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B—1M2 2 ND 100 ND (0. 8nM)
49. 2
C—1124 N D 6 5 N D (0. 3 M)
2. 7 1852. 0
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Ooo0o0ooOoao
=1
Bl %] | scFv C—9P21
xE o
25 HHEFR 1 : | QVQLQESGGGLVHPGGSLRLSCAASGFTFS
1 CDR1 SYWMH
2 6 FR2 WVRQAPGKGLVWVS
2 CDR 2 RINSDGSSTSYADSVKG
2 7 FR 3 RETISRDNAKNTLYLQMNSLRAEDTAVYYCAR
3 CDR 3 KILGVGARSRRYFDY
2 8 FRA4 WGQGTMVTVSS
29 U h— KLSGSASAPKLEEGEFSEARV
30 44 F R 1 : | ETTLTQSPGTLSLSPGERATLSC
4 CDR1 RASQSVVSNYLA
31 FR2 WYQQKPGQAPRLLIS
5 CDR 2 GASNRAT
3 2 FR 3 GISDRFSGSGSGADFTLTISRVEPEDSAVYYC
6 CDR 3 QQFDKSTWT
33 FRA4 FGQGTKVEIK
34 s ¢ F v | CAGGTGCAGCTGCAGGAGTCCGGGGGAGGCTTAGTTCACCCTGGGGGGTCCCTG
C — 9 P 2 | AGACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTACTGGATGCACTGG
1n. a. GTCCGCCAAGCTCCAGGGAAGGGGCTGGTGTGGGTCTCACGTATTAATAGTGAT
GGGAGTAGCACAAGCTACGCGGACTCCGTGAAGGGCCGATTCACCATCTCCAGA
GACAACGCCAAGAACACGCTGTATCTGCAAATGAACAGTCTGAGAGCCGAGGAC
ACGGCTGTGTATTACTGTGCGAGAAAAATCTTGGGGGTGGGAGCTAGGTCTCGT
CGTTACTTTGACTACTGGGGCCAGGGAACAATGGTCACCGTCTCTTCAAAGCTT
TCAGGGAGTGCATCCGCCCCAAAACTTGAAGAAGGTGAATTTTCAGAAGCACGC
GTAGAAACGACACTCACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAA
AGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTGTCAGCAACTATTTAGCC
TGGTACCAGCAGAAGCCTGGCCAGGCTCCCAGGCTCCTCATCTCTGGTGCATCC
AACAGGGCCACTGGCATCTCAGACAGGTTCAGTGGCAGTGGGTCTGGGGCAGAC
TTCACTCTCACCATCAGCAGAGTCGAGCCTGAAGACTCAGCAGTGTATTACTGT
CAACAGTTTGATAAGTCCACGTGGACGTTCGGCCAAGGGACCAAGGTGGAAATC
AAA
35 s ¢ F v | QVQLQESGGGLVHPGGSLRLSCAASGFTFSSYWMHWVRQAPGKGLVWVSRINSD
C — 9 P 2 | GSSTSYADSVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARKILGVGARSR
1a. a RYFDYWGQGTMVTVSSKLSGSASAPKLEEGEFSEARVETTLTQSPGTLSLSPGE
RATLSCRASQSVVSNYLAWYQQKPGQAPRLLISGASNRATGISDRFSGSGSGAD
FTLTISRVEPEDSAVYYCQQFDKSTWTFGQGTKVEIK
6 9 Vg (aa) QVQLQESGGGLVHPGGSLRLSCAASGFTFSSYWMHWVRQAPGKGLVWVSRINSD
GSSTSYADSVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARKILGVGARSR
RYFDYWGQGTMVTVSS
70 Vi (aa) ETTLTQSPGTLSLSPGERATLSCRASQSVVSNYLAWYQQKPGQAPRLLISGASN
RATGISDRFSGSGSGADFTLTISRVEPEDSAVYYCQQFDKSTWTFGQGTKVEIK
77 V H R X A | CAGGTGCAGCTGCAGGAGTCCGGGGGAGGCTTAGTTCACCCTGGGGGGTCCCTG
v (n t) AGACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTACTGGATGCACTGG
GTCCGCCAAGCTCCAGGGAAGGGGCTGGTGTGGGTCTCACGTATTAATAGTGAT
GGGAGTAGCACAAGCTACGCGGACTCCGTGAAGGGCCGATTCACCATCTCCAGA
GACAACGCCAAGAACACGCTGTATCTGCAAATGAACAGTCTGAGAGCCGAGGAC
ACGGCTGTGTATTACTGTGCGAGAAAAATCTTGGGGGTGGGAGCTAGGTCTCGT
CGTTACTTTGACTACTGGGGCCAGGGAACAATGGTCACCGTCTCTTCA
78 V L A A | GAAACGACACTCACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAAAGA
v (n t) GCCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTGTCAGCAACTATTTAGCCTGG

