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NLHWYQQKTNESPRLLIKDASQSMSGIPSRFSASGSGTDFTLNIKNVEFD
DVSSYFCQQTQSWPLTFGSGTKLEIK
Hc CDR 1 21 | GFTFRNYY
Hc CDR 2 22 [ TGSGGDFT
Hc CDR 3 23 | ARAYGYFDY
VHc 24 | MDIRLSLAFLVLFIEDVQCEVQLVESGGGLYVQPGRSMKLSCAASGFTFR
NYYMAWVRQAPTRGLEWVASTGSGGDFTYYRDSVKGRFTISRDTAEN
TLYLAMDSLRSEDTATYYCARAYGYFDYWGQGVRVTVSS
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Lc CDR 1 25 | QSLLYNENNKNY
Lc CDR 2 26 | WAS
Lc CDR 3 27 | QQYFRFPRT
VLic 28 | MESQTQVLMSLLLWVAGSCGDIVMTQTPSSQAVSAGEKVTMSCTSGQS
LLYNENNKNYLAWYQLKPGQSPRLLIYWASTRESGVPDRFIGSGSGTYF
TLTISSVQAEDLAVYYCQQYFRFPRTFGGGTKLELK
Hc CDR 1 29 [ GFSLTNYN
Hc CDR 2 | 30 [IwsGaGsA
Hc CDR 3 | 81 | TRDQLGGWYFDF
VHc 32 | MAVLGLLLCLVTFPSCALSQVQLKESGPGLVQPSQTLSLTCTVSGFSLTN
YNIHWVRQPPGKGLEWMGAIWSGGSADYDSALKSRLSISRDTSKSQVF
LKMDNLQTEDTAIYYCTRDQLGGWYFDFWGPGTKVTVSS
$1E11D1([gG2a/ k)
Lc CDR 1 33 | KSLLSIEGINS
Lc CDR 2 34 |[RMS
Lc CDR 3 35 | AQFLEFPFT
Vic 36 | MKFPAQFLGLMVLCFPGATGDNVLTQAPLAVSVTPGESASISCRSSKSL
LSIEGINSLYWYLQKPGKSPQLLLFRMSNLASGVPDRFSGSGSETDFTLK
ISQVETEDVGVYYCAQFLEFPFTFGSGTKLEIK
Hc CDR 1 37 | GFSFSDYY
Hec CDR 2 | 38 [IsvyDGsas
Hc CDR 3 | 39 [ ARGGGLDY
VHec 40 | MDIRLSLVFLVLFIKGVQCEVQLVESDGGLVQPGRSLKLSCAASGFSFSD
YYMAWVRQAPTKGLEWVATISYDGSGSYYRDSVKGRFTVSRDNAKTT
LYLQMDSLRSEDTATYYCARGGGLDYWGQGVMVTVSS
7161463 (IgG2a. k)
Lc CDR 1 41 | QSLLYNKNKKNY
Lc CDR 2 42 [was
Lc CDR 3 43 [ QQYYTFPT
Vic 44 | MESQTQVLMSLLLWVSGTCGDIVMTQTPSSQAVSAGAKVTLSCKSSQS
LLYNKNKKNYLAWYQGQKPGQSPKLLIYWASTRESGVPDRFIGSGSGTD
FTLTISSVQAEDLAIYYCQQYYTFPTFGAGTKLELK
Hc CDR 1 45 | GFTFSDYN
Hc CDR 2 | 46 |ISYNGSEI
Hc CDR 3 | 47 | ARHWREYYSSYSSYVMDA
VHc 48 | MDIRLSLVFLVLFMKGVQCEVQLVEFGGGLVQPGRSLKLSCAASGFTFS
DYNLAWVRQAPKKGLEWVATISYNGSEIYYRDSVKGRFTISRDNAKNT
LYLQMDSLRSEDTATYYCARHWREYYSSYSSYVMDAWGQGASVTVSS
niA15D10(IgG2a./ k)
Lc CDR 1 49 | KSLLGSKGINF
Lc CDR 2 50 |RMS
Lc CDR 3 51 | AQFLEYPNS
VLic 52 | MKFPAQFLGLIVLCIPGATGDIVLTQAPLSVSVTPGESASISCRSSKSLLG
SKGINFLYWYLQKPGKSPQLLIYRMSNLASGVPDRFSGSGSETDFILKIS
KVETEDVGVYYCAQFLEYPNSFGAGTKLELK
Hc CDR 1 53 | GFSLTNYN
He CDR 2 | 54 | MWSGGNT
Hc CDR 3 | 55 | ARDSGYGEGRLDY
VHc 56 | MAVRVLLLCLVTFPTCALSQVQLMESGPGLVQPSETLSLTCTVSGFSLT
NYNIHWVRQPPGKGLEWMGLMWSGGNTDYNSALKSRLTISRDTSKNG
VFLKMNSLQSEDTTTYYCARDSGYGEGRLDYWGQGVMVTVSS

