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#2.

BHEETL,

(24) JP 6285414 B2 2018.2.28

[He ) BEHZ L, VL) BBEEFALERAANCEZTL,

[VHc)] HEHAERNAL VETT)
ey Ao | 20 73 /8RS
7
Hik7D3UgG2a k)
Lc CDR 1 1 | QSLLDSDGNTY
Lc CDR 2 2 |Lvs
Lc CDR 3 3 | MQATHAPFT
VLic MSPVQSLFLLLLWILGTKGDVVLTQTPSILSATIGQSVSISCRSSQSLLDS
4 | DGNTYLYWFLQRPGQSPQRLIYLVSNLGSGVPNRFSGSGSGTDFTLKISG
VEAGDLGVYYCMQATHAPFTFGSGTKLEIK
Hc CDR 1 5 | GFDFKTYA
Hc CDR 2 6 |ISTKGHNYAT
Hc CDR 3 7 | TVAGYNFDY
VHc MVLLELVSVIALFQGVHCEVQLVESGGGLVQPKGSLKLSCAASGFDFKT
8 | YAMSWVRQAPGKGLDWIVTISTKGHNYATLYADSVKERFTISRDDSQS
MVYLQMNNLKTEDTALYYCTVAGYNFDYWGQGVMVTVSS
HAZTH12(IgG1./ k)
Lc CDR 1 9 | QSVGIN
Lc CDR 2 10 [ TAS
Lc CDR 3 11 [LQYGSLPFT
VLic 12 | MESHTRVFIFLLLWLSGGDGETVMTQSPTSMPTSIGERVTLNCKASQSYV
GINVDWYQQTPGQSPKLLIYTASNRHTGVPDRFAGSGSGRDFTLTISNV
EAEDLVVYYCLQYGSLPFTFGAGTKLELK
Hc CDR 1 13 | GFTFSNFD
Hc CDR 2 14 [ITYDGSRT
Hc CDR 3 15 | ARHGSSYYWFFDF
VHc 16 | MDIRLSLAFLVLFIKDVQCEVQLVESGGGLVQPGRSMILSCAASGFTFSN
FDMAWVRQAPKMGLEWVATITYDGSRTNYRDSVKGRFTISRDSAKNT
LYLQMDSLTSEDTATYYCARHGSSYYWFFDFWGPGTMVTVSS
HiK9AB (IgG2a.” k)
Lc CDR 1 17 [|HSVGTN
Lc CDR 2 18 | DAS
Lc CDR 3 19 [@@TaswPLT
Vic 20 | MVFKFQILGLLLFWISASRGDIVLTQSPTTLSVTPGETVSLSCRASHSVGT
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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gooooao
(F20Hm%)
HARE Y Ak gi’.‘ SEV L]
=
K 10H8 (IgG2a./ k)
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
Hec 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
LLYNKNKKNYLAWYQGQGKPGQSPKLLIYWASTRESGVPDRFIGSGSGTD
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
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gooooao
(F20Hm%)
ikt A b gi’! e LE]
=
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
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#3. BHWENIAERCEDOREREG 7 /A POREEI A P22 —-FT5

(27) JP 6285414 B2 2018.2.28

DNAEF| (ILec) F8EERL, THc) Z&E#$EEZTL, VL c) [ TE$EFIE
FAAERL,

[VHc | BEHEAEFAAL VERT)

mikET A0 ﬁaﬂj MEBRERR
=5
fiiA7D3

Lc CDR 1 81 cagagtctcttagatagtgatggaaacacctat

Lc CDR 2 82 ttggtatce

Lec CDR 3 83 atgcaagctacccatgctccattcacg

V0iec 84 atgagtcctgtccagtccctgtitttattattgetttggattctgggaaccaaaggtgatgttgt
gctgacccagactccatccatattgtctgetaccattggacaatcggtecteccatetettgecag
gtcaagtcagagtctcttagatagtgatggaaacacctatttatattggttcctacagaggcc
aggccagtctccacagcgtctaatttatitggtatccaacctgggatctggggtccccaaca
ggttcagtggcagtgggtcaggaacagatttcacactcaaaatcagtggggtegagectgse
agatttgggagtttattactgcatgcaagctacccatgctccattcacgttcggcectcagggac
gaagttggaaataaaa

