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ooon
SEQ ID | ik B3 (X7 VAF FESNIES 53 TH D)
NO:
100 gdsdlnk agatctctccggaggaggtggctcaggtggtggaggatctggaggaggtgggag
( Tg4s4) X tggtggaggtggttctaccggtctcgag
SEQ ID NO:
2122 1T
PR S %)
101 G4s5-1 agatctctccggaggaggtggctcaggtggtggaggatctggaggaggtggetce
(Tgas5] & aggtggtggaggatctggaggaggtgggagtaccggtctcgag
SEQ ID NO:
ZOS&W
i Y ()
102 G4s55-2 agatctctccggaggaggtggctcaggtggtggaggatctggaggaggtggete
(Teds5] X | aggtggtggaggatctggaggaggtgggagtctegag
SEQ ID NO:
2092 LT
(i Y A
103 3"hRNase | gtcgacggagctagcagccccgtgaacgtgagcagecccagegtgecaggatate
G88D ccttcecctgggcaaggaatcccgggccaagaaattccagecggcagecatatggac
tcagacagttcccccagcagcagcectccacctactgtaaccaaatgatgaggcgce
cggaatatgacacaggggcggtgcaaaccagtgaacacctttgtgcacgagccc
ctggtagatgtccagaatgtctgtttccaggaaaaggtcacctgcaagaacggg
cagggcaactgctacaagagcaactccagcatgcacatcacagactgccgectg
acaaacgactccaggtaccccaactgtgcataccggaccagecccgaaggagaga
cacatcattgtggcctgtgaagggagcccatatgtgccagtccactttgatget
tctgtggaggactctacctaataatctaga
104 hDNasel- gatatcctgaagatcgcagccttcaacatccagacatttggggagaccaagatyg
37— tccaatgccaccctcgtcagctacattgtgcagatcctgagecgctatgacatc
G1O5R:Al gccctggtccaggaggtcagagacagccacctgactgeccgtggggaagctgctyg
14F gacaacctcaatcaggatgcaccagacacctatcactacgtggtcagtgagcca
ctgggacggaacagctataaggagcgctacctgttcgtgtacaggcctgaccag
gtgtctgcggtggacagctactactacgatgatggectgecgageccectgecaggaac
gacaccttcaaccgagagccattcattgtcaggttcttetececcggttcacagag
gtcagggagtttgccattgttccecctgecatgecggececcecgggggacgcagtagece
gagatcgacgctctctatgacgtctacctggatgtccaagagaaatggggecttyg
gaggacgtcatgttgatgggcgacttcaatgegggectgcagectatgtgagaccc
tcccagtggtcatccatcececgectgtggacaagecccaccttceccagtggetgate
cccgacagcgctgacaccacagectacacccacgcactgtgectatgacaggatce
gtggttgcagggatgctgctccgaggcgcececgttgttcccgactcggetettceec
tttaacttccaggctgcctatggecctgagtgaccaactggcccaagccatcagt
gaccactatccagtggaggtgatgctgaagtgataatctaga
105 hDNasel- gatatcctgaagatcgcagccttcaacatccagacatttggggagaccaagatg
37 -WT tccaatgccaccctegtcagectacattgtgcagatectgagecgectatgacatce

gccctggtceccaggaggtcagagacageccacctgactgecgtggggaagetgetyg
gacaacctcaatcaggatgcaccagacacctatcactacgtggtcagtgagcca
ctgggacggaacagctataaggagcgctacctgttcgtgtacaggecctgaccag
gtgtctgcggtggacagctactactacgatgatggctgcgagccctgecgggaac
gacaccttcaaccgagagccagccattgtcaggttcecttctecccggttcacagag
gtcagggagtttgccattgttccectgecatgecggececcgggggacgcagtageco
gagatcgacgctctctatgacgtctacctggatgtccaagagaaatggggcecttyg
gaggacgtcatgttgatgggcgacttcaatgcgggctgcagctatgtgagaccc
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SEQ ID
NO:

)
Bt

BH (X7 vAF FEFIES 253 ThB)

tcccagtggtcatccatccecgectgtggacaagecccacctteccagtggectgate
cccgacagcgctgacaccacagctacacccacgcactgtgcecctatgacaggatc
gtggttgcagggatgctgctccgaggcgcececgttgttceccecgactecggetettecece
tttaacttccaggctgcctatggcctgagtgaccaactggcccaagccatcagt
gaccactatccagtggaggtgatgctgaaatgataatctaga

106 hDNasel- gatatcctgaagatcgcagccttcaacatccagacatttggggagaccaagatg
3'A114F tccaatgccaccctegtcagectacattgtgcagatecctgageccgctatgacatce
gcecctggtccaggaggtcagagacagccacctgactgeecgtggggaagetgcetyg
gacaacctcaatcaggatgcaccagacacctatcactacgtggtcagtgagcca
ctgggacggaacagctataaggagcgctacctgttecgtgtacaggecctgaccag
gtgtctgcggtggacagctactactacgatgatggctgcgagccctgecgggaac
gacaccttcaaccgagagccattcattgtcaggttcttctecccggttcacagag
gtcagggagtttgccattgttcccctgcatgecggeccccgggggacgcagtagcce
gagatcgacgctctctatgacgtctacctggatgtccaagagaaatggggctta
gaggacgtcatgttgatgggcgacttcaatgcgggctgcagctatgtgagaccc
tcccagtggtcatccatceccgectgtggacaagceccccaccttccagtggetgate
cccgacagcgctgacaccacagctacacccacgcactgtgectatgacaggatce
gtggttgcagggatgctgctccgaggcgeccgttgtteccgactecggectettece
tttaacttccaggctgcctatggectgagtgaccaactggecccaagccatcagt
gaccactatccagtggaggtgatgctgaagtgataatctaga

107 hDNasel- accggtctgaagatcgcagccttcaacatccagacatttggggagaccaagatg
57— tccaatgccaccctecgtcagectacattgtgcagatcctgageccgetatgacatc
G1O5R; Al gcccectggtccaggaggtcagagacageccacctgactgcececgtggggaagetgctyg
14T gacaacctcaatcaggatgcaccagacacctatcactacgtggtcagtgagcca
ctgggacggaacagctataaggagcgctacctgttcecgtgtacaggecctgaccag
agtgtctgcgagtggacagctactactacgatgatggctgcgageccctgcaggaac
gacaccttcaaccgagagccattcattgtcaggttcttctecececggttcacagadg
gagatcgacgctctctatgacgtctacctggatgtccaagagaaatggggcttyg
Jaggacgtcatgttgatgggcgacttcaatgcaggctgcagctatgtgagaccc
tcccagtggtcatccatccgectgtggacaageccccacctteccagtggctgate
cccgacagcgctgacaccacagctacacccacgcactgtgcecctatgacaggatc
gtggttgcagggatgctgctccgaggcgcecgttgtteccecgactecggectecttecece
tttaacttccaggctgcctatggcctgagtgaccaactggcccaagceccatcagt
gaccactatccagtggaggtgatgctgaaagatctcgag

108 hDNasel- accggtctgaagatcgcagcecttcaacatccagacatttggggagaccaagatg
57 _WT tccaatgccaccctegtcagectacattgtgcagatecctgageccgectatgacate
gcecctggtceccaggaggtcagagacagccacctgactgecgtggggaagetgetyg
gacaacctcaatcaggatgcaccagacacctatcactacgtggtcagtgagcca
ctgggacggaacagctataaggagcgctacctgttcgtgtacaggecctgaccag
gtgtctgcggtggacagctactactacgatgatggctgcgagccctgcgggaac
gacaccttcaaccgagagccagccattgtcaggttcttcteccggttcacagag
gtcagggagtttgccattgttcccctgcatgecggeccccgggggacgcagtagcce
gagatcgacgctctctatgacgtctacctggatgtccaagagaaatggggecttyg
gaggacgtcatgttgatgggcgacttcaatgcgggctgcagectatgtgagacce
tcccagtggtcatccateccgectgtggacaageccccacctteccagtggetgate
cccgacagcgctgacaccacagctacacccacgcactgtgectatgacaggatce
gtggttgcagggatgctgctceccgaggecgecgttgttcecgacteggetettcecee
tttaacttccaggctgectatggecctgagtgaccaactggeccaagceccatcagt
gaccactatccagtggaggtgatgctgaaagatctcgag

109 hDNasel- accggtctgaagatcgcagccttcaacatccagacatttggggagaccaagatg
57 -A114F tccaatgccaccctecgtcagectacattgtgcagatecctgagecgetatgacatce
gccecctggtceccaggaggtcagagacagccacctgactgecgtggggaagetgcetyg
gacaacctcaatcaggatgcaccagacacctatcactacgtggtcagtgagcca
ctgggacggaacagctataaggagcgctacctgttcecgtgtacaggecctgaccag
gtgtctgcggtggacagctactactacgatgatggctgcgagccctgecgggaac
gacaccttcaaccgagagccattcattgtcaggttcttcteccecggttcacagag
gtcagggagtttgccattgttccectgcatgecggeccececgggggacgcagtagec
gagatcgacgctctctatgacgtctacctggatgtccaagagaaatggggctta
gaggacgtcatgttgatgggcgacttcaatgcgggctgcagctatgtgagacce
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SEQ ID 2ok BlFl (X2 vAF FEFIES 2253 ThB)
NO:

tcccagtggtcatccatceccgectgtggacaagceccccacctteccagtggetgate
cccgacagcgctgacaccacagctacacccacgcactgtgectatgacaggatce
gtggttgcagggatgctgctccgaggcgececgttgttccecgactecggctettcecee
tttaacttccaggctgcctatggecctgagtgaccaactggcccaagccatcagt
gaccactatccagtggaggtgatgctgaaagatctcgag

110 hIgGl(SCC) | agatctcgagcccaaatcttctgacaaaactcacacatgtccaccgtgeccage
acctgaactcctggggggaccgtcagtcttcecctcecttcecececceccaaaacccaagga
caccctcatgatctcccggaccectgaggtcacatgecgtggtggtggacgtgag
ccacgaagaccctgaggtcaagttcaactggtacgtggacggecgtggaggtgca
taatgccaagacaaagccgcgggaggagcagtacaacagcacgtaccgtgtggt
cagcgtcctcaccgtcctgcaccaggactggectgaatggcaaggagtacaagtyg
caaggtctccaacaaagccctcccagecccceccatcgagaaaaccatctccaaagce
caaagggcagccccgagaaccacaggtgtacaccctgceccccatecccgggatga
gctgaccaagaaccaggtcagcctgacctgecctggtcaaaggcttctatcccag
cgacatcgccgtggagtgggagagcaatgggcagccggagaacaactacaagac
cacgcctcccecgtgctggactccgacggctecttettectectacagcaagetcac
cgtggacaagagcaggtggcagcaggggaacgtcttctcatgctcecgtgatgeca
tgaggctctgcacaaccactacacgcagaagagcctctctectgtcteecgggtaa

atgataatctaga
111 hDNasel+ gttaagcttgccaccatggaaaccccagcgcagcttctcecttcctectgctactce
VKILP tggctcccagataccaccggtctgaagatcgcagceccttcaacatccagacattt

ggggagaccaagatgtccaatgccaccctcecgtcagctacattgtgcagatecctg
agccgctatgacatcgceccecctggtccaggaggtcagagacagccacctgactgec
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggectgce
gagccctgecgggaacgacaccttcaaccgagagccagecattgtcaggttette
tccecggttecacagaggtcagggagtttgeccattgttceccectgecatgecggececyg
ggggacgcagtagccgagatcgacgctctctatgacgtctacctggatgtceccaa
gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggectge
agctatgtgagaccctcccagtggtcatccatceccgectgtggacaageccccace
ttccagtggctgatcceccgacagecgctgacaccacagctacacccacgcactgt
gcctatgacaggatcgtggttgcagggatgctgctccgaggecgecgttgttcce
gactcggctcttccctttaacttccaggctgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgctgaagtga

112 hDNasell | atgtcacgggagctggccccactgectgcecttectectectetecateccacagegee
3 ctggccatgaggatctgcectceccttcaacgtcaggtectttggggaaagcaagecag
gaagacaagaatgccatggatgtcattgtgaaggtcatcaaacgctgtgacatc
atactcgtgatggaaatcaaggacagcaacaacaggatctgccceccatactgatyg
gagaagctgaacagaaattcaaggagaggcataacatacaactatgtgattagc
tctcggcttggaagaaacacatataaagaacaatatgcctttctctacaaggaa
aagctggtgtctgtgaagaggagttatcactaccatgactatcaggatggagac
gcagatgtgttttccagggagccctttgtggtctggttccaatctcceccacact
gctgtcaaagacttcgtgattatcceccctgcacaccaccccagagacatcecegtt
aaggagatcgatgagttggttgaggtctacacggacgtgaaacaccgctggaag
gcggagaatttcattttcatgggtgacttcaatgccggectgcagctacgtecccee
aagaaggcctggaagaacatccgcttgaggactgaccccaggtttgtttggetyg
atcggggaccaagaggacaccacggtgaagaagagcaccaactgtgcatatgac
aggattgtgcttagaggacaagaaatcgtcagttctgttgttcccaagtcaaac
agtgtttttgacttccagaaagcttacaagctgactgaagaggaggccecctggat
gtcagcgaccactttccagttgaatttaaactacagtcttcaagggccttcace
aacagcaaaaaatctgtcactctaaggaagaaaacaaagagcaaacgctcctag

113 [ atgggtctggagaagtctcttgtccggecteccttetgecttgtectgatactgetyg
VR 7 L 7—¥| gbtgctgggctgggtccagectteccecctgggcaaggaatcccgggccaagaaattce
cagcggcagcatatggactcagacagttcccccagcagcagctceccacctactgt
aaccaaatgatgaggcgccggaatatgacacaggggcggtgcaaaccagtgaac
acctttgtgcacgagcccecctggtagatgteccagaatgtectgttteccaggaaaag
gtcacctgcaagaacgggcagggcaactgctacaagagcaactccagcatgecac
atcacagactgccgcctgacaaacggctccaggtaccccaactgtgcataccgg
accagcccgaaggagagacacatcattgtggectgtgaagggagecccatatgtyg
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SEQ ID
NO:

=11}
5

Bis (X7 VA F FESIES 9263 TH D)

ccagtccactttgatgctactgtgtag

114

huVK3LP+
mnribl+mI
gG2A-C-
28

gttaagcttgccaccatggaaaccccagcgcagcttctecttectectgectacte
tggctcccagataccaccggtagggaatctgcagcacagaagtttcagecggcag
cacatggatccagatggttcctccatcaacagccccacctactgcaaccaaatg
atgaaacgccgggatatgacaaatgggtcatgcaagccecgtgaacaccttegtyg
catgagcccttggcagatgtccaggececgtctgectcececcaggaaaatgtcacectge
aagaacaggaagagcaactgctacaagagcagctctgccecctgcacatcactgac
tgccacctgaagggcaactccaagtatcccaactgtgactacaagaccactcaa
taccagaagcacatcattgtggcctgtgaagggaacccctacgtaccagtccac
tttgatgctactgtgctcgagecccagaggtctcacaatcaagcecectctectcecceca
tgcaaatgcccagcacctaacctcecttgggtggatcatcecgtcttcatettecect
ccaaagatcaaggatgtactcatgatctccctgagceccccatggtcacatgtgtyg
gtggtggatgtgagcgaggatgacccagacgtccagatcagctggtttgtgaac
aacgtggaagtacacacagctcagacacaaacccatagagaggattacaacagt
actctccgggtggtcagtgccctceccccatccagcaccaggactggatgagtgge
aaggagttcaaatgctcggtcaacaacaaagacctcccagecgtceccatcgagaga
accatctcaaaacccagagggccagtaagagctccacaggtatatgtcttgect
ccaccagcagaagagatgactaagaaagagttcagtctgacctgcatgatcaca
ggcttcttacctgccgaaattgctgtggactggaccagcaatgggcgtacagag
caaaactacaagaacaccgcaacagtcctggactctgatggttcttacttcatyg
tacagcaagctcagagtacaaaagagcacttgggaaagaggaagtcttttecgee
tgctcagtggtccacgagggtctgcacaatcaccttacgactaagagettectcet
cggactccgggtaaatgataatctagaa

115

huVK3LP-
hRNaseWT
-hIgGl
(SCO - NLG-
hDNAsel-
105-114

aagcttgccgceccatggaaaccccagecgcagcecttcectettectectgectactetgg
ctcccagataccaccggtaaggaatcccgggccaagaaattccageggcageat
atggactcagacagttcccccagcagcagctccacctactgtaaccaaatgatyg
aggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtgeac
gagcccctggtagatgtccagaatgtcectgtttccaggaaaaggtcacctgcaag
aacgggcagggcaactgctacaagagcaactccagcatgcacatcacagactgce
cgcctgacaaacggctccaggtaccceccaactgtgcataccggaccageccgaaqg
gagagacacatcattgtggcctgtgaagggagcccatatgtgccagtccacttt
gatgcttctgtggaggactctacagatctcgagcccaaatcttctgacaaaact
cacacatgtccaccgtgcccagcacctgaactcctggggggaccgtcagtecttc
ctcttcccecccaaaacccaaggacaccctcatgatctecccggacccctgaggtce
acatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactgg
tacgtggacggcgtggaggtgcataatgccaagacaaagccgcgggaggagcag
tacaacagcacgtaccgtgtggtcagcgtcecctcaccgtecctgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagceccccece
atcgagaaaaccatctccaaagccaaagggcagcceccgagaaccacaggtgtac
accctgcceccatcccgggatgagetgaccaagaaccaggtcagectgacctge
ctggtcaaaggcttctatcccagecgacatcgececgtggagtgggagagcaatggg
cagccggagaacaactacaagaccacgcctcececcgtgectggactaecgacggetcce
ttcttectctacagcaagctcaccgtggacaagagcaggtggcagcaggggaac
gtcttctcatgctcecgtgatgcatgagggtctgcacaaccactacacgcagaag
agcctctctctgtctcecgggtaaagtcgacggtgctagcageccatgtgaatgtyg
agcagccctagcgtgcaggatatcctgaagatcgcagecttcaacatccagaca
tttggggagaccaagatgtccaatgccaccctcgtcagctacattgtgcagatce
ctgagccgctatgacatcgececctggtceccaggaggtcagagacagccacctgact
gcecgtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcac
tacgtggtcagtgagccactgggacggaacagctataaggagcgctacctgtte
gtgtacaggcctgaccaggtgtctgecggtggacagctactactacgatgatgge
tgcgagcecctgcgggaacgacaccttcaaccgagageccagceccattgtcaggtte
ttcteeccggttcacagaggtcagggagtttgecattgttcececetgecatgeggece
ccgggggacgcagtagceccgagatcgacgctcectctatgacgtctacctggatgte
caagagaaatggggctcggaggacgtcatgttgatgggcgacttcaatgcgggce
tgcagctatgtgagaccctcccagtggtcatccatccgectgtggacaageccce
accttccagtggctgatccccgacagecgctgacaccacagctacacccacgcac
tgtgcctatgacaggatcgtggttgcagggatgectgcteccgaggecgecgttgtt
cccgactcecggcectcectteectttaactteccagnetgectatggectgagtgaccaa
ctggcccaagccatcagtgaccactatccagtggaggtgatgctgaagtgataa
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SEQ ID
NO:

=113
éé

sl (X7 vAF FEANIES 53 TH D)

tctaga

116

huVK3LP-
hRNaseWT
-hIgGl1
(SCO) - NLG-
hDNasel-
114F

aagcttgccgccatggaaaccccagcgcagcecttctcecttectectgectactcectgg
ctcccagataccaccggtaaggaatcccgggeccaagaaattccageggcageat
atggactcagacagttcccccagcagcagctccacctactgtaaccaaatgatg
aggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtgeac
gagcccctggtagatgtccagaatgtctgtttccaggaaaaggtcacctgecaag
aacgggcagggcaactgctacaagagcaactccagcatgcacatcacagactgce
cgcctgacaaacggctccaggtaccceccaactgtgcataccggaccageccgaayg
gagagacacatcattgtggcctgtgaagggagcccatatgtgccagtccacttt
gatgcttctgtggaggactctacagatctcgagcccaaatcttctgacaaaact
cacacatgtccaccgtgcccagcacctgaactcecctggggggaccgtcagtectte
ctcttccecccaaaacccaaggacaccctcatgatcteccggaccectgaggte
acatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactgg
tacgtggacggcgtggaggtgcataatgccaagacaaagccgcgggaggagceag
tacaacagcacgtaccgtgtggtcagcgtcecctcaccgtecctgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcecccageccccee
atcgagaaaaccatctccaaagccaaagggcagccccgagaaccacaggtgtac
accctgcccecccatceccgggatgagetgaccaagaaccaggtcagectgacctge
ctggtcaaaggcttctatcccagcgacatcgeccgtggagtgggagagcaatggg
cagccggagaacaactacaagaccacgcctcceccecgtgctggacteccgacggectece
ttcttectectacagcaagectcacecgtggacaagagcaggtggcagcaggggaac
gtcttctcatgctcececgtgatgcatgagggtctgcacaaccactacacgcagaag
agcctectetetgtectcececgggtaaagtecgacggtgetagcagecatgtgaatgtyg
agcagccctagcgtgcaggatatcctgaagatcgcagecttcaacatccagaca
tttggggagaccaagatgtccaatgccaccctcgtcagctacattgtgcagatc
ctgagccgctatgacatcgcecctggtccaggaggtcagagacagccacctgact
gccgtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcac
tacgtggtcagtgagccactgggacggaacagctataaggagcgctacctgttce
gtgtacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggce
tgcgagcccectgcgggaacgacaccttcaaccgagagccattcattgtcaggtte
ttctceccggttcacagaggtcagggagtttgeccattgttecccctgecatgeggec
ccgggggacgcagtagccgagatcgacgcectctcectatgacgtcectacctggatgte
caagagaaatggggcttagaggacgtcatgttgatgggcgacttcaatgcgggce
tgcagctatgtgagaccctcecccagtggtcatceccatceccgectgtggacaagecccce
accttccagtggctgatcceccgacagcecgcectgacaccacagctacacccacgecac
tgtgcctatgacaggatcgtggttgcagggatgctgctccgaggecgecgttgtt
cccgactcggctcecttcectttaacttccaggectgecctatggecctgagtgaccaa
ctggcccaagccatcagtgaccactatccagtggaggtgatgctgaagtgataa
tctaga