oooooao

10

20

30



(23) JP 2015-514707 A 2015.5.21

oooooad
(F208H%)
ikt A b gi’! e L]
=
ik 15F8(IgG2a.” k)
Lc CDR 1 57 |HSVGTN
Lc CDR 2 58 |Yvs
Lc CDR 3 59 | QQTQSWPLT
VLic 80 | MVFKFQILGLLLFWISASRGDIVLTQSPTTLSVTPGETVSLSCRASHSVGT
NLHWYQQKPNESPRLLIKYVSQSNSGIPSRFSASGSGTDFTLNIKNVEFN
DVSSYFCQQTQSWPLTFGAGTKLEIK
Hc CDR 1 61 | GFTFRNYY
Hc CDR 2 62 | TGTGGDFT
Hc CDR 3 63 | ARAYGYFDY
VHc 64 | MDIRLSLAFLVLFIKGVQCEVQLVESGGGLVQPGRSMKLSCSASGFTFR
NYYMAWVRQAPTRGLEWVASTGTGGDFTYYRDSVKGRFTISRDTAEN
TLYLQMDSLRSEDTATYYCARAYGYFDYWGQGVKVTVSS
ik16D2(1gG2a./ k)
Lc CDR 1 65 | HSVGTN
Lc CDR 2 66 | YVS
Lc CDR 3 67 | QQTQSWPLT
VLic 68 | MVFKFQILGLLLFWISASRGDIVLTQSPTTLSVTPGETVSLSCRASHSVGT
NLHWYQQKTNESPRLLIKYVSQSNSGIPSRFSASGSGTDFTLNIKDVEFD
DVSSYFCQQTQSWPLTFGSGTKLEIK
Hc CDR 1 69 | GFIFRNYY
Hc CDR 2 70 | TGTGGDFT
Hc CDR 3 71 | ARAYGYFDY
VHec 72 | MDIRLSLAFLVLFIKGVQCEVQLVESGGGLVQPGRSMKLSCSASGFIFRN
YYMAWVRQAPTKGLEWVASTGTGGDFTYYRDSVKGRFTISRDTAEST
LYLQMDSLKSEDTATYYCARAYGYFDYWGQGVKVTVSS
PIR9GE (IgG1.7 k)
Lc CDR 1 73 | aNIYKY
Lc CDR 2 74 | NIN
Lc CDR 3 75 [ YQYNSGRA
Vic 76 | MAPVQLLGLLLLCLRAMRCDIGMTQSPSLLSASEGDRVTLSCKASQNIY
KYLNWYQQKLGEAPKLLIYNINNLQTGIPSRFSGSGSGTDFTLTISSLQPE
DVATYYCYQYNSGRAFGGGTKLELK
Hc CDR 1 77 | GFTFsSbyw
Hc CDR 2 78 [ IRNKLNNYVT
Hc CDR 3 79 | TRIQRVITTGEYFDY
VHc 80 | MDLRLTYVFIVAILKGVLCEVKLEESGGGLVQPGMSVKLSCATSGFTFS
DYWMEWVRQAPGKGLEWVAEIRNKLNNYVTNYGKPVRGRFTISRDDS
KSIVYLQVNSIRSEDTGIYYCTRIQRVITTGEYFDYWGQGVMVTVSS
Ooo0o00o0oaoao
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DNABRF ( [Lc) BE#EZTL, Hc) BE#HEZTL. [VLc) BEHTE
FAA v ERL, [VHc) 3EEFAERAAL ERT)