He CDR 1 85 ggatttgacttcaaaacttatgcc

He CDR 2 86 ataagcactaagggtcataattatgcaaca

He CDR 3 87 actgtggcagggtataattttgattac

VHc 88 atggttctcctggagttgegtttccgtgattgetctttttcaaggcgtgcattgtgaggtgcagcett
gttgagtctggtggsagggcetggtgcagecctaaagggtcattgaaactctcatgtgcagcecte
tggatttgacttcaaaacttatgccatgagctgggtccgccaggctccaggaaagggtcteg
attggattgttaccataagcactaagggtcataattatgcaacactttatgectgactcagtgaa
agagagattcaccatctccagagatgattcacaaagcatggtttacttgcaaatgaacaact
tgaaaactgaggacacagccttgtattactgtactgtggcagggtataattttgattactgegsg
gccaaggagtcatggtcacagtctcctca

HiA7H12

Lec CDR 1 89 cagagcgtgggtattaat

Lc CDR 2 90 acggcatcc

Lc CDR 3 91 ctgcaatatggctccctteccgttcacg

Vic 92 atggagtcacatactagggtcttcatattcctgctgcetctggttgtctggaggtgatggggaa
actgtgatgacccagtctcccacatccatgecccacatcaataggagagagggtcaccctg
aactgcaaggccagtcagagcgtgggtattaatgtagactggtaccaacagacaccaggg
cagtctccgaaactgctgatatatacggcatccaaccggcacactggggtececctgatecget
tcgcaggcagtgggtctgeggagagattitcactctcaccatcagcaacgtggaggctgaaga
cctggttgtttattactgtctgcaatatggctcccttcogttcacgtttggagectgggaccaag
ctggagctgaaa

Hc CDR 1 93 ggattcactttcagtaactttgac

He CDR 2 94 attacttatgatggcagtagaact

He CDR 3 95 gcaagacatggaagctcctactactggttctttgactte

VHc 96 atggacatcaggctcagcttggcotttccttgtccttttcataaaagatgtccagtgtgaggtsc
agctggtggagtctgggggaggcettggtgcagecctggaaggtccatgatactectectgtgea
gcctcaggattcactttcagtaactttgacatggcctgggtccgccaggectccaaagatggg
tctggagtgggtcgcaaccattacttatgatggcagtagaactaactatcgagactccgtga
agggccgattcactatctccagagatagtgcaaagaacaccctatacctgcaaatggacag
tctgacgtctgaggacacggccactitattactgtgcaagacatggaagctcctactactggtt
ctttgacttctggggecccaggaaccatggtcaccgtgtectca
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gooooo
(F£30Fx)
" N 1
sty avp | B HEkE I
E5
nik9ASB
Lc CDR 1 97 catagtgttggcacaaat
Lec CDR 2 98 gatgcctca
Lc CDR 3 99 caacagactcaaagtiggcccctcacg

V0ic 100 | atggtgttcaaatttcagatccttggacttctgcttttectggatttcagectctagaggggacat

cgtgttgactcagtctccaaccaccctgtictgtgactccaggagagacagtcagtctttcctg
cagggctagtcatagtgttggcacaaatctacactggtatcagcaaaaaacaaatgagtcce
ccaaggctictcatcaaggatgcctcacagtccatgtccgggatccccteccaggttcagtge
cagtggatcagggacagattttactctcaacatcaaaaatgtggagtttgatgatgtctcgag
ttatttttgtcaacagactcaaagttggcccctcacgttcggttctgggaccaagetggagat
caaa

He CDR 1 101 ggattcactttcagaaactattac

He CDR 2 102 actggtagtggtggtgatttcact

He CDR 3 103 gcaagggcctatggatactttgattac

VHc 104 atggacatcaggctcagtttggcttteccttgtectittcatagaagatgtccagtgtgaggtec
agctggtggagtoctgggggagegcctagtgocagocctggaaggtccatgaaactctecotgtge
agcctcaggattcactttcagaaactattacatggcctgggtccgeccaggctccaacgagsg
ggtctggagtgggtcgcatccactggtagtggtggtgatttcacttactatcgagactcegtg
aagggccgaticactatctccagagatactgcagaaaacaccctatacctacaaatggaca
gtctgaggtctgaggacacggccacgtattactgtgcaagggectatggatactttgattact
ggggceccaaggagtcagggtcacagtctcctca