117

huVK3LP-
hRNaseWT
-hIgG1
(SCC) = NLG-
hDNasel-
WT

aagcttgcecgccatggaaaccccagecgcagcttctecttectectgetactetgg
ctccecagataccaccggtaaggaatcccgggeccaagaaattccageggcageat
atggactcagacagttcccccagcagcagctceccacctactgtaaccaaatgatyg
aggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtgcecac
gagcccctggtagatgtccagaatgtctgtttccaggaaaaggtcacctgcaag
aacgggcagggcaactgctacaagagcaactccagcatgcacatcacagactgc
cgcctgacaaacggctccaggtaccccaactgtgcataccggaccagcecccgaag
gagagacacatcattgtggcctgtgaagggagcccatatgtgccagtccacttt
gatgcttctgtggaggactctacagatctcgagcccaaatcttctgacaaaact
cacacatgtccaccgtgcccagcacctgaactcctggggggaccgtcagtette
ctctteccececccaaaacccaaggacaccctcatgatcecteccggaccecctgaggte
acatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactgg
tacgtggacggcgtggaggtgcataatgccaagacaaagccgcgggaggagecag
tacaacagcacgtaccgtgtggtcagecgtcecctcaccgtectgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccageccccece
atcgagaaaaccatctccaaagccaaagggcagccccgagaaccacaggtgtac
accctgccecccatceccgggatgagectgaccaagaaccaggtcagectgacctge
ctggtcaaaggcttctatcccagcgacatcgececgtggagtgggagagcaatggg
cagccggagaacaactacaagaccacgcctceccecgtgectggactceccgacggectcce
ttcttectctacagecaagctcaccgtggacaagagcaggtggcagcaggggaac
gtcttctcatgctcegtgatgecatgagggtctgcacaaccactacacgcagaag




(10)

SEQ ID
NO:

=113
B

Bisl (X7 vAF FESIES 9263 TH D)

agcctctcectcectgtctececgggtaaagtcgacggtgctagcageccatgtgaatgtyg
agcagccctagcgtgcaggatatcecctgaagatcgcagecttcaacatccagaca
tttggggagaccaagatgtccaatgccaccctcecgtcagctacattgtgcagate
ctgagccgctatgacatcgeccctggtccaggaggtcagagacagccacctgact
gccgtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcac
tacgtggtcagtgagccactgggacggaacagctataaggagcgctacctgttc
gtgtacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggce
tgcgagccctgcecgggaacgacaccttcaaccgagagccagccattgtcaggtte
ttctecececggttcacagaggtcagggagtttgecattgtteccecctgecatgeggec
ccgggggacgcagtagccgagatcgacgctcectctatgacgtctacctggatgte
caagagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgecggge
tgcagctatgtgagaccctcccagtggtcatceccateccgectgtggacaageccce
accttccagtggctgatcceccgacagecgectgacaccacagctacacccacgcac
tgtgcctatgacaggatcecgtggttgcagggatgctgcteccgaggegeecgttgtt
cccgactecggcectcettcecectttaacttccaggetgectatggectgagtgaccaa
ctggcccaagccatcagtgaccactatccagtggaggtgatgctgaaatgataa
tctaga

118

hVK3LP-
hDNasel (
WT) -
hIgG1(Scc)

gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
tggctcccagataccaccggtctgaagatcgcagecttcaacatccagacattt
ggggagaccaagatgtccaatgccaccctecgtcagectacattgtgcagatectg
agccgctatgacatcgceccecctggtccaggaggtcagagacagccacctgactgee
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgectacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggctgce
gagccctgcgggaacgacaccttcaaccgagagccageccattgtcaggttette
tccecggttcacagaggtcagggagtttgeccattgttceccctgcatgecggeccecg
ggggacgcagtagccgagatcgacgctctctatgacgtctacctggatgtccaa
gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggetge
agctatgtgagaccctcccagtggtcatccatcececgectgtggacaageccecace
ttccagtggctgateccccgacagegctgacaccacagctacacccacgcactgt
gcctatgacaggatcgtggttgcagggatgctgecteccgaggecgeecgttgttece
gactcggctcttcecctttaactteccaggctgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgectgaaagatctcgag
cccaaatcttctgacaaaactcacacatgtccaccgtgecccagcacctgaactce
ctggggggaccgtcagtcttcectecttcecececccaaaacccaaggacaccectecatg
atctcccggacccecctgaggtcacatgegtggtggtggacgtgagccacgaagac
cctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaag
acaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagecgtectce
accgtcctgcaccaggactggctgaatggcaaggagtacaagtgcaaggtctcece
aacaaagccctcecccagcecccccatcgagaaaaccatctceccaaageccaaagggcag
ccccgagaaccacaggtgtacaccctgceccceccatececcgggatgagectgaccaag
aaccaggtcagcctgacctgecctggtcaaaggcttctatecccagegacategece
gtggagtgggagagcaatgggcagccggagaacaactacaagaccacgecctcece
gtgctggactccgacggctecttcecttectctacagcaagectcaccgtggacaag
agcaggtggcagcaggggaacgtcttctcatgectcececgtgatgcatgaggectcetg
cacaaccactacacgcagaagagcctctctctgtctccgggtaaatgataatct
aga

119

hVK3LP-
hDNasel-
All4F-
hIgG1 (SCC)

gttaagcttgccaccatggaaaccccagcgcagcttctettectectgectacte
tggctcccagataccaccggtctgaagatecgecagecttcaacatccagacattt
ggggagaccaagatgtccaatgccaccctcgtcagctacattgtgcagatectg
agccgctatgacatcgceccectggtccaggaggtcagagacagccacctgactgece
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggctge
gagccctgcgggaacgacaccttcaaccgagageccattcattgtcaggttette
tccecggttcacagaggtcagggagtttgeccattgttcececctgcatgecggecccg
ggggacgcagtagccgagatcgacgctctctatgacgtctacctggatgtccaa
gagaaatggggcttagaggacgtcatgttgatgggcgacttcaatgcgggectge
agctatgtgagaccctcccagtggtcatccateccgectgtggacaagecccacc
ttccagtggctgatcecceccgacagegectgacaccacagctacacccacgecactgt

JP 2013-509201 A5 2013.12.19




1)

SEQ ID
NO:

=11
féé

BlFl (X2 vAF FEFIES 2253 ThB)

gcctatgacaggatcgtggttgcagggatgctgecteccgaggegecgttgttcecee
gactcggctcttccctttaactteccaggctgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgcectgaaagatctecgag
cccaaatcttctgacaaaactcacacatgtccaccgtgcccagcacctgaactc
ctggggggaccgtcagtcttecctcttcccecccaaaacccaaggacaccctecatg
atctcccggaccecctgaggtcacatgegtggtggtggacgtgageccacgaagac
cctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaag
acaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagegtectce
accgtcecctgcaccaggactggctgaatggcaaggagtacaagtgcaaggtctece
aacaaagccctcccageccccatcgagaaaaccatctccaaagccaaagggecag
ccccgagaaccacaggtgtacaccctgeccceccatecececgggatgagectgaccaag
aaccaggtcagcctgacctgectggtcaaaggcttctatcccagecgacatcgece
gtggagtgggagagcaatgggcagccggagaacaactacaagaccacgcectceccce
gtgctggactccgacggctceccttecttectctacagcaagctcaccgtggacaag
agcaggtggcagcaggggaacgtcttctcatgctccgtgatgcatgaggectctyg
cacaaccactacacgcagaagagcctctctctgtctccgggtaaatgataatct
aga

120

hVK3LP-
hDNasel-
G10b5R;Al
14F-
(G4S) 4-
hIgG1 (SCC)

(I(G49) 4] I
SEQ 1D NO:
212L LT
Prshs)

gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
tggctcccagataccaccggtctgaagatcgcagccttcaacatccagacattt
ggggagaccaagatgtccaatgccaccctecgtcagectacattgtgcagatectyg
agccgctatgacatcgceccecctggteccaggaggtcagagacagceccacctgactgece
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggctgce
gagccctgcaggaacgacaccttcaaccgagagccattcattgtcaggttette
tcccggttcacagaggtcagggagtttgeccattgttccecctgcatgecggecccyg
ggggacgcagtagccgagatcgacgctctctatgacgtctacctggatgtccaa
gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggectge
agctatgtgagaccctcccagtggtcatccatcecgectgtggacaagecccecace
ttccagtggctgatccececgacagecgectgacaccacagctacacccacgcactgt
gcctatgacaggatcgtggttgcagggatgctgectecgaggegecgttgttcecee
gactcggctcttcceccectttaacttccaggectgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgectgaaagatctcectcee
ggaggaggtggctcaggtggtggaggatctggaggaggtgggagtggtggaggt
ggttctaccggtctcgagcccaaatcttctgacaaaactcacacatgtccaccy
tgcccagcacctgaactcctggggggaccgtcagtcttcecctectteccececccaaaa
cccaaggacaccctcatgatctcccggacccctgaggtcacatgegtggtggtyg
gacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggegtyg
gaggtgcataatgccaagacaaagccgcgggaggagcagtacaacagcacgtac
cgtgtggtcagcgtcectcaccgtectgcaccaggactggctgaatggcaaggayg
tacaagtgcaaggtctccaacaaagccctcccagecceccatcgagaaaaccatce
tccaaagccaaagggcagccccgagaaccacaggtgtacaccctgeccecccatece
cgggatgagctgaccaagaaccaggtcagcctgacctgectggtcaaaggctte
tatcceccagcgacatcgecgtggagtgggagagcaatgggcagecggagaacaac
tacaagaccacgcctceccgtgectggacteccgacggectecttecttectectacage
aagctcaccgtggacaagagcaggtggcagcaggggaacgtcttcectecatgectcce
gtgatgcatgaggctctgcacaaccactacacgcagaagagcctcectetectgtet
ccgggtaaatgataatctaga

121

hVK3LP-
hDNasel-
G105R;Al
14F-
(G4s) 5-
1_
hIgG1(SCC)

([(G48)5 | ik
SEQ ID NO:
209& LT
PR EAL5)

gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
tggctcccagataccaccggtctgaagatcgcagceccttcaacatccagacattt
ggggagaccaagatgtccaatgccaccctecgtcagectacattgtgcagatectyg
agccgctatgacatcgceccecctggteccaggaggtcagagacagceccacctgactgec
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggectgce
gagccctgcaggaacgacaccttcaaccgagagccattcattgtcaggttcectte
tcccggttcacagaggtcagggagtttgeccattgttccecctgcatgeggecccyg
ggggacgcagtagccgagatcgacgctctcectatgacgtctacctggatgtccaa
gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggctgce
agctatgtgagaccctceccagtggtcateccatceccgectgtggacaagecccace
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(12)

SEQ ID
NO:

(=14

BS (X7 VAF FEAIXS 263 ThHH)

ttccagtggctgatcceccgacagecgectgacaccacagctacacccacgcactgt
gcctatgacaggatcgtggttgcagggatgctgecteccgaggegecgttgttcecee
gactcggctcttceccctttaactteccaggctgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgctgaaagatctctcc
ggaggaggtggctcaggtggtggaggatctggaggaggtggctcaggtggtgga
ggatctggaggaggtgggagtaccggtctcgagcccaaatcttctgacaaaact
cacacatgtccaccgtgcccagcacctgaactcctggggggaccgtcagtecttc
ctcttcceccecccaaaacccaaggacaccctcecatgatecteccecggaccecctgaggte
acatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactgg
tacgtggacggcgtggaggtgcataatgccaagacaaagccgcgggaggagcayg
tacaacagcacgtaccgtgtggtcagcgtectcaccgtectgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcecccageccccee
atcgagaaaaccatctccaaagccaaagggcagccccgagaaccacaggtgtac
accctgcceccecccatececcgggatgagectgaccaagaaccaggtcagectgacctge
ctggtcaaaggcttctatcccagcgacatcgecgtggagtgggagagcaatggg
cagccggagaacaactacaagaccacgcctcccecgtgctggactccgacggectcec
ttcttectctacagcaagctcaccgtggacaagagcaggtggcagcaggggaac
gtcttctcatgctcecgtgatgcatgaggctctgcacaaccactacacgcagaag
agcctctctctgtctcecgggtaaatgataatctaga

122

hVK3LP-
hDNAsel-
G105R;Al
14F-
(G4S) 5-
2-hIgGl
sce
(1(G48)5] tx

SEQ ID NO:
209& LT

PR SALD)

gttaagcttgccaccatggaaaccccagcgcagcttctecttectectgectacte
tggctcccagataccaccggtctgaagatcgcagceccttcaacatccagacattt
ggggagaccaagatgtccaatgccaccctecgtcagctacattgtgcagatectyg
agccgectatgacatcecgecctggtccaggaggtcagagacageccacctgactgece
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggctgc
gagccctgcaggaacgacaccttcaaccgagagccattcattgtcaggttette
tccecggttcacagaggtcagggagtttgeccattgttececectgecatgecggecececcyg
ggggacgcagtagccgagatcgacgctctctatgacgtctacctggatgtceccaa
gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggectgce
agctatgtgagaccctcecccagtggtcatccatccgectgtggacaageccccace
ttccagtggctgatcceccgacagecgectgacaccacagectacacccacgcactgt
gcctatgacaggatcgtggttgcagggatgctgcecteccgaggecgecgttgttcecce
gactcggctcttccecctttaacttccaggectgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgctgaaagatctcectcecce
ggaggaggtggctcaggtggtggaggatctggaggaggtggctcaggtggtgga
ggatctggaggaggtgggagtctcgagcccaaatcttctgacaaaactcacaca
tgtccaccgtgcccagcacctgaactcecctggggggaccgtcagtcttectette
Ccccccaaaacccaaggacaccctcatgatctcecccggaccecctgaggtcacatge
gtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactggtacgtyg
gacggcgtggaggtgcataatgccaagacaaagccgcecgggaggagcagtacaac
agcacgtaccgtgtggtcagecgtcecctcaccgtecctgecaccaggactggectgaat
ggcaaggagtacaagtgcaaggtctccaacaaagccctcecccageccceccategag
aaaaccatctccaaagccaaagggcagccceccgagaaccacaggtgtacacectyg
cccceccatceccecgggatgagectgaccaagaaccaggtcagectgacctgectggte
aaaggcttctatcccagcgacatcgecgtggagtgggagagcaatgggcagcecy
gagaacaactacaagaccacgcctcceccgtgctggactceccgacggctecttette
ctctacagcaagctcaccgtggacaagagcaggtggcagcaggggaacgtcttce
tcatgctceccgtgatgcatgaggctctgcacaaccactacacgcagaagagcecctc
tctctgtctccgggtaaatgataatctaga

123

hVK3LP-
hDNasel-
G10bLR;Al
14F-
hIgG1 (SCC)

gttaagcttgccaccatggaaaccccagecgcagcttctettectectgetacte
tggctccecagataccaccggtctgaagatcgecagectttcaacateccagacattt
ggggagaccaagatgtccaatgccaccctecgtcagctacattgtgcagatectyg
agccgctatgacatcgceccecctggteccaggaggtcagagacagceccacctgactgec
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggctgce
gagccctgcaggaacgacaccttcaaccgagagccattcattgtcaggttette
tccecggttcacagaggtcagggagtttgeccattgttceccectgecatgeggecceccyg
ggggacgcagtagccgagatcgacgcectctctatgacgtctacctggatgtccaa
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(13)

SEQ ID
NO:

BS (X7 VAF FEAIXS 263 ThHH)

gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggectgce
agctatgtgagaccctcccagtggtcatccatceccgectgtggacaagecccace
ttccagtggctgatcceccgacagecgectgacaccacagectacacccacgcactgt
gcctatgacaggatcgtggttgcagggatgctgctccgaggecgecgttgttcce
gactcggctcttcecctttaacttccaggctgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgctgaaagatctcgag
cccaaatcttctgacaaaactcacacatgtccaccgtgcccagcacctgaactc
ctggggggaccgtcagtcttecctcecttcecccecccaaaacccaaggacacecctecatg
atctcccggaccectgaggtcacatgegtggtggtggacgtgagccacgaagac
cctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaag
acaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagegtectce
accgtcctgcaccaggactggctgaatggcaaggagtacaagtgcaaggtctcee
aacaaagccctcccagcecceccccatcgagaaaaccatctccaaageccaaagggecaqg
ccccgagaaccacaggtgtacaccctgceccecccatecccgggatgagetgaccaag
aaccaggtcagcctgacctgectggtcaaaggcttctatcccagecgacatcgece
gtggagtgggagagcaatgggcagccggagaacaactacaagaccacgcctccc
gtgctggactccgacggctceccttcecttecctctacagcaagectcaccgtggacaag
agcaggtggcagcaggggaacgtcttctcatgctcecgtgatgcatgaggctctyg
cacaaccactacacgcagaagagcctctctctgtctccgggtaaatgataatct
aga

124

hVK3LP-
hRNase (M
T) -
hTIgG1(8CC)

gttaagcttgccaccatggaaaccccagcgcagcttctettectectgectacte
tggctcccagataccaccggtaaggaatceccgggccaagaaattccageggecag
catatggactcagacagttcccceccagcagcagcteccacctactgtaaccaaatyg
atgaggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtyg
cacgagcccctggtagatgtccagaatgtctgtttccaggaaaaggtcacctgce
aagaacgggcagggcaactgctacaagagcaactccagcatgcacatcacagac
tgccgcctgacaaacgactccaggtaccccaactgtgcataccggaccageccyg
aaggagagacacatcattgtggcctgtgaagggagcccatatgtgccagtccac
tttgatgcttctgtggaggactctacagatctcgagcccaaatcttctgacaaa
actcacacatgtccaccgtgecccagcacctgaactecctggggggaccgtcagte
ttcctetteccecccaaaacccaaggacaccctcatgatecteccggaccectgag
gtcacatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagttcaac
tggtacgtggacggcgtggaggtgcataatgccaagacaaagccecgcgggaggag
cagtacaacagcacgtaccgtgtggtcagecgtcctcaccgtceccectgcaccaggac
tggctgaatggcaaggagtacaagtgcaaggtctccaacaaagcceccteccagcce
cccatcgagaaaaccatctccaaagccaaagggcagccccgagaaccacaggtyg
tacaccctgcccceccatccecgggatgagctgaccaagaaccaggtcagectgacce
tgcctggtcaaaggcttctatcccagecgacatcgeccgtggagtgggagagcaat
gggcagccggagaacaactacaagaccacgcctccecgtgectggactceccgacgge
tcecttettectectacagcaagcectecaccgtggacaagagecaggtggcagcagggyg
aacgtcttctcatgctececgtgatgcatgaggectctgcacaaccactacacgecag
aagagcctctctcectgtctcececgggtaaatgataatctaga

125

hVK3LP-
hRNase (W
T) -
(G4S)41n
k_
hIgG1(8CcC)
(Ieas) 4] 1=
SEQ ID NO:
212 LT
PS4 %)

gttaagcttgccaccatggaaaccccagcgcagcecttctetteectectgetacte
tggctcccagataccaccggtaaggaatcccgggccaagaaattccagecggcag
catatggactcagacagttcccccagcagcagctccacctactgtaaccaaatyg
atgaggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtyg
cacgagcccctggtagatgtccagaatgtctgtttccaggaaaaggtcacctge
aagaacgggcagggcaactgctacaagagcaactccagcatgcacatcacagac
tgccgcecctgacaaacggctceccaggtaccccaactgtgecataccggaccageccyg
aaggagagacacatcattgtggcctgtgaagggagcccatatgtgccagtceccac
tttgatgcttctgtggaggactctacagatctctececggaggaggtggectcaggt
ggtggaggatctggaggaggtgggagtggtggaggtggttctaccggtctecgag
cccaaatcttctgacaaaactcacacatgtccaccgtgecccagcacctgaacte
ctggggggaccgtcagtcttecctcecttecccecccaaaacccaaggacaccectecatyg
atctcccecggaccectgaggtcacatgegtggtggtggacgtgagccacgaagac
cctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaag
acaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagecgtecte
accgtcctgcaccaggactggctgaatggcaaggagtacaagtgcaaggtctce
aacaaagcccteccagececcccatcgagaaaaccatctccaaageccaaagggcecag
ccccgagaaccacaggtgtacaccctgeccccatceccgggatgagetgaccaag
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(14)

SEQ ID
NO:

éé

Bis (X7 VA F FESIES 9263 TH D)

aaccaggtcagcctgacctgectggtcaaaggcttctatcccagecgacatcgec
gtggagtgggagagcaatgggcagccggagaacaactacaagaccacgcctccc
gtgctggactccgacggctceccttcecttectectacagcaagectcaccgtggacaag
agcaggtggcagcaggggaacgtcttctcatgctcecgtgatgcatgaggctctyg
cacaaccactacacgcagaagagcctctctctgtctccgggtaaatgataatct
aga

126

hVK3LP-
hRNase (W
T) -

(G4S) 5-
2-1nk-
hIgG1(scc)

