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NYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLVT
VSS (B3 88)

>81B4vH33 90 vH ¥ >~/ &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVKQAPGQGLEWMGEINPGNVR
TNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLV
TVSS (B51E& 5 89)

>81B4vH33 93 vH % "/ &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEINPGNVR
TNYNENFRNRATLTRDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLV
TVSS (Fe51% & 90)

>81B4vHS50 22 vH # > </ &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEILPGVVR
TNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLV
TVSS (F2FIE 5 91)

>81B4vHS50 30 vH % </ &

QVOQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHW VRQRPGQGLEWIGEINPGAVRT
NYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLVT
VSS (BFI&E 92)

>81B4vHS51 13 vH % o <2 &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGLVRT
NYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT

VSS (EFIE = 93)

>81B4vH51 15vH % <7 '&

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGAVRT
NYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSS (EFI& £ 94)
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>81B4vHS52 83 vH % </ &
QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGSVRT
NYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSS (Bd5#& = 95)

>73C5vH46 4 VH % o <0 &

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTINKDTSKSQVSFKMSSVQAADTAVYYCARKGGYSGSWFAYWGQGTLVTV | 1o
SS (B2 96)

>73C5vH46_19 vH % o < B
QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDTSKNQVSLKMNSLTTDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SS (EFIEE 97)

>73C5vH46 40 vH % > 37 &
QVOQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDNSKSQVSLKMNSVTVADTAVYYCARKGGYSGSWFAYWGQGTLVTV
SS (FiFI&E 98)

20

>73C5vH4T7 65 vH % "V &

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHW VRQPPGKGLEWIGVIWSDGSTDY
NAPFKSRVTISKDTSKNQVSFKLSSVTVDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SS (BL%E+ 99)

>73C5vHAT 77 vH % 2 <0 &
QVQLQESGPGLVAPSETLSLTCTVSGFSLTDYAVHWIRQFPGKGLEWIGVIWSDGSTDF 30
NAPFKSRVTISKDTSKNQVSFKLSSVTTDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SS (EFI& 2 100)

>73CS5vHS58 91 vH % v~ 8
QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDNSKSQVSFKMSSVTADDTAVYYCARKGGYSGSWFAYWGQGTLVTVS
S (55 101)
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oooo
L-CDR1 7 3 / FgRd31

>81B4vK32 3 L-CDRI
TASSSVSSSYFH (E51& % 26)

>81B4vK32 105 L-CDR1
TASSSVSSSYFH (Bl &5 26)

>81B4vK32 116 L-CDRI1
TASSSVSSSYFH (E51% & 26)

>81B4vK32 127 L-CDRI1
TASSSVSSSYFH (E51% & 26)

>81B4vK32 138 L-CDRI
TASSSVSSSYFH (Bl%#& 5 26)

>81B4vK32 140 L-CDR1
TASSSVSSSYFH (Bl% &5 26)

>81B4vK32 141 L-CDRI
TASSSVSSSYFH (51 5 26)

>81B4vK32 147 L-CDRI
TASSSVSSSYFH (i1 % 26)

>73C5vK39 2 L-CDRI
KASQDVGTNVL (B3I & 27)

>73C5vK39 7 L-CDR1
KASQDVGTNVL (B3I & 27)

>73C5vK39 15 L-CDRI
KASQDVGTNVL (B3I & 27)

L-CDR2 7 X / EEEd5

>81B4vK32 3 L-CDR2 (Ki5lE% 102)
RTSTLAS

>81B4vK32_ 105 L-CDR2 (B35S 103)
RTSILAS

>81B4vK32 116 L-CDR2 (Bi5IEE 104)
RTSRLAS

>81B4vK32 127 L-CDR2 (E3I&E 104)
RTSRLAS
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>81B4vK32 138 L-CDR2 (EiFI%E = 104)
RTSRLAS

>81B4vK32 140 L-CDR2 (Bi5IEE 105)
RTSQLAS

>81B4vK32 141 L-CDR2 (B5I& % 106)
RTSKLAS

>81B4vK32 147 L-CDR2 (&5 % 140)
RTSHLAS

>73C5vK39 2 L-CDR2
SASYRHS (E51% & 36)

>73C5vK39 7 L-CDR2
SASYRHS (B3 & 36)

>73C5vK39 15 L-CDR2
SASYRHS (B3 & 36)

L-CDR3 7 3 / FEi 5]