iA10H8
Lc CDR 1 105 cagagtcttttatacaatgaaaacaataagaactac
Lc CDR 2 106 | tgggcatcc
Lc CDR 3 107 cagcaatattttaggtttcctcggacsg
Vic 108 atggaatcacagacacaggtcctcatgtccctgcotgctctgggtagctggttcctgtggega
cattgtgatgacccagactccatccicccaggcetgtgtcagcaggggagaaggtcactatg
agctgcacgtccggtcagagtcttitatacaatgaaaacaataagaactacttggectggta
ccagctgaaaccggggcagtectcctagactgetgatctactgggecatccactagggaatcet
gggegtccectgatecgcecttcataggcagtggatctgggacgtatttcactctgaccatcagecag
tgtgcaggcagaagacctggctgtttattactgccagcaatattttaggtttcctcggacgttc

ggtggaggcaccaagctggaattgaaa

He CDR 1 109 | ggattctcactaaccaactataat

Hc CDR 2 110 | atttggagtggtggaagtgca

He CDR 3 111 accagagatcaactgggaggctggtactttgacttce

VHc 112 atggctgtcctggggctgttgctectgectggtgacatttccaagetgtgcectgtecccaggtg
cagctgaaggagtcaggacctggtctggtgcagccctcacagaccctgtccctcacctge
actgtctctggattctcactaaccaactataatatacactgggttcgacagcctccaggaaa
ggetctggagtggatgggagcaatttggagtggtggaagtgcagattatgattcagetctca
aatcccgactgagcatcagcagggacacctccaagagccaagttttictigaaaatggaca
atctgcaaactgaagacacagccatttactactgtaccagagatcaactgggaggcectggta
ctttgacttctggggecccaggaaccaaggtcaccgtgtectca
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Lc CDR 1 113 aagagtctgctaagtattgagggcattaaticce

Lec CDR 2 114 | cggatgtce

Lc CDR 3 115 gcacagtttctagaatttccattcacg

V0ic 116 atgaagtttcctgctcagtttcttggactgatggtgctetgttttcctggagecactggggataa
tgtgttgactcaagctccactcgetgtttectgtcactcectggagagtcagettccatctectge
aggtctagtaagagtctgctaagtattgagggcattaattccttgtattggtaccttcagaage
caggaaagtctcctcagctcctgcetitttcggatgtccaaccttgectcaggagttccagaca
ggtttagtggcagtgggtcagaaacagattttacactgaaaatcagtcaggtggagactgasg
gatgttggcgtttattactgtgcacagtttctagaatttccattcacgticggctcagggacga
agttggaaataaaa

He CDR 1 117 | ggattcagtttcagtgactattac

He CDR 2 118 attagttatgatggtagtggtagt

He CDR 3 119 gcaagagggeggtggtcttgattac

VHc 120 | atggacatcaggctcagcttggttttccttgtccttttcataaaagstgtccagtegtgaggtsc
agctggtggagtctgatggaggcttagtgcagocctggaaggtccctaaaactctoctgtegca
gcctcaggattcagtttcagtgactattacatggecctgggteccgeccaggetccaacgaaggs
gotggagtgggtcgcaaccattagttatgatggtagtggtagttactatcgagactccgtgaa
gggccgattcactgtctccagagataatgcaaaaaccaccctatacctgcaaatggacagt
ctgaggtctgaggacacggccacttattactgtgcaagagggggtggtcttgattactggge
ccaaggagtcatggtcacagtctcctca

niAk14G3
Lc CDR 1 121 cagagtcttttatacaataaaaacaaaaagaactac
Lc CDR 2 122 | tgggcatcc
Lc CDR 3 123 cagcagtactatacctttcccacc

Vic 124 atggaatcacagacacaggtcctcatgtccctgcotgctctgggtatctggtacctgtgggea
cattgtgatgacccagactccatcctcccaggcetgtgtcagcaggggecgaaggtcactttiga
gctgcaagtccagtcagagtctittatacaataaaaacaaaaagaactacttggectggtac
cagcagaaaccagggcagtctcctaaactgetgatctactgggecateccactagggaatcetg
gggtccctgatcgeticataggcagtggatctgggacagatttcactctgaccatcagecagt
gtgcaggcagaagacctggctatttattactgccagcagtactatacctttcccacctttggg
gctgggaccaagctggaactgaaa