[(G45)5] 1

SEQ ID NO:
209& LT

PRSI D)

gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
tggctcccagataccaccggtaaggaatceccgggccaagaaattccageggcag
catatggactcagacagttcccccagcagcagctccacctactgtaaccaaatyg
atgaggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtyg
cacgagcccecctggtagatgtccagaatgtectgtttceccaggaaaaggtcacctge
aagaacgggcagggcaactgctacaagagcaactccagcatgcacatcacagac
tgccgcctgacaaacggctccaggtaccccaactgtgcataccggaccageccyg
aaggagagacacatcattgtggcctgtgaagggagcccatatgtgccagtccac
tttgatgcttctgtggaggactctacagatctctccggaggaggtggctcaggt
ggtggaggatctggaggaggtggctcaggtggtggaggatctggaggaggtggg
agtctcgagcccaaatcttctgacaaaactcacacatgtccaccgtgecccagea
cctgaactcctggggggaccgtcagtcttectcecttecececccaaaacccaaggac
accctcatgatctceccggacccecctgaggtcacatgegtggtggtggacgtgage
cacgaagaccctgaggtcaagttcaactggtacgtggacggcgtggaggtgcat
aatgccaagacaaagccgcgggaggagcagtacaacagcacgtaccgtgtggte
agcgtcctcaccgtcectgcaccaggactggctgaatggcaaggagtacaagtge
aaggtctccaacaaagccctcccagcecccccatcgagaaaaccatctceccaaagece
aaagggcagccccgagaaccacaggtgtacaccctgcecccccatecccgggatgag
ctgaccaagaaccaggtcagcctgacctgcectggtcaaaggcttctatcccage
gacatcgccgtggagtgggagagcaatgggcagccggagaacaactacaagacc
acgcctcceccgtgctggactccgacggctecttecttectctacagcaagctcacce
gtggacaagagcaggtggcagcaggggaacgtcttctcatgctececgtgatgecat
gaggctctgcacaaccactacacgcagaagagcctctctectgtctecgggtaaa
tgataatctaga

127

hVK3LP-
hRNase (W
T) -

hIgG1 (SCC)

gttaagcttgccaccatggaaaccccagcgcagcecttctettectectgetacte
tggctcccagataccaccggtaaggaatcccgggccaagaaattccagecggcag
catatggactcagacagttcccccagcagcagctccacctactgtaaccaaatyg
atgaggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtyg
cacgagcccctggtagatgtccagaatgtctgtttccaggaaaaggtcacctgce
aagaacgggcagggcaactgctacaagagcaactccagcatgcacatcacagac
tgccgcctgacaaacggctccaggtaccccaactgtgcataccggaccageccyg
aaggagagacacatcattgtggcctgtgaagggagcccatatgtgccagtccac
tttgatgcttctgtggaggactctacagatctcgagcccaaatcttctgacaaa
actcacacatgtccaccgtgcccagcacctgaactcecctggggggaccgtcagte
ttccectettecceccaaaacccaaggacaccecctcatgatectececggaccecectgag
gtcacatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagttcaac
tggtacgtggacggcgtggaggtgcataatgccaagacaaagccgcgggaggag
cagtacaacagcacgtaccgtgtggtcagcgtcctcaccgtecctgcaccaggac
tggctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcecccagcec
cccatcgagaaaaccatctccaaagccaaagggcagccccgagaaccacaggtyg
tacaccctgcccceccatccecgggatgagctgaccaagaaccaggtcagectgacce
tgcctggtcaaaggcttctatcccagegacatcgececgtggagtgggagagcaat
gggcagccggagaacaactacaagaccacgcctccecgtgetggacteccgacgge
tccttettectctacagcaagcectcaccgtggacaagagcaggtggcagcagggyg
aacgtcttctcatgctccgtgatgcatgaggctctgcacaaccactacacgcag
aagagcctctctctgtctcecgggtaaatgataatctaga

128

< 7 ATrexl
(FL)
BEERMEL

atgggctcacagaccctgccccatggtcacatgcagaccctcatcttecttagac
ctggaagccactggcctgceccttcecgtctcggcccgaagtcacagagctgtgectyg
ctggctgtccacagacgtgctctggagaacacttccatttctcagggacatcca
cctccagtgcccagaccgecceccgtgtggtggacaagctetcectectgtgecattget
ccagggaaagcctgtagccctggggeccagtgagatcacaggtctgagcaaagcet
gagctggaagtacaggggcgtcaacgcttcgatgacaacctggccatectgcecte
cgagccttcectgcagcgceccagceccacagcecttgectgecttgtggcacacaacggt
gaccgctatgactttcctctgctccagacagagecttgctaggectgagcactecce
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(15)

SEQ ID
NO:

=113
éé

Bis (X7 VA F FElSIES 9263 TH D)

agtcccctagatggtaccttectgtgtggacagcatcgectgeccctaaaggecttyg
gaacaagctagcagcccctcagggaatggttcgaggaaaagctacagectgggce
agcatctacacccgcctgtactggcaagcaccgacagactcacatactgctgaa
ggtgatgttctaaccctgctcagcatctgtcagtggaagccacaggccctactg
cagtgggtggacgaacatgcccggccecctttagcaccgtcaagecccatgtacggce
actccggctaccactggaacaaccaacctaaggccacatgctgccacagctact
acacccctggccacagccaatggaagtcccagcaatggcaggagcaggcgacct
aagagtcctcctccagagaaggtcccagaagecccatcacaggaggggctgetyg
gccccactgagcectgctgacccectectgaccttggcaatagecactectgtatgga
ctcttcctggectcacctgggcagtaa

129

mTREX1mi
nec

atgggctcacagaccctgccecccatggtcacatgcagaccctcatcecttecttagac
ctggaagccactggcctgceccttcecgtctcggcccgaagtcacagagctgtgectyg
ctggctgtccacagacgtgctctggagaacacttccatttctcagggacatcca
cctccagtgcccagaccgeccceccgtgtggtggacaagctctctectgtgecattget
ccagggaaagcctgtagccctggggccagtgagatcacaggtctgagcaaagcet
gagctggaagtacaggggcgtcaacgcttcgatgacaacctggccatecctgete
cgagccttecctgcagcgceccagceccacagcecttgectgecttgtggcacacaacggt
gaccgctatgactttcctctgcecteccagacagagecttgectaggectgagecactccee
agtcccctagatggtaccttectgtgtggacagcatecgectgecctaaaggecttyg
gaacaagctagcagcccctcagggaatggttcgaggaaaagctacagectggge
agcatctacacccgcecctgtactggcaagcaccgacagactcacatactgctgaa
ggtgatgttctaaccctgctcagecatctgtcagtggaagccacaggeccecctactyg
cagtgggtggacgaacatgcccggccecctttagcaccgtcaageccatgtacggce
actccggctaccactggaacaacagatctcgag

130

2R
Trexl-
(G4S) 4-
mIgG2a-c
(1G48)41 1+
SEQ 1D NO:

212 LT
==L 5)

aagcttgccaccatggaaaccccagcgcagcttctettectectgectactetgg
ctcccagataccaccggtatgggctcacagaccctgceccceccatggtcacatgecag
accctcatcttcttagacctggaagccactggcctgceccttecgtectecggeccgaa
gtcacagagctgtgcctgctggctgtccacagacgtgectctggagaacacttce
atttctcagggacatccacctccagtgcccagaccgceccececgtgtggtggacaag
ctctctctgtgcattgctccagggaaagecctgtagecctggggeccagtgagatce
acaggtctgagcaaagctgagctggaagtacaggggcgtcaacgcttcgatgac
aacctggccatcctgctceccgagecttectgcagecgeccagecacagecttgetge
cttgtggcacacaacggtgaccgctatgactttcctctgectccagacagagett
gctaggctgagcactcccagtcccecctagatggtaccttctgtgtggacagcatc
gctgccctaaaggcecttggaacaagctagcageccctcagggaatggttcgagg
aaaagctacagcctgggcagcatctacacccecgectgtactggcaagcaccgaca
gactcacatactgctgaaggtgatgttctaaccctgctcagcatctgtcagtgg
aagccacaggccctactgcagtgggtggacgaacatgcccggecctttagecace
gtcaagcccatgtacggcactccggctaccactggaacaacagatctctcececgga
ggaggtggctcaggtggtggaggatctggaggaggtggctcagggagtggtgga
ggtggttctaccggtctcgagcccagaggtcccacaatcaageecctcectectceca
tgcaaatgcccagcacctaacctcecttgggtggatcatcecgtecttcatecttecect
ccaaagatcaaggatgtactcatgatctcecctgageccccatggtcacatgtgtyg
gtggtggatgtgagcgaggatgacccagacgtccagatcagctggtttgtgaac
aacgtggaagtacacacagctcagacacaaacccatagagaggattacaacagt
actctccgggtggtcagtgccctceccceccateccagcaccaggactggatgagtgge
aaggagttcaaatgctcggtcaacaacaaagacctcccagcgtccatcgagaga
accatctcaaaacccagagggccagtaagagctccacaggtatatgtcttgect
ccaccagcagaagagatgactaagaaagagttcagtctgacctgcatgatcaca
ggcttcttacctgccgaaattgectgtggactggaccagcaatgggecgtacagag
caaaactacaagaacaccgcaacagtcctggactctgatggttcttacttecatg
tacagcaagctcagagtacaaaagagcacttgggaaagaggaagtcttttcgece
tgctcagtggtccacgagggtctgcacaatcaccttacgactaagagecttectcet
cggactccgggtaaatgataatctaga

131

<7 A
Trexl-
(G4S) 5-
mIgG2a-c

aagcttgccaccatggaaaccccagcgcagcttctecttectectgctactectgg
ctcccagataccaccggtatgggctcacagaccctgccccatggtcacatgcag
accctcatcttcttagacctggaagccactggcecctgceccttecgtectecggececgaa
gtcacagagctgtgcctgctggctgtccacagacgtgectcectggagaacacttcec
atttctcagggacatccacctccagtgcccagaccgcecccegtgtggtggacaag
ctctctctgtgcattgctccagggaaagcctgtagececctggggeccagtgagatce
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(16)

SEQ ID
NO:

Ei

BH (X2 VAF FEFIES 253 THB)

[(G4S)5] Ikt
SEQ ID NO:
209& 1 T
R END)

acaggtctgagcaaagctgagctggaagtacaggggcgtcaacgcttecgatgac
aacctggccatcctgcteccgagecttectgcagegeccageccacagecttgetge
cttgtggcacacaacggtgaccgctatgactttcecctctgectccagacagagett
gctaggctgagcactcccagtcccecctagatggtaccttcectgtgtggacagecatc
gctgccctaaaggccttggaacaagctagcagcccctcagggaatggttcgagg
aaaagctacagcctgggcagcatctacacccgecctgtactggcaagcaccgaca
gactcacatactgctgaaggtgatgttctaaccctgctcagcatctgtcagtgg
aagccacaggccctactgcagtgggtggacgaacatgccecggceccctttagecacce
gtcaagcccatgtacggcactccggctaccactggaacaacagatctcectceccgga
ggaggtggctcaggtggtggaggatctggaggaggtggctcaggtggtggagga
tctggaggaggtgggagtctcgagecccagaggtcccacaatcaagecctctect
ccatgcaaatgcccagcacctaacctecttgggtggatcatccgtcttcatectte
cctccaaagatcaaggatgtactcatgatctccctgagecccatggtcacatgt
gtggtggtggatgtgagcgaggatgacccagacgtccagatcagctggtttgtyg
aacaacgtggaagtacacacagctcagacacaaacccatagagaggattacaac
agtactctccgggtggtcagtgccecctcccecatccagcaccaggactggatgagt
ggcaaggagttcaaatgctcggtcaacaacaaagacctcccagcecgtccatecgag
agaaccatctcaaaacccagagggccagtaagagctccacaggtatatgtcttyg
cctccaccagcagaagagatgactaagaaagagttcagtctgacctgcatgatc
acaggcttcttacctgccgaaattgctgtggactggaccagcaatgggecgtaca
gagcaaaactacaagaacaccgcaacagtcctggactctgatggttcttacttce
atgtacagcaagctcagagtacaaaagagcacttgggaaagaggaagtcttttc
gcctgctcagtggtccacgagggtctgcacaatcaccttacgactaagagecttce
tctcggactccgggtaaatgataatctaga

132

NLG
Voa—

gtcgacggcgcggccgccageccccgtgaacgtgagcagececccagecgtgcaggat
atc

133

<z 7R
Trexl-
Trexl-
(G4S) 5-
mIgG2a-c
((G45)5] i

SEQ ID NO:
209&L LT

EEESY (WAY,

aagcttgccaccatggaaaccccagcgcagcttctcecttectectgectactectgg
ctcccagataccaccggtatgggctcacagaccctgccccatggtcacatgcecag
accctcatcttcttagacctggaagccactggcecctgceccttecgtectecggeccgaa
gtcacagagctgtgcctgctggctgtccacagacgtgectcectggagaacacttce
atttctcagggacatccacctccagtgcccagaccgceccececgtgtggtggacaag
ctctctctgtgcattgctccagggaaagecctgtagecctggggeccagtgagatce
acaggtctgagcaaagctgagctggaagtacaggggcgtcaacgcttcgatgac
aacctggccatcctgctceccgagecttectgcagegecageccacagecttgetge
cttgtggcacacaacggtgaccgctatgactttcctctgectccagacagagett
gctaggctgagcactcccagtccectagatggtaccttectgtgtggacagecatce
gctgccctaaaggccttggaacaagctagcagcccecctcagggaatggttcgagyg
aaaagctacagcctgggcagcatctacacccgecctgtactggcaagcaccgaca
gactcacatactgctgaaggtgatgttctaaccctgctcagcatctgtcagtgg
aagccacaggccctactgcagtgggtggacgaacatgcccggceccctttagecacce
gtcaagcccatgtacggcactccggctaccactggaacaacagatctcatggge
tcacagaccctgccccatggtcacatgcagaccctcatcecttcecttagacctggaa
gccactggcecctgcecttegtcectecggeeccgaagtcacagagetgtgectgetgget
gtccacagacgtgctctggagaacacttccatttctcagggacatccacctcca
gtgcccagaccgccceccgtgtggtggacaagctctcectectgtgecattgecteccaggyg
aaagcctgtagccecctggggccagtgagatcacaggtctgagcaaagectgagcetyg
gaagtacaggggcgtcaacgcttcgatgacaacctggccatcecctgectecgagcece
ttcctgcagecgceccagccacagecttgetgecttgtggcacacaacggtgaccgce
tatgactttcctctgctccagacagagecttgectaggctgagcactecccagtece
ctagatggtaccttctgtgtggacagcatcgctgccctaaaggecttggaacaa
gctagcagcccecctcagggaatggttcgaggaaaagctacagectgggcagecatc
tacacccgcectgtactggcaagcaccgacagactcacatactgctgaaggtgat
gttctaaccctgctcagcatctgtcagtggaagccacaggccctactgcagtgg
gtggacgaacatgcccggccctttagcaccgtcaagcecccatgtacggcactceccyg
gctaccactggaacaacagatctcteccggaggaggtggectcaggtggtggagga
tctggaggaggtggctcaggtggtggaggatctggaggaggtgggagtetegag
cccagaggtcccacaatcaagecctctectceccatgcaaatgcccagecacctaac
ctcttgggtggatcateccgtcttcatcttcccteccaaagatcaaggatgtactc
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an

SEQ ID
NO:

aufl
=

Byl (X2 UAF FEFIES 2253 THB)

atgatctcecctgagccccatggtcacatgtgtggtggtggatgtgagecgaggat
gacccagacgtccagatcagctggtttgtgaacaacgtggaagtacacacagcet
cagacacaaacccatagagaggattacaacagtactctcecgggtggtcagtgcee
ctccccecatccagcaccaggactggatgagtggcaaggagttcaaatgectcggtce
aacaacaaagacctcccagcgtccatcgagagaaccatctcaaaacccagaggg
ccagtaagagctccacaggtatatgtcttgcctccaccagcagaagagatgact
aagaaagagttcagtctgacctgcatgatcacaggcttcttacctgccgaaatt
gctgtggactggaccagcaatgggcgtacagagcaaaactacaagaacaccgca
acagtcctggactctgatggttcttacttcatgtacagcaagctcagagtacaa
aagagcacttgggaaagaggaagtcttttcecgectgectcagtggtccacgagggt
ctgcacaatcaccttacgactaagagcttctctecggactcecgggtaaatgataa
tctaga

134

huVK3LP-
huTREX1-
T2aa-
(gds) 4-
hIgG1(scO)
(I(gas)4] 1%

SEQ ID NO:
2122 1T

Y (A),

aagcttgccaccatggaaaccccagcgcagcttctecttectectgectactctgg
ctcccagataccaccggtatgggccctggagctcgcagacagggcaggattgtyg
cagggaaggcctgagatgtgcttctgcecccacccecctaccccactcecctecectt
cggatcttaacactgggcactcacacacccaccccatgctectecteccaggetca
gcagcaggtacgtacccaaccatgggctcgcaggccctgeccececggggeccatyg
cagaccctcatctttttcgacatggaggccactggecttgecceccttcteccagece
aaggtcacggagctgtgcctgctggctgtceccacagatgtgeccctggagagecce
cccacctctcaggggccacctcecccacagttcecctceccaccaccgegtgtggtagac
aagctctcectgtgtgtggcteccggggaaggecctgcagecctgcageccagegayg
atcacaggtctgagcacagctgtgctggcagcgcatgggegtcaatgttttgat
gacaacctggccaacctgctectagecttectgecggecgecageccacageecctgg
tgcctggtggcacacaatggtgaccgctacgacttcccectgctccaagcagag
ctggctatgctgggcctcaccagtgctctggatggtgecttectgtgtggatage
atcactgcgctgaaggccctggagcgagcaagcagcecccctcagaacacggeccca
aggaagagctacagcctaggcagcatctacactcgecctgtatgggcagtceccecct
ccagactcgcacacggctgagggtgatgtcctggccctgectcagcatectgtcag
tggagaccacaggccctgctgecggtgggtggatgctcacgeccaggectttegge
accatcaggcccatgtatggggtcacagecctctgctaggaccaaagatctectee
ggaggaggtggctcaggtggtggaggatctggaggaggtgggagtggtggaggt
ggttctaccggtctcgagcccaaatcttctgacaaaactcacacatgtccaccy
tgcccagcacctgaactecctggggggacecgtcagtecttectecttecececcaaaa
cccaaggacaccctcatgatcteccggacceccecctgaggtcacatgegtggtggtyg
gacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggegtyg
gaggtgcataatgccaagacaaagccgcgggaggagcagtacaacagcacgtac
cgtgtggtcagcgtcctcaccgtecctgcaccaggactggctgaatggcaaggag
tacaagtgcaaggtctccaacaaagccctcccagcccccatcgagaaaaccate
tccaaagccaaagggcagccccgagaaccacaggtgtacaccctgecccccatcece
cgggatgagctgaccaagaaccaggtcagcctgacctgcecctggtcaaaggctte
tatcccagcgacatcgeccgtggagtgggagagcaatgggcageccggagaacaac
tacaagaccacgcctccecgtgctggacteccgacggectecttettectetacage
aagctcaccgtggacaagagcaggtggcagcaggggaacgtcttctcatgetcee
gtgatgcatgaggctctgcacaaccactacacgcagaagagcctcectetectgtet
ccgggtaaatgataatctaga

135

huVK3LP-
huTREX1-
T2aa-
(g4s) 5~
hTIgG1 (SCC)
(I(g4s)5 | 1%

SEQ ID NO:
209+ LT

PR s4L5)

aagcttgccaccatggaaaccccagcgcagcttctcecttectectgctactectgg
ctcccagataccaccggtatgggccctggagectcgcagacagggcaggattgtyg
cagggaaggcctgagatgtgecttcectgecccacccectaccccactecctecectt
cggatcttaacactgggcactcacacacccaccccatgctectecteccaggeteca
gcagcaggtacgtacccaaccatgggctcgcaggeccctgececcccggggeccatyg
cagaccctcatctttttecgacatggaggccactggcecttgececcttceteccagece
aaggtcacggagctgtgcctgctggectgteccacagatgtgeccectggagagecceccce
cccacctcectcaggggccacctcececcacagttectceccaccaccgegtgtggtagac
aagctctcecctgtgtgtggcteccggggaaggectgcagecctgcageccagegayg
atcacaggtctgagcacagctgtgctggcagcgcatgggecgtcaatgttttgat
gacaacctggccaacctgctcctagceccttectgecggcgeccageccacagecctgg
tgcctggtggcacacaatggtgaccgctacgacttcccecctgctccaagcagag
ctggctatgctgggcctcaccagtgectctggatggtgecttectgtgtggatage
atcactgcgctgaaggccctggagcgagcaagcageccecctcagaacacggeccca
aggaagagctacagcctaggcagcatctacactcgectgtatgggcagtccect