>81B4vK32 3 L-CDR3
HQFHRSPLT (B35 2 44)

>81B4vK32_105 L-CDR3
HQFHRSPLT (B35 & 44)

>81B4vK32_116 L-CDR3
HQFHRSPLT (B35 & 44)

>81B4vK32 127 L-CDR3
HQFHRSPLT (515 & 44)

>81B4vK32 138 L-CDR3
HQFHRSPLT (B35 & 44)

>81B4vK32 140 L-CDR3
HQFHRSPLT (B 5 44)

(44)
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>81B4vK32_141 L-CDR3
HQFHRSPLT (Ei31% 2 44)

>81B4vK32 147 L-CDR3
HQFHRSPLT (B35 & 44)

>73C5vK39 2 L-CDR3
QQYSRYPLT (Ei51% & 45)

>73C5vK39 7 L-CDR3
QQYSRYPLT (Ei51% & 45)

>73C5vK39 15 L-CDR3
QQYSRYPLT (&5 & 45)

H-CDR1 7 3 / Feiid 5]

>81B4vH33_49 H-CDR1
GYSFTSSWIH (E5I& % 53)

>81B4vH33 85T H-CDRI
GYSFTSSWIH (E5I% % 53)

>81B4vH33_90 H-CDRI1
GYSFTSSWIH (F5I& % 53)

>81B4vH33_93 H-CDRI
GYSFTSSWIH (F5I& % 53)

>81B4vH50 22 H-CDRI
GYSFTSSWIH (E5I& % 353)

>81B4vH50_30 H-CDRI1
GYSFTSSWIH (Bl%1Z& 5 53)

>81B4vH51 13 H-CDRI
GYSFTSSWIH (Ed41%E 5 53)

>81B4vH51 15 H-CDRI
GYSFTSSWIH (E5I&E % 353)

>81B4vH52_83 H-CDRI
GYSFTSSWIH (E5I& % 353)

(45)
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>73C5vH46_4 H-CDRI1
GFSLTDYAVH (515 & 107)

>73C5vH46_19 H-CDRI1
GFSLTDYAVH (&51% £ 107)

>73C5vH46_40 H-CDR1
GFSLTDYAVH (515 & 107)

>73C5vH47 65 H-CDR1
GFSLTDYAVH (515 & 107)

>73C5vH47 77 H-CDR1
GFSLTDYAVH (&51% £ 107)

>73C5vH58 91 H-CDR1
GFSLTDYAVH (E51% & 107)

(46)
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H-CDR2 7 2 / FEie 51|

>81B4vH33_49 H-CDR2
EINPGNVRTNYNENF (B3I £ 62)

>81B4vH33 85T H-CDR2
EINPGNVRTNYNENF (&51% £ 62)

>81B4vH33 90 H-CDR2
EINPGNVRTNYNENF (&51% £ 62)

>81B4vH33 93 H-CDR2
EINPGNVRTNYNENF (E51/& & 62)

>81B4vH50 22 H-CDR2
EILPGVVRTNYNENF (B51%& £ 108)

>81B4vH50_ 30 H-CDR2
EINPGAVRTNYNENF (E%1# 5 109)

>81B4vHS51 13 H-CDR2
EINPGLVRTNYNENF (E2%% 5 110)

>81B4vHS51 15 H-CDR2
EINPGAVRTNYNENF (E%1% 5 109)
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>81B4vH52 83 H-CDR2
EINPGSVRTNYNENF (B4 5 111)

>73C5vH46_4 H-CDR2
VIWSDGSTDYNAPFKS (Ei51% & 64)

>73C5vH46_19 H-CDR2
VIWSDGSTDYNAPFKS (Ei51% & 64)

>73C5vH46_40 H-CDR2
VIWSDGSTDYNAPFKS (Ei%1#& 5 64)

>73C5vH47 65 H-CDR2
VIWSDGSTDYNAPFKS (Ei51% & 64)

>73C5vH47_77 H-CDR2
VIWSDGSTDFNAPFKS (Ed%1# 5 63)

>73C5vH58 91 H-CDR2
VIWSDGSTDYNAPFKS (B251& 5 64)

(47)
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H-CDR3 7 3 / Feiid 5]

>81B4vH33_49 H-CDR3
VFYGEPYFPY (B35 72)

>81B4vH33_85T H-CDR3
VFYGEPYFPY (B35 72)

>81B4vH33_90 H-CDR3
VEYGEPYFPY (Bl3IE= 72)

