTCTCCGCCAGCGTAGGCGATCGTGTGACTATTACCTGTCGTGCAAC
CCAGAGCATCTACAACGCTCTGGCTTGGTATCAGCAGAAACCGGGTAAAGCGCCAAAACTCCTGATCTACAACGCGA
ACACTCTGCATACCGGTGTTCCGTCTCGTTTCTCTGCGTCTGGTTCTGGTACGGACTCTACTCTGACCATCTCCTCT
CTGCAGCCGGAAGATTTCGCGACCTACTACTGCCAGCAGTACTACGATTACCCACTGACGTTTGGTGGTGGTACCAA
AGTTGAGATCAAACGTACGGTGGCTGCACCATCTGTCTTCATCTTCCCCCCATCTGATGAGCAGT TGAAGTCTGGCA
CTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTACCCTAGAGAGGCCARAGTCCAGTGGAAGGTGGATAACGCCCTT
CAATCCGGAAACTCCCAGGAGAGTGTCACTGAGCAGGACTCAAAGGACTCCACCTATAGCCTTAGCAGCACACTGAC
ACTGAGCAAGGCTGACTACGAGAAACACAAGGTCTACGCCTGCGAAGTGACACATCAAGGCCTGAGCTCACCCGTGA
CAAAGAGCTTTAACAGGGGAGAGTGTGGTGGAGGTGGCTCTGGCGGTGGTGGCTCCGGAGGCGGAGGAAGCGACATC
CAGATGACCCAGAGCCCTTCCTCTGTAAGCGCCAGTGTCGGAGACAGAGTGACTATTACCTGCCAAAGCTCCCCTTC
AGTCTGGTCCAATTTTCTATCCTGGTACCAGCAAAAGCCCGGARAGGCTCCTAAATTGCTGATCTACGAAGCAAGCA
AACTCACCAGCGGCGTGCCCAGCAGGTTCAGCGGCAGTGGGTCTGGAACTGACTTTACCCTGACAATCTCCTCACTC
CAGCCCGAGGACTTCGCCACCTATTACTGCGGTGGAGGTTACAGTAGCATAAGTGATACGACATTTGGATGCGGCAC
TAAAGTGGAAATCAAGCGTACCTGA
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FIGURE 20 a

(a) Heavy chain variable domain of anti-albumin antibody (no ds) (SEQ ID NO:29)
EVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKGLEWIGI IWASGTTF YATWAKGRFTISRDNSKNT
VYLQMNSLRAEDTAVYYCARTVPGYSTAPYFDLWGQGTLVTVSS

(b) Heavy chain variable domain of anti-albumin antibody (ds) (SEQ ID NO:30)
EVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKCLEWIGT IWASGTTF YATWAKGRET I SRDNSKNT
VYLOMNSLRAEDTAVYYCARTVPGYSTAPYFDLWGQGTLVIVSS

(c) Light chain variable domain of anti-albumin antibody (no ds) (SEQ ID NO:31)
DIQMTQSPSSVSASVGDRVTITCQSSPSVWSNFLSWYQQKPGKAPKLLIYEASKLTSGVP SRESGSGSGTDFTLTIS
SLQPEDFATYYCGGGYSSISDTTFGGGTKVEIKRT

(d) Light chain variable domain of anti-aloumin antibody (ds) (SEQ ID NO:32)
DIQMTQSPSSVSASVGDRVTITCQSSPSVWSNFLSWYQQKPGKAPKLLIYEASKLTSGVP SRFSGSGSGTDFTLTIS
SLOPEDFATYYCGGGYSSISDTTFGCGTKVEIKRT

(e) Linker 1 (SEQ ID NO:33) SGGGGSGGGGTGGGGS
(f) Linker 2 (SEQ ID NO:34) GGGGSGGGGSGGGGS