mikET AV ﬁaﬂj AL TR
=5
fiiA7D3

Lc CDR 1 81 cagagtctcttagatagtgatggaaacacctat

Lc CDR 2 82 ttggtatce

Lec CDR 3 83 atgcaagctacccatgctccattcacg

V0iec 84 atgagtcctgtccagtccctgtitttattattgetttggattctgggaaccaaaggtgatgttgt
gctgacccagactccatccatattgtctgetaccattggacaatcggteteccatetettgecag
gtcaagtcagagtctcttagatagtgatggaaacacctatttatattggttcctacagaggcc 10
aggccagtctccacagcgtctaatitatitggtatccaacctgggatctggggtccccaaca
ggttcagtggcagtgggtcaggaacagatttcacactcaaaatcagtggggtegagegctge
agatttgggagtttattactgcatgcaagctacccatgctccattcacgttcggcectcagggac
gaagttggaaataaaa

He CDR 1 85 ggatttgacttcaaaacttatgcc

He CDR 2 86 ataagcactaagggtcataattatgcaaca

He CDR 3 87 actgtggcagggtataattttgattac

VHc 88 atggttctcctggagttgegtttccgtgattgetctttttcaaggcgtgcattgtgaggtgcagcett
gttgagtctggtggsagggcetggtgcagecctaaagggtcattgaaactctcatgtgcagcecte
tggatttgacttcaaaacttatgccatgagctgggtccgccaggctccaggaaagggtctegg
attggattgttaccataagcactaagggtcataattatgcaacactttatgectgactcagtgaa
agagagattcaccatctccagagatgattcacaaagcatggtttacttgcaaatgaacaact
tgaaaactgaggacacagccttgtattactgtactgtggcagggtataattttgattactgegsg
gccaaggagtcatggtcacagtctcctca

HiA7H12

Lec CDR 1 89 cagagcgtgggtattaat

Lc CDR 2 90 acggcatcc 20

Lc CDR 3 91 ctgcaatatggctccctteccgttcacg

Vic 92 atggagtcacatactagggtcttcatattcctgctgcetctggttgtctggaggtgatggggaa
actgtgatgacccagtctcccacatccatgcccacatcaataggagagagggtcaccctg
aactgcaaggccagtcagagcgtgggtattaatgtagactggtaccaacagacaccaggg
cagtctccgaaactgctgatatatacggcatccaaccggcacactggggtececctgateget
tcgcaggcagtgggtctgeggagagattitcactctcaccatcagcaacgtggaggctgaaga
cctggttgtttattactgtctgcaatatggctcccttcogttcacgtttggagectgggaccaag
ctggagctgaaa

Hc CDR 1 93 ggattcactttcagtaactttgac

He CDR 2 94 attacttatgatggcagtagaact

He CDR 3 95 gcaagacatggaagctcctactactggttctttgactte

VHc 96 atggacatcaggctcagcttggcotttccttgtccttttcataaaagatgtccagtgtgaggtsgc
agctggtggagtctgggggaggcettggtgcagectggaaggtccatgatactectectgtgea
gcctcaggattcactttcagtaactttgacatggcctgggtccgeccaggctccaaagatggg
tctggagtgggtcgcaaccattacttatgatggcagtagaactaactatcgagactccgtga
agggccgattcactatctccagagatagtgcaaagaacaccctatacctgcaaatggacag 30
tctgacgtctgaggacacggccacttattactgtgcaagacatggaagctcctactactggtt
ctttgacttctggggecccaggaaccatggtcaccgtgtecctca
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Lc CDR 1 97 catagtgttggcacaaat