JP 2013-509201 A5 2013.12.19




(18) JP 2013-509201 A5 2013.12.19

SEQ ID ERUN Blsl (X7 L AF FEHNIES 2253 TH D)
NO:
ccagactcgcacacggctgagggtgatgtecctggceccctgectcagecatectgtcecag
tggagaccacaggccctgctgecggtgggtggatgetcacgeccaggectttecgge
accatcaggcccatgtatggggtcacagcctcectgctaggaccaaagatctcectcece
ggaggaggtggctcaggtggtggaggatctggaggaggtggctcaggtggtgga
ggatctggaggaggtgggagtctcgagcccaaatcttctgacaaaactcacaca
tgtccaccgtgcccagcacctgaactcecctggggggaccgtcagtecttectette
cccccaaaacccaaggacaccctcatgatctcecccggaccecctgaggtcacatge
gtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactggtacgtyg
gacggcgtggaggtgcataatgccaagacaaagccgcgggaggagcagtacaac
agcacgtaccgtgtggtcagecgtcectcaccgtcecctgcaccaggactggectgaat
ggcaaggagtacaagtgcaaggtctccaacaaagccctcecccageccccatcgag
aaaaccatctccaaagccaaagggcagccceccgagaaccacaggtgtacacectyg
ccccecatececcgggatgagectgaccaagaaccaggtcagectgacctgectggte
aaaggcttctatcccagcgacatcgecgtggagtgggagagcaatgggcagecy
gagaacaactacaagaccacgcctceccecgtgctggactceccgacggctecttette
ctctacagcaagctcaccgtggacaagagcaggtggcagcaggggaacgtcttc
tcatgctcecgtgatgcatgaggctctgcacaaccactacacgcagaagagcecctc
tctctgtctccgggtaaatgataatctaga
136 gdsdlnk dlsggggsggggsggggsggggstgle
(Tgds4) 1%
SEQ 1D NO:
212& LT
Y AW,
137 G485-1 dlsggggsggggsgggygsggggsggggstyle
(rG4ss5] 1k
SEQ 1D NO:
209& LT
oA R S AL D
138 G4585-2 dlsggggsggggsggggsggggsggggsle
(1G4S5| 1%
SEQ ID NO:
209& 1L T
iR %)
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SEQ ID | Rk BE5l (X7 VA F FESNES 5263 TH D)

NO:

139 hDNasel- _lkiaafnigtfgetkmsnatlvsyivgilsrydialvgevrdshltavgkll
37— dnlngdapdtyhyvvseplgrnsykerylfvyrpdgvsavdsyyyddgcepcrn
G105R;Al dtfnrepfivrffsrftevrefaivplhaapgdavaeidalydvyldvgekwgl
147 edvmlmgdfnagcsyvrpsgwssirlwtsptfgwlipdsadttatpthcaydri

vvagmllrgavvpdsalpfnfgaayglsdglagaisdhypvevmnlk*

140 hDNasel- _lkiaafnigtfgetkmsnatlvsyivgilsrydialvgevrdshltavgkll

37 —WT dnlngdapdtyhyvvseplgrnsykerylfvyrpdgvsavdsyyyddgcepcgn

dtfnrepaivrffsrftevrefaivplhaapgdavaeidalydvyldvgekwgl
edvmlmgdfnagcsyvrpsgwssirlwtsptfgwlipdsadttatpthcaydri
vvagmllrgavvpdsalpfnfgaayglsdqlagaisdhypvevmlk*

141 hDNasel- _lkiaafnigtfgetkmsnatlvsyivgilsrydialvgevrdshltavgkll
3'A114F dnlngdapdtyhyvvseplgrnsykerylfvyrpdgvsavdsyyyddgcepcgn
dtfnrepfivrffsrftevrefaivplhaapgdavaeidalydvyldvgekwgl
edvmlmgdfnagcsyvrpsgwssirlwtsptfgwlipdsadttatpthcaydri
vvagmllrgavvpdsalpfnfgaayglsdqglagaisdhypvevmlk*

142 hDNasel- _lkiaafnigtfgetkmsnatlvsyivgilsrydialvgevrdshltavgkll
5" - dnlngdapdtyhyvvseplgrnsykerylfvyrpdgvsavdsyyyddgcepcrn
G105R dtfnrepaivrffsrftevrefaivplhaapgdavaeidalydvyldvgekwgl

edvmlmgdfnagcsyvrpsgwssirlwtsptfgwlipdsadttatpthcaydri
vvagmnllrgavvpdsalpfnfgaayglsdglagaisdhypvevmlk

143 hDNasel- _lkiaafnigtfgetkmsnatlvsyivgilsrydialvgevrdshltavgkll
5 —WT dnlngdapdtyhyvvseplgrnsykerylfvyrpdgvsavdsyyyddgcepcgn
dtfnrepaivrffsrftevrefaivplhaapgdavaeidalydvyldvgekwgl
edvmlmgdfnagcsyvrpsgwssirlwtsptfgwlipdsadttatpthcaydri
vvagmllrgavvpdsalpfnfgaayglsdglagaisdhypvevmlk

144 hDNasel- _lkiaafnigtfgetkmsnatlvsyivgilsrydialvgevrdshltavgkll
57-A114F | dnlngdapdtyhyvvseplgrnsykerylfvyrpdgvsavdsyyyddgcepcgn
dtfnrepfivrffsrftevrefaivplhaapgdavaeidalydvyldvgekwgl
edvmlmgdfnagcsyvrpsgwssirlwtsptfgwlipdsadttatpthcaydri
vvagmllrgavvpdsalpfnfqaayglsdgqlagaisdhypvevmlk

145 hIgG1(SCC) |_lepkssdkthtcppcprapellggpsvilfppkpkdtlmisrtpevtcvvvdyvs
hedpevkinwyvdgvevhnaktkpreegynstyrvvsvltvlhgdwlngkeykc




(20)

SEQ ID | itk B3l (X7 VAF FESIIES 263 TH D)

NO:
kvsnkalpapiektiskakggprepgvytlppsrdeltkngvsltclvkgiyps
diavewesnggpennykttppvldsdgsfflyskltvdksrwgggnviscsvmh
ealhnhytgkslslspgk

146 hRNase- _gkesrakkfgrghmdsdsspsssstycngmmrr
G88D-3 rnmtggrckpvntfvheplvdvgnvcfgekvtckngggnecyksnssmhitderl

tndsrypncayrtspkerhiivacegspyvpvhfdasvedst*

147 t b metpagllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
DNasel+V | alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdg
K3LP vsavdsyyyddgcepcgndtinrepaivrffsrftevrefaivplhaapgdava

eidalydvyldvgekwgledvmlmgdinagcsyvrpsgwssirlwtsptfqwli
pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
dhypvevmlk*

148 DNasellL3 [ msrelapllllllsihsalamricsfnvrsfgeskgedknamndvivkvikrcdi
ilvmeikdsnnricpilmeklnrnsrrgitynyvissrlgrntykeqgyaflyke
klvsvkrsyhyhdygdgdadvisrepfvvwigsphtavkdfviiplhttpetsv
keidelvevytdvkhrwkaenfifmgdfnagcsyvpkkawknirlrtdprfvwl
igdgedttvkkstncaydrivlrggeivssvvpksnsvidfgkayklteeeald
vsdhfpvefklgssraftnskksvtlrkktkskrs*

149 b g Mglekslvrllllvlillvlgwvgpslgkesrakkfgrghmdsdsspsssstyc

YRz L7—¥| ngmmrrromtggreckpvntfvheplvdvgnvefgekvtckngggneyksnssmh
itdcrltngsrypncayrtspkerhiivacegspyvpvhfdasv*edst

150 huVK3LP+ | metpaqgllfllllwlpdttgresaagkfgrghmdpdgssinsptycngmmkrrd
mribl+mI mtngsckpvntfvhepladvgavesgenvtcknrksncyksssalhitdchlkg
gGZ2A- nskypncdykttgygkhiivacegnpyvpvhfdatvleprgltikpsppckcpa
C+28 pnllggssviifppkikdvimislspmvtcvvvdvseddpdvgiswivnnvevh

tagtgthredynstlrvvsalpighgdwmsgkefkcsvnnkdlpasiertiskp
rgpvrapgvyvilipppacemtkkefsltecmitgflpaeiavdwtsngrtegnykn
tatvldsdgsyfmysklrvgkstwergslfacsvvheglhnhlttksfsrtpgk
*

151 huVK3LP- metpaqgllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
hRNaseWT mtggrckpvntfvheplvdvgnvcfgekvtckngggnecyksnssmhitdcrltn
-hIgG1l gsrypncayrtspkerhiivacegspyvpvhfdasvedstlepkssdkthtcep
(SCC)-NLG- | pcpapellggpsvflfppkpkdtlmisrtpevtcvvvdvshedpevkfnwyvdg
hDNasel- vevhnaktkpreegynstyrvvsvltvlhqgdwlngkeykckvsnkalpapiekt
(G105R;A114F) | iskakggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpen

nyvkttpepvldsdgsfflyskltvdksrwgggnviscsvmheglhnhytgkslsl
spgkvdgasshvnvsspsvgdilkiaafnigtfgetkmsnatlvsyivgilsry
dialvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrp
dgvsavdsyyyddgcepcrndtfnrepfivrffsrftevrefaivplhaapgda
vaeidalydvyldvgekwgsedvmlmgdfnagcsyvrpsgwssirlwtsptfgw
lipdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglaga
isdhypvevmlk**

152 huVK3LP- [ metpaqllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
hRNaseWT | mtagrckpvntfvheplvdvgnvcfgekvtckngggncyksnssmhitdcrltn
~hIgG1l gsrypncayrtspkerhiivacegspyvpvhfdasvedstlepkssdkthtcp
(SCC) - NLG— pcpapellggpsvflfppkpkdtlmisrtpevtcvvvdvshedpevkfnwyvdg
hDNasel - Vevhnaktkpreeqynstyrvvsvltvlhqdwlngkeykckysnkalpaplekt
1147 iskakggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesngdgpen

nykttppvldsdgsfflyskltvdksrwgggnviscsvmheglhnhytgkslsl
spgkvdgasshvnvsspsvgdilkiaafnigtfgetkmsnatlvsyivgilsry
dialvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrp
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(1)

SEQ ID | i BFl (X7 VAF FESNES 253" TH D)
NO:
dgvsavdsyyyddgcepcgndtinrepfivrffsrftevrefaivplhaapgda
vaeidalydvyldvgekwgledvmnlmgdfnagecsyvrpsgwssirlwtsptfgw
lipdsadttatpthcaydrivvagmllrgavvpdsalpfinfgaayglsdglaga
isdhypvevmlk*

153 huVK3LP- metpaqgllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
hRNaseWT | mtggrckpvntfvheplvdvgnvcifgekvtckngggncyksnssmhitdcerltn
~hIgGl gsrypncayrtspkerhiivacegspyvpvhidasvedstlepkssdkthtcp
(SCC) - NLG- pcpapellggpsvflfppkpkdtlmisrtpevtcvvvdvshedpevkfnwyvdg
hDNAse] - yevhnaktkpreeqynstyrvvsvltvlhqdwlngkeykckysnkalpaplekt

b iskakggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpen
WT nvkttppvldsdgsfflyskltvdksrwgggnviscsvmheglhnhytgkslsl
spgkvdgasshvnvsspsvgdilkiaafnigtfgetkmsnatlvsyivgilsry
dialvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrp
dgvsavdsyyyddgcepcgndtfnrepaivrffsrftevrefaivplhaapgda
vaeidalydvyldvgekwgledvmlmgdfnagcsyvrpsagwssirlwtsptfgw
lipdsadttatpthcaydrivvagmllrgavvpdsalpfnfgqaayglsdglaga
isdhypvevmlk*

154 hVK3LP- metpagllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
hDNasel ( alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdg
WT) - vsavdsyyyddgcepcgndtfnrepaivrffsrftevrefaivplhaapgdava
hIgG1(SCC) | eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfqwli

pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
dhypvevmlklepkssdkthtcppcpapellggpsvilfppkpkdtlmisrtp
evtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvsvltvlhg
dwlngkeykckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsl
tclvkgiypsdiavewesnggpennykttppvldsdgsfflyskltvdksrwaqg
gnvfscsvmhealhnhytgkslslspgk*

155 hVK3LP- metpagllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
hDNasel- alvgevrdshltavgklldnlngdapdtyvhyvvseplgrnsykerylfvyrpdg
A114F- vsavdsyyyddgcepcgndtfnrepfivrffsrftevrefaivplhaapgdava
hIgG1(SCO) | eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfqwli

pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
dhypvevmlklepkssdkthtcppcpapellggpsvilfppkpkdtlimisrtp
evtcvvvdvshedpevkfnwyvdgvevhnaktkpreegynstyrvvsvltvlhg
dwlngkeykckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsl
tclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltvdksrwgqg
gnvfscsvmhealhnhytgkslslspgk*

156 hVK3LP- metpaqgllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
hDNasel- alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdg
G105R;Al | vsavdsyyyddgcepcrndtfnrepfivrffsrftevrefaivplhaapgdava
14F- eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfgwli
(G4S) 4- pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
hIgG1(SCC) | dhypvevmlkdlsggggsggggsggggsggggstglepkssdkthteppcpape
(1(G4S) 4] 1% llggpsvilfppkpkdtlmisrtpevtcvvvdvshedpevkinwyvdgvevhna
SEQ ID NO: ktkpreeqgynstyrvvsvltvlhgdwlngkeykckvsnkalpapiektiskakg
212 LT .

BoR=5) gprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpennykttp
pvldsdgsfflyskltvdksrwgggnviscsvmhealhnhytgkslslspgk*

157 hVK3LP- metpaqllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
hDNaselG alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdg
105R;Al11 vsavdsyyyddgcepcrndtfnrepfivrffsrftevrefaivplhaapgdava
4F (G4s)5 | eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfgqwli

-hIgGl

pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
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(22)

SEQ ID | itik BFl (X7 VA F FESNES 253" TH D)

NO:

(scC) dhypvevmlkdlsggggsggggsggggsggggsggggstglepkssdkthtcpp

(1(G4s)5 ] 1% cpapellggpsvilfppkpkdtlmisrtpevtcvvvdvshedpevkinwyvdgv

SEQ ID NO: evhnaktkpreegynstyrvvsvltvlhgdwlngkeykckvsnkalpapiekti

%@%%?%%2 skakggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpenn
vkttppvldsdgsfflyskltvdksrwgggnviscsvmhealhnhytgkslsls
pgk*

158 hVK3LP- metpagqllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
hDNasel- alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdg
G105R;Al | Vsavdsyyyddgcepcrndtinrepfivrffsrftevrefaivplhaapgdava
147 eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfqwli

pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
(G45) 5- dhypvevmlkdlsggggsggggsggggsggggsggggslepkssdkthteppcp
2*hIgG1§£Q-apellggpsvflfppkpkdtlmisrtpevtcvvvdvshedpekanwyvdgvev
(I(G4S) 5] 1% hnaktkpreegynstyrvvsvltvlhgdwlngkeykckvsnkalpapiektisk
SEQ ID NO: akggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpennyk
209& 1L C vl fflyskltvdksrw nvi vmhealhnh kslsl
T i:pp dsdgs yskltvdksrwgqg scs a vtgkslslspg

159 hVK3LP- metpagllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
hDNasel- alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdg
G105R;Al vsavdsyyyddgcepcrndtfnrepfivrffsrftevrefaivplhaapgdava
147 eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfigwli

pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
h1gGl (50 dhypvevmlklepkssdkthtcppcpapellggpsvilfppkpkdtlmisrtp
evtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvsvltvlhg
dwlngkevkckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsl
tclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltvdksrwgqg
gnviscsvmhealhnhytgkslslspgk*

160 hVK3LP- metpaqgllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
hRNasel mtggrckpvntfvheplvdvgnvcfgekvtckngggneyksnssmhitderltn
(MT) - dsrypncayrtspkerhiivacegspyvpvhidasvedstlepkssdkthtcp
hIgG1(ScO) pcpapellggpsvilfppkpkdtlimisrtpevtcvvvdvshedpevkinwyvdg

vevhnaktkpreegynstyrvvsvltvlhgdwlngkeykckvsnkalpapiekt
iskakggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpen
nykttppvldsdgsfflyskltvdksrwgggnviscsvmhealhnhytgkslsl
spgk*
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(23) JP 2013-509201 A5 2013.12.19
SEQ ID | ik AlSl (X7 VA F FESNIES 2263 TH D)

NO:

lel hVK3Lp- metpagllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
hRNasel mtggrckpvntfvheplvdvgnvcfgekvtckngggneyksnssmhitderltn
(WT) - gsrypncayrtspkerhiivacegspyvpvhfdasvedstdlsggggsggggsyg
(G4S) 41n gggsggggstglepkssdkthteppecpapellggpsvilfppkpkdtlmisrtp

evtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvsvltvlhg

k- dwlngkevkckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsl
hIgG1(5cC) tclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltvdksrwgqg
([(648)4] 1X | gnvfscsvmhealhnhytgkslslspgk*
SEQ ID NO:
2122 L<C

162 hVK3LP- metpaqgllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
hRNase mtggrckpvntfvheplvdvgnvcfgekvtckngggncyksnssmhitdcrltn
(WT) - gsrypncayrtspkerhiivacegspyvpvhfdasvedstdlsggggsggggsg
(G4S) 5- gggsggggsggggslepkssdkthtcecppcprapellggpsvilfppkpkdtimis
- rtpevtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvsvltv
21lnk- lhgdwlngkeykckvsnkalpapiektiskakggprepgvytlppsrdeltkng
hIgG1(sc0) vsltclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltvdksr
[c4s)5| 1 | waagnviscsvmhealhnhytgkslslspgk*
SEQ 1D NO:
209+ L C
AT END)

163 hVK3LP- metpaqgllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
hRNase mtggrckpvntfvheplvdvgnvcifgekvtckngggneyksnssmhitderltn
(WT) - gsrypncayrtspkerhiivacegspyvpvhidasvedstlepkssdkthtcp
hTgG1 (S0 pcpaprellggpsvilfppkpkdtlmisrtpevtcvvvdvshedpevkinwyvdg

vevhnaktkpreegynstyrvvsvltvlhgdwlngkeykckvsnkalpapiekt
iskakggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpen
nyvkttppvldsdgsfflyskltvdksrwgggnviscsvmhealhnhytgkslsl




(24)

SEQ ID | i APl (X7 VAF FESNES 253 TH D)
NO:
spgk*
164 <17 ATrexl mgsgtlphghmgtlifldleatglpssrpevtelcllavhrralentsisqghp
(FL) ppvprpprvvdklslciapgkacspgaseitglskaelevggrgrfddnlaill
R Rk raflgrgpgpcclvahngdrydfpllgtelarlstpspldgtfcvdsiaalkal
egasspsgngsrksyslgsiytrlywgaptdshtaegdvltllsicgwkpgall
gwvdeharpfstvkpmygtpattgttnlrphaatattplatangspsngrsrrp
kspppekvpeapsgegllaplslltlltlaiatlyglflaspgg*

165 <R mgsgtlphghmgtlifldleatglpssrpevtelcllavhrralentsisgghp
Trexlmin pevprpprvvdklslciapgkacspgaseitglskaelevggrgrfddnlaill
ec raflgrgpgpcclvahngdrydfpllgtelarlstpspldgtfcvdsiaalkal

egasspsgngsrksyslgsiytrlywgaptdshtaegdvltllsicgwkpgall
gwvdeharpfstvkpmygtpattgttdle

166 <A metpaqllfllllwlpdttgmgsgtlphghmgtlifldleatglpssrpevtel
Trexl- cllavhrralentsisgghpppvprpprvvdklslciapgkacspgaseitgls
(G4S) 4- kaelevqgrqrfddnlai1lraflqrqpqpcclvahngd?ydfpllqtelarls
nigG2a-c tpspldgtfcyds1aalkaleqasspsgngsrksyslg51ytrlywqaptdsht

aegdvltllsicgwkpgallgwvdeharpfstvkpmygtpattgttdlsggggs
%%H%F%#i ggggsggggsggggsleprgptikpsppckcpapnllggssvfifppkikdvlm
S LT islspmvtcvvvdvseddpdvgiswfvnnvevhtagtgthredynstlrvvsal
BREND) pighgdwmsgkefkecsvnnkdlpasiertiskprgpvrapgvyvlpppaecemtk

kefsltcecmitgflpaeiavdwtsngrtegnykntatvldsdgsyfmysklrvgk

stwergslfacsvvheglhnhlttksfsrtpgk*

167 TR metpaqgllfllllwlpdttgmgsgtlphghmgtlifldleatglpssrpevtel
Trexl- cllavhrralentsisgghpppvprpprvvdklslciapgkacspgaseitgls
(G4S) 5- kaelevggrgrfddnlaillraflqgrgpgpcclvahngdrydfpllgtelarls
mIgG2a—c tpspldgtfcvdsiaalkalegasspsgngsrksyslgsiytrlywgaptdsht

aegdvltllsicgwkpgallgwvdeharpfstvkpemygtpattgttdlsggggs
[(G4S)5] X gg9ggsggggsggggsggggsleprgptikpsppckecpapnllggssviifppki
SEQ ID NO- kdvlmislspmvtcvvvdvseddpdvgiswfvnnvevhtagtgthredynstlr
%%%%%%%} vvsalpighgdwmsgkefkcsvnnkdlpasiertiskprgpvrapgvyvlpppa

eemtkkefsltcmitgflpaciavdwtsngrtegnykntatvldsdgsyfmysk

lrvgkstwergslfacsvvheglhnhlttksfsrtpgk*

168 NLG1nk vdgaaaspvnvsspsvqadi

169 <TUR metpagllfllllwlpdttgmgsgtlphghmgtlifldleatglpssrpevtel
Trex— cllavhrralentsisgghpppvprpprvvdklslciapgkacspgaseitgls
Trexl- kaelevggrgrfddnlaillraflgrgpgpcclvahngdrydfpllgtelarls
(Gds)5- tpspldgtfcvdsiaalkalegasspsgngsrksyslgsiytrlywgaptdsht

B aegdvltllsicgwkpgallgwvdeharpfstvkpmygtpattgttdlmgsgtl
mlgG2a-c phghmgtlifldleatglpssrpevtelcllavhrralentsisqgghpppevprp
(I64s)5] 1 | prvvdklslciapgkacspgaseitglskaelevggrgriddnlaillraflgr
%%%y%%g; qpqpcclvahngdyydfpllqtelarlstpspldgtfcydsiaalkaleqassp
Eif%?f% sgngsrksyslgsiytrlywgaptdshtaegdvltllsicgwkpgallgwvdeh

arpfstvkpmygtpattgttdlsggggsggggsggggsggggsggggsleprgp
tikpsppckcpapnllggssviifppkikdvimislspmvtcvvvdvseddpdv
giswfvnnvevhtagtgthredynstlrvvsalpighgdwmsgkefkcsvnnkd
lpasiertiskprgpvrapgvyvlpppaeemntkkefsltcmnitgflpaeiavdw
tsngrtegnykntatvldsdgsyfmysklrvgkstwergslfacsvvheglhnh
lttksfsrtpgk*