TACCAGCAGAAGCCTGGCCAGGCTCCCAGGCTCCTCATCTCTGGTGCATCCAAC
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AGGGCCACTGGCATCTCAGACAGGTTCAGTGGCAGTGGGTCTGGGGCAGACTTC
ACTCTCACCATCAGCAGAGTCGAGCCTGAAGACTCAGCAGTGTATTACTGTCAA
CAGTTTGATAAGTCCACGTGGACGTTCGGCCAAGGGACCAAGGTGGAAATCAAA
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0Oo0oooo
= 2
Bl A | scFv B—1M22
H5
36 B 4 F R | QVQLVQSGAEVKKPGSSVKVSCKASGGTFS
1 :
7 CDR 1 SYAIS
37 FR 2 WVRQAPGQGLEWMG
8 CDR 2 GITPIFGTANYAQKFQG
38 FR 3 RVIITADESTSTAYMELRSLRSDDTAVYYCAR
9 CDR 3 DRERWLQSAGDY
39 FR4 WGQGTLVTVSS
40 Vvl — KLSGSASAPKLEEGEFSEARV
41 B 4 F R | QPVLTQSPSVSVAPGQTARITC
1 :
10 CDR 1 GGNNIGSKSVH
4 2 FR 2 WYQQKPGQAPVLVVY
11 CDR 2 DDSDRPS
4 3 FR3 GIPERFSGSNSGNTATLTISRVEAGDEADYYC
12 CDR 3 QVWDSSSDHWYV
4 4 FRA4 FGGGTKLTVL
45 s ¢ [ v | CAGGTCCAGCTTGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGTCCTCGGTG
B— 1M 2 |AAGGTCTCCTGCAAGGCTTCTGGAGGCACCTTCAGCAGCTATGCTATCAGCTGG
29n. a. GTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAGGGATCATCCCTATC
TTTGGTACAGCAAACTACGCACAGAAGTTCCAGGGCAGAGTCACGATTACCGCG
GACGAATCCACGAGCACAGCCTACATGGAGCTGAGGAGCCTGAGATCTGACGAC
ACGGCCGTGTATTACTGTGCGAGAGATCGGGAGAGATGGCTACAATCCGCGGGC
GACTACTGGGGCCAGGGAACCCTGGTCACTGTCTCCTCAAAGCTTTCAGGGAGT
GCATCCGCCCCAAAACTTGAAGAAGGTGAATTTTCAGAAGCACGCGTACAGCCT
GTGCTGACTCAGTCACCCTCGGTGTCAGTGGCCCCAGGACAGACGGCCAGGATT
ACCTGTGGGGGAAACAACATTGGAAGTAAAAGTGTGCACTGGTACCAGCAGAAG
CCAGGCCAGGCCCCTGTGCTGGTCGTCTATGATGATAGCGACCGGCCCTCAGGG
ATCCCTGAGCGATTCTCTGGCTCCAACTCTGGGAACACGGCCACCCTGACCATC
AGCAGGGTCGAAGCCGGGGATGAGGCCGACTATTACTGTCAGGTGTGGGATAGT
AGTAGTGATCATTGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTA
46 s ¢ F v | QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGGIIPI
— 1 M 2 | FGTANYAQKFQGRVTITADESTSTAYMELRSLRSDDTAVYYCARDRERWLQSAG
2 4. a DYWGQGTLVTVSSKLSGSASAPKLEEGEFSEARVQPVLTQSPSVSVAPGQTARI
TCGGNNIGSKSVHWYQQKPGQAPVLVVYDDSDRPSGIPERFSGSNSGNTATLTI
SRVEAGDEADYYCQVWDSSSDHWVFGGGTKLTVL
71 Vi (aa) QVQLVQSGAEVKKPGSSYKVSCKASGGTFSSYAISWVRQAPGQGLEWMGGIIPI
FGTANYAQKFQGRVTITADESTSTAYMELRSLRSDDTAVYYCARDRERWLQSAG
DYWGQGTLVTVSS
72 Vi (aa) QPVLTQSPSVSVAPGQTARITCGGNNIGSKSVHWYQQKPGQAPVLVVYDDSDRP
SGIPERFSGSNSGNTATLTISRVEAGDEADYYCQVWDSSSDHWVFGGGTKLTVL
79 VH K A A | CAGGTCCAGCTTGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGTCCTCGGTG
> (n t) AAGGTCTCCTGCAAGGCTTCTGGAGGCACCTTCAGCAGCTATGCTATCAGCTGG
GTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAGGGATCATCCCTATC
TTTGGTACAGCAAACTACGCACAGAAGTTCCAGGGCAGAGTCACGATTACCGCG
GACGAATCCACGAGCACAGCCTACATGGAGCTGAGGAGCCTGAGATCTGACGAC
ACGGCCGTGTATTACTGTGCGAGAGATCGGGAGAGATGGCTACAATCCGCGGGC
GACTACTGGGGCCAGGGAACCCTGGTCACTGTCTCCTCA
8 0 VL F A A |CAGCCTGTGCTGACTCAGTCACCCTCGGTGTCAGTGGCCCCAGGACAGACGGCC
¥ (n t) AGGATTACCTGTGGGGGAAACAACATTGGAAGTAAAAGTGTGCACTGGTACCAG
CAGAAGCCAGGCCAGGCCCCTGTGCTGGTCGTCTATGATGATAGCGACCGGCCC
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TCAGGGATCCCTGAGCGATTCTCTGGCTCCAACTCTGGGAACACGGCCACCCTG
ACCATCAGCAGGGTCGAAGCCGGGGATGAGGCCGACTATTACTGTCAGGTGTGG
GATAGTAGTAGTGATCATTGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTA
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7 3
W2 FEzE|scFv C—1124
5
4 7 B £ F R |QVQLVQSGGGVVQPGRSLRLSCAASGFTFS
1 :
13 CDR 1 SYGMH
48 FR 2 WVRQAPGKGLEWVA
14 CDR 2 VISYDGSNKYYADSVKG
49 FR 3 RETISRDNSKNTLYLQMNSLRAEDTAVYYCAK
15 CDR 3 DLPITRGTGADY
50 FR 4 WGQGTLVTVSS
51 U oh— KLSGSASAPKLEEGEFSEARYV
5 2 B 8 F R | QSVLIQPASVSGSPGQSITISC
1 :
16 CDR 1 TGTSSDVGGYNYVS
53 FR 2 WYQQHPGKAPRLMIY
17 CDR 2 DVTSRPS
5 4 FR 3 GVSNRFSGSKSGNTASLTISGLQAEDEADYYC
18 CDR 3 SSYAGSYSVV
55 FR 4 FGGGTKVTVL
56 s ¢ F v |CAGGTCCAGCTGGTACAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTG
C — 11 2 |AGACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTATGGCATGCACTGG
4n. a. GTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGAT
GGAAGTAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGA
GACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCTGAGGAC
ACGGCTGTGTATTACTGTGCGAAAGATCTTCCGATTACCCGCGGGACAGGGGCT
GACTACTGGGGCCAGGGAACCCTGGTCACTGTCTCCTCAAAGCTTTCAGGGAGT
GCATCCGCCCCAAAACTTGAAGAAGGTGAATTTTCAGAAGCACGCGTACAGTCT
GTCCTGATTCAGCCTGCCTCCGTGTCTGGGTCTCCTGGACAGTCGATCACCATC
TCCTGCACTGGAACCAGCAGTGACGTTGGTGGTTATAACTATGTCTCCTGGTAT
CAACAACACCCAGGCAAAGCCCCCAGACTCATGATTTACGATGTCACTAGTCGG
CCCTCAGGGGTTTCGAATCGCTTCTCTGGCTCCAAGTCTGGCAACACGGCCTCC
CTGACCATCTCTGGGCTCCAGGCTGAGGACGAGGCTGATTATTACTGCAGTTCA
TATGCAGGCAGCTACAGCGTGGTATTCGGCGGAGGGACCAAGGTCACCGTCCTA
57 s ¢ F v |QVQLVQSGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYD
C— 11 2 | GSNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKDLPITRGTGA
4a. a. DYWGQGTLVTVSSKLSGSASAPKLEEGEFSEARVQSVLIQPASVSGSPGQSITI
SCTGTSSDVGGYNYVSWYQQHPGKAPRLMIYDVTSRPSGVSNRFSGSKSGNTAS
LTISGLQAEDEADYYCSSYAGSYSVVFGGGTKVTVL
7 3 Vi (aa) QVQLVQSGGGVVQPGRSLRLSCAASGETFSSYGMHWVRQAPGKGLEWVAVISYD
GSNKYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKDLPITRGTGA
DYWGQGTLVTVSS
7 4 Vi (aa) QSVLIQPASVSGSPGQSITISCTGTSSDVGGYNYVSWYQQHPGKAPRLMIYDVT
SRPSGVSNRFSGSKSGNTASLTISGLQAEDEADYYCSSYAGSYSVVEGGGTKVT
VL
81 V H F A A | CAGGTCCAGCTGGTACAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTG
v (nt) AGACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTATGGCATGCACTGG
GTCCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGAT
GGAAGTAATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGA
GACAATTCCAAGAACACGCTGTATCTGCAAATGAACAGCCTGAGAGCTGAGGAC
ACGGCTGTGTATTACTGTGCGAAAGATCTTCCGATTACCCGCGGGACAGGGGCT
GACTACTGGGGCCAGGGAACCCTGGTCACTGTCTCCTCA
8 2 VL FAA |CAGTCTGTCCTGATTCAGCCTGCCTCCGTGTCTGGGTCTCCTGGACAGTCGATC
ACCATCTCCTGCACTGGAACCAGCAGTGACGTTGGTGGTTATAACTATGTCTCC
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oooooao