He CDR 1 125 | ggattcactttcagtgactataat

He CDR 2 126 attagttataatggtagtgaaatt

He CDR 3 127 | gcaagacattggcgggaatactatagcagttattectectatgttatggatgece

VHc 128 atggacatcaggctcagcttggttttccttgtcctititatgaaaggtgtccagtagtgaggtgcea
gctgegtggagtttgggggaggcttagtgcagecctggaaggtccctgaaactctectgtgcag
cctcaggattcactttcagtgactataatttggcctgggtccgccaggctccaaagaagggt
ctggagtgggtcgcaaccattagttataatggtagtgaaatttactatcgagactccgtgaag
ggccgattcaccatctccagagataatgcaaaaaacaccctatatctgcagatggacagtc
tgaggtctgaggacacggccacttattactgtgcaagacattggcgggaatactatagecagt
tattcctcctatgttatggatgecctggggtcaaggagettcagtcactgtetectea
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ni&15D10

Lc CDR 1 129 aagagtcttctaggtagtaagggcatcaatttc

Lec CDR 2 130 | cggatgtce

Lc COR 3 131 gcacagtttctagaatatccgaactcsg

V0ic 132 atgaagtttcctgctcagtttcttggactgatagtgctetgtattcctggageccactggggata
ttgtgttgactcaagctccactctctgtttctgtcactcctggagagtcagettccatectectge
aggtctagtaagagtcttctaggtagtaagggcatcaatttcttgtattggtaccttcagaage
caggaaagtctcctcagctcctgatatatcggatgtccaaccttgectcaggagttccagac
aggtttagtggtagtgggtcagaaacagattttatactgaagatcagtaaggtggagactga
ggatgttggcgtttattactgtgecacagtttctagaatatccgaactcgtttggagcetgggacce
aagttggaactgaaa

He CDR 1 133 | gggttctcgectaaccaactataac

He CDR 2 134 atgtggagtggtggaaacaca

He CDR 3 135 gccagagattctggttacggagagggtcegtettgattac

VHc 136 atggctstccgggtactgttgctetgectggtgacatttccaacctgtgecctgtecccagetyg
cagctgatggagtcaggacctggcoctggtgcagccctcagagaccotgtccotcacctge
actgtctctgggtictcgctaaccaactataacattcactgggttcgacagecctccagggaa
aggtctggagtggatgggactaatgtggagtggtggaaacacagattataattcagectctca
aatcccgactgaccatcagcagggacacctccaagaaccaagttticttaaaaatgaacag
tctgcaaagtgaagacacaaccacttactactgtgccagagattctggttacggagagggt
cgtcttgattactggggccaaggcgtcatggtcacagtctecctca

HIA15F8
Lc CDR 1 137 catagtgttggcacaaat
Lc CDR 2 138 | tatgtctca
Lc CDR 3 139 caacagactcaaagttggcccctcacg
Vic 140 | atggtsttcaaatttcagatccttggacttctgcttttctggatttcagecctctagaggggacat

cgtgctgactcagtctccaaccaccctgtctgtgactccaggagagacagtcagtctttccet
gcagggctagccatagtgttggcacaaatctacactggtatcagcaaaaaccaaatgagtc
tccaaggcttctcatcaagtatgtctcacagtccaattcecgggatecectecaggttcagtge
cagtggatcagggacagattittactctcaacatcaaaaatgtggaatitaatgatgtcicaag
ttatttttgtcaacagactcaaagttggcccctcacgttcggtgctgggaccaagectggagat
caaa