170 huVK3LP- metpaqllfllllwlpdttgmngpgarrggrivggrpencicppptplpplrilt
huTREX1 - lgthtptpcsspgsaagtyptmgsgalppgpmgtliffdmeatglpfsgpkvte
72aa- lcllavhrcalespptsqgppptvpppprvvdklslcvapgkacspaaseitgl
(g4s) 4- stavlaahgrgcfddnlanlllaflrrgpgpwclvahngdrydfpllgaelaml

.« | gltsaldgafcvdsitalkalerasspsehgprksyslgsiytrlyggsppdsh
hIgG1 (5L taegdvlallsicgwrpgallrwvdaharpfgtirpmygvtasartkdlsgggg
ég%%gioﬁt 59999sggggsggggslepkssdkthtceppepapellggpsvilfppkpkdtlm

isrtpevtcvvvdvshedpevkfnwyvdgvevhnaktkpreegynstyrvvsvl
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(25)

SEQ ID
NO:

®

=113

Byl (X7 UAF FEFIES 2253 ThHB)

212&L LT

IR EN5)

tvlhgdwlngkeykckvsnkalpapiektiskakggprepgvytlppesrdeltk
ngvsltclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltvdk
srwagggnviscsvmhealhnhytgkslslspgk*

171

huVK3LP-
huTREX1-
T2aa-
(gds) 5-
hIgG1 (SCO)

[(g4s)5| IX
SEQ ID NO:
209 LT
BimSAL5)

metpagllfllllwlpdttgmgpgarrggrivagrpemncfcppptplpplrilt
lgthtptpcsspgsaagtyptmgsgalppgpmngtliffdmeatglpfsgpkvte
lcllavhrcalespptsqgppptvpppprvvdklslcvapgkacspaaseitgl
stavlaahgrgcfddnlanlllaflrrgpgpwelvahngdrydfpllgaelaml
gltsaldgafcvdsitalkalerasspsehgprksyslgsiytrlyggsppdsh
taegdvlallsicgwrpgallrwvdaharpfgtirpmygvtasartkdlsgggg
89999s9gggsggggsggggslepkssdkthtcppcpapellggpsvilippkp
kdtlmisrtpevtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyr
vvsvltvlhgdwlngkeykckvsnkalpapiektiskakggprepgvytlppsr
deltkngvsltclvkgfypsdiavewesnggpennykttppvldsdgsfflysk
ltvdksrwgggnviscsvmhealhnhytgkslslspgk*

172

huVK3LP-
hDNasel-
G10b5R;Al
14F-
(G4S) 4-
hIgGl
(SCC)= NLG-
hRNasel-
WT

(IGas)4] 1
SEQ ID NO:

212, 1T
FE Y ARA),

gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
tggctcccagataccaccggtctgaagatcgcagceccttcaacatccagacattt
ggggagaccaagatgtccaatgccaccctecgtcagectacattgtgcagatecctyg
agccgctatgacatcgcececctggteccaggaggtcagagacageccacctgactgee
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttcgtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggctgce
gagccctgcaggaacgacaccttcaaccgagagccattcattgtcaggttettce
tccecggttcacagaggtcagggagtttgccattgttccecctgecatgecggeccccy
ggggacgcagtagccgagatcgacgctctctatgacgtctacctggatgteccaa
gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggectge
agctatgtgagaccctcccagtggtcatccatccgectgtggacaageccccace
ttccagtggctgatccccgacagecgctgacaccacagctacacccacgcactgt
gcctatgacaggatcgtggttgcagggatgctgecteccgaggegecgttgttcecee
gactcggctcttceccctttaactteccaggctgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgctgaaagatctcectcee
ggaggaggtggctcaggtggtggaggatctggaggaggtgggagtggtggaggt
ggttctaccggtctcgagcccaaatcttctgacaaaactcacacatgtccaccg
tgcccagcacctgaactcctggggggaccgtcagtcttectcttecececccaaaa
cccaaggacaccctcatgatctcecccggacccecctgaggtcacatgegtggtggtyg
gacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggecgtyg
gaggtgcataatgccaagacaaagccgcgggaggagcagtacaacagcacgtac
cgtgtggtcagcgtcectcaccgtecctgcaccaggactggctgaatggcaaggag
tacaagtgcaaggtctccaacaaagccctcecccagececccecatcgagaaaaccate
tccaaagccaaagggcagccccgagaaccacaggtgtacaccctgeccecccatcee
cgggatgagctgaccaagaaccaggtcagcecctgacctgectggtcaaaggcectte
tatcccagcgacatcgeccgtggagtgggagagcaatgggcageccggagaacaac
tacaagaccacgcctccecgtgcectggactcececgacggectecttettectectacage
aagctcaccgtggacaagagcaggtggcagcaggggaacgtcttctcatgectcee
gtgatgcatgaggctctgcacaaccactacacgcagaagagcctctctcectgtct
ccgggtaaagtcgacggagctagcagcccecgtgaacgtgagcagecceccagegtyg
caggatatcccttccctgggcaaggaatcccgggccaagaaattccagecggcag
catatggactcagacagttcccccagcagcagctccacctactgtaaccaaatyg
atgaggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtyg
cacgagcccctggtagatgtccagaatgtctgtttccaggaaaaggtcacctge
aagaacgggcagggcaactgctacaagagcaactccagcatgcacatcacagac
tgccgcctgacaaacggctccaggtaccccaactgtgcataccggaccageccyg
aaggagagacacatcattgtggcectgtgaagggagcccatatgtgccagtceccac
tttgatgcttctgtggaggactctacctaataatctaga

173

huVK3LP-
hDNasel-
G105R;Al
14F-
(G4S) 4-
hIgGl

metpagllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdqg
vsavdsyyyddgcepcrndtfnrepfivrffsrftevrefaivplhaapgdava
eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfqwli
pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
dhypvevmlkdlsggggsggggsggggsggggstglepkssdkthtcppcpape
llggpsvilfppkpkdtlmisrtpevtcvvvdvshedpevkinwyvdgvevhna
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(26)

SEQ ID | ik BlF (X7 VAF FESNIEE 5253 TH D)

NO:

(SCC)-NLG- | ktkpreegynstyrvvsvltvlhgdwlngkeykckvsnkalpapiektiskakg
hRNasel- gprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpennykttp
WT pvldsdgsfflyskltvdksrwgggnviscsvmhealhnhyvtgkslslspgkvd
(IG48)4] 1% | gasspvnvsspsvgdipslgkesrakkfgrghmdsdsspsssstycngmmrrrn
SEQ 1D NO: mtggrckpvnt fvheplvdvgnvcfgekvtckngggnecyksnssmhitderltn
%%5§}J5) gsrypncayrtspkerhiivacegspyvpvhfdasvedst*

174 huVK3LP- gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
hRNAseGS tggctcccagataccaccggtcecttecctgggcaaggaatcccgggeccaagaaa
8D- ttccagcggcagcatatggactcagacagttcccccagcagcagctceccacctac
hIgG1 (SCC) tgtaaccaaatgatgaggcgccggaatatgacacaggggcggtgcaaaccagtyg

g

aacacctttgtgcacgagcccctggtagatgtccagaatgtctgtttceccaggaa

P2385;K3 aaggtcacctgcaagaacgggcagggcaactgctacaagagcaactccagcatg

228;P331 cacatcacagactgccgcctgacaaacgactccaggtaccccaactgtgcatac

S cggaccagcccgaaggagagacacatcattgtggcctgtgaagggagcccatat
gtgccagtccactttgatgcttctgtggaggactctacagatctcgagcccaaa
tcttctgacaaaactcacacatgtccaccgtgtccagcacctgaactecctgggt
ggatcgtcagtcttcecctctteccceccaaaacccaaggacactctcatgatectee
cggacccctgaggtcacgtgegtggtggtggacgtgageccaggaagaccccgayg
gtccagttcaactggtacgtggacggcatggaggtgcataatgccaagacaaag
ccacgggaggagcagttcaacagcacgtteccgtgtggtcagegtectcaccgte
gtgcaccaggactggctgaacggcaaggagtacaagtgcaaggtctccaacaaa
gccctcecceccagcecctceccatcgagaaaacaatctccaaaaccaaagggcageccccga
gaaccacaggtgtacaccctgccceccecatceccgggaggagatgaccaagaaccag
gtcagcctgacctgcectggtcaaaggcttctatcccagecgacatcgecgtggag
tgggagagcaatgggcagccggagaacaactacaacaccacgcecctceccgtygetyg
gactccgacggctcecttctcecectctacagcaagctcaccgtggacaagagcagg
tggcagcaggggaacgtcttctcatgctccgtgatgcatgaggctctgcacaac
cactacacgcagaagagcctctctctgtcteccgggtaaatgataatctaga

175 huVK3LP- metpagllfllllwlpdttgpslgkesrakkfgrghmdsdsspsssstycngmm
hRNAseGS rrrnmtggrckpvntfvheplvdvgnvecfgekvtckngggneyksnssmhitde
8D— rltndsrypncayrtspkerhiivacegspyvpvhfdasvedstlepkssdkt
h1gG1(SC0) htcppcpapellggssvilfppkpkdtlmisrtpevtcvvvdvsgedpevgfnw

g
yvdgmevhnaktkpreeqfnstfrvvsvltvvhgdwlngkeykckvsnkalpas
P2385/K3 iektisktkggprepgvytlppsreemtkngvsltclvkgfypsdiavewesng
225;P331 gpennynttppvldsdgsfslyskltvdksrwgggnvifscsvmhealhnhytgk
S slslspgk*

176 huVK3LP- gttaagcttgccaccatggaaaccccagcgcagcecttctecttectectgectacte
hDNasel- tggctcccagataccaccggtctgaagatcgcagceccttcaacatccagacattt
G1O5R;:Al ggggagaccaagatgtccaatgccaccctecgtcagctacattgtgcagatecctyg
14F- agccgctatgacatcgceccctggtccaggaggtcagagacagccacctgactgec

gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac

(G45) 5- gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
1-hTIgGl tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggectge
(SCO-NLG- | gagccctgcaggaacgacaccttcaaccgagagecattcattgtcaggttette
hRNasel- tccecggttcacagaggtcagggagtttgeccattgttececectgecatgeggecccyg
WT ggggacgcagtagccgagatcgacgctctcectatgacgtctacctggatgtccaa
- gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggctgce
g%%%%ﬁ%; agctatgtgagaccctcccagtggtcatccatcecgectgtggacaageccccace
209L LT ttccagtggctgatcceccgacagecgectgacaccacagctacacccacgcactgt
SIS gcctatgacaggatcgtggttgcagggatgctgctceccgaggegecgttgttcecee

gactcggctcttccctttaacttccaggctgectatggectgagtgaccaactg
gcccaagccatcagtgaccactatccagtggaggtgatgctgaaagatctctcee
ggaggaggtggctcaggtggtggaggatctggaggaggtggctcaggtggtgga
ggatctggaggaggtgggagtaccggtctcgagcccaaatcttctgacaaaact
cacacatgtccaccgtgcccagcacctgaactcctggggggaccgtcagtette
ctcttecceccececcaaaacccaaggacaccctecatgatecteeccggaccecctgaggte
acatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactgg
tacgtggacggcgtggaggtgcataatgccaagacaaagccgcgggaggagecag
tacaacagcacgtaccgtgtggtcagcgtcctcaccgtecctgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagcecoccce
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27

SEQ ID
NO:

Byl (X2 UAF FEFIES 2253 THB)

atcgagaaaaccatctccaaagccaaagggcagccccgagaaccacaggtgtac
accctgcceccatcccgggatgagetgaccaagaaccaggtcagectgacctge
ctggtcaaaggcttctatcccagecgacatcgececgtggagtgggagagcaatggg
cagccggagaacaactacaagaccacgcctcecccgtgctggactccgacggcectcce
ttcttectctacagcaagectcaccgtggacaagagcaggtggcagcaggggaac
gtcttctcatgctcecgtgatgcatgaggctctgcacaaccactacacgcagaag
agcctctctctgtctcecgggtaaagtcgacggagctagcageccccgtgaacgtyg
agcagccccagcgtgcaggatatcecccttcecectgggcaaggaatcccgggceccaag
aaattccagcggcagcatatggactcagacagttcccccagcagcagctccace
tactgtaaccaaatgatgaggcgccggaatatgacacaggggcggtgcaaacca
gtgaacacctttgtgcacgagccecctggtagatgtccagaatgtctgtttecag
gaaaaggtcacctgcaagaacgggcagggcaactgctacaagagcaactccagce
atgcacatcacagactgccgecctgacaaacggctccaggtaccceccaactgtgea
taccggaccagcccgaaggagagacacatcattgtggectgtgaagggageccca
tatgtgccagtccactttgatgcttctgtggaggactctacctaataatctaga

177

huVK3LP-
hDNasel-
G105R;Al
14F-

(G4S) 5-
1-hIgGl
(SCC)- NLG-
hRNasel-WT

((G48)51 L
SEQ 1D NO:
209 LC
R ENG)

metpagllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdg
vsavdsyyyddgcepcrndtfnrepfivrffsrftevrefaivplhaapgdava
eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfqwli
pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
dhypvevmlkdlsggggsggggsggggsggaggsggggstglepkssdkthtepp
cpapellggpsvilfppkpkdtlmisrtpevtcecvvvdvshedpevkinwyvdgv
evhnaktkpreegynstyrvvsvltvlhgdwlngkeykckvsnkalpapiekti
skakggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpenn
vkttppvldsdgsfflyskltvdksrwgggnviscsvmhealhnhytgkslsls
pgkvdgasspvnvsspsvgdipslgkesrakkfgrghmdsdsspsssstycngm
mrrronmtggrckpvntfvheplvdvgnvcfgekvtckngggncyksnssmhitd
crltngsrypncayrtspkerhiivacegspyvpvhfdasvedst*

178

huVK3LP-
hDNasel-
G105R; Al
14F-
(G4S) 5-
2-hIgGl
(SCC) -~ NLG-
hRNasel-
WT

(IG48)5] 1%
SEQ ID NO:

209& 1T
PR END)

gttaagcttgccaccatggaaaccccagcgcagcttctecttectectgectacte
tggctcccagataccaccggtctgaagatcgcagceccttcaacatccagacattt
ggggagaccaagatgtccaatgccaccctegtcagctacattgtgcagatectyg
agccgctatgacatcgceccecctggtccaggaggtcagagacagccacctgactgcce
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggctgc
gagccctgcaggaacgacaccttcaaccgagagccattcattgtcaggttette
tccecggttcacagaggtcagggagtttgeccattgttcecectgecatgecggececceccyg
ggggacgcagtagccgagatcgacgctctctatgacgtctacctggatgtccaa
gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggetge
agctatgtgagaccctcccagtggtcatccatceccgectgtggacaageccccace
ttccagtggctgatcceccgacagecgectgacaccacagectacacccacgcactgt
gcctatgacaggatecgtggttgecagggatgectgectceccgaggecgecgttgttcece
gactcggctcecttcectttaacttccaggectgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgctgaaagatctctcec
ggaggaggtggctcaggtggtggaggatctggaggaggtggctcaggtggtgga
ggatctggaggaggtgggagtctcgagcccaaatcttctgacaaaactcacaca
tgtccaccgtgcccagcacctgaactcecctggggggaccgtcagtcttectette
cccccaaaacccaaggacaccctcecatgatcecteccecggaccecctgaggtcacatge
gtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactggtacgtyg
gacggcgtggaggtgcataatgccaagacaaagccgcecgggaggagcagtacaac
agcacgtaccgtgtggtcagecgtcecctcaccgtecctgecaccaggactggectgaat
ggcaaggagtacaagtgcaaggtctccaacaaageccctecccagecceccatecgag
aaaaccatctccaaagccaaagggcagccceccgagaaccacaggtgtacacectyg
cccceccecatcececgggatgagectgaccaagaaccaggtcagectgacctgectggte
aaaggcttctatcccagcgacatcgecgtggagtgggagagcaatgggcagcecy
gagaacaactacaagaccacgcctcccgtgctggactccgacggctecttette
ctctacagcaagctcaccgtggacaagagcaggtggcagcaggggaacgtcttce
tcatgctcecgtgatgcatgaggctctgcacaaccactacacgcagaagagectce
tctctgtcectccgggtaaagtcgacggagectagcagecceccgtgaacgtgagcage
cccagcgtgcaggatatcccttecctgggcaaggaatcccgggceccaagaaatte
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(28)

SEQ ID
NO:

aufl
=

BlFl (X2 vAF FEFIES 2253 ThB)

cagcggcagcatatggactcagacagttceccccagcagcagctceccacctactgt
aaccaaatgatgaggcgccggaatatgacacaggggcggtgcaaaccagtgaac
acctttgtgcacgagcccecctggtagatgteccagaatgtectgttteccaggaaaag
gtcacctgcaagaacgggcagggcaactgctacaagagcaactccagcatgcecac
atcacagactgccgcctgacaaacggctccaggtaccccaactgtgcataccgg
accagcccgaaggagagacacatcattgtggecctgtgaagggagecccatatgtyg
ccagtccactttgatgcttctgtggaggactctacctaataatctaga

179

huVK3LP-
hDNasel-
G105R;Al
14F-

(G43) 5-
2-hIgGl
(SCC)- NLG-
hRNasel-WT

[(G4S)5] 1%
SEQ ID NO:
209+ 1T

PS4 %)

metpaqgllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
alvgevrdshltavgklldnlngdapdtyvhyvvseplgrnsykerylfvyrpdg
vsavdsyyyddgcepcrndtfnrepfivrffsrftevrefaivplhaapgdava
eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfgwli
pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdgqlagais
dhypvevmlkdlsggggsggggsggggsggggsggggslepkssdkthtcppcp
apellggpsvilfppkpkdtlmisrtpevtcvvvdvshedpevkinwyvdgvev
hnaktkpreegynstyrvvsvltvlhgdwlngkeykckvsnkalpapiektisk
akgagprepgvytlppsrdeltkngvsltclvkgfypsdiavewesngqgpennyk
ttppvldsdgsfflyskltvdksrwgggnviscsvmhealhnhytgkslslspg
kvdgasspvnvsspsvgdipslgkesrakkfqgrghmdsdsspsssstycngmmr
rromtggrckpvntfvheplvdvgnvcigekvtckngggnecyksnssmhitder
ltngsrypncayrtspkerhiivacegspyvpvhfdasvedst

180

huVK3LP-
hDNasel
G105R;Al
14F-
hIgGl
(SCC) = NLG—
hRNassel
-WT

gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
tggctcccagataccaccggtctgaagatcgcagceccttcaacatccagacattt
ggggagaccaagatgtccaatgccaccctcgtcagctacattgtgcagatecctyg
agccgctatgacatcgccecctggtccaggaggtcagagacagccacctgactgec
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggectgce
gagccctgcaggaacgacaccttcaaccgagagccattcattgtcaggttette
tccecggttecacagaggtcagggagtttgeccattgttceccectgecatgecggececyg
ggggacgcagtagccgagatcgacgctctctatgacgtctacctggatgtccaa
gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggectge
agctatgtgagaccctcccagtggtcatccatccgectgtggacaageccccacc
ttccagtggctgatcceccgacagecgctgacaccacagctacacccacgcactgt
gcctatgacaggatcgtggttgcagggatgctgcteccgaggecgeecgttgttccce
gactcggctcttccctttaacttccaggectgectatggectgagtgaccaactyg
gcccaagccatcagtgaccactatccagtggaggtgatgctgaaagatctegag
cccaaatcttctgacaaaactcacacatgtccaccgtgecccagcacctgaacte
ctggggggaccgtcagtcttcecctecttececececccaaaacccaaggacaccctecatyg
atctcccggacccecctgaggtcacatgegtggtggtggacgtgagccacgaagac
cctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaag
acaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagegtecte
accgtcctgcaccaggactggctgaatggcaaggagtacaagtgcaaggtcectcce
aacaaagccctcecccagceccccatcgagaaaaccatcectceccaaageccaaagggecag
ccccgagaaccacaggtgtacaccctgcecccecccatceccgggatgagctgaccaag
aaccaggtcagcctgacctgecctggtcaaaggcttctatcccagcgacatecgec
gtggagtgggagagcaatgggcagccggagaacaactacaagaccacgcctccc
gtgctggactccgacggctccttcecttectctacagcaagectcaccgtggacaag
agcaggtggcagcaggggaacgtcttctcatgctcecgtgatgcatgaggctctyg
cacaaccactacacgcagaagagcctctctctgtctccgggtaaagtcgacgga
gctagcagccccgtgaacgtgagcageccccagecgtgcaggatatececctteectyg
ggcaaggaatcccgggccaagaaattccagcggcagcatatggactcagacagt
tccceccagcagcagctceccacctactgtaaccaaatgatgaggcecgecggaatatyg
acacaggggcggtgcaaaccagtgaacacctttgtgcacgagccecctggtagat
gtccagaatgtctgtttccaggaaaaggtcacctgcaagaacgggcagggcaac
tgctacaagagcaactccagcatgcacatcacagactgceccecgecctgacaaacggce
tccaggtaccccaactgtgcataccggaccagcccgaaggagagacacatcatt
gtggcctgtgaagggagcccatatgtgccagtccactttgatgcttctgtggag
gactctacctaataatctaga

181

huVK3LP-
hDNasel

metpagllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdg
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(29)