v (n t) TGGTATCAACAACACCCAGGCAAAGCCCCCAGACTCATGATTTACGATGTCACT
AGTCGGCCCTCAGGGGTTTCGAATCGCTTCTCTGGCTCCAAGTCTGGCAACACG
GCCTCCCTGACCATCTCTGGGCTCCAGGCTGAGGACGAGGCTGATTATTACTGC
AGTTCATATGCAGGCAGCTACAGCGTGGTATTCGGCGGAGGGACCAAGGTCACC
GTCCTA
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Ooooooao
= 4
BAF | scFv D—1K21
o
5 8 O F R | QVQLVQSGAEVKKPGASVKVSCKASGYTFT
1 :
19 CDR 1 GYYMH
59 FR 2 WVRQAPGQGLEWMG
20 CDR 2 RINPNSGGTNYAQKFQG
6 0 FR 3 RVIMTRDTSISTAYMELSRLRSDDTAVYYCAR
21 CDR 3 RNLIAARPRNRGRDAFDI
61 FR4 WGQGTMVTVSS
6 2 Vvl — KLSGSASAPKLEEGEFSEARV
6 3 R #4 F R | DIQMTQSPSTLSASVGDRVTITC
1 :
2 2 CDR 1 RASQSIGGSLA
6 4 FR 2 WYQQKPGKGPNLLIY
23 CDR 2 AASTLQS
6 5 FR3 GVPSRFSGSGSGTEFTLTISSLQPEDSATYYC
2 4 CDR 3 QHYESYPLS
6 6 FRA4 : FGGGTKLEIK
6 7 s ¢ F v | CAGGTCCAGCTTGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCCTCAGT
D— 1K 2 | GAAGGTCTCCTGCAAGGCTTCTGGATACACCTTCACCGGCTACTATATGCACT
1n. a GGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGACGGATCAACCCT
AACAGTGGTGGCACAAACTATGCACAGAAGTTTCAGGGCAGGGTCACCATGAC
CAGGGACACGTCCATCAGCACAGCCTACATGGAGCTGAGCAGGCTGAGATCTG
ACGACACGGCCGTGTATTACTGCGCGAGGCGTAACCTGATAGCAGCTCGTCCC
CGGAATCGGGGCAGGGATGCTTTTGATATCTGGGGCCAAGGGACAATGGTCAC
CGTCTCTTCAAAGCTTTCAGGGAGTGCATCCGCCCCAAAACTTGAAGAAGGTG
AATTTTCAGAAGCACGCGTAGACATCCAGATGACCCAGTCTCCTTCCACCCTG
TCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCCAGTCAGAGTAT
TGGTGGCTCGTTGGCCTGGT
ATCAGCAGAAACCAGGGAAAGGCCCTAACCTCCTGATCTATGCTGCATCCACT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATT
CACTCTCACAATCAGCAGCCTGCAGCCTGAAGATTCTGCAACTTACTACTGCC
AACACTATGAAAGTTATCCCCTCTCTTTCGGCGGCGGGACCAAGCTGGAGATC
AAA
6 8 s ¢ F v | QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGRINP
D— 1 K 2 | NSGGTNYAQKFQGRVIMTRDTSISTAYMELSRLRSDDTAVYYCARRNLIAARP
1a. a RNRGRDAFDIWGQGTMVTVSSKLSGSASAPKLEEGEFSEARVDIQMTQSPSTL
SASVGDRVTITCRASQSTGGSLAWYQQKPGKGPNLLTYAASTLQSGVPSRFSG
SGSGTEFTLTISSLQPEDSATYYCQHYESYPLSFGGGTKLEIK
75 Vi (aa) QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGRINP
NSGGTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARRNLIAARP
RNRGRDAFDIWGQGTMVTVSS
76 Vi (aa) DIQMTQSPSTLSASVGDRVTITCRASQSIGGSLAWYQQKPGKGPNLLIYAAST
LQSGVPSRFSGSGSGTEFTLTISSLQPEDSATYYCQHYESYPLSFGGGTKLEI
K
8 3 VH K A A | CAGGTCCAGCTTGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCCTCAGT
> (nt) GAAGGTCTCCTGCAAGGCTTCTGGATACACCTTCACCGGCTACTATATGCACT
GGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGACGGATCAACCCT
AACAGTGGTGGCACAAACTATGCACAGAAGTTTCAGGGCAGGGTCACCATGAC
CAGGGACACGTCCATCAGCACAGCCTACATGGAGCTGAGCAGGCTGAGATCTG
ACGACACGGCCGTGTATTACTGCGCGAGGCGTAACCTGATAGCAGCTCGTCCC
CGGAATCGGGGCAGGGATGCTTTTGATATCTGGGGCCAAGGGACAATGGTCAC
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Oooo0oo
CGTCTCTTCA
8 4 VL FAA | GACATCCAGATGACCCAGTCTCCTTCCACCCTGTCTGCATCTGTAGGAGACAG
v (nt) AGTCACCATCACTTGCCGGGCCAGTCAGAGTATTGGTGGCTCGTTGGCCTGGT

ATCAGCAGAAACCAGGGAAAGGCCCTAACCTCCTGATCTATGCTGCATCCACT
TTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGGATC
TGGGACAGAATTCACTCTCACAATCAGCAGCCTGCAGCCTGAAGATTCTGCAA
CTTACTACTGCCAACACTATGAAAGTTATCCCCTCTCTTTCGGCGGCGGGACC
AAGCTGGAGATCAAA
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0Oo0oooo
7 5

B3 #F | scFv 9N1O

7o

25, |HEH $8 F R | QVQLQESGGGLVHPGGSLRLSCAASGFTFS
XX, 1 :

91

1. X |CDR1 SYWMH

. 8

5

2 6 . FR2 WVRQAPGKGLVWVS

Xix .