>81B4vH33_93 H-CDR3
VFYGEPYFPY (Bl3IE= 72)

>81B4vHS50_22 H-CDR3
VFYGEPYFPY (B35 72)

>81B4vH50_30 H-CDR3
VFYGEPYFPY (Bl3I%E= 72)

>81B4vHS51_13 H-CDR3
VFYGEPYFPY (B%& 5 72)

>81B4vHS51 15 H-CDR3
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(48) JP 2018-93885 A 2018.6.21

VFYGEPYFPY (B4&E 5 72)

>81B4vH52 83 H-CDR3
VFYGEPYFPY (Ei31% & 72)

>73C5vH46_4 H-CDR3
KGGYSGSWFAY (EFI& 2 73)

>73C5vH46_19 H-CDR3
KGGYSGSWFAY (E51% 5 73)

>73C5vH46 40 H-CDR3
KGGYSGSWFAY (EFI&E & 73)

>73C5vH47 65 H-CDR3
KGGYSGSWFAY (B FIE & 73)

>73C5vH47_77 H-CDR3
KGGYSGSWFAY (Bi51% 5 73)

>73C5vHS8 91 H-CDR3
KGGYSGSWFAY (E5&E= 73)

goooobooo
goooboooooobooooooboobooooooboooobboooooobooooobobooogaao
oooobobooOoooooooobobboboooooooobbbOoooooooooboao

goobooo
oooano

b bR RS SRR O TS AE S U 7 B A AR

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEAAGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWILNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (A251& 2 112)

b b AR SHERI D TS A L 7 RS e

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B4 % 113)

oooooao
ooooOobOoOo0oooooocoobOboboooooooobOboOoooooooobboooodd
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(49) JP 2018-93885 A 2018.6.21

ooono

>81B4vK32 3 #x4H

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSTLASGIPD
RFSGSGSGTDFTLTISRLEPEDAATY YCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (Ei%#&75 114)

>81B4vK32 105 4

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSILASGVPD

RFSGSGSGTDFTLTISRLEPEDFATY YCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPSD

EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (%15 115)

>81B4vK32 116 28

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRLASGVP
DRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPS

10



(50) JP 2018-93885 A 2018.6.21

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (Ed51Z% %= 116)

>81B4vK32 127 4

EIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSRLASGVP
DRFSGSGSGTDFTLTISRLEPEDFAVYYCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (Ed51%&5 117)

>81B4vK32 138 4

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRLASGVP
DRFSGSGSGTDFTLTISRLEPEDAATY YCHQFHRSPLTFGAGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL

TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B2%1I%E5 118)

>81B4vK32 140 i

QIVLTQSPGTLSLSPGERVTMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSQLASGIPD
RFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (Ei31% £ 119)

>81B4vK32 141 &%

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSKLASGVP
DRFSGSGSGTDFTLTISRLEPEDFATY YCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B35 120)

>81B4vK32 147 4

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSHLASGIPG
RFSGSGSGTDFTLTISRLEPEDAAVYYCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL

SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B2%z%E5 121)

>73C5vK39 2 74

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYRHSGIP
DRFSGSGSGTEFTLTISSLQSEDFAEYFCQQYSRYPLTFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B4 5 122)

>73C5vK39 7 a2k

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYRHSGIP
DRFSGSGSGTEFTLTISSLQSEDFAVYYCQQYSRYPLTFGQGTKLEIKRTVAAPSVFIFPPS
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(51) JP 2018-93885 A 2018.6.21

DEQLKSGTASVVCLLNNFYPREAK VQWK VDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHK VYACEVTHQGLSSPVTKSFNRGEC (B3 & 123)

>73C5vK39 15 4244

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYRHSGIP

ARFSGSGSGTEFTLTISSLQSEDFAEY YCQQYSRYPLTFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (Ed51%&5- 124)

gooooad
oooboOobooOo0oaog
oggoao

>81B4vI33 49 e

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGNVRT
NYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPAPEA
AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDG VEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (Bl & 125)

>81B4vH33 85T &8

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWIGEINPGNVRT
NYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEA
AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (E2%1ZE 5 126)

>81B4vH33 90 44

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVKQAPGQGLEWMGEINPGNVR
TNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPAPE

AAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVY

TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (51 & 127)

>81B4vH33 93 84
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(52) JP 2018-93885 A 2018.6.21

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEINPGNVR
TNYNENFRNRATLTRDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPAPE
AAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISK AKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (A1 & 128)