SEQ ID
NO:

®

k=10

Byl (X7 UAF FEFIES 2253 ThHB)

G105R;Al
14F-
hIgGl
(SCC) - NLG-
hRNassel
-WT

vsavdsyyyddgcepcrndtfnrepfivrffsrftevrefaivplhaapgdava
eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfqwli
pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
dhypvevmlklepkssdkthtcppcpapellggpsvilfppkpkdtlmisrtp
evtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvsvltvlhg
dwlngkevkckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsl
tclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltvdksrwgqg
gnviscsvmhealhnhytgkslslspgkvdgasspvnvsspsvgdipslgkesr
akkfgrghmdsdsspsssstycngmmrrraomtggrckpvntfvheplvdvgnve
fgekvtckngggncyksnssmhitdcrltngsrypncayrtspkerhiivaceg
spyvpvhfdasvedst*

182

huVK3LP-
mDNaselL
3_
mIgG2A-C
(mut)

gaccaagcttgccaccatggaaaccccagcgcagcttctecttectectgctact
ctggctcccagataccaccggtctaaggctctgctecttcaatgtgaggtectt
tggagcgagcaagaaggaaaaccatgaagccatggatatcattgtgaagatcat
caaacgctgtgaccttatactgttgatggaaatcaaggacagcagcaacaacat
ctgtcccatgctgatggagaagctgaatggaaattcacgaagaagcacaacata
caactatgtgattagttctcgacttggaagaaacacgtacaaagagcagtatgc
cttcgtctacaaggagaagctggtgtctgtgaagacaaaataccactaccatga
ctatcaggatggagacacagacgtgttttccagggagececctttgtggtttggtt
ccattcccectttactgcectgtcaaggacttcecgtgattgtcecceccttgecacacaac
tcccgagacctcececgttaaagagatagatgagectggtcgatgtctacacggatgt
gagaagccagtggaagacagagaatttcatcttcatgggtgatttcaacgccgyg
ctgtagctatgtccccaagaaggcctggecagaacattecgtttgaggacggaccce
caagtttgtttggctgattggggaccaagaggacactacggtcaagaagagtac
cagctgtgcctatgacaggattgtgctttgtggacaagagatagtcaactccgt
ggttccccgttccagtggecgtctttgactttcagaaagecttatgacttgtectga
agaggaggccctggatgtcagtgatcactttccagttgagtttaagctacagtc
ttcaagggccttcaccaacaacagaaaatctgtttctctcaaaaagagaaaaaa
aggcaatcgctcctcagatctcgagecccagaggtctcacaatcaageccctectee
tccatgcaaatgcccagcacctaacctcttgggtggatcatcecgtecttecatcett
ccctccaaagatcaaggatgtactcatgatctcectgageccccatggtcacatyg
tgtggtggtggatgtgagcgaggatgacccagacgtccagatcagectggtttgt
gaacaacgtggaagtacacacagctcagacacaaacccatagagaggattacaa
cagtactctccgggtggtcagtgeccctceccccatccagcaccaggactggatgag
tggcaaggagttcaaatgctcggtcaacaacaaagacctcccagecgteccatcga
gagaaccatctcaaaacccagagggccagtaagagctccacaggtatatgtctt
gcctccaccagcagaagagatgactaagaaagagttcagtctgacctgcatgat
cacaggcttcttacctgccgaaattgctgtggactggaccagcaatgggcgtac
agagcaaaactacaagaacaccgcaacagtcctggactctgatggttcttactt
catgtacagcaagctcagagtacaaaagagcacttgggaaagaggaagtctttt
cgcctgctcagtggtccacgagggtctgcacaatcaccttacgactaagagett
ctctcggactccgggtaaatgataatctagaa

183

huVK3LP-
mDNaselL
3_
mIgG2A-C
(mut)

metpaqgllfllllwlpdttglrlcstnvrsfgaskkenheamdiivkiikrcdl
illmeikdssnnicpmlmeklngnsrrsttynyvissrlgrntykegyafvyke
klvsvktkyhvhdygdgdtdvisrepfvvwthspftavkdfvivplhttpetsv
keidelvdvytdvrsgwktenfifmgdfnagcsyvpkkawgnirlrtdpkfvwl
igdgedttvkkstscaydrivlcggeivnsvvprssgvidfgkaydlseeeald
vsdhfpvefklgssraftnnrksvslkkrkkgnrssdleprgltikpsppeckep
apnllggssviifppkikdvimislspmvtcvvvdvseddpdvgiswfvnnvev
htagtgthredynstlrvvsalpighgdwmsgkefkcsvnnkdlpasiertisk
prgpvrapgvyvlpppaecentkkefsltcecmitgflpaeiavdwtsngrteqgnyk
ntatvldsdgsyfmysklrvgkstwergslfacsvvheglhnhlttksfsrtpg
k*

184

mDNaselL
3-NL-
mIgG2A C
(mut)

gagaccagcttgccccatgtccctgcacccagctteccccacgectggectecct
gctgctcttcatccttgeccctceccatgacaccctggecctaaggectctgetectt
caatgtgaggtcctttggagcgagcaagaaggaaaaccatgaagccatggatat
cattgtgaagatcatcaaacgctgtgaccttatactgttgatggaaatcaagga
cagcagcaacaacatctgtcccatgctgatggagaagctgaatggaaattcacyg
aagaagcacaacatacaactatgtgattagttctcgacttggaagaaacacgta
caaagagcagtatgccttcgtctacaaggagaagctggtgtctgtgaagacaaa
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(30)

SEQ ID
NO:

k=13
(=

Byl (X2 UAF FEFIES 2253 THB)

ataccactaccatgactatcaggatggagacacagacgtgttttccagggagcce
ctttgtggtttggttccattcccectttactgctgtcaaggacttecgtgattgt
ccccecttgcacacaactcceccgagacctecgttaaagagatagatgagectggtcecga
tgtctacacggatgtgagaagccagtggaagacagagaatttcatcttcatggg
tgatttcaacgccggctgtagctatgtccccaagaaggectggcagaacattcg
tttgaggacggaccccaagtttgtttggctgattggggaccaagaggacactac
ggtcaagaagagtaccagctgtgcctatgacaggattgtgctttgtggacaaga
gatagtcaactccgtggttcccececgttceccagtggegtctttgactttcagaaagce
ttatgacttgtctgangaggangccctggatgtcagtgatcactttccagttga
gtttaagctacagtcttcaagggccttcaccaacaacagaaaatctgtttcectct
caaaaagagaaaaaaaggcaatcgctcctcagatctcgageccagaggtctcac
aatcaagccctctcectceccatgcaaatgecccagcacctaacctecttgggtggate
atccgtcttcatcttcecctceccaaagatcaaggatgtactcatgatctececcectgag
ccccatggtcacatgtgtggtggtggatgtgagcgaggatgacccagacgtcca
gatcagctggtttgtgaacaacgtggaagtacacacagctcagacacaaaccca
tagagaggattacaacagtactctccgggtggtcagtgccctccccatccagceca
ccaggactggatgagtggcaaggagttcaaatgctcggtcaacaacaaagacct
cccagcgtccatcgagagaaccatctcaaaacccagagggccagtaagagectcec
acaggtatatgtcttgcctccaccagcagaagagatgactaagaaagagttcag
tctgacctgcatgatcacaggcttcttacctgeccgaaattgetgtggactggac
cagcaatgggcgtacagagcaaaactacaagaacaccgcaacagtcctggactce
tgatggttcttacttcatgtacagcaagctcagagtacaaaagagcacttggga
aagaggaagtcttttcgectgctcagtggtccacgagggtctgcacaatcacct
tacgactaagagcttctctcecggactecgggtaaatgataatctagaa

185

mDNaselL
3-NL-
mIgG2A C
(mut)

mslhpasprlaslllfilalhdtlalrlcsfnvrsfgaskkenheandiivkii
krcdlillmeikdssnnicpmlmeklngnsrrsttynyvissrlgrntykegya
fvykeklvsvktkyhyhdygdgdtdvisrepfvvwthspftavkdfvivplhtt
petsvkeidelvdvytdvrsqwktenfifmgdfnagcsyvpkkawgnirlrtdp
kfvwligdgedttvkkstscaydrivlcggeivnsvvprssgvidfgkaydlsx
exaldvsdhfpvefklgssraftnnrksvslkkrkkgnrssdleprgltikpsp
pckecpapnllggssviifppkikdvimislspmvtevvvdvseddpdvgiswtv
nnvevhtagtgthredynstlrvvsalpighgdwmsgkefkcecsvnnkdlpasie
rtiskprgpvrapgvyvlipppacemtkkefsltemitgflpaeiavdwtsngrt
egnykntatvldsdgsyfmysklrvgkstwergslfacsvvheglhnhlttkst
srtpgk*

186

huVK3LP-
hDNaselL
3_

hIgGl
(SCCO) = NLG-
hRNasel-
WT

gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
tggctcccagataccaccggtatgaggatctgctceccttcaacgtcaggtecttt
ggggaaagcaagcaggaagacaagaatgccatggatgtcattgtgaaggtcatc
aaacgctgtgacatcatactcgtgatggaaatcaaggacagcaacaacaggatc
tgccceccatactgatggagaagctgaacagaaattcaaggagaggcataacatac
aactatgtgattagctctcggcttggaagaaacacatataaagaacaatatgcecc
tttctectacaaggaaaagctggtgtctgtgaagaggagttatcactaccatgac
tatcaggatggagacgcagatgtgttttccagggagcectttgtggtctggtte
caatctccccacactgctgtcaaagacttcecgtgattatcccecctgcacaccacc
ccagagacatccgttaaggagatcgatgagttggttgaggtctacacggacgtyg
aaacaccgctggaaggcggagaatttcattttcatgggtgacttcaatgccggce
tgcagctacgtccccaagaaggcctggaagaacatccgecttgaggactgaccce
aggtttgtttggctgatcggggaccaagaggacaccacggtgaagaagagcace
aactgtgcatatgacaggattgtgcttagaggacaagaaatcgtcagttctgtt
gttcccaagtcaaacagtgtttttgacttccagaaagcttacaagctgactgaa
gaggaggccctggatgtcagcgaccactttccagttgaatttaaactacagtcet
tcaagggccttcaccaacagcaaaaaatctgtcactctaaggaagaaaacaaag
agcaaacgctcagatctcgagcceccaaatcecttcectgacaaaactcacacatgtcca
ccgtgcccagcacctgaactecctggggggaccgtcagtecttectetteccecca
aaacccaaggacaccctcatgatctceccecggaccecctgaggtcacatgegtggtyg
gtggacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggce
gtggaggtgcataatgccaagacaaagccgcgggaggagcagtacaacagcacyg
taccgtgtggtcagcgtcctcaccgtcecctgcaccaggactggctgaatggcaag
gagtacaagtgcaaggtctccaacaaagccctcccageccccatcgagaaaacce
atctccaaagccaaagggcagecccgagaaccacaggtgtacaccctgceccececa
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G

SEQ ID
NO:

=113
B

By (X7 UAF FEFIES 263 THB)

tccecgggatgagctgaccaagaaccaggtcagcecctgacctgectggtcaaaggce
ttctatccecagcgacatcgeccgtggagtgggagagcaatgggcageccggagaac
aactacaagaccacgcctcccgtgectggactccgacggcectecttcecttectcectac
agcaagctcaccgtggacaagagcaggtggcagcaggggaacgtcttctcatge
tccgtgatgcatgaggctctgcacaaccactacacgcagaagagectctectctyg
tctccgggtaaagtcgacggagctagcageccecgtgaacgtgagcagecccagce
gtgcaggatatcccttccctgggcaaggaatcccgggccaagaaattccagegyg
cagcatatggactcagacagttcccccagcagcagctccacctactgtaaccaa
atgatgaggcgccggaatatgacacaggggcggtgcaaaccagtgaacaccttt
gtgcacgagcccctggtagatgtccagaatgtctgtttceccaggaaaaggtcace
tgcaagaacgggcagggcaactgctacaagagcaactccagcatgcacatcaca
gactgccgcectgacaaacggctceccaggtaccceccaactgtgecataccggaccagce
ccgaaggagagacacatcattgtggecctgtgaagggagecccatatgtgccagtce
cactttgatgcttctgtggaggactctacctaataatctaga

187

huVK3LP-
hDNaselL
3-hIgGl
(SCC) - NLG-
hRNasel-
WT

metpaqllfllllwlpdttgmricstnvrsfgeskgedknamndvivkvikrcdi
ilvmeikdsnnricpilmeklnrnsrrgitynyvissrlgrntykegyaflyke
klvsvkrsyvhyhdygdgdadvisrepfvvwigsphtavkdfviiplhttpetsv
keidelvevytdvkhrwkaenfifmgdfnagcsyvpkkawknirlrtdprfvwl
igdgedttvkkstncaydrivlrggeivssvvpksnsvidfgkayklteeeald
vsdhfpvefklgssraftnskksvtlrkktkskrslepkssdkthtcppcpap
ellggpsvilfppkpkdtlnisrtpevtcvvvdvshedpevkinwyvdgvevhn
aktkpreegynstyrvvsvltvlhgdwlngkeykckvsnkalpapiektiskak
gaprepagvytlppsrdeltkngvsltclvkgfypsdiavewesnggpennyktt
ppvldsdgsfflyskltvdksrwgggnvfscsvmhealhnhytgkslslspgkwv
dgasspvnvsspsvgdipslgkesrakkfgrghmdsdsspsssstycngmmrrr
nmtggrckpvntfvheplvdvgnvcigekvtckngggncyksnssmhitdcrlt
ngsrypncayrtspkerhiivacegspyvpvhfdasvedst*

188

huVK3LP-
hRNasel-
WT-

hIgGl
(SCC)- NLG-
hRNasel-
WT

aagcttgcecgccatggaaaccccagecgcagcttcectecttectectgetactetgg
ctcccagataccaccggtaaggaatcccgggeccaagaaattccageggcagcecat
atggactcagacagttcccccagcagcagctccacctactgtaaccaaatgatyg
aggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtgecac
gagcccctggtagatgtccagaatgtctgtttccaggaaaaggtcacctgcaag
aacgggcagggcaactgctacaagagcaactccagcatgcacatcacagactgc
cgcctgacaaacggctccaggtaccccaactgtgcataccggaccageccgaag
gagagacacatcattgtggcctgtgaagggagcccatatgtgccagtccacttt
gatgcttctgtggaggactctacagatctcgagcccaaatcttctgacaaaact
cacacatgtccaccgtgcccagcacctgaactcecctggggggaccgtcagtette
ctcttccececccaaaacccaaggacaccctcatgatcectececggaccectgaggte
acatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactgg
tacgtggacggcgtggaggtgcataatgccaagacaaagccgcgggaggagecag
tacaacagcacgtaccgtgtggtcagcgtectcaccgtecctgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccageccccce
atcgagaaaaccatctccaaagccaaagggcagccccgagaaccacaggtgtac
accctgccecccatceccgggatgagectgaccaagaaccaggtcagectgacctge
ctggtcaaaggcttctatcccagcgacatcgeccgtggagtgggagagcaatggg
cagccggagaacaactacaagaccacgcctccecgtgectggactceccgacggectcc
ttcttectctacagcaagctcaccgtggacaagagcaggtggcagcaggggaac
gtcttctcatgctececgtgatgcatgagggtctgcacaaccactacacgcagaag
agcctcectcectcectgtctcececgggtaaagtcgacggtgectagcageccatgtgaatgtyg
agcagccctagecgtgcaggatatcceccttececctgggcaaggaatcccgggecaag
aaattccagcggcagcatatggactcagacagttcccccagcagcagectccace
tactgtaaccaaatgatgaggcgccggaatatgacacaggggcggtgcaaacca
gtgaacacctttgtgcacgagcceccctggtagatgtccagaatgtectgtttceccag
gaaaaggtcacctgcaagaacgggcagggcaactgctacaagagcaactccagce
atgcacatcacagactgccgecctgacaaacggctccaggtaccccaactgtgcea
taccggaccagcccgaaggagagacacatcattgtggecctgtgaagggageccca
tatgtgccagtccactttgatgcttctgtggaggactctacctaataatctaga

189

huVK3LP-
hRNasel-

metpaqgllfllllwlpdttgkesrakkfgrghmndsdsspsssstycngmmrrrn
mtggrckpvntfvheplvdvgnvcfqgekvtckngggncyksnssmhitderltn
gsrypncayrtspkerhiivacegspyvpvhfdasvedstlepkssdkthtcp
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(32)

SEQ ID
NO:

E

BH (X7 vAF FEFIES 263 ThB)

WT-

hIgGl
(SCO) - NLG-
hRNasel-
WT

pcpaprellggpsvilfppkpkdtlmisrtpevtcvvvdvshedpevkinwyvdg
vevhnaktkpreegynstyrvvsvltvlhgdwlngkeykckvsnkalpapiekt
iskakggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpen
nvkttppvldsdgsfflyskltvdksrwgggnviscsvmheglhnhytgkslsl
spgkvdgasshvnvsspsvgdipslgkesrakkfgrghmdsdsspsssstycng
mmrrronmtggrckpvnt fvheplvdvagnvcfgekvtckngggnecyksnssmhit
dcrltngsrypncayrtspkerhiivacegspyvpvhfdasvedst*

190

huVK3LP-
hRNasel-
WT -

(G4s) 4-
hIgGl
(SCO) - NLG-
hRNasel-
WT

(G48) 4] 1%
SEQ 1D NO:
2122 LT

Pk sS4 5)

aagcttgccgccatggaaaccccagegcagettcectettectectgetactetgg
ctccecagataccaccggtaaggaatcccgggecaagaaattceccageggcageat
atggactcagacagttcccccagcagcagctceccacctactgtaaccaaatgatg
aggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtgcecac
gagcccctggtagatgtccagaatgtctgtttccaggaaaaggtcacctgcaag
aacgggcagggcaactgctacaagagcaactccagcatgcacatcacagactgc
cgcctgacaaacggctccaggtaccccaactgtgcataccggaccagcecccgaag
gagagacacatcattgtggcctgtgaagggagcccatatgtgccagtccacttt
gatgcttctgtggaggactctacagatctctccggaggaggtggctcaggtggt
ggaggatctggaggaggtgggagtggtggaggtggttctaccggtctcgagececce
aaatcttctgacaaaactcacacatgtccaccgtgecccagcacctgaactectyg
gggggaccgtcagtcttcecctecttececcccaaaacccaaggacaccctcatgate
tccecggaceccctgaggtcacatgegtggtggtggacgtgageccacgaagaccct
gaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaagaca
aagccgcgggaggagcagtacaacagcacgtacecgtgtggtcagegtectecacce
gtcctgcaccaggactggctgaatggcaaggagtacaagtgcaaggtctceccaac
aaagccctcccagcccccatcgagaaaaccatctccaaagccaaagggcagccc
cgagaaccacaggtgtacaccctgcccccatcccgggatgagctgaccaagaac
caggtcagcctgacctgcctggtcaaaggcttctatcccagcgacatcgecegtyg
gagtgggagagcaatgggcagccggagaacaactacaagaccacgcctceccegtyg
ctggactccgacggctccttecttectctacagcaagctcaccgtggacaagagce
aggtggcagcaggggaacgtcttctcatgecteccgtgatgcatgagggtctgecac
aaccactacacgcagaagagcctctctcectgtecteccgggtaaagtcgacggtget
agcagccatgtgaatgtgagcagccctagegtgcaggatatcecectteecctggge
aaggaatcccgggccaagaaattccagecggcagcatatggactcagacagttcee
cccagcagcagctccacctactgtaaccaaatgatgaggcgceccggaatatgaca
caggggcggtgcaaaccagtgaacacctttgtgcacgagecccecctggtagatgte
cagaatgtctgtttccaggaaaaggtcacctgcaagaacgggcagggcaactge
tacaagagcaactccagcatgcacatcacagactgccgectgacaaacggctcc
aggtaccccaactgtgcataccggaccagcccgaaggagagacacatcattgtyg
gcctgtgaagggagcccatatgtgccagtccactttgatgecttctgtggaggac
tctacctaataatctaga

191

huVK3LP-
hRNasel-
WT-(G4S) 4+
hIgG1 (SCo)-
NLG-
hRNasel-WT
(IG4s) 4] 1+
SEQ ID NO:

2122 L C
P~ d)

metpagllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
mtggrckpvntfvheplvdvgnvcfgekvtckngggncyksnssmhitderltn
gsrypncayrtspkerhiivacegspyvpvhfdasvedstdlsggggsggggsg
gggsggggstglepkssdkthtcppcpapellggpsvilfppkpkdtlmisrtp
evtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvsvltvlhg
dwlngkevkckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsl
tclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltvdksrwgqg
gnviscsvmheglhnhytgkslslspgkvdgasshvnvsspsvgdipslgkesr
akkfgrghmdsdsspsssstycngmmrrronmtggrckpvntfvheplvdvgnve
fgekvtckngggncyksnssmhitdcerltngsrypncayrtspkerhiivaceg
spyvpvhfdasvedst*

192

huVK3LP-
hTREX1-
T2AA-
(G4S) 4-
hIgGl
(SCC)- NLG-
hRNasel-
WT

aagcttgccaccatggaaaccccagcegcagcettctecttectectgetactetgg
ctcccagataccaccggtatgggccctggagectcgcagacagggcaggattgtyg
cagggaaggcctgagatgtgcttctgecccacccecctaccccactecctecectt
cggatcttaacactgggcactcacacacccaccccatgctcectctccaggcectca
gcagcaggtacgtacccaaccatgggctcgcaggccctgecceccggggeccatyg
cagaccctcatctttttcgacatggaggccactggecttgecccttcteccagece
aaggtcacggagctgtgcctgctggctgteccacagatgtgeccctggagagecce
cccacctctcaggggccacctcecccacagttcctceccaccaccgegtgtggtagac
aagctctcectgtgtgtggctceccggggaaggectgcagecctgcageccagegayg
atcacaggtctgagcacagctgtgctggcagcgcatgggecgtcaatgttttgat
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(33)