He CDR 1 141 ggattcactttcagaaattattac

Hc CDR 2 142 | actggtactggtggtgatttcact

He CDR 3 143 | gcaagggcctatgggtactttgattac

VHc 144 atggacatcaggctcagtttggctttccttgtcctittcataaaaggtgtccagtgtgaggtsc
agctggtggagtctgggeggaggcttagtgcagcctggaaggtccatgaaactctectgttca
gcctcaggattcactttcagaaattattacatggcctgggtccgccaggeoctccaacgaggegg
tctggagtgggtcgcatccactggtactggtggtgatttcacttactatcgagactccgtgaa
gggccgattcactatctccagagatactgcagaaaacaccctatacttacaaatggacagt
ctgaggtctgaggacacggccacttattactgtgcaagggcctatgggtactttgattacigeg
ggccaaggagtcaaggtcacagtctcctca
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Lec CDR 1 145 catagtsttggcacaaat
Le CDR 2 146 | tatgtctca
Lc CDR 3 147 caacagactcaaagttggcccctcacg
V0ic 148 atggtgttcaaatttcagatccttggacttctgctittctggatttcagectctagaggggacat
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
gcctcaggattcattittcagaaactattacatggcctgggteccgeccaggecteccaacgaaggs
tctggagtgggtcgcatccactggtactggtggtgatttcacttactatcgagactccgtgaa
gggccgattcactatctccagagatactgcagaaagcaccctatacttacaaatggacagt
ctgaagtctgaggacacggccacttattactgtgcaagggcctatgggtactttgattactgg
ggccaaggagtcaaggtcacagtctcctca
niA9GS5
Lc CDR 1 163 Cagaatatctacaagtac
Lc CDR 2 154 | Aatataaat
Lc CDR 3 165 | Tatcagtataacagtgggcggegce
VLic 156 | atggctccagtacaacttctagggcttttgctgctectgectccgagccatgagatgtgacate
cagatgacccagtctccttcactcctgtcagcatctgagggagacagagtcactctcagetg
caaagcaagtcagaatatctacaagtacttaaactggtatcagcaaaagcttggagaagct
cccaaactcctgatatataatataaataatttgcaaacgggcatcccatcaaggticagtgg
cagtggatctggtacagatttcacacttaccatcagcagecctgcagcectgaagacgttgeca
catattactgctatcagtataacagtgggcgggcgttcggaggaggcaccaagctggaatt
gaaa
He CDR 1 1657 Ggattcactttcagtgactactgg
Hec CDR 2 158 | Attagaaataaacttaataattatgtaaca
He CDR 3 159 acaaggatacaacgggttattactacgggggaatactttgattac
VHc 160 | Atggacttgcgactgacttatgtctttattgttgctattttaaaaggtgtcttgtgtgaggtgaaa
ctggaggaatctgggggaggtttggtgcaacctggaatgtccgtgaaactctcttgtgcaac
ctctggattcactitcagtgactactggatggasgtgggtccgccaggetccagggaaggssg
ctagaatgggtagctgaaattagaaataaacttaataattatgtaacaaattatgggaagcct
gtgagaggcagattcaccatctcaagagatgattccaaaagtatagtctacctgcaggtga
acagcataagatctgaagatactggtatttattactgtacaaggatacaacgggttattacta
cggegggaatactttgattactggggccaaggggtcatggtcacagtctcctca
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15F8 7. 42E+05 1. 65E—07 2. 22E—13
9A5 8. 50E+05 1. 84E—05 2. 16E—11
11D1 4, Q0E+05 9. 57E—05 2. 40E—10
15D10 9. 93E+05 1. 05E—04 1. 06E—10
7D3 6. 50E+04 1.34E—07 2. 03E—-12
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£8. MORAbL— Q04 D0HFETFTXEAEFTCOTEM— 1 0K

 MORAb—OO4ZRLTANAYENITEM—1QCHEIRE%
REE®E (ng/ mL)
MORAb—Q04R/NA4 49 (g /mL) 50 10 2 0.4 0.08
50 93. 1 87 89. 9 91.9 94. 1
25 92. 8 91. 3 89. 1 96. 5 96
12.5 92. 1 91.2 92.8 96. 5 99. 4
6. 25 95. 7 94. 4 94. 2 98 101
3.125 94.5 95. 8 96 101 103
1.5625 98. 9 97.7 98. 9 102 103
0.78125 99. 3 100 99. 9 105 107
0 104 105 106 109 114
ogooooao
goooooooobobobo oo ooooooooao
goooooooobobobo bbb o000 oooooooooan
gooodo0ooooooooo0oooouoooooo oo oooooooOooooooOonOao
godoododooooooooooouooouoooooooooooooooDooOonoao
goooooooooobo oo oooooooooonan
go0ooo0oooooooooooooooooooooooooooooonOooaa
ogooooao
Ooooao
F9., T=AENTEZOHEFOTEM—1DECLIICHEIHIL
F—Eht-mEFE+O0. 1%FJFUX
& F 47
FR O OEBRRE+AREM Bacit HEE (ng/ mL) EELI 14 ER% R EH
10 5 14. 3 143 286. 0 93
20 2.5 7.15 143 286. 0 93
40 1.25 3.64 145. 6 291. 2 96
80 0. 625 1.88 | 150. 4 300. 8 100
160 0.3125 0. 953 152 48 305. 0 102
320 0. 15625 0. 508 162. 56 325. 1 113
640 0.078125 0.264 168. 96 337. 9 119
1280 0. 0390625 0. 133 170. 24 340. 5 120
m&EFEFIT+50ng mL
R TDRE RISAVEDEE (ng/mL) AN BRE BUR% R /A4
10 14.3 59. 2 45 89. 8
20 7.15 56 49 97.7
40 3. 64 54. 1 50 100. 9
80 1.88 49.8 48 95. 8
160 0.953 49 7 49 97. 5
320 0.508 48 4 48 95. 8
640 0. 264 50. 2 50 29. 9
1280 0.133 50. 9 51 101. 5
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#1000, 7= EREAETOTEM—-1DECLIZESHH