645 gH5gL4 specific to albumin (SEQ ID NO: 35)
GAGGTTCAGCTGCTGGAGTCTGGAGGCGGGCTTGTCCAGCCTGGAGGGAGCCTGCGTCTCTCTTGTGCAGTAAGCGG
CATCGACCTGTCCAACTACGCGATTAACTGGGTACGTCAGGCACCGGGTARAGGTCTGGAATGGATCGGCATCATCT
GGGCCTCTGGTACGACCTTCTACGCTACTTGGGCCARAGGTCGTTTCACCATCTCCCGTGACAACTCTARAARACACC
GTGTACCTGCAGATGAACTCTCTGCGTGCGGAAGACACTGCGGTTTACTATTGCGCGCGTACCGTTCCGGGCTATTC
TACTGCACCGTACTTCGACCTGTGGGGTCAGGGTACTCTGGTTACCGTCTCGAGTGGAGGTGGCGGTTCTGGCGGTG
GCGGTTCCGGTGGCGGTGGATCGGGAGGTGGCGGTTCTGATATCCAGATGACCCAGAGTCCAAGCAGTGTTTCCGCC
AGCGTAGGCGATCGTGTGACTATTACCTGTCAGTCCTCTCCGAGCGTTTGGTCCAACTTCCTGAGCTGGTACCAGCA
GAAACCGGGTAAAGCCCCGAAACTGCTGATCTACGAGGCGTCTAAACTGACCTCTGGTGTACCGTCCCGTTTCTCTG
GCTCTGGCTCTGGTACGGACTTCACTCTGACCATCTCCTCTCTGCAGCCGGAAGACTTTGCAACGTACTACTGCGGT
GGTGGTTACTCTTCCATCTCTGACACCACGTTCGGTGGAGGCACCARAAGTTGAAATCAAACGTACGCATCACCATCA
CCATCACCATCACCATCAC

645 gH5gL4 specific to albumin (SEQ ID NO: 36)
EVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKGLEWIGI IWASGTTFYATWAKGRFTI SRDNSKNT
VYLOMNSLRAEDTAVYYCARTVPGYSTAPYFDLWGQGTLVTVSSGGGGSGGGGSGGGGSGGGGSDIQMTQSPSSVSA
SVGDRVTITCQSSPSVWSNFLSWYQQKPGKAPKLLIYEASKLTSGVPSRESGSGSGTDETLTISSLOPEDFATYYCG
GGYSSISDTTFGGGTKVEIKRTHHHHHHHHHH
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Figure 20 b

645 gH5gL4ds specific to albumin (SEQ ID NO: 37)
GAGGTTCAGCTGCTGGAGTCTGGAGGCGGGCTTGTCCAGCCTGGAGGGAGCCTGCGTCTCTCTTGTGCAGTAAGCGG
CATCGACCTGTCCAACTACGCGATTAACTGGGTACGTCAGGCACCGGGTARATGCCTGGAATGGATCGGCATCATCT
GGGCCTCTGGTACGACCTTCTACGCTACTTGGGCCARAGGTCGTTTCACCATCTCCCGTGACAACTCTARAARACACC
GTGTACCTGCAGATGAACTCTCTGCGTGCGGAAGACACTGCGGTTTACTATTGCGCGCGTACCGTTCCGGGCTATTC
TACTGCACCGTACTTCGACCTGTGGGGTCAGGGTACTCTGGTTACCGTCTCGAGTGGAGGTGGCGGTTCTGGCGGTG
GCGGTTCCGGTGGCGGTGGATCGGGAGGTGGCGGTTCTGATATCCAGATGACCCAGAGTCCAAGCAGTGTTTCCGCC
AGCGTAGGCGATCGTGTGACTATTACCTGTCAGTCCTCTCCGAGCGTTTGGTCCAACTTCCTGAGCTGGTACCAGCA
GAAACCGGGTAAAGCCCCGAAACTGCTGATCTACGAGGCGTCTAAACTGACCTCTGGTGTACCGTCCCGTTTCTCTG
GCTCTGGCTCTGGTACGGACTTCACTCTGACCATCTCCTCTCTGCAGCCGGAAGACTTTGCAACGTACTACTGCGGT
GGTGGTTACTCTTCCATCTCTGACACCACGTTCGGTTGTGGCACCAAAGTTGAAATCAAACGTACGCATCACCATCA
CCATCACCATCACCATCAC

645 gH5gL4ds specific to albumin (SEQ ID NO: 38)
EVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVRQAPGKCLEWIGI IWASGTTFYATWAKGRFTI SRDNSKNT
VYLOMNSLRAEDTAVYYCARTVPGYSTAPYFDLWGQGTLVTVSSGGGGSGGGGSGGGGSGGGGSDIQMTQSPSSVSA
SVGDRVTITCQSSPSVWSNFLSWYQQKPGKAPKLLIYEASKLTSGVPSRESGSGSGTDETLTISSLOPEDFATYYCG
GGYSSISDTTFGCGTKVEIKRTHHHHHHHHHH
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Figure 21
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Figure 22
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Figure 23
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Figure 25
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Figure 26
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Figure 27
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Figure 29

Fab(HC)-LHdsscFv Fab(HC)-HLdsscFv Fab(LC)-LHdsscFv Fab(LC)-HLdsscFv
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Figure 30
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