9 2

2, X|CDR2 RINSDGSSTSYADSVKG

. 8

6

2 7. FR3 RFTISRDNAKNTLYLQMNSLRAEDTAVYYCAR
XX,

93

3. X|CDR3 KILGVGARSRRYFDY

. 8

7

2 8. FR4 : WGQGTMVTVSS

X%,

94

95 U d—: KLSGSASAPKLEEGEFSEARV
96 % 44 F R |DIVLTQTPDSLAVSLGETTTINC

1 :

8 8 CDR 1 KSSQSVLHSSNNKNYLA

97 FR2 WYQQKPGQPPKLLIY

89 CDR 2 WASTRES

9 8 FR3 GVPDRFSGSGSGTDFTLTISNLQPEDVAFYYC
90 CDR 3 LQYSTFPRT

3 3. FRA4 : FGQGTKVEIK

NoE

99

10

s ¢ F v

9N1O0n.

CAGGTGCAGCTGCAGGAGTCCGGGGGAGGCTTAGTTCACCCTGGGGGGTCCCT
GAGACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTACTGGATGCACT
GGGTCCGCCAAGCTCCAGGGAAGGGGCTGGTGTGGGTCTCACGTATTAATAGT
GATGGGAGTAGCACAAGCTACGCGGACTCCGTGAAGGGCCGATTCACCATCTC
CAGAGACAACGCCAAGAACACGCTGTATCTGCAAATGAACAGTCTGAGAGCCG
AGGACACGGCTGTGTATTACTGTGCGAGAAAAATCTTGGGGGTGGGAGCTAGG
TCTCGTCGTTACTTTGACTACTGGGGCCAGGGAACAATGGTCACCGTCTCTTC
AAAGCTTTCAGGGAGTGCATCCGCCCCAAAACTTGAAGAAGGTGAATTTTCAG
AAGCACGCGTAGATATTGTGCTGACCCAGACTCCAGACTCCCTGGCTGTGTCT
CTGGGCGAGACGACCACCATCAACTGCAAGTCCAGCCAGAGTGTTTTACACAG
CTCCAACAATAAGAACTACTTAGCTTGGTACCAGCAGAAACCAGGACAGCCTC
CTAAGCTGCTCATTTACTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGA
TTCAGTGGCAGCGGGTCTGGGACAGATTTCACTCTCACCATCAGCAACCTGCA
GCCTGAAGATGTGGCTTTTTACTACTGTCTGCAATATTCTACTTTTCCTCGGA
CGTTCGGCCAAGGGACCAAGGTGGAGATCAAA

101

s ¢ F v
9N 10 a.

QVQLQESGGGLVHPGGSLRLSCAASGFTFSSYWMHWVRQAPGKGLVWVSRINS
DGSSTSYADSVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARKILGVGAR
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SRRYFDYWGQGTMVTVSSKLSGSASAPKLEEGEFSEARVDIVLTQTPDSLAVS
LGETTTINCKSSQSVLHSSNNKNYLAWYQQKPGQPPKLLIYWASTRESGVPDR
FSGSGSGTDFTLTISNLQPEDVAFYYCLQYSTFPRTFGQGTKVEIK

VH (aa)

QVQLQESGGGLVHPGGSLRLSCAASGFTFSSYWMHWVRQAPGKGLVWVSRINS
DGSSTSYADSVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARKILGVGAR
SRRYFDYWGQGTMVTVSS

Vi

(aa)

DIVLTQTPDSLAVSLGETTTINCKSSQSVLHSSNNKNYLAWYQQKPGQPPKLL
IYWASTRESGVPDRFSGSGSGTDFTLTISNLQPEDVAFYYCLQYSTFPRTFGQ
GTKVEIK

= =
Ogj_,\]
AN

VH R A A
(nt)

N

CAGGTGCAGCTGCAGGAGTCCGGGGGAGGCTTAGTTCACCCTGGGGGGTCCCT
GAGACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTACTGGATGCACT
GGGTCCGCCAAGCTCCAGGGAAGGGGCTGGTGTGGGTCTCACGTATTAATAGT
GATGGGAGTAGCACAAGCTACGCGGACTCCGTGAAGGGCCGATTCACCATCTC
CAGAGACAACGCCAAGAACACGCTGTATCTGCAAATGAACAGTCTGAGAGCCG
AGGACACGGCTGTGTATTACTGTGCGAGAAAAATCTTGGGGGTGGGAGCTAGG
TCTCGTCGTTACTTTGACTACTGGGGCCAGGGAACAATGGTCACCGTCTCTTC
A

1

05

VL FAA
(nt)

N

GATATTGTGCTGACCCAGACTCCAGACTCCCTGGCTGTGTCTCTGGGCGAGAC
GACCACCATCAACTGCAAGTCCAGCCAGAGTGTTTTACACAGCTCCAACAATA
AGAACTACTTAGCTTGGTACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTC
ATTTACTGGGCATCTACCCGGGAATCCGGGGTCCCTGACCGATTCAGTGGCAG
CGGGTCTGGGACAGATTTCACTCTCACCATCAGCAACCTGCAGCCTGAAGATG
TGGCTTTTTACTACTGTCTGCAATATTCTACTTTTCCTCGGACGTTCGGCCAA
GGGACCAAGGTGGAGATCAAA
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C—9P21D1 gGBEF

CAGGTGCAGCTGCAGGAGTCCGGGGGAGGCTTAGTTCACCCTGGGGGGTCCCTGA

GACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTACTGGATGCACTGGGT

CCGCCAAGCTCCAGGGAAGGGGCTGGTGTGGGTCTCACGTATTAATAGTGATGGG

AGTAGCACAAGCTACGCGGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACA

ACGCCAAGAACACGCTGTATCTGCAAATGAACAGTCTGAGAGCCGAGGACACGGC

TGTGTATTACTGTGCGAGAAAAATCTTGGGGGTGGGAGCTAGGTCTCGTCGTTAC

TTTGACTACTGGGGCCAGGGAACAATGGTCACCGTCTCTTCAGCCTCCACCAAGG
GCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGC
GGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGG
AACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCT
CAGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCAC
CCAGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAG
AAAGTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCAC
CTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACAC
CCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCAC
GAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATG
CCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGT
CCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTC
TCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGC
AGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAA
GAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCC
GTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCG
TGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAG
CAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC
AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

GAAACGACACTCACGCAGTCTCCAGGCACCCTGTCTTTGTCTCCAGGGGAAAGAG

CCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTGTCAGCAACTATTTAGCCTGGTA

CCAGCAGAAGCCTGGCCAGGCTCCCAGGCTCCTCATCTCTGGTGCATCCAACAGG

GCCACTGGCATCTCAGACAGGTTCAGTGGCAGTGGGTCTGGGGCAGACTTCACTC

TCACCATCAGCAGAGTCGAGCCTGAAGACTCAGCAGTGTATTACTGTCAACAGTT

TGATAAGTCCACGTGGACGTTCGGCCAAGGGACCAAGGTGGAAATCAAACGAACT
GTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTG
GAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGT
ACAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACA
GAGCAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCA
AAGCAGACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCT
GAGCTCGCCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT

QVQLQESGGGLVHPGGSLRLSCAASGETFSSYWMHWVRQAPGKGLVWVSRINSDG

SSTSYADSVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARKILGVGARSRRY

FDYWGQGTMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDK
KVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSH
EDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPGK

oooao

7 6
A EFS | 1 g G
106 1
( a

a)
Bl % F | o R
F:107 |8 4
( a

a)
B % & | I g G
2:108 |1 &
( a

a)
B A F | o N
2:109 |8 #
( a

a)

ETTLTQSPGTLSLSPGERATLSCRASQSVVSNYLAWYQQKPGQAPRLLISGASNR

ATGISDRFSGSGSGADFTLTISRVEPEDSAVYYCQQFDKSTWTFGQGTKVETKRT
VAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVT
EQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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7 B—1M2201 g GBS

o aqn =
-

I ¢ G
1 H #H
(nt)

CAGGTCCAGCTTGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGTCCTCGGTGA

AGGTCTCCTGCAAGGCTTCTGGAGGCACCTTCAGCAGCTATGCTATCAGCTGGGT

GCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAGGGATCATCCCTATCTTT

GGTACAGCAAACTACGCACAGAAGTTCCAGGGCAGAGTCACGATTACCGCGGACG

AATCCACGAGCACAGCCTACATGGAGCTGAGGAGCCTGAGATCTGACGACACGGC

CGTGTATTACTGTGCGAGAGATCGGGAGAGATGGCTACAATCCGCGGGCGACTAC

TGGGGCCAGGGAACCCTGGTCACTGTCTCCTCAGCCTCCACCAAGGGCCCATCGG
TCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGG
CTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGC
GCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCT
ACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTA
CATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAG
CCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCC
TGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGAT
CTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCT
GAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGACAA
AGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGT
CCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAA
GCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAG
AACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGT
CAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGG
GAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACT
CCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCA
GCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTAC
ACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

= o &
—

= B\
T
>~

By

CAGCCTGTGCTGACTCAGTCACCCTCGGTGTCAGTGGCCCCAGGACAGACGGCCA

GGATTACCTGTGGGGGAAACAACATTGGAAGTAAAAGTGTGCACTGGTACCAGCA

GAAGCCAGGCCAGGCCCCTGTGCTGGTCGTCTATGATGATAGCGACCGGCCCTCA

GGGATCCCTGAGCGATTCTCTGGCTCCAACTCTGGGAACACGGCCACCCTGACCA

TCAGCAGGGTCGAAGCCGGGGATGAGGCCGACTATTACTGTCAGGTGTGGGATAG

TAGTAGTGATCATTGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTAGGTCAG
CCCAAGGCTGCCCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGAGGAGCTTCAAG
CCAACAAGGCCACACTGGTGTGTCTCATAAGTGACTTCTACCCGGGAGCCGTGAC
AGTGGCCTGGAAGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACA
CCCTCCAAACAAAGCAACAACAAGTACGCGGCCAGCAGCTATCTGAGCCTGACGC
CTGAGCAGTGGAAGTCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAG
CACCGTGGAGAAGACAGTGGCCCCTACAGAATGTTCA

N g B
—

b —
Bk oo

(a a

QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGGIIPIF

GTANYAQKFQGRVTITADESTSTAYMELRSLRSDDTAVYYCARDRERWLQSAGDY

WGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSG
ALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVE
PKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDTAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK

w Jn B
—

QPVLTQSPSVSVAPGQTARITCGGNNIGSKSVHWYQQKPGQAPVLVVYDDSDRPS

GIPERFSGSNSGNTATLTISRVEAGDEADYYCQVWDSSSDHWVFGGGTKLTVLGQ
PKAAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADSSPVKAGVETTT
PSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

10

20

30

40



ooono

*8

(100)

C—1124D1 g GHEP

JP 2013-519367 A 2013.5.30

&

—

I g G 1
HH#H (n
t)

CAGGTCCAGCTGGTACAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCCCTGAGA

CTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTATGGCATGCACTGGGTCCGC

CAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGATGGAAGTAAT

AAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAAG

AACACGCTGTATCTGCAAATGAACAGCCTGAGAGCTGAGGACACGGCTGTGTATTAC

TGTGCGAAAGATCTTCCGATTACCCGCGGGACAGGGGCTGACTACTGGGGCCAGGGA

ACCCTGGTCACTGTCTCCTCAGCCTCCACCAAGGGCCCATCGGTCTTCCCCCTGGCA
CCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTGGTCAAGGAC
TACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACCAGCGGCGTG
CACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGCAGCGTGGTG
ACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTGAATCACAAG
CCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGACAAAACTCAC
ACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTCTTCCTCTTC
CCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTCACATGCGTG
GTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTACGTGGACGGC
GTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAACAGCACGTAC
CGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGCAAGGAGTAC
AAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAA
GCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAG
CTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGAC
ATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCT
CCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAG
AGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCAC
AACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

o o =

—

CAGTCTGTCCTGATTCAGCCTGCCTCCGTGTCTGGGTCTCCTGGACAGTCGATCACC

ATCTCCTGCACTGGAACCAGCAGTGACGTTGGTGGTTATAACTATGTCTCCTGGTAT

CAACAACACCCAGGCAAAGCCCCCAGACTCATGATTTACGATGTCACTAGTCGGCCC

TCAGGGGTTTCGAATCGCTTCTCTGGCTCCAAGTCTGGCAACACGGCCTCCCTGACC

ATCTCTGGGCTCCAGGCTGAGGACGAGGCTGATTATTACTGCAGTTCATATGCAGGC

AGCTACAGCGTGGTATTCGGCGGAGGGACCAAGGTCACCGTCCTAGGTCAGCCCAAG
GCTGCCCCCTCGGTCACTCTGTTCCCGCCCTCCTCTGAGGAGCTTCAAGCCAACAAG
GCCACACTGGTGTGTCTCATAAGTGACTTCTACCCGGGAGCCGTGACAGTGGCCTGG
AAGGCAGATAGCAGCCCCGTCAAGGCGGGAGTGGAGACCACCACACCCTCCAAACAA
AGCAACAACAAGTACGCGGCCAGCAGCTATCTGAGCCTGACGCCTGAGCAGTGGAAG
TCCCACAGAAGCTACAGCTGCCAGGTCACGCATGAAGGGAGCACCGTGGAGAAGACA
GTGGCCCCTACAGAATGTTCA

o an B

—

QVQLVQSGGGVVQPGRSLRLSCAASGFTFSSYGMHWVRQAPGKGLEWVAVISYDGSN

KYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKDLPITRGTGADYWGQG

TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGV
HTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTH
TCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISK
AKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDTAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