Lec CDR 2 98 gatgcctca

Lc CDR 3 99 caacagactcaaagtiggcccctcacg

V0ic 100 | atggtgttcaaatttcagatccttggacttctgcttttectggatttcagectctagaggggacat
cgtgttgactcagtctccaaccaccctgtictgtgactccaggagagacagtcagtctticcte
cagggctagtcatagtgttggcacaaatctacactggtatcagcaaaaaacaaatgagtcce
ccaaggctictcatcaaggatgcctcacagtccatgtccgggatccccteccaggttcagtge
cagtggatcagggacagattttactctcaacatcaaaaatgtggagtttgatgatgtctcgag
ttatttttgtcaacagactcaaagttggcccctcacgttcggttctgggaccaagectggagat
caaa

He CDR 1 101 ggattcactttcagaaactattac

He CDR 2 102 actggtagtggtggtgatttcact

He CDR 3 103 gcaagggcctatggatactttgattac

VHc 104 atggacatcaggctcagtttggctttccttgtectittcatagaagatgtccagtgtgaggtec
agctggtggagtoctgggggaggcctagtgocagocctggaaggtccatgaaactctecotgtge
agcctcaggattcactttcagaaactattacatggcctgggtccgeccaggctccaacgagsg
ggtctggagtgggtcgcatccactggtagtggtggtgatttcacttactatcgagactcegtg
aagggccgaticactatctccagagatactgcagaaaacaccctatacctacaaatggaca
gtctgaggtctgaggacacggccacgtattactgtgcaagggectatggatactttgattact
ggggccaaggagtcagggtcacagtctecctea

iA10H8

Lc CDR 1 105 cagagtcttttatacaatgaaaacaataagaactac

Lc CDR 2 106 | tgggcatcc

Lc CDR 3 107 cagcaatattttaggtttcctcggacsg

Vic 108 atggaatcacagacacaggtcctcatgtccctgcotgctctgggtagctggttcctgtggega
cattgtgatgacccagactccatccicccaggcetgtgtcagcaggggagaaggtcactatg
agctgcacgtccggtcagagtcttitatacaatgaaaacaataagaactacttggectggta
ccagctgaaaccggggcagtectcctagactgetgatctactgggecateccactagggaatcet
ggggtccctgategeticataggcagtggatctgggacgtatttcactectgaccatcageag
tgtgcaggcagaagacctggctgtitattactgccagcaatattttaggtttcctcggacsgttce
ggtggaggcaccaagctggaatigaaa

He CDR 1 109 | ggattctcactaaccaactataat

Hc CDR 2 110 | atttggagtggtggaagtgca

He CDR 3 111 accagagatcaactgggaggctggtactttgactte

VHc 112 atggctgtcctggggctgttgctetgectggtgacatttccaagetgtgcectgtecccaggtyg
cagctgaaggagtcaggacctggtctggtgcagccctcacagaccctgtccctcacctge
actgtctctggattctcactaaccaactataatatacactgggttcgacagcctccaggaaa
ggetctggagtggatgggagcaatttggagtggtggaagtgcagattatgattcagctctca
aatcccgactgagcatcagcagggacacctccaagagccaagttttctigaaaatggaca
atctgcaaactgaagacacagccatttactactgtaccagagatcaactgggaggcectggta
ctttgacttctggggecccaggaaccaaggtcaccgtgtectca