>81B4vH50 22 84

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEILPGVVR
TNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPAPE
AAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEK TISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (B35 2 129)

>81B4vHS50_30 s

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHW VRQRPGQGLEWIGEINPGAVRT
NYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEA
AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (E2#Z& 5 130)

>81B4vHS51 13 g

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHW VRQAPGQGLEWIGEINPGLVRT
NYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVEFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEA
AGGPSVFLFPPKPKDTLMISRTPEVTICVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (E%1Z&E 5 131)

>81B4vH51 15 &84

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGAVRT
NYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL

QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEA
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(53) JP 2018-93885 A 2018.6.21

AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (8251 & 132)

>81B4vH52_ 83 84

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGSVRT
NYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEA
AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (E2%1Z5 133)

>73C5vH46 4 E84

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTINKDTSKSQVSFKMSSVQAADTAVYYCARKGGYSGSWFAYWGQGTLVTV

SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEAA

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV

DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (B35 & 134)

>73C5vH46 19 E84

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDTSKNQVSLKMNSLTTDDTAVYYCARKGGYSGSWFAYWGQGTLVTV

SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPAPEAA

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV

DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (251 % 135)

>73C5vH46_40 %8

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDNSKSQVSLKMNSVTVADTAVYYCARKGGYSGSWFAYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAA
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREE

QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
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(54) JP 2018-93885 A 2018.6.21

SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (B512& 5 136)

>73C5vHAT 65 &8

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHW VRQPPGKGLEWIGVIWSDGSTDY

NAPFKSRVTISKDTSKNQVSFKLSSVIVDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAA

GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV

DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (Bl#1# 5 137)

>73CS5vH4T 77 E8

QVQLQESGPGLVAPSETLSLTCTVSGFSLTDYAVHWIRQFPGKGLEWIGVIWSDGSTDF
NAPFKSRVTISKDTSKNQVSFKLSSVTTDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAA
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (B#11% = 138)

>73C5vHS8_ 91 HaH

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDNSKSQVSFKMSSVTADDTAVYYCARKGGYSGSWFAYWGQGTLVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEAAG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPPS
REEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (8251 % 139)
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KA.
ETIRE BHES] EHEC
B1 | EIVLTQSPGTLSLSPGERATMSCTASSS | QVQLVQSGAEVKKPGASVKVSCKASGYSFTS
VSSSYFHWYQQKPGQAPRLLIYRTSIL | SWIHWVRQAPGQGLEWIGEINPGNVRTNYNE
ASGVPDRFSGSGSGTDFTLTISRLEPE | NFRNKATMTVDTSISTAYMELSRLRSDDTAV
DFATYYCHQFHRSPLTFGQGTKLEIK | YYCAVVFYGEPYFPYWGQGTLVTVSSASTK
RTVAAPSVFIFPPSDEQLKSGTASVV | GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
CLLNNFYPREAKVQWKVDNALQSGN | VTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
SQESVTEQDSKDSTYSLSSTLTLSKA | VVTVPSSSLGTQTYICNVNHKPSNTKVDKRV
DYEKHKVYACEVTHQGLSSPVTKSF | EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKP
NRGEC (B#1& %5 115) KDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEK TISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYK TTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (2 51%& & 125)
B2 | EIVLTQSPGTLSLSPGERATMSCTASSS | QVQLVQSGAEVKKPGASVKVSCKASGYSFTS

VSSSYFHWYQQKPGQAPRLLIYRTSIL

SWIHWVROQRPGQGLEWIGEINPGNVRTNYNE
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(56)

JP 2018-93885 A 2018.6.21

ASGVPDRFSGSGSGTDFTLTISRLEPE
DFATYYCHQFHRSPLTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVV
CLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSF
NRGEC (K51 & 115)

NFRNRVTMTVDTSISTAYMELSRLRSDDTAV
YYCTVVFYGEPYFPYWGQGTLVTVSSASTKG
PSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTK VDKRVEP
KSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCK VSNKALPAPIEK TISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYK TTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPGK (Fi31I%& & 126)