~

=

QSVLTIQPASVSGSPGQSITISCTGTSSDVGGYNYVSWYQQHPGKAPRLMIYDVTSRP

SGVSNRFSGSKSGNTASLTISGLQAEDEADYYCSSYAGSYSVVFGGGTKVTVLGQPK
AAPSVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADSSPVKAGVETTTPSKQ
SNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS

10

20

30

40



#9

(101)

D—1K21®DI1 g GEAF

JP 2013-519367 A 2013.5.30

[ —
I oo
58O

~

CAGGTCCAGCTTGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCCTCAGTGAA

GGTCTCCTGCAAGGCTTCTGGATACACCTTCACCGGCTACTATATGCACTGGGTGC

GACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGACGGATCAACCCTAACAGTGGT

GGCACAAACTATGCACAGAAGTTTCAGGGCAGGGTCACCATGACCAGGGACACGTC

CATCAGCACAGCCTACATGGAGCTGAGCAGGCTGAGATCTGACGACACGGCCGTGT

ATTACTGCGCGAGGCGTAACCTGATAGCAGCTCGTCCCCGGAATCGGGGCAGGGAT

GCTTTTGATATCTGGGGCCAAGGGACAATGGTCACCGTCTCTTCAGCCTCCACCAA
GGGCCCATCGGTCTTCCCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAG
CGGCCCTGGGCTGCCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGG
AACTCAGGCGCCCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTC
AGGACTCTACTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCC
AGACCTACATCTGCAACGTGAATCACAAGCCCAGCAACACCAAGGTGGACAAGAAA
GTTGAGCCCAAATCTTGTGACAAAACTCACACATGCCCACCGTGCCCAGCACCTGA
ACTCCTGGGGGGACCGTCAGTCTTCCTCTTCCCCCCAAAACCCAAGGACACCCTCA
TGATCTCCCGGACCCCTGAGGTCACATGCGTGGTGGTGGACGTGAGCCACGAAGAC
CCTGAGGTCAAGTTCAACTGGTACGTGGACGGCGTGGAGGTGCATAATGCCAAGAC
AAAGCCGCGGGAGGAGCAGTACAACAGCACGTACCGTGTGGTCAGCGTCCTCACCG
TCCTGCACCAGGACTGGCTGAATGGCAAGGAGTACAAGTGCAAGGTCTCCAACAAA
GCCCTCCCAGCCCCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCCCGAGA
ACCACAGGTGTACACCCTGCCCCCATCCCGGGATGAGCTGACCAAGAACCAGGTCA
GCCTGACCTGCCTGGTCAAAGGCTTCTATCCCAGCGACATCGCCGTGGAGTGGGAG
AGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCGTGCTGGACTCCGA
CGGCTCCTTCTTCCTCTACAGCAAGCTCACCGTGGACAAGAGCAGGTGGCAGCAGG
GGAACGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGCACAACCACTACACGCAG
AAGAGCCTCTCCCTGTCTCCGGGTAAA

GACATCCAGATGACCCAGTCTCCTTCCACCCTGTCTGCATCTGTAGGAGACAGAGT

CACCATCACTTGCCGGGCCAGTCAGAGTATTGGTGGCTCGTTGGCCTGGTATCAGC

AGAAACCAGGGAAAGGCCCTAACCTCCTGATCTATGCTGCATCCACTTTGCAAAGT

GGGGTCCCATCAAGGTTCAGCGGCAGTGGATCTGGGACAGAATTCACTCTCACAAT

CAGCAGCCTGCAGCCTGAAGATTCTGCAACTTACTACTGCCAACACTATGAAAGTT

ATCCCCTCTCTTTCGGCGGCGGGACCAAGCTGGAGATCAAACGAACTGTGGCTGCA
CCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTC
TGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGG
TGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGC
AAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGA
GAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCA
CAAAGAGCTTCAACAGGGGAGAGTGT
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QVQLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVRQAPGQGLEWMGRINPNSG

GTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARRNLIAARPRNRGRD

AFDIWGQGTMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKK
VEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHED
PEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNK
ALPAPTIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQ
KSLSLSPGK
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DIQMTQSPSTLSASVGDRVTITCRASQSIGGSLAWYQQKPGKGPNLLIYAASTLQS

GVPSRESGSGSGTEFTLTISSLQPEDSATYYCQHYESYPLSFGGGTKLETIKRTVAA
PSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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CAGGTGCAGCTGCAGGAGTCCGGGGGAGGCTTAGTTCACCCTGGGGGGTCCCTGAGA

CTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTACTGGATGCACTGGGTCCGC

CAAGCTCCAGGGAAGGGGCTGGTGTGGGTCTCACGTATTAATAGTGATGGGAGTAGC

ACAAGCTACGCGGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAACGCCAAG

AACACGCTGTATCTGCAAATGAACAGTCTGAGAGCCGAGGACACGGCTGTGTATTAC

TGTGCGAGAAAAATCTTGGGGGTGGGAGCTAGGTCTCGTCGTTACTTTGACTACTGG

GGCCAGGGAACAATGGTCACCGTCTCTTCAGCCTCCACCAAGGGCCCATCGGTCTTC
CCCCTGGCACCCTCCTCCAAGAGCACCTCTGGGGGCACAGCGGCCCTGGGCTGCCTG
GTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGCCCTGACC
AGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTACTCCCTCAGC
AGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACCCAGACCTACATCTGCAACGTG
AATCACAAGCCCAGCAACACCAAGGTGGACAAGAAAGTTGAGCCCAAATCTTGTGAC
AAAACTCACACATGCCCACCGTGCCCAGCACCTGAACTCCTGGGGGGACCGTCAGTC
TTCCTCTTCCCCCCAAAACCCAAGGACACCCTCATGATCTCCCGGACCCCTGAGGTC
ACATGCGTGGTGGTGGACGTGAGCCACGAAGACCCTGAGGTCAAGTTCAACTGGTAC
GTGGACGGCGTGGAGGTGCATAATGCCAAGACAAAGCCGCGGGAGGAGCAGTACAAC
AGCACGTACCGTGTGGTCAGCGTCCTCACCGTCCTGCACCAGGACTGGCTGAATGGC
AAGGAGTACAAGTGCAAGGTCTCCAACAAAGCCCTCCCAGCCCCCATCGAGAAAACC
ATCTCCAAAGCCAAAGGGCAGCCCCGAGAACCACAGGTGTACACCCTGCCCCCATCC
CGGGATGAGCTGACCAAGAACCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTAT
CCCAGCGACATCGCCGTGGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAG
ACCACGCCTCCCGTGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAAGCTCACC
GTGGACAAGAGCAGGTGGCAGCAGGGGAACGTCTTCTCATGCTCCGTGATGCATGAG
GCTCTGCACAACCACTACACGCAGAAGAGCCTCTCCCTGTCTCCGGGTAAA