SEQ ID
NO:

Rk

By (X7 VAF FESIES 263 THB)

((G48) 4] 1%
SEQ ID NO:
2122 LT

PIm S 5)

gacaacctggccaacctgctcctagecttectgecggecgecageccacagecctgg
tgcctggtggcacacaatggtgaccgctacgacttcccectgctceccaagcagag
ctggctatgctgggcecctcaccagtgectctggatggtgecttectgtgtggatage
atcactgcgctgaaggccctggagcgagcaagcagecccctcagaacacggccca
aggaagagctacagcctaggcagcatctacactcgecctgtatgggcagtcccct
ccagactcgcacacggctgagggtgatgtcecctggcecctgectcagcatctgtcag
tggagaccacaggccctgctgecggtgggtggatgctcacgeccaggcecctttegge
accatcaggcccatgtatggggtcacagcctctgctaggaccaaagatctctcece
ggaggaggtggctcaggtggtggaggatctggaggaggtgggagtggtggaggt
ggttctaccggtctcgagcccaaatcttctgacaaaactcacacatgtccaccyg
tgcccagcacctgaactcecctggggggaccgtcagtecttectecttecececccaaaa
cccaaggacaccctcatgatctcececcggacccctgaggtcacatgegtggtggtyg
gacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggegtyg
gaggtgcataatgccaagacaaagccgcgggaggagcagtacaacagcacgtac
cgtgtggtcagcgtcectcaccgtectgcaccaggactggctgaatggcaaggag
tacaagtgcaaggtctccaacaaagccctcccagecccccatcgagaaaaccatc
tccaaagccaaagggcagccccgagaaccacaggtgtacaccctgecccceccatcec
cgggatgagctgaccaagaaccaggtcagcctgacctgcecctggtcaaaggcecttce
tatcccagcgacatcgeccgtggagtgggagagcaatgggcagccggagaacaac
tacaagaccacgcctccecgtgctggactcececgacggectecttecttectetacage
aagctcaccgtggacaagagcaggtggcagcaggggaacgtcttctcatgetece
gtgatgcatgaggctctgcacaaccactacacgcagaagagcctctctectgtet
ccgggtaaagtcgacggagctagcagceccececgtgaacgtgagcageccccagegtyg
caggatatcccttcectgggcaaggaatcccgggecaagaaattccageggecag
catatggactcagacagttcccceccagcagcagctccacctactgtaaccaaatg
atgaggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtyg
cacgagcccecctggtagatgtccagaatgtectgtttceccaggaaaaggtcacctge
aagaacgggcagggcaactgctacaagagcaactccagcatgcacatcacagac
tgccgcecctgacaaacggctccaggtaccccaactgtgcataccggaccageccyg
aaggagagacacatcattgtggcctgtgaagggagcccatatgtgccagtccac
tttgatgcttctgtggaggactctacctaataatctaga

193

huVK3LP-
hTREX1-
T2AA~
(G4s) 4-
hIgGl
(SCO = NLG-
hRNasel-
WT

(1G48) 41 1%
SEQ 1D NO:
212 1T
B RSN 5)

metpagllfllllwlpdttgmgpgarrggrivggrpencicppptplpplrilt
lgthtptpcsspgsaagtyptmgsgalppgpmgtliffdmeatglpfsgpkvte
lcllavhrcalespptsqgppprtvppprrrvvdklslcvapgkacspaaseitgl
stavlaahgrgcfddnlanlllaflrrgpgpwclvahngdrydfpllgaelaml
gltsaldgafcvdsitalkalerasspsehgprksyslgsiytrlyggsppdsh
taegdvlallsicgwrpgallrwvdaharpfgtirpmygvtasartkdlsgggg
sggggsggggsggggstglepkssdkthtcppcpapellggpsvilfppkpkdt
Imisrtpevtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvs
vltvlhagdwlngkeykckvsnkalpapiektiskakggprepgvytlppsrdel
tkngvsltclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltv
dksrwgggnviscsvmhealhnhytgkslslspgkvdgasspvnvsspsvadip
slgkesrakkfgrghmdsdsspsssstycngmmrrrnmtggrckpvntfvhepl
vdvgnvcigekvtckngggnecyksnssmhitdcecrltngsrypncayrtspkerh
iivacegspyvpvhfdasvedst*

194

huVK3LP-
hRNasel-
WT-

hIgGl
(SCCO) = NLG-
hTREX1-
T2AR

aagcttgccgccatggaaaccccagcgcagcttctecttectectgectactetgg
ctcccagataccaccggtaaggaatcccgggccaagaaattccagecggcagcat
atggactcagacagttcccccagcagcagctccacctactgtaaccaaatgatyg
aggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtgecac
gagcccctggtagatgtccagaatgtcectgtttccaggaaaaggtcacctgcaag
aacgggcagggcaactgctacaagagcaactccagcatgcacatcacagactge
cgcctgacaaacggctccaggtaccecaactgtgecataccggaccageccgaag
gagagacacatcattgtggcecctgtgaagggagcccatatgtgeccagtecacttt
gatgcttctgtggaggactctacagatctcgagcccaaatcttcectgacaaaact
cacacatgtccaccgtgcccagcacctgaactcctggggggaccgtcagtectte
ctcttcceccecccaaaacccaaggacaccctcecatgatctecececggaccecctgaggte
acatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagttcaactgg
tacgtggacggcgtggaggtgcataatgccaagacaaagccgcgggaggagcadg
tacaacagcacgtaccgtgtggtcagcegtectcaccgtectgcaccaggactgg
ctgaatggcaaggagtacaagtgcaaggtctccaacaaagccctcccagcccce
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(34)

SEQ ID
NO:

p=(1113
f;l;

BEF (X7 LA F FEEFIE5 2563 THBH)

atcgagaaaaccatctccaaagccaaagggcagccccgagaaccacaggtgtac
accctgcceccatcccgggatgagetgaccaagaaccaggtcagectgacctge
ctggtcaaaggcttctatcccagecgacatcgececgtggagtgggagagcaatggg
cagccggagaacaactacaagaccacgcctcecccgtgctggactccgacggcectcce
ttcttectctacagcaagectcaccgtggacaagagcaggtggcagcaggggaac
gtcttctcatgctcecgtgatgcatgagggtctgcacaaccactacacgcagaag
agcctctctctgtctcecgggtaaagtcgacggtgctagcagccatgtgaatgtyg
agcagccctagcgtgcaggatatcatgggeccctggagectegcagacagggcagyg
attgtgcagggaaggcctgagatgtgcttctgcccacccecctaccccactecect
ccccecttcecggatcttaacactgggcactcacacacccaccccatgctectcectcececa
ggctcagcagcaggtacgtacccaaccatgggctcgcaggeccctgeccececcgggyg
cccatgcagaccctcatctttttecgacatggaggccactggecttgeececttectee
cagcccaaggtcacggagctgtgectgctggectgtccacagatgtgecectggag
agcccecceccecacctcetcaggggceccaccectcecccacagttcectceccaccaccgegtgtyg
gtagacaagctctccecctgtgtgtggectcecggggaaggectgcagecectgecagece
agcgagatcacaggtctgagcacagctgtgctggcagcgcatgggcgtcaatgt
tttgatgacaacctggccaacctgctcctagecttecctgeggecgeccageccacag
ccctggtgcectggtggcacacaatggtgaccgctacgacttceccececctgcectecaa
gcagagctggctatgctgggcctcaccagtgctctggatggtgecttcectgtgtyg
gatagcatcactgcgctgaaggcecctggagcgagcaagcagcecccctcagaacac
ggcccaaggaagagctacagecctaggcagcatctacactegectgtatgggecag
tcccectceccagactcecgcacacggctgagggtgatgtecctggecctgectcagecate
tgtcagtggagaccacaggccctgctgecggtgggtggatgectcacgeccaggect
ttcggcaccatcaggcccatgtatggggtcacagectectgectaggaccaaatga
taatctaga

195

huVK3LP-
hRNasel-
WT-

hIgGl
(SCC) - NLG-
hTREX1-
T2ARA

metpaqgllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
mtggrckpvntfvheplvdvgnvcfgekvtckngggncyksnssmhitdcrltn
gsrypncayrtspkerhiivacegspyvpvhfdasvedstlepkssdkthtcp
pcpaprellggpsvilfippkpkdtlmisrtpevtcecvvvdvshedpevkinwyvdg
vevhnaktkpreeqgynstyrvvsvltvlhgdwlngkeykckvsnkalpapiekt
iskakggprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpen
nykttppvldsdgsfflyskltvdksrwgggnviscsvmheglhnhytgkslsl
spgkvdgasshvnvsspsvgdimgpgarrqgrivggrpemcfcppptpleplri
ltlgthtptpcsspgsaagtyptngsgalppgpemgtliffdmeatglpfsgpky
telcllavhrcalespptsqgppeprtveprprrvvdklslcvapgkacspaaseit
glstavlaahgrgcfddnlanlllaflrrgpgpwclvahngdrydfpllgaela
mlgltsaldgafcvdsitalkalerasspsehgprksyslgsiytrlyggsppd
shtaegdvlallsicgwrpgallrwvdaharpfgtirpmygvtasartk*

196

huVK3LP-
hDNasell
3_

(G4Ss) 4-
hIgGl
(SCO = NLG-
hRNasel-
WT

(T(G48)4 ] 1X
SEQ 1D NO:
2122 LT
BREAL D)

gttaagcttgccaccatggaaaccccagcgcagcttctettectectgectacte
tggctcccagataccaccggtatgaggatctgctceccttcaacgtcaggtecttt
ggggaaagcaagcaggaagacaagaatgccatggatgtcattgtgaaggtcate
aaacgctgtgacatcatactcecgtgatggaaatcaaggacagcaacaacaggatc
tgccceccatactgatggagaagcectgaacagaaattcaaggagaggcataacatac
aactatgtgattagctctcggcttggaagaaacacatataaagaacaatatgcc
tttctctacaaggaaaagctggtgtctgtgaagaggagttatcactaccatgac
tatcaggatggagacgcagatgtgttttccagggagccctttgtggtctggtte
caatctccccacactgctgtcaaagacttecgtgattatccccecctgcacaccacc
ccagagacatccgttaaggagatcgatgagttggttgaggtctacacggacgtyg
aaacaccgctggaaggcggagaatttcattttcatgggtgacttcaatgcecgge
tgcagctacgtccccaagaaggcctggaagaacatccgettgaggactgacccece
aggtttgtttggctgatcggggaccaagaggacaccacggtgaagaagagcace
aactgtgcatatgacaggattgtgcttagaggacaagaaatcgtcagttctgtt
gttcccaagtcaaacagtgtttttgacttccagaaagecttacaagectgactgaa
gaggaggccctggatgtcagecgaccacttteccagttgaatttaaactacagtcet
tcaagggccttcaccaacagcaaaaaatctgtcactctaaggaagaaaacaaag
agcaaacgctcagatctctccggaggaggtggctcaggtggtggaggatctgga
ggaggtgggagtggtggaggtggttctaccggtctcgagecccaaatcttctgac
aaaactcacacatgtccaccgtgcccagcacctgaactcecctggggggaccgtca
gtcttecctectteccecceccaaaacccaaggacaccctecatgatectececggacecect
gaggtcacatgcgtggtggtggacgtgagccacgaagaccctgaggtcaagtte
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(35)

SEQ ID
NO:

=11
B

sl (X7 vAF FEANIES 53 TH D)

aactggtacgtggacggcgtggaggtgcataatgccaagacaaagccgecgggayg
gagcagtacaacagcacgtaccgtgtggtcagcgtcctcaccgtcectgcaccag
gactggctgaatggcaaggagtacaagtgcaaggtctccaacaaagcccteccca
gcccccatcgagaaaaccatctccaaagccaaagggcagceccccgagaaccacag
gtgtacaccctgcccecccatcceccgggatgagctgaccaagaaccaggtcagectyg
acctgcctggtcaaaggcttctatcccagecgacatcgeccgtggagtgggagagce
aatgggcagccggagaacaactacaagaccacgcctcccgtgctggactccgac
ggctccttcttcctcectacagcaagectcaccgtggacaagagcaggtggcagecag
gggaacgtcttctcatgctcecgtgatgcatgagggtctgcacaaccactacacyg
cagaagagcctctctctgtctceccgggtaaagtcgacggtgctagcageccatgtyg
aatgtgagcagccctagcgtgcaggatatcecccecttcececctgggcaaggaatceccgyg
gccaagaaattccagcggcagcatatggactcagacagttcccececcagcagecagce
tccacctactgtaaccaaatgatgaggcgeccggaatatgacacaggggeggtge
aaaccagtgaacacctttgtgcacgagccectggtagatgtccagaatgtectgt
ttccaggaaaaggtcacctgcaagaacgggcagggcaactgctacaagagcaac
tccagcatgcacatcacagactgccgecctgacaaacggctceccaggtaccccaac
tgtgcataccggaccagcccgaaggagagacacatcattgtggecctgtgaaggg
agcccatatgtgccagtccactttgatgcttctgtggaggactctacctaataa
tctaga

197

huVK3LP-
hDNaselL
3_

(G4Ss) 4-
hIgGl
(SCC)= NLG-
hRNasel-
WT

(fG4s)41 1%
SEQ ID NO:
212 LT

lrEhs)

metpaqgllfllllwlpdttgmnricstnvrsfgeskgedknandvivkvikrcdi
ilvmeikdsnnricpilmeklnrnsrrgitynyvissrlgrntykegyaflyke
klvsvkrsyhyhdyqgdgdadvisrepfvvwigsphtavkdfviiplhttpetsv
keidelvevytdvkhrwkaenfifmgdfnagcsyvpkkawknirlrtdprfvwl
igdgedttvkkstncaydrivlrggeivssvvpksnsvfdfgkayklteeeald
vsdhfpvefklgssraftnskksvtlrkktkskrsdlsggggsggggsggggsg
gggstglepkssdkthtcppcpapellggpsvilfppkpkdtlmisrtpevtcy
vvdvshedpevkfnwyvdgvevhnaktkpreeqgynstyrvvsvltvlhgdwlng
kevkckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsltclvk
gfypsdiavewesnggpennykttppvldsdgsfflyskltvdksrwgggnvis
csvmheglhnhytgkslslspgkvdgasshvnvsspsvgdipslgkesrakkfqg
rghmdsdsspsssstycngmmrrrnmtggrceckpvntfvheplvdvgnvefgekv
tckngggnecyksnssmhitderltngsrypncayrtspkerhiivacegspyvp
vhfdasvedst*

198

huVK3LP-
hRNasel-
WT-

(G4s) 4-
hIgGl
(SCO) - NLG-
hDNaselL
3
(G48)4] 1%

SEQ ID NO:
212 LT

PlrEhs)

gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
tggctcccagataccaccggtaaggaatcccgggccaagaaattccagecggcag
catatggactcagacagttcccccagcagcagctccacctactgtaaccaaatyg
atgaggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtyg
cacgagcccctggtagatgtccagaatgtctgttteccaggaaaaggtcacctgce
aagaacgggcagggcaactgctacaagagcaactccagcatgcacatcacagac
tgccgcecctgacaaacggctceccaggtaccceccaactgtgcataccggaccageccyg
aaggagagacacatcattgtggcctgtgaagggagcccatatgtgeccagtceccac
tttgatgcttctgtggaggactctacagatctctecggaggaggtggectcaggt
ggtggaggatctggaggaggtgggagtggtggaggtggttctaccggtctecgag
cccaaatcttctgacaaaactcacacatgtccaccgtgcccagcacctgaactc
ctggggggaccgtcagtcttecctcttcecccecccaaaacccaaggacaccctecatyg
atctcccggacccectgaggtcacatgegtggtggtggacgtgagccacgaagac
cctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaag
acaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagegtectce
accgtcctgcaccaggactggctgaatggcaaggagtacaagtgcaaggtcectece
aacaaagccctcecccagecccccatcgagaaaaccatctceccaaagccaaagggcag
ccccgagaaccacaggtgtacaccctgcecccceccateccececgggatgagectgaccaag
aaccaggtcagcctgacctgectggtcaaaggcttctatcccagecgacatcecgec
gtggagtgggagagcaatgggcagccggagaacaactacaagaccacgectceccce
gtgctggactccgacggctecttecttectectacagcaagetcaccgtggacaag
agcaggtggcagcaggggaacgtcttctcatgctececgtgatgcatgaggctctyg
cacaaccactacacgcagaagagcctctctctgtctccgggtaaagtcgacggt
gctagcagccatgtgaatgtgagcagccctagecgtgcaggatatcatgaggatce
tgctceccttcaacgtcaggtectttggggaaagcaagcaggaagacaagaatgcec
atggatgtcattgtgaaggtcatcaaacgctgtgacatcatactcgtgatggaa
atcaaggacagcaacaacaggatctgccccatactgatggagaagctgaacaga
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(36)

SEQ ID
NO:

BiH (X7 vAF FESiE5’ 9263 TH D)

aattcaaggagaggcataacatacaactatgtgattagctctcggcttggaaga
aacacatataaagaacaatatgcctttctctacaaggaaaagctggtgtctgtyg
aagaggagttatcactaccatgactatcaggatggagacgcagatgtgttttce
agggagccctttgtggtctggttccaatctccccacactgectgtcaaagacttc
gtgattatccccctgcacaccaccccagagacatccecgttaaggagatcgatgag
ttggttgaggtctacacggacgtgaaacaccgctggaaggcggagaatttcatt
ttcatgggtgacttcaatgccggctgcagctacgtccccaagaaggecctggaag
aacatccgcttgaggactgaccccaggtttgtttggctgatcggggaccaagag
gacaccacggtgaagaagagcaccaactgtgcatatgacaggattgtgcttaga
ggacaagaaatcgtcagttctgttgttcccaagtcaaacagtgtttttgactte
cagaaagcttacaagctgactgaagaggaggccctggatgtcagcgaccacttt
ccagttgaatttaaactacagtcttcaagggccttcaccaacagcaaaaaatct
gtcactctaaggaagaaaacaaagagcaaacgctcctaatgatctaga

199

huVK3LP-
hRNasel-
WT-

(G4S3) 4-
hIgGl
(SCC)= NLG-
hDNaselL
3

(IGas)4] 1
SEQ 1D NO:

2122 LT
Amsig)

metpaqllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
mtggrckpvntfvheplvdvgnvcfqgekvtckngggncyksnssmhitdcrltn
gsrypncayrtspkerhiivacegspyvpvhfdasvedstdlsggggsggggsg
gggsggggstglepkssdkthtcppcpapellggpsvilippkpkdtlmisrtp
evtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvsvltvlhg
dwlngkevkckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsl
tclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltvdksrwaqg
gnviscsvmhealhnhytgkslslspgkvdgasshvnvsspsvgdimricstnv
rsfgeskgedknamdvivkvikrcdiilvmeikdsnnricpilmeklnrnsrrg
itynyvissrlgrntykegyaflykeklvsvkrsyvhyvhdygdgdadvisrepfv
vwigsphtavkdfviiplhttpetsvkeidelvevytdvkhrwkaenfifmgdf
nagcsyvpkkawknirlrtdprfvwligdgedttvkkstncaydrivlrggeiv
ssvvpksnsvifdfgkayklteeealdvsdhfpvefklgssraftnskksvtlrk
ktkskrs*

200

huVK3LP-
hDNasel-
G105R;Al
14F-
(G4S) 4-
hIgGl
(SCC) = NLG-
hTREX1-
T2AA
(1G4S) 41 1%
SEQ ID NO:

212 L C
P~ d)

gttaagcttgccaccatggaaaccccagcgcagcttctecttectectgectacte
tggctcccagataccaccggtctgaagatcgcagceccttcaacatccagacattt
ggggagaccaagatgtccaatgccaccctecgtcagectacattgtgcagatectyg
agccgctatgacatcgcececctggteccaggaggtcagagacagceccacctgactgece
gtggggaagctgctggacaacctcaatcaggatgcaccagacacctatcactac
gtggtcagtgagccactgggacggaacagctataaggagcgctacctgttegtyg
tacaggcctgaccaggtgtctgcggtggacagctactactacgatgatggctgc
gagccctgcaggaacgacaccttcaaccgagagccattcattgtcaggttettce
tccecggttcacagaggtcagggagtttgeccattgttecececectgecatgecggeececcyg
ggggacgcagtagccgagatcgacgctctctatgacgtctacctggatgtccaa
gagaaatggggcttggaggacgtcatgttgatgggcgacttcaatgcgggectgce
agctatgtgagaccctcecccagtggtcatccatcececgectgtggacaagecccecace
ttccagtggctgatcceccgacagecgectgacaccacagectacacccacgcactgt
gcctatgacaggatcgtggttgcagggatgctgectceccgaggecgecgttgttcecee
gactcggctcecttceccectttaacttceccaggectgectatggectgagtgaccaactyg
gcccaagceccatcagtgaccactatccagtggaggtgatgctgaaagatctectece
ggaggaggtggctcaggtggtggaggatctggaggaggtgggagtggtggaggt
ggttctaccggtctcgagcccaaatcttctgacaaaactcacacatgtccaccyg
tgcccagcacctgaactcctggggggaccgtcagtcttectectteccecccaaaa
cccaaggacaccctcatgatctcccggacccctgaggtcacatgegtggtggtyg
gacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggegtyg
gaggtgcataatgccaagacaaagccgcgggaggagcagtacaacagcacgtac
cgtgtggtcagcgtcectcaccgtecctgcaccaggactggctgaatggcaaggag
tacaagtgcaaggtctccaacaaagccctcecccageccccatcgagaaaaccate
tccaaagccaaagggcagccecceccgagaaccacaggtgtacaccectgececcecatece
cgggatgagctgaccaagaaccaggtcagcectgacctgectggtcaaaggectte
tatcccagcgacatcgeccgtggagtgggagagcaatgggcageccggagaacaac
tacaagaccacgcctccecgtgcectggactcececgacggectecttettectectacage
aagctcaccgtggacaagagcaggtggcagcaggggaacgtcttctcatgectcee
gtgatgcatgaggctctgcacaaccactacacgcagaagagcctctctctgtct
ccgggtaaagtcgacggtgctagcagccatgtgaatgtgagcageccctagegtyg
caggatatcatgggccctggagctcgcagacagggcaggattgtgcagggaagg
cctgagatgtgcttctgcccaccccctaccccacteccteecccttecggatetta
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37