gooooao

10

20

30



(26) JP

2015-514707 A 2015.5.21

ggogogooo
(F£3DFix)
fike s Aok | Y % B Ee 5
E5
miEk11D1
Lc CDR 1 113 aagagtctgctaagtattgagggcattaaticce
Lec CDR 2 114 | cggatgtce
Lc CDR 3 115 gcacagtttctagaatttccattcacg
V0ic 116 atgaagtttcctgctcagtttcttggactgatggtgctetgttttcctggagecactggggataa
tgtgttgactcaagectccactcgotgtitctgtcactcctggagagtcagettccatetectge
aggtctagtaagagtctgctaagtattgagggcattaattccttgtattggtaccttcagaage
caggaaagtctcctcagctcctgcetitttcggatgtccaaccttgectcaggagttccagaca
ggtttagtggcagtgggtcagaaacagattttacactgaaaatcagtcaggtggagactgasg
gatgttggcgtttattactgtgcacagtttctagaatttccattcacgtticggctcagggacga
agttggaaataaaa
He CDR 1 117 | ggattcagtttcagtgactattac
He CDR 2 118 attagttatgatggtagtggtagt
He CDR 3 119 gcaagagggggtggtettgattac
VHc 120 | atggacatcaggctcagcttggttttccttgtccttttcataaaagstgtccagtegtgaggtsc
agctggtggagtctgatggaggcttagtgcagoctggaaggtccctaaaactctoctgtegca
gcctcaggattcagtttcagtgactattacatggecctgggteccgeccaggectccaacgaaggs
goctggagtgggtcgcaaccattagttatgatggtagtggtagttactatcgagactccgtgaa
gggccgattcactgtctccagagataatgcaaaaaccaccctatacctgcaaatggacagt
ctgaggtctgaggacacggccacttattactgtgcaagagggggtggtcttgattactggge
ccaaggagtcatggtcacagtctcctca
niAk14G3
Lc CDR 1 121 cagagtcttttatacaataaaaacaaaaagaactac
Lc CDR 2 122 | tgggcatcc
Lc CDR 3 123 cagcagtactatacctttcccacc
Vic 124 atggaatcacagacacaggtcctcatgtccctgcotgctctgggtatctggtacctgtgggea
cattgtgatgacccagactccatcctcccaggcetgtgtcagcaggggecgaaggtcactttiga
gctgcaagtccagtcagagtctittatacaataaaaacaaaaagaactacttggecctggtac
cagcagaaaccagggcagtctcctaaactgetgatctactgggecateccactagggaatcetg
gggtccctgatcgettcataggcagtggatctgggacagatitcactctgaccatcageagt
gtgcaggcagaagacctggctatttattactgccagcagtactatacctttcccacctttggg
gctggegaccaagctggaactgaaa
He CDR 1 125 | ggattcactttcagtgactataat
He CDR 2 126 attagttataatggtagtgaaatt
He CDR 3 127 | gcaagacattggcgggaatactatagcagttattcctectatgttatggatgece
VHc 128 atggacatcaggctcagcttggttttccttgtcctititatgaaaggtgtccagtagtgaggtgcea
gctgegtggagtttgggggaggcttagtgcagecctggaaggtccctgaaactctectgtgcag
cctcaggattcactttcagtgactataatttggcctgggtccgccaggctccaaagaaggsgt
ctggagtggegtcgcaaccattagttataatggtagtgaaatttactatcgagactccgtgaag
ggccgattcaccatctccagagataatgcaaaaaacaccctatatctgcagatggacagtc
tgaggtctgaggacacggccacttattactgtgcaagacattggcgggaatactatagecagt
tattcctcctatgttatggatgecctggggtcaaggagettcagtcactgtetectca
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Lc CDR 1 129 aagagtcttctaggtagtaagggcatcaatttc

Lec CDR 2 130 | cggatgtce

Lc CODR 3 131 gcacagtttctagaatatccgaactcsg

V0ic 132 atgaagtttcctgctcagtttcttggactgatagtgctetgtattcctggageccactggggata
ttgtgttgactcaagctccactctctgtttctgtcactcctggagagtcagettccatctecetge
aggtctagtaagagtcttctaggtagtaagggcatcaatttcttgtattggtaccttcagaage
caggaaagtctcctcagctcctgatatatcggatgtccaaccttgectcaggagttccagac
aggtttagtggtagtgggtcagaaacagattttatactgaagatcagtaaggtggagactga
ggatgttggcgtttattactgtgcacagtttctagaatatccgaactcgtttggagcetgggacce
aagttggaactgaaa

He CDR 1 133 | gggttctcgectaaccaactataac

He CDR 2 134 atgtggagtggtggaaacaca

He CDR 3 135 gccagagattctggttacggagagggtcgtettgattac

VHc 136 atggctstccgggtactgttgctectgectggtgacatttccaacctgtgecctgtecccagetyg
cagctgatggagtcaggacctggcoctggtgcagccctcagagaccotgtccotcacctge
actgtctctgggtictcgctaaccaactataacattcactgggttcgacagecctccagggaa
aggtctggagtggatgggactaatgtggagtggtggaaacacagattataattcagectctca
aatcccgactgaccatcagcagggacacctccaagaaccaagttticttaaaaatgaacag
tctgcaaagtgaagacacaaccacttactactgtgccagagattctggttacggagagggt
cgtcttgattactggggccaaggcgtcatggtcacagtctectca