T—LEhi=-m#FE+0. 1%rJFX
3% F 1%
HR EREE+NERME Bacit &R E (ng/ mL) EIN-ERE =E2% NEE
10 5 12. 5 125 250. 0 75
20 2.5 6. 53 130. 6 261, 2 81
40 1. 25 3.15 126 252. 0 76
80 0. 625 1.6 128 256. 0 78
160 0. 3125 0. 807 129. 12 258. 2 79
320 0. 15625 0.416 133.12 266. 2 83
640 0.078125 0. 204 130. 56 261. 1 81
1280 0. 0390625 0.102 130. 56 261. 1 81
MmiFFE4T+50ng. mL

HR TDRE RIAYHBDRE (ng/mL) ARA(OBRE B % X145
10 12. 5 62.1 50 99. 2
20 6. 583 57.6 51 102. 1
40 3.15 52.7 50 99. 1
80 1.6 52.7 51 102. 2
160 0.807 50. 3 49 99. 0
320 0. 416 49. 9 49 990
640 0. 204 50. 7 50 101. 0
1280 0.102 48 148 95. 8
ooooaoao
0000000000000 0000000000O0O0O0O0oOoOoOoOooOan
0000000000000 0000000OO0OO0OO0OO0OO0OO0OD0O0O0D0O0O0OoOoDOoOoOoOoOan
0000000000000 0000000O0O00O0O0O0D0O0O0O0O0O0O0O0O0O0oOOnan
0000000000000 0000000O0O00O0O0O0O0O0D0O0O0ONOoOooOooOonan
0000000000000 0000000O0O0OO0OO0OO0O00O0O0O0O0O0OoOoOoOoOooOan
0000000000000 00000O0O0O0O0O0O0O0O0OD0O0O0O0O0O0O0O0O0OOO0Oan
0000000000000 000000O0D0DO0O0DO0DO0D0O0O0ODO0O0ONOoOoOoOoOoOonOan
0000000000000 00000000O00O0O0O0D0O0O0O0O0OoOoOoOooooOan
0000000000000 00000000OO0OO0OO0OO0OO0OD0DO0O0O0DO0DO0ODOoDOoOoOoOoOaO
0000000000000 0000000O0O0O0O0O0O0D0O0O0O0O0O0O0O0O0oO0oOoOnan
0000000000000 000
oooooo
oooQo

11, EE2BAECEREO TEM— 1 ML ifEEE

& iE HEEE EHTEM—1EE BERE

gt 95 106. 566 27.5527

ERE 36 106. 422 40. 1036

P EE 34 107. 526 36. 2004

E&E 50 80. 956 23. 8352




(69) JP 6285414 B2 2018.2.28

TEM-1—>

ik THI2 9GS 9AS 7D3 10H8

TEM-1—> ﬁ -

ik 14G3 16D2 HDI 15D10 15F8

|
= .
0000 i )
501 .
RSL TR GRS s RGN §E A REERH EERR EXD
- Sl FARE AR NS PSS . Lot Zi‘".‘l.-?)]‘t
1005 ®EO. 05
oooo
N £ 5 250
N wivan £ ;
b\ - Y 200 . : '
£ :
13 #X 150 o 1
E
T 100 )
e = O
2 w50 -
e s tzéw : w:M % & & EXD
BE(ng/mL) ‘@Q’ W}Q & lﬁg AFa—TUht
% #®EO. 05

| = Pr_ime — g% PK_ iR




(70) JP 6285414 B2 2018.2.28

ooooao
0006285414000001 . app




(71) JP 6285414 B2 2018.2.28

000o000o0o0oo
GL)Int.Cl. 00
oooo 21/08  (2006.01) 0000 21/08  0OO0O ooooo

goOobDOobDon ATCC PTA-12540
oooOoooogd ATCC PTA-12542
oOo0Oooo0oogd ATCC PTA-12543
goO0DODbOn ATCC PTA-12544
OO0o0OOoOoo0Oo0ogd ATCC PTA-12545
gOoOoooogd ATCC PTA-12541