LVl

o A

GATATTGTGCTGACCCAGACTCCAGACTCCCTGGCTGTGTCTCTGGGCGAGACGACC

ACCATCAACTGCAAGTCCAGCCAGAGTGTTTTACACAGCTCCAACAATAAGAACTAC

TTAGCTTGGTACCAGCAGAAACCAGGACAGCCTCCTAAGCTGCTCATTTACTGGGCA

TCTACCCGGGAATCCGGGGTCCCTGACCGATTCAGTGGCAGCGGGTCTGGGACAGAT

TTCACTCTCACCATCAGCAACCTGCAGCCTGAAGATGTGGCTTTTTACTACTGTCTG

CAATATTCTACTTTTCCTCGGACGTTCGGCCAAGGGACCAAGGTGGAGATCAAACGA
ACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATCT
GGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTA
CAGTGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAG
CAGGACAGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCA
GACTACGAGAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCG
CCCGTCACAAAGAGCTTCAACAGGGGAGAGTGT
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QVQLQESGGGLVHPGGSLRLSCAASGFTESSYWMHWVRQAPGKGLVWVSRINSDGSS

TSYADSVKGRFTISRDNAKNTLYLQMNSLRAEDTAVYYCARKILGVGARSRRYEDYW

GQGTMVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALT
SGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCD
KTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKT
ISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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DIVLTQTPDSLAVSLGETTTINCKSSQSVLHSSNNKNYLAWYQQKPGQPPKLLIYWA

STRESGVPDRFSGSGSGTDFTLTISNLQPEDVAFYYCLQYSTFPRTFGQGTKVETKR
TVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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ooono
H1
scFV C—9P21X%L#4FFEF|

CCATGGCCCAGGTGCAGCTGCAGGAGTCCH
NeoI  |--------- VB EAIES: 34 B

TTAGTTCACCCT TCC

CTGAGACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTACTGGATGCACTGGGT

CCGCCAAGCTCCAGGGAAGGGGCTGGTGTGGGTCTCACGTATTAATAGTGATGGGAGTA

GCACAAGCTACGCGGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAACGCCAAG

AACACGCTGTATCTGCAAATGAACAGTCTGAGAGCCGAGGACACGGCTGTGTATTACTG

TGCGAGAAAAATCTT TGGGAGCTAGGTCTCGTCGTTACTTTGACTACTGGGGCC
AGGGAACAATGGTCACCGTCTCTTCAAAGCTTTCAGGGAGTGCATCCGCCCCAAAACTT
Vo K- —— HirdIIT--1 Y >h—Biss
GAAGAAGGTGAATTTTCAGAAGCACGCGTAGAARACGACACTCACGCAGTCTCCAGGCAC
SR [EE T P v s
CCTGTCTTTGTCTCCAGGGGARAGAGCCACCCTCTCCTGCAGGGCCAGTCAGAGTGTTG

TCAGCAACTATTTAGCCTGGTACCAGCAGAAGCCTGGCCAGGCTCCCAGGCTCCTCATC
TCTGGTGCATCCAACAGGGCCACTGGCATCTCAGACAGGTTCAGTGGCAGTGGGTCTGG
GGCAGACTTCACTCTCACCATCAGCAGAGTCGAGCCTGAAGACTCAGCAGTGTATTACT

GTCAACAGTTTGATAAGTCCACGTGGACGTTCGGCCAAGGGACCAAGGTGGAAATCAAA
(EBIIES : 3 4KM) V RS
GCGGCCGCTGGATCCGAACARAAGCTGATCTCAGAAGAAGACCTAAACTCACATCACCA
NotI cMyc-tag
TCACCATCAC
His¢-tag

scFV C—9P2173 /85

QVQLOESGGGLVHPGGSLRLSCAASGFTFSSYWMHWVRQAPGKGLVWVSRINSD
| [——— VBt (RFIES: 35 )

GSSTSYADSVKGRFTISRDNAKNTLYLOMNSLRAEDTAVYYCARKILGVGARSR

RYFDYWGQGTMVTVSS KLSGSASAPKLEEGEFSEARVETTLTQSPGTLSLSPGE
V2% 5 % e p— —— v Bk
RATLSCRASQSVVSNYLAWYQQKPGQAPRLLISGASNRATGISDRFSGSGSGAD

FTLTISRVEPEDSAVYYCQQOFDKSTWTFGQOGTKVEIKAAAGSEQKLISEEDLNS
(: AHIBS: 35KEH )V KK

HHHHHH

0oodogno

B3

scFv C—1124X9L#*F &S

CCATGGCCCAGGTCCAGCTGGTACAGTCTGGGGGAGGCGTGGTCCAGCCTGGGAGGTCC
s P VBt (RRIES . 5 6B)

CTGAGACTCTCCTGTGCAGCCTCTGGATTCACCTTCAGTAGCTATGGCATGCACTGGGT
CCGCCAGGCTCCAGGCAAGGGGCTGGAGTGGGTGGCAGTTATATCATATGATGGAAGTA
ATAAATACTATGCAGACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAATTCCAAG
AACACGCTGTATCTGCAAATGAACAGCCTGAGAGCTGAGGACACGGCTGTGTATTACTG
TGCGAAAGATCTTCCGATTACCCGCGGGACAGGGGCTGACTACTGGGGCCAGGGAACCC

TGGTCACTGTCTCCTCAAAGCTTTCAGGGAGTGCATCCGCCCCAARACTTGAAGAAGGT

V K tfi-——— | HindTTT--1) o h—BIth
GAATTTTCAGAAGCACGCGTACAGTCTGTCCTGATTCAGCCTGCCTCCGTGTCTGGGTC
2 A—=FE - MIuT-—-|-mmmme v Bt

TCCTGGACAGTCGATCACCATCTCCTGCACTGGAACCAGCAGTGACGTTGGTGGTTATA

ACTATGTCTCCTGGTATCAACAACACCCAGGCAAAGCCCCCAGACTCATGATTTACGAT

GTCACTAGTCGGCCCTCAGGGGTTTCGAATCGCTTCTCTGGCTCCAAGTCTGGCAACAC
GGCCTCCCTGACCATCTCTGGGCTCCAGGCTGAGGACGAGGCTGATTATTACTGCAGTT

CATATGCAGGCAGCTACAGCGTGGTATTCGGCGGAGGGACCAAGGTCACCGTCCTAGCG
(BFIES : 5 6KW) V. K --—-[NotT
GCCGCTGGATCCGAACAAAAGCTGATCTCAGAAGAAGACCTAAACTCACATCACCATCA
NotI cMyc-tag Hisg-tag
CCATCAC

scfv C-1124 7 = / B4BL5|

QVOLVQOSGGGVVQPGRSLRLSCAASGFTFSSYGMHWVROAPGKGLEWVAVISYD
[ VB RAES . 5 7THE)
GSNKYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAKDLPITRGTGA

DYWGQGTLVTVSSKLSGSASAPKLEEGEFSEARVQSVLIQPASVSGSPGQSITI
Yrh—
SCTGTSSDVGGYNYVSWYQQOHPGKAPRLMIYDVTSRPSGVSNRFSGSKSGNTAS

LTISGLQAEDEADYYCSSYAGSYSVVFGGGTKVTVLAAAGSEQKLISEEDLNSH
(®AES 5 TRM) V RKi§———m— |
HHHHH

JP 2013-519367 A 2013.5.30

gooao

E2

scFv

B—1M222X%Y LA F Fiesl

CCATGGCCCAGGTCCAGCTTGTGCAGTCTGGGGCTGAGETGAAGAAGCCTGGGTCCTCG
Neol |------o VBt EHES: 45 B

GTGAAGGTCTCCTGCAAGGCTTCTGGAGGCACCTTCAGCAGCTATGCTATCAGCTGGGT
GCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAGGGATCATCCCTATCTTTGGTA
CAGCAAACTACGCACAGAAGTTCCAGGGCAGAGTCACGATTACCGCGGACGAATCCACG
AGCACAGCCTACATGGAGCTGAGGAGCCTGAGATCTGACGACACGGCCGTGTATTACTG

TGCGAGAGATCGGGAGAGATGGCTACAATCCGCGGGCGACTACTGGGGCCAGGGAACCC
TGGTCACTGTCTCCTCAAAGCTTTCAGGGAGTGCATCCGCCCCARAACTTGAAGAAGGT

VK - |Hind111--1" ¥ h—RltE
GAATTTTCAGAAGCACGCGTACAGCCTGTGCTGACTCAGTCACCCTCGGTGTCAGTGGC
Y A=K~ MluT---|---—- v b

CCCAGGACAGACGGCCAGGATTACCTGTGGGGGAAACAACATTGGAAGTAAAAGTGTGC

ACTGGTACCAGCAGAAGCCAGGCCAGGCCCCTGTGCTGGTCGTCTATGATGATAGCGAC

CGGCCCTCAGGGATCCCTGAGCGATTCTCTGGCTCCAACTCTGGGAACACGGCCACCCT
GACCATCAGCAGGGTCGAAGCCGGGGATGAGGCCGACTATTACTGTCAGGTGTGGGATA

GTAGTAGTGATCATTGGGTGTTCGGCGGAGGGACCAAGCTGACCGTCCTAGCGGCCGCT
(BRFIES : 45K V, K% -] nocr
GGATCCGAACAAAAGCTGATCTCAGAAGAAGACCTAAACTCACATCACCATCACCATCAC
cMyc-tag Hisg¢-tag

(scFv B—1M2273/E#&5

QVOLVQOSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGGIIPI
. VBt (EINES 4 6B

FGTANYAQKFQGRVTITADESTSTAYMELRSLRSDDTAVYYCARDRERWLQSAG

DYWGQGTLVTVSSKLSGSASAPKLEEGEFSEARVQPVLTQSPSVSVAPGQTART
V K Yoh— o [— v BAte

TCGGNNIGSKSVHWYQQKPGQAPVLVVYDDSDRPSGIPERFSGSNSGNTATLTI

SRVEAGDEADYYCQVWDSSSDHWVFGGGTKLTVLAAAGSEQKLISEEDLNSHHH
(BRAES : 4 6KM) V K

HHH

oooad
R4
sofv D-1K21 X & LA F Kaesl

CCATGGCCCAGGTCCAGCTTGTGCAGTCTGGGGCTGAGGTGARGARGCCTGGGGCCTCA
NeoI  |-----mmes VB (RBIES 67 BitR)

GTGAAGGTCTCCTGCAAGGCTTCTGGATACACCTTCACCGGCTACTATATGCACTGGGT
GCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGACGGATCAACCCTAACAGTGGTG
GCACAAACTATGCACAGAAGTTTCAGGGCAGGGTCACCATGACCAGGGACACGTCCATC
AGCACAGCCTACATGGAGCTGAGCAGGCTGAGATCTGACGACACGGCCGTGTATTACTG
CGCGAGGCGTAACCTGATAGCAGCTCGTCCCCGGAATCGGGGCAGGGATGCTTTTGATA
TCTGGGGCCARGGGACAATGGTCACCGTCTCTTCRAAAGCTTTCAGGGAGTGCATCCGCC
VR [HindIII--y > p—pasm
CCAAAACTTGAAGAAGGTGAATTTTCAGAAGCACGCGTAGACATCCAGATGACCCAGTC

D2 R 3 J— JYARTE Y P v Bt
TCCTTCCACCCTGTCTGCATCTGTAGGAGACAGAGTCACCATCACTTGCCGGGCCAGTC

AGAGTATTGGTGGCTCGTTGGCCTGGTATCAGCAGAAACCAGGGAAAGGCCCTAACCTC
CTGATCTATGCTGCATCCACTTTGCAAAGTGGGGTCCCATCAAGGTTCAGCGGCAGTGG
ATCTGGGACAGAATTCACTCTCACAATCAGCAGCCTGCAGCCTGAAGATTCTGCAACTT

ACTACTGCCAACACTATGAAAGTTATCCCCTCTCTTTCGGCGGCGGGACCAAGCTGGAG
(BRHES: 67 FMW) V Rif-----
ATCARAGCGGCCGCTGGATCCGAACAAAAGCTGATCTCAGAAGAAGACCTARACTCACA
NotI cMyc-tag
TCACCATCACZCATCAC
Hiss—tag

scFv D-1K21 7 = / B4E23

QVQLVQSGAEVKKPGASVKVSCKASGY TFTGY YMHWVRQAPGOGLEWMGRINDN
[ VBt (RAES: 68 BK)

SGGTNYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARRNLIAARPRN
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BoxNo.lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intemational Searching Autherity found multiple inventions in thie international application, as follows:

see additional sheet

1. As all required additional search fess wera timaly paid by the applicant, this international search report covers all searchable
claims.

2. D Ag all searchable claime could be searched without affort justifying an additional fees, this Authority did not invite payment of
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3 As only some of the required additional search fees were timely paid by the applicant, this international search report covers
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payment of a protest fee.
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m No protest accom panied the payment of additional search fees.
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3. claims: 7, 13, 22{completely); 1-4, 10, 16-19, 25-56(partially)
Claims relating to CXCR4 antibody C-1124 and uses thereof

4. claims: 8, 14, 23{completely); 1-4, 10, 16-19, 25-56(partially)
Claims relating to CXCR4 antibody D-1K21 and uses thereof

5. claims: 9, 15, 24(completely); 1-4, 10, 16-19, 25-56(partially)
Claims relating to CXCR4 antibody 9N10 and uses thereof
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