SEQ ID
NO:

=113
éé

sl (X7 vAF FEANIES 53 TH D)

acactgggcactcacacacccaccccatgctcectctceccaggectcagcagcaggt
acgtacccaaccatgggctcgcaggccctgceccecececggggeccatgcagacccte
atctttttecgacatggaggccactggecttgcceccttctcececcagecccaaggtcacy
gagctgtgcctgctggctgtccacagatgtgccctggagagccccececccacctcet
caggggccacctcccacagttcecctccaccaccgecgtgtggtagacaagctcectcec
ctgtgtgtggctccggggaaggcctgcagecctgcageccagecgagatcacaggt
ctgagcacagctgtgctggcagcgcatgggcgtcaatgttttgatgacaacctyg
gccaacctgctcctageccttectgeggecgeccageccacagecctggtgectggtyg
gcacacaatggtgaccgctacgacttcccectgectccaagcagagctggctatyg
ctgggcctcaccagtgctctggatggtgecttcectgtgtggatagcatcactgeg
ctgaaggccctggagcgagcaagcagcccctcagaacacggcccaaggaagagce
tacagcctaggcagcatctacactcgectgtatgggcagtecccececteccagacteg
cacacggctgagggtgatgtcctggeccctgctcagcatctgtcagtggagacca
caggccctgcectgcecggtgggtggatgcetcacgeccaggecttteggcaccatcagg
cccatgtatggggtcacagcctcectgctaggaccaaatgataatctaga

201

huVK3LP-
hDNasel-
G105R;Al
14F-
(G4s) 4~
hIgGl
(SCC)- NLG-
hTREX1-
T2AR

(G4S)4] 1%
SEQ 1D NO:
212 LT

mSig)

metpagllfllllwlpdttglkiaafnigtfgetkmsnatlvsyivgilsrydi
alvgevrdshltavgklldnlngdapdtyhyvvseplgrnsykerylfvyrpdg
vsavdsyyyddgcepcrndtfnrepfivrffsrftevrefaivplhaapgdava
eidalydvyldvgekwgledvmlmgdfnagcsyvrpsgwssirlwtsptfqwli
pdsadttatpthcaydrivvagmllrgavvpdsalpfnfgaayglsdglagais
dhypvevmlkdlsggggsggggsggggsggggstglepkssdkthtcecppepape
llggpsvilfppkpkdtlmisrtpevtcvvvdvshedpevkinwyvdgvevhna
ktkpreegynstyrvvsvltvlhgdwlngkevkckvsnkalpapiektiskakg
gprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpennykttp
pvldsdgsfflyskltvdksrwgggnviscsvmhealhnhytgkslslspgkvd
gasshvnvsspsvgdimgpgarrqgrivggrpemcfcppptplpplriltlgth
tptpcsspgsaagtyptmgsgalppgpmngtliffdmeatglpfsgpkvtelcll
avhrcalespptsggppptveppprvvdklslcvapgkacspaaseitglstav
laahgrgcfddnlanlllaflrrgpgpwclvahngdrydfpllgaelamlglts
aldgafcvdsitalkalerasspsehgprksyslgsiytrlyggspedshtaeg
dvlallsicgwrpgallrwvdaharpfgtirpmygvtasartk*

202

huVK3LP-
hTREX1-
T2AA
(G4S) 4-
hIgGl
(SCC)= NLG-
hDNasel-
G105R; Al
14F
(IGas)4] 12

SEQ ID NO:
2122 LT

G S D)

aagcttgccaccatggaaaccccagcgcagcttctcecttectectgectactctgg
ctcccagataccaccggtatgggccctggagectcgcagacagggcaggattgtyg
cagggaaggcctgagatgtgcttctgcecccaccccctaccccactececctecectt
cggatcttaacactgggcactcacacacccaccccatgctcectcteccaggectca
gcagcaggtacgtacccaaccatgggctcgcaggccctgeccececggggeccatyg
cagaccctcatctttttcgacatggaggccactggecttgecccttctceccagecce
aaggtcacggagctgtgcctgctggctgteccacagatgtgeccctggagagecce
cccacctctcaggggccacctcecccacagttcecctceccaccaccgegtgtggtagac
aagctctcecctgtgtgtggcteccggggaaggecctgcagecctgcageccagegag
atcacaggtctgagcacagctgtgctggcagcgcatgggegtcaatgttttgat
gacaacctggccaacctgctecctagecttectgecggegecageccacageecctgg
tgcctggtggcacacaatggtgaccgctacgacttccececctgecteccaagcagag
ctggctatgctgggcctcaccagtgctctggatggtgecttectgtgtggatage
atcactgcgctgaaggccctggagcgagcaagcagcecccctcagaacacggecca
aggaagagctacagcctaggcagcatctacactcgectgtatgggcagtceccecct
ccagactcgcacacggctgagggtgatgtcctggccctgectcagcatctgtcag
tggagaccacaggccctgectgecggtgggtggatgctcacgeccaggectttegge
accatcaggcccatgtatggggtcacagecctctgctaggaccaaagatctectece
ggaggaggtggctcaggtggtggaggatctggaggaggtgggagtggtggaggt
ggttctaccggtctcgagcccaaatcttectgacaaaactcacacatgtccacecyg
tgcccagcacctgaactecctggggggaccgtcagtctttectecttecececccaaaa
cccaaggacaccctcatgatcteccggaccectgaggtcacatgegtggtggtyg
gacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacggegtyg
gaggtgcataatgccaagacaaagccgcgggaggagcagtacaacagcacgtac
cgtgtggtcagcgtcctcaccgtecctgcaccaggactggctgaatggcaaggag
tacaagtgcaaggtctccaacaaagccctcccagcccccatcgagaaaaccate
tccaaagccaaagggcagccceccgagaaccacaggtgtacaccctgececccatece
cgggatgagctgaccaagaaccaggtcagecctgacctgectggtcaaaggecttce
tatcccagcgacatcgecgtggagtgggagagcaatgggcageccggagaacaac
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(38)

SEQ ID
NO:

=113
f;l;

BS (X7 VAF FEAIXS 2263 ThHH)

tacaagaccacgcctcccecgtgctggactccgacggectecttecttectetacage
aagctcaccgtggacaagagcaggtggcagcaggggaacgtcttctcatgetcee
gtgatgcatgaggctctgcacaaccactacacgcagaagagcctctctcectgtcet
ccgggtaaagtcgacggtgctagcagccatgtgaatgtgagcageccctagegtyg
caggatatcctgaagatcgcagccttcaacatccagacatttggggagaccaag
atgtccaatgccaccctcecgtcagctacattgtgcagatcctgageccgctatgac
atcgccctggtccaggaggtcagagacagccacctgactgeccgtggggaagcectyg
ctggacaacctcaatcaggatgcaccagacacctatcactacgtggtcagtgag
ccactgggacggaacagctataaggagcgctacctgttcgtgtacaggecctgac
caggtgtctgcggtggacagctactactacgatgatggctgcgagececctgeggyg
aacgacaccttcaaccgagagccagccattgtcaggttcttectececggttecaca
gaggtcagggagtttgccattgttcececctgcatgecggececccgggggacgcagta
gccgagatcgacgctctctatgacgtctacctggatgteccaagagaaatggggce
tcggaggacgtcatgttgatgggcgacttcaatgegggectgcagectatgtgaga
ccctecccagtggtcateccateccgectgtggacaagecccaccttceccagtggetyg
atccccgacagcgctgacaccacagctacacccacgcactgtgectatgacagg
atcgtggttgcagggatgctgctccgaggecgecgttgttecccgactecggectcett
ccctttaacttccagnctgcecctatggecctgagtgaccaactggcecccaagccatce
agtgaccactatccagtggaggtgatgctgaagtgataatctaga

203

huVK3LP-
hTREX1-
T2RA
(G4Ss) 4-
hIgGl
(SCC)-NLG-
hDNasel-
G105R;Al
14F
(G4S)4] Ix
SEQ ID NO:

2122 LT
BRI 5)

metpaqgllfllllwlpdttgngpgarrggrivggrpencicppptplpplrilt
lgthtptpcsspgsaagtyptmgsgalppgpmgtliffdmeatglpfsgpkvte
lcllavhrcalespptsqgppptvpppprrvvdklslcvapgkacspaaseitgl
stavlaahgrgcfddnlanlllaflrrgpgpwclvahngdrydfpllgaelaml
gltsaldgafcvdsitalkalerasspsehgprksyslgsiytrlyggsppdsh
taegdvlallsicgwrpgallrwvdaharpfgtirpmygvtasartkdlsgggg
sggggsggggsggggstglepkssdkthtcppcpapellggpsvilfppkpkdt
Imisrtpevtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvs
vltvlhgdwlngkeykckvsnkalpapiektiskakggprepgvytlppsrdel
tkngvsltclvkgfypsdiavewesnggpennykttppvldsdgsfflyskltv
dksrwgaggnviscsvmhealhnhytgkslslspgkvdgasshvnvsspsvagdil
kiaafnigtfgetkmsnatlvsyivgilsrydialvgevrdshltavgklldnl
ngdapdtyhyvvseplgrnsykerylfvyrpdgvsavdsyyyddgcepcgndtf
nrepaivrffsrftevrefaivplhaapgdavaeidalydvyldvgekwgsedv
mlmgdfnagcsyvrpsgwssirlwtsptfgwlipdsadttatpthcaydrivva
gmllrgavvpdsalpfnfgxayglsdglagaisdhypvevmlk*

204

huVK3LP-
hRNasel-
WT-

(G45) 4-
hIgGl
(SCC)- NLG-
hTREX1-
T2RAA
(ras) 4] i

SEQ ID NO:
212+ 1T

PImEND)

gttaagcttgccaccatggaaaccccagcgcagcttctcecttectectgectacte
tggctcccagataccaccggtaaggaatceccgggccaagaaattccageggecag
catatggactcagacagttcccccagcagcagctccacctactgtaaccaaatyg
atgaggcgccggaatatgacacaggggcggtgcaaaccagtgaacacctttgtyg
cacgagcccecctggtagatgtccagaatgtctgtttccaggaaaaggtcacctge
aagaacgggcagggcaactgctacaagagcaactccagcatgcacatcacagac
tgccgectgacaaacggcectceccaggtaccceccaactgtgecataccggaccageccyg
aaggagagacacatcattgtggcectgtgaagggagcccatatgtgccagtceccac
tttgatgcttctgtggaggactctacagatctctccggaggaggtggctcaggt
ggtggaggatctggaggaggtgggagtggtggaggtggttctaccggtctcgag
cccaaatcttctgacaaaactcacacatgtccaccgtgcccagcacctgaactc
ctggggggaccgtcagtcttcctcecttcecccecccaaaacccaaggacaccctecatg
atctccecggaccectgaggtcacatgegtggtggtggacgtgagceccacgaagac
cctgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgccaag
acaaagccgcgggaggagcagtacaacagcacgtaccgtgtggtcagegtectce
accgtcecctgcaccaggactggctgaatggcaaggagtacaagtgcaaggtctee
aacaaagccctceccageccceccatcgagaaaaccatcectceccaaagecaaagggecag
ccccgagaaccacaggtgtacaccctgcecceccecccateccecgggatgagectgaccaag
aaccaggtcagcctgacctgectggtcaaaggcttctatcccagecgacatecgec
gtggagtgggagagcaatgggcagccggagaacaactacaagaccacgcctcecce
gtgctggactccgacggctceccttcecttectctacagcaagectcaccgtggacaag
agcaggtggcagcaggggaacgtcttctcatgctcecgtgatgcatgaggctctg
cacaaccactacacgcagaagagcctctctctgtctccgggtaaagtcgacggt
gctagcagccatgtgaatgtgagcagceccctagegtgcaggatatcatgggecect
ggagctcgcagacagggcaggattgtgcagggaaggecctgagatgtgettetge
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(39)

SEQ ID
NO:

éé

BlFl (X2 vAF FEFIES 2253 ThB)

ccaccccctaccccactceccecctececttecggatcecttaacactgggcactcacaca
cccaccccatgctcectcectceccaggectcagcagcaggtacgtacccaaccatggge
tcgcaggcecctgceccecccececggggceccatgcagaccecctcatetttttecgacatggag
gccactggcttgcceccttcectcecccageccaaggtcacggagetgtgectgectggcet
gtccacagatgtgccctggagagcccccecccacctctcaggggeccacctceccaca
gttcctccaccaccgcgtgtggtagacaagctctcececctgtgtgtggecteccgggyg
aaggcctgcagccctgcagccagcgagatcacaggtctgagcacagectgtgetyg
gcagcgcatgggcgtcaatgttttgatgacaacctggccaacctgctecctagece
ttcectgcggecgccagccacagcecctggtgectggtggcacacaatggtgaccgce
tacgacttccccctgctceccaagcagagectggectatgctgggectcaccagtget
ctggatggtgccttctgtgtggatagcatcactgcgctgaaggcecctggagcga
gcaagcagcccctcagaacacggcccaaggaagagctacagectaggecageate
tacactcgecctgtatgggcagtccecccectceccagactecgcacacggcetgagggtgat
gtcctggceccectgcectcagecatctgtcagtggagaccacaggecctgetgeggtgg
gtggatgctcacgccaggcctttcggcaccatcaggececcatgtatggggtcaca
gcctctgctaggaccaaatgataatctaga

205

huVK3LP-
hRNasel-
WT-

(G4s) 4-
hIgGl
(SCC)= NLG-
hTREX1-
T2AA

(T(G4sY4 ] 1%
SEQ ID NO:
2022 LT
Bl & 5)

metpagllfllllwlpdttgkesrakkfgrghmdsdsspsssstycngmmrrrn
mtggrckpvntfvheplvdvgnvcfgekvtckngggncyksnssmhitderltn
gsrypncayrtspkerhiivacegspyvpvhfdasvedstdlsggggsggggsg
gggsggggstglepkssdkthtcppcpapellggpsvilfppkpkdtlmisrtp
evtcvvvdvshedpevkinwyvdgvevhnaktkpreegynstyrvvsvltvlhg
dwlngkeykckvsnkalpapiektiskakggprepgvytlppsrdeltkngvsl
tclvkgfypsdiavewesnggpennvkttppvldsdgsfflyskltvdksrwqqg
gnviscsvmhealhnhytgkslslspgkvdgasshvnvsspsvgdimgpgarrqg
grivggrpemcicppptplpplriltlgthtptpcsspgsaagtyptmgsqgalp
pgpmgtliffdmeatglpfsgpkvtelcllavhrcalespptsqgppptvpppr
rvvdklslcvapgkacspaaseitglstavlaahgrgcfddnlanlllaflrrg
papwclvahngdrydfpllgaelamlgltsaldgafcvdsitalkalerassps
ehgprksyslgsiytrlyggsppdshtaegdvlallsicgwrpgallrwvdaha
rpfgtirpmygvtasartk*

206

huVK3LP-
hDNaselL
3-hIgGl
(SCC)- NLG—
hTREX1-
T2AA

gttaagcttgccaccatggaaaccccagcgcagcttctettectectgectacte
tggctcccagataccaccggtatgaggatctgcteccttcaacgtcaggtecttt
ggggaaagcaagcaggaagacaagaatgccatggatgtcattgtgaaggtcatc
aaacgctgtgacatcatactcgtgatggaaatcaaggacagcaacaacaggatc
tgccccatactgatggagaagctgaacagaaattcaaggagaggcataacatac
aactatgtgattagctctcggcttggaagaaacacatataaagaacaatatgcec
tttctctacaaggaaaagctggtgtctgtgaagaggagttatcactaccatgac
tatcaggatggagacgcagatgtgttttccagggagcecctttgtggtectggtte
caatctccccacactgctgtcaaagacttecgtgattatccececctgecacaccacce
ccagagacatccgttaaggagatcgatgagttggttgaggtctacacggacgtyg
aaacaccgctggaaggcggagaatttcattttcatgggtgacttcaatgccgge
tgcagctacgtceccccaagaaggectggaagaacatcecgettgaggactgacccce
aggtttgtttggctgatcggggaccaagaggacaccacggtgaagaagagcacc
aactgtgcatatgacaggattgtgcttagaggacaagaaatcgtcagttctgtt
gttcccaagtcaaacagtgtttttgacttccagaaagcttacaagctgactgaa
gaggaggccctggatgtcagcgaccactttccagttgaatttaaactacagtct
tcaagggccttcaccaacagcaaaaaatctgtcactctaaggaagaaaacaaag
agcaaacgctcagatctcgagcccaaatcttctgacaaaactcacacatgtcca
ccgtgcecccagcacctgaactectggggggaccgtcagtecttectetteeccecceca
aaacccaaggacaccctcatgatctecccggaccectgaggtcacatgegtggtyg
gtggacgtgagccacgaagaccctgaggtcaagttcaactggtacgtggacgge
gtggaggtgcataatgccaagacaaagccgcgggaggagcagtacaacagcacyg
taccgtgtggtcagcgtcecctcaccgtectgcaccaggactggectgaatggcaag
gagtacaagtgcaaggtctccaacaaagccecctcceccageccceccatcgagaaaacce
atctccaaagccaaagggcagccccgagaaccacaggtgtacaccctgececcca
tccecgggatgagctgaccaagaaccaggtcagcecctgacctgectggtcaaaggce
ttctatcccagcgacatcgeccgtggagtgggagagcaatgggcagccggagaac
aactacaagaccacgcctcceccgtgectggactccgacggcectecttecttectectac
agcaagctcaccgtggacaagagcaggtggcagcaggggaacgtcttcectcatge
tcecgtgatgcatgaggctctgcacaaccactacacgcagaagagcectcetcectetyg
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(40)

SEQ ID
NO:

réé

Bis (X7 vAF FESIES 9263 TH D)

tctcecgggtaaagtcgacggagctagcagecccgtgaacgtgagcageccccagce
gtgcaggatatcatgggccctggagctcgcagacagggcaggattgtgcaggga
aggcctgagatgtgcttctgeccacccecctaccccacteecteecectteggate
ttaacactgggcactcacacacccaccccatgctcecctctccaggctcagcagca
ggtacgtacccaaccatgggctcgcaggeccctgcccccggggeccatgcagace
ctcatctttttcgacatggaggccactggcttgcccttctecccageccaaggtce
acggagctgtgcctgctggctgtccacagatgtgccctggagagecccccccace
tctcaggggccacctcccacagttecteccaccaccgegtgtggtagacaagete
tccectgtgtgtggecteccggggaaggectgcageecctgcageccagecgagatcecaca
ggtctgagcacagctgtgctggcagcgcatgggecgtcaatgttttgatgacaac
ctggccaacctgctcctageccttectgecggecgceccagccacageccctggtgectyg
gtggcacacaatggtgaccgctacgacttccccecctgcteccaagcagagectgget
atgctgggcectcaccagtgctctggatggtgecttectgtgtggatagcatcact
gcgctgaaggccctggagcgagcaagcagcecccctcagaacacggcccaaggaag
agctacagcctaggcagcatctacactcgectgtatgggcagteccecctceccagac
tcgcacacggctgagggtgatgtcctggeccctgctcagecatctgtcagtggaga
ccacaggccctgctgcggtgggtggatgctcacgccaggectttcggcaccatc
aggcccatgtatggggtcacagcctctgctaggaccaaatgataatctaga

207

huVK3LP-
hDNaselL
3-hIgGl
(SCC)= NLG-
hTREX1-
T2AA

metpagllfllllwlpdttgmricsfnvrsfgeskgedknamdvivkvikredi
ilvmeikdsnnricpilmeklnrnsrrgitynyvissrlgrntykegyaflyke
klvsvkrsyhvhdygdgdadvisrepfvvwigsphtavkdfviiplhttpetsv
keidelvevytdvkhrwkaenfifmgdfnagecsyvpkkawknirlrtdprivwl
igdgedttvkkstncaydrivlrggeivssvvpksnsvidfgkayklteeeald
vsdhfpvefklgssraftnskksvtlrkktkskrsdlepkssdkthtcppcpap
ellggpsvilfppkpkdtlmisrtpevtcvvvdvshedpevkinwyvdgvevhn
aktkpreeqynstyrvvsvltvlhgdwlngkeykckvsnkalpapiektiskak
gaprepgvytlppsrdeltkngvsltclvkgfypsdiavewesnggpennyktt
ppvldsdgsfflyskltvdksrwgggnviscsvmhealhnhytgkslslspgkv
dgasspvnvsspsvagdimgpgarrggrivggrpemcfcppptplpplriltlgt
htptpcsspgsaagtyptmgsgalppgpmgtliffdmeatglpfsgpkvtelcl
lavhrcalespptsggppptvppepprvvdklslcvapgkacspaaseitglsta
vlaahgrgcfddnlanlllaflrrgpgpwclvahngdrydfpllgaelamlglt
saldgafcvdsitalkalerasspsehgprksyslgsiytrlyggsppdshtae
gdvlallsicgwrpgallrwvdaharpfgtirpmygvtasartk*
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