HIK15F8

Lc CDR 1 137 catagtgttggcacaaat

Lc CDR 2 138 | tatgtctca

Lc CDR 3 139 caacagactcaaagttggcccctcacg

Vic 140 | atggtsttcaaatttcagatccttggacttctgcttttctggatttcagecctctagaggggacat
cgtgctgactcagtctccaaccaccctgtctgtgactccaggagagacagtcagtctttccet
gcagggctagccatagtgttggcacaaatctacactggtatcagcaaaaaccaaatgagtc
tccaaggcttctcatcaagtatgtctcacagtccaattcecgggatecectecaggttcagtge
cagtggatcagggacagattittactctcaacatcaaaaatgtggaatitaatgatgtctcaag
ttatttttgtcaacagactcaaagttggcccctcacgttcggtgctgggaccaagctggagat
caaa

He CDR 1 141 ggattcactttcagaaattattac

He CDR 2 142 actggtactggtggtgatttcact

He CDR 3 143 | gcaagggcctatgggtactttgattac

VHc 144 atggacatcaggctcagtttggctttccttgtcctittcataaaaggtgtccagtgtgaggtsc
agctggtggagtctgggeggaggcttagtgcagcctggaaggtccatgaaactctectgttca
gcctcaggattcactttcagaaattattacatggcctgggtccgccaggeoctccaacgagggsg
tctggagtgggtcgcatccactggtactggtggtgatttcacttactatcgagactccgtgaa
gggccgattcactatctccagagatactgcagaaaacaccctatacttacaaatggacagt
ctgaggtctgaggacacggccacttattactgtgcaagggcctatgggtactttgattacigeg
ggccaaggagtcaaggtcacagtctcctca

gooooao

10

20

30



(28) JP 2015-514707 A 2015.5.21

oooooad
(F£3DFix)
- N 1
mikeg Ak | Y ERRR S
E5
ik16D2
Lec CDR 1 145 catagtsttggcacaaat
Le CDR 2 146 | tatgtctca
Lc CDR 3 147 | caacagactcaaagttggcccctcacg
Vie 148 | atggtgttcaaatttcagatccttggacttctgeotittectggatttcagectctagaggggacat
cgtgctgactcagtctccaaccaccctgtctgtgactccaggagagacagtcagtctttccet
gcagggctagccatagtgttggcacaaatctacactggtatcagcaaaaaacaaatgagtc
tccaaggcttctcatcaagtatgtctcacagtccaattccgggatccecctccaggttcagtge
cagtggatcagggacagattttactctcaacatcaaagatgtggagtttgatgatgtctcaag
ttatttttgtcaacagactcaaagttggcccctcacgttcggttctgggaccaagetggagat
caaa
He CDR 1 149 Ggattcattttcagaaactattac
He CDR 2 150 | Actggtactggtggtgatttcact
He CDR 3 151 Gcaagggcctatgggtactttgattac
VHc 152 | Atggacatcaggctcagtitggctttcettgtecttttcataaaaggtgtccagtgtgaggtec
agctggtggagtctgggggaggcttagtgcagecctggaaggtccatgaaactctectgttca
gcctcaggaticattittcagaaactattacatggcctgggteccgecaggecteccaacgaaggs
tctggagtgggtcgcatccactggtactggtggtgatttcacttactatcgagactccgtgaa
gggccgattcactatctccagagatactgcagaaagcaccctatacttacaaatggacagt
ctgaagtctgaggacacggccacttattactgtgcaagggcctatgggtactttgattactgg
ggccaaggagtcaaggtcacagtctcctca
niA9GS5
Lc CDR 1 163 Cagaatatctacaagtac
Lc CDR 2 154 | Aatataaat
Lc CDR 3 165 | Tatcagtataacagtgggcggegcse
VLic 156 | atggctccagtacaacttctagggcttttgctgctetgectccgagccatgagatgtgacate
cagatgacccagtctccttcactcctgtcagcatctgagggagacagagtcactctcagetg
caaagcaagtcagaatatctacaagtacttaaactggtatcagcaaaagcttggagaagct
cccaaactcctgatatataatataaataatttgcaaacgggcatcccatcaaggticagtgg
cagtggatctggtacagatttcacacttaccatcagcagecctgcagcectgaagacgttgeca
catattactgctatcagtataacagtgggcgggcgttcggaggaggcaccaagctggaatt
gaaa
He CDR 1 1657 Ggattcactttcagtgactactgg
Hec CDR 2 158 | Attagaaataaacttaataattatgtaaca
He CDR 3 159 acaaggatacaacgggttattactacgggggaatactttgattac
VHc 160 | Atggacttgcgactgacttatgtctttattgttgctattttaaaaggtgtcttgtgtgaggtgaaa
ctggaggaatctgggggaggtttggtgcaacctggaatgtccgtgaaactctcttgtgecaac
ctctggattcactitcagtgactactggatggasgtgggtccgccaggetccagggaaggsesg
ctagaatgggtagctgaaattagaaataaacttaataattatgtaacaaattatgggaagcct
gtgagaggcagattcaccatctcaagagatgattccaaaagtatagtctacctgcaggtga
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EPO-Internal, BIOSIS, EMBASE, WPI Data, Sequence Search