Ge)DOO0O OoOooooooooooooooooooo
vbobobabobobobobobabobooda
gobooobooooooobbooboooobooboboo

(8)000000(nt.Cl.O0O0)
00000000000000000
0000000000oo
000000000000000
000000000000000000000000000000000
000000000000000
00000000000000000000000000000000000
ooo



S
[ i (S RIR) A ()

RF(EFR)AGE)

HAT R E (TR AGE)

FRI& B A
RAAN
IPCH %S

CPCH¥S

FIH3S
£ 54

H b 237 32k

S\ EREERE

BEGF)

AR T I EARRIEY (TEM-1) | ASERER , REHEMN
RIEFRAANARSFNRARERRESR &R, SRMETFEAMR
RERERREEEFBRMEXENENSE. RO RE T EHAMRT
BRERFREES K BRIZHRIETEM-10EE (FINBRE , W&, BEt
=, B, HEREILERE ) WEZE. ZAEZSPRBEREZIHEN
EYHERPTEM-THE , HFZKEEEAR RIS BERPHTEM-

1K FHRATHR,

TEM-12 ¥ A Hiik
JP6285414B2
JP2015503301
EHRRNAE
Morphotek 2 ]

Morphotek’2 &]

A YRV —A_INDI

AR RS- AT, ¥3v

patsnap

2018-02-28

2013-03-14

GO1N33/53 GO1N33/574 GO1N33/543 C07K16/28 C12N15/09 C12P21/08

A61P35/00 A61P43/00 CO7K16/2851 C07K16/30 C07K2317/92 C07K2319/30 CO7K2317/20 CO7K2317
/24 CO7K2317/56 CO7K2317/565 GO1N33/57492 GO1N33/6893 GO1N2333/705

GO01N33/53.D GO1N33/574.A GO1N33/543.501.A CO7K16/28.ZNA C12N15/00.A C12P21/08

61/618235 2012-03-30 US

JP2015514707A5
JP2015514707A

Espacenet

(19) BFERET (P) R F 2o 8wE2 (1) BHES
4559862854145
(P6285414)
(45) %f7H TAR30fF2F28H (2018.2.28) (24) BRE FE042A9H (2018.2.9)
1) Int.Cl. Fl
GO1N 33/53  (2006.01) GOL1N 33/53 D
GO 1N 33/574  (2006.01) GO1N 33/574 A
GO1N 33/543  (2006.01) GOIN 33/543 501A
CO7K 16/28 (2006.01) CO7K 16/28 ZNA
C12N 15/09  (2006.01) C12N  15/00 A
WREOH 1T (£ 71 B REECHS
Q1) HEmES #2015-503301 (P2015-503301)  ((73) Re#FiEE 512203975
86) (22) BB FR2553A 14 (2013.3.14) EATATVY, AVA-—RLAFYF
©5) ARER #ER2015-514707 (P2015-514707A) FAYHERE ~TYARZF 193

43 a%E SERR274F5A 218 (2015. 5. 21

(86) EIR%HM& S  PCT/US2013/031398
@7) EREAMES  ¥02013/148250

)

®7) BpRARME SERR254F10A 3 (2013.10.3)

EEMRE FE285F2A 1 H (2016.2.1)

(1) JESEIBERE T  61/618,235

(32) EH SERR244E3A 30H (2012. 3. 30)

(33) EEEERE  KE S)

MEV OZFLET  AICC PTA-12546
MEVORELESR  AICC PTA-12647
WMEMOZFEES AICC PTA-12538
MEVOREESR  AICC PTA-12539

41, ZTZANY, PYzpiva F—
om—F 210

(74) fREEA 110000855
SRS R SRR

(72 BEAE AP+ rhvd— XTI, YVav
TAYAERE, RTINVT T, Ya
DIVIAYAN, H—0T Bm—F 5
15

BEE b U

BARE RS

(649 [RFAOEH] TEM- 1 BERAMNE


https://share-analytics.zhihuiya.com/view/71c5c4e2-db35-47b1-9b04-f35813718f41
https://worldwide.espacenet.com/patent/search/family/047998546/publication/JP6285414B2?q=JP6285414B2