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X WO 2008/124570 Al (MORPHOTEK INC [US]: 1-8,
ZHOU YUHONG [US]; TOMKOWICZ BRIAN E [US]; 73-122
GRASS0 L) 16 October 2008 (2008-10-16)
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GENZYME CORP [US]; TEICHER BEVERLY [US]; 73-122
ROBERTS B) 16 February 2006 (2006-02-16)
Examples 1, 4-6, 8, 11
X W0 2010/118203 A2 (MORPHOTEK INC [US]; 1-8,
SASS PHILIP M [US]; KLINE BRAD [US]; 73-122
NICOLAIDES NI)
14 October 2010 (2010-10-14)
Examples 1-3, 5-7
_/--

Further documents are listed in the oontinuation of Box C.

See patent family annex.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" eatlier application or patent but publishad on ot after the international
filing date

"L" dooument whioh may throw doubts on priority olaim({s) or whioh is
cited to blish the publication date of anather citation or other
spacial reason [as specifiad)

"O" gooument referring to an oral disclosure, use, exhibition or other
means

"P* documesnt publishad prior ta the intemational filing dats but later than
the priority date olaimed

*T* later deoument published after the intemational filing date or priornity
date and not in oonflict with the applioation but oited 10 understand
the prinoiple or theory underlying the invention

"X" document of paricular relevance; tha claimed invention cannot be
oonsidered novel or cannct be considered to involve an inventive
step when the dooument is taken alone

*¥" document of particular relevance; tha claimed invention cannat be
conaidered te invalva an invertiva etep when the document ia
combined with one or more other suoh dosurments, such combination
bsing obvious to a persan skilled in the art

& dooument member of the same patent family

Date of the actual carnplstion of the ink tional search

20 June 2013

Dats of mailing of the intsmational saarch repart

27/06/2013

Name and mailing address of the ISA/

Eurcpean Patent Offioe, P.E. 5813 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-2040,

Fax: (+31-70) 340-3016

Authorized officer

Luyten, Kattie
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X WO 94711023 A1 (LUDWIG INST CANCER RES 1-8,
[US]; SLOAN KETTERING INST CANCER [US]) 73-122

26 May 1994 (1994-05-26)
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Box No. | Nucleotide and/or amino acld sequence(s) (Continuatlon of tem 1.c of the first sheet)
1. With regard to any nucleatide and/er amine acid sequence disclosed in the intemational application and necessary te the claimed

invantion, the international search was carried out on the basis of:

a.  (means)

D oh paper
[x]

in electronie form

b, {time)
in the internatienal application as filed

togsether with the intem ational application in elsctronic form

O]

subsequently to this Autherity for the purpese of search

2. D In addition, in the case that more than ane version or copy of a sequence listing and/or table relating thereto has been filed
or fumished, the required statements that the information in the subsequent ar additional copies is identical to that in the
application as filed or doss net go beyond the application as filed, as appropriste, wers furnished.

3. Additional comments:

Form PCTASA/210 (continuation of first shaet (1) (July 2009)
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INTERNATIONAL SEARGH REPORT PCT/U52013/031398
BoxNo.ll Observatlons where certaln claims were found unsearchable (Continuation of ltem 2 of first shest)

This international search report has not been established in respect of certain claims under Article 17(2){a) for the fellowing reasons:

1. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:

bacausa thay relate to parts of the intaernational applicaticn that do not comply with the preseribed requiremants ta such
an extent that ne meaningful international search can be camied out, specifically:

3. I:l Claims Nos.:

bacausa they ara depandant claims and ara nat drafted in accardance with tha sacand and third sentences of Rula 6.4{a).

BoxNo. Il Observations where unlty of Invention Is lacking (Continuation of Hem 3 of flrst sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. As all required aciditional search fees were timely paid by the applicant, this intemational search repott covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only some of the required additional search fees were timaly paid by the applicant, this intsrnational search report covers
only thass claims far which fess wara paid, spacifically claims Nos.:

1-8, 73-80(completely); 81-122(partially)

4. |:| Ne required additional search fees were timely paid by the applicant. Genseguently, this international search repeort is
restricted te the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the
payment of a protest fee.

The additional search fees were accompanied by the applicant's pratest but the applicable protest
foe was not paid within the time limit specified in the invitation.

m No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of first shaet (2)) (April 2005)
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International Applicatioh No. PCT/ Us2013/031398

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1-8(completely); 81-122(partially)

An isolated antibody, or antigen-binding fragment thereof,
that specifically binds TEM-1 comprising a light chain CDR1
having the amino acid sequence of SEQ ID NO: 1, a light
chain CDR2 having the amino acid sequence of SEQ ID NO: 2, a
light chain CDR3 having the amino acid sequence of SEQ ID
NO: 3, a heavy chain CDR1 having the amino acid sequence of
SEQ ID NO: 5, a heavy chain CDR2 having the amino acid
sequence of SEQ ID NO: 6, and a heavy chain CDR3 having the
amino acid sequence of SEQ ID NO: 7. The corresponding
polynucleotides encoding the antibody light or heavy chain.
A corresponding recombinant cell. An isolated antibody that
specifically binds TEM-1, said antibody produced by the cell
line deposited with the ATCC having accession number
PTA-12538. Several methods using the antibody and
corresponding kits.

2. claims: 9-16({completely); 81-122(partially)

As 1. but with CDR sequences according to SEQ ID NOs 9-11
and 13-15, and ATCC accession number PTA-12545.

3. claims: 17-24(completely); 81-122(partially)

As 1. but with CDR sequences according to SEQ ID NOs 17-19
and 21-23, and ATCC accession number PTA-12542.

4. claims: 25-32(completely); 81-122(partially)

As 1. but with CDR sequences according to SEQ ID NOs 25-27
and 29-31, and ATCC accession number PTA-12546.

5. claims: 33-40(completely); 81-122(partially)

As 1. but with CDR sequences according to SEQ ID NOs 33-35
and 37-39, and ATCC accession number PTA-12541.

6. claims: 41-48(completely); 81-122(partially)

As 1. but with CDR sequences according to SEQ ID NOs 41-43
and 45-47, and ATCC accession number PTA-12539.

7. claims: 49-56({completely); 81-122(partially)
As 1. but with CDR sequences according to SEQ ID NOs 49-51
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International Applicatioh No. PCT/ Us2013/031398

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

and 53-55, and ATCC accession number PTA-12543.

8. claims: 57-64(completely); 81-122(partially)

As 1. but with CDR sequences according to SEQ ID NOs 57-59
and 61-63, and ATCC accession number PTA-12540.

9, claims: 65-72(completely); 8l-122(partially)

As 1. but with CDR sequences according to SEQ ID NOs 65-67
and 69-71, and ATCC accession number PTA-12544.

10. claims: 73-80(completely); 81-122(partially)

As 1. but with CDR sequences according to SEQ ID NOs 73-75
and 77-79, and ATCC accession number PTA-12547.
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