B3 | EIVLTQSPGTLSLSPGERATMSCTASSS | QVQLVQSGAEVKKPGASVKVSCKASGYSFTS
VSSSYFHWYQQKPGQAPRLLIYRTSIL | SWIHWVKQAPGQGLEWMGEINPGNVRTNYN
ASGVPDRFSGSGSGTDFTLTISRLEPE | ENFRNKVTMTVDTSISTAYMELSRLRSDDTA
DFATYYCHQFHRSPLTFGQGTKLEIK | VYYCTVVFYGEPYFPYWGQGTLVTVSSASTK
RTVAAPSVFIFPPSDEQLKSGTASVV | GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
CLLNNFYPREAKVQWKVDNALQSGN | VTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
SQESVTEQDSKDSTYSLSSTLTLSKA | VVTVPSSSLGTQTYICNVNHKPSNTK VDKRV
DYEKHKVYACEVTHQGLSSPVTKSF | EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKP
NRGEC (B#1& % 115) KDTLMISRTPEVTCVVVDVSHEDPEVKFNWY

VDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCK VSNKALPAPIEK TISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (B 31& & 127)

B4 | QIVLTQSPGTLSLSPGERATMTCTASS | QVQLVQSGAEVKKPGASVKVSCKASGYSFTS
SVSSSYFHWYQQKPGQAPRLWIYRTS | SWIHWVRQAPGQGLEWIGEINPGNVRTNYNE
RLASGVPDRFSGSGSGTDFTLTISRLEP | NFRNKATMTVDTSISTAYMELSRLRSDDTAV
EDAATYYCHQFHRSPLTFGAGTKLEI | YYCAVVFYGEPYFPYWGQGTLVTVSSASTK
KRTVAAPSVFIFPPSDEQLKSGTASV | GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VCLLNNFYPREAKVQWKVDNALQSG | VTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
NSQESVTEQDSKDSTYSLSSTLTLSK | VVTVPSSSLGTQTYICNVNHKPSNTKVDKRV
ADYEKHKVYACEVTHQGLSSPVTKS | EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKP
FNRGEC (F%I& % 118) KDTLMISRTPEVTCVVVDVSHEDPEVKFNWY

VDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCK VSNKALPAPIEK TISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (B3I & 125)

B5 | QIVLTQSPGTLSLSPGERATMTCTASS | QVQLVQSGAEVKKPGASVKVSCKASGYSFTS

SVSSSYFHWYQQKPGQAPRLWIYRTS

SWIHWVROQRPGQGLEWIGEINPGNVRTNYNE

10

20

30

40
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RLASGVPDRFSGSGSGTDFTLTISRLEP
EDAATYYCHQFHRSPLTFGAGTKLEI

KRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKS

FNRGEC (E251% & 118)

NFRNRVTMTVDTSISTAYMELSRLRSDDTAV
YYCTVVFYGEPYFPYWGQGTLVTVSSASTKG
PSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTKVDKRVEP
KSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPGK (Ed%& = 126)

B6 | QIVLTQSPGTLSLSPGERATMTCTASS | QVQLVQSGAEVKKPGASVKVSCKASGYSFTS
SVSSSYFHWYQQKPGQAPRLWIYRTS | SWIHWVKQAPGQGLEWMGEINPGNVRTNYN
RLASGVPDRFSGSGSGTDFTLTISRLEP | ENFRNKVTMTVDTSISTAYMELSRLRSDDTA
EDAATYYCHQFHRSPLTFGAGTKLEI | VYYCTVVFYGEPYFPYWGQGTLVTVSSASTK
KRTVAAPSVFIFPPSDEQLKSGTASY | GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VCLLNNFYPREAKVQWKVDNALQSG | VTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
NSQESVTEQDSKDSTYSLSSTLTLSK | VVTVPSSSLGTQTYICNVNHKPSNTK VDKRV
ADYEKHKVYACEVTHQGLSSPVTKS | EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKP
FNRGEC (F%1& %5 118) KDTLMISRTPEVTCVVVDVSHEDPEVKFNWY

VDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (B31& & 127)

Ooo0o00o0oaoao

Oo0o0o0oao

£B
7N SR EHELF
Cl | EIVMTQSPATLSVSPGVRATLSCKASQ | QVQLQESGPGLVAPSETLSLTCTVSGFSLTDY

DVGTNVLWYQQKPGQAPRPLIYSASY
RHSGIPARFSGSGSGTEFTLTISSLQSE

DFAEYYCQQYSRYPLTFGQGTKLEIK

RTVAAPSVFIFPPSDEQLKSGTASVVC

LLNNFYPREAK VQWK VDNALQSGNS

QESVTEQDSKDSTYSLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSFNRG
EC (FiEE 124)

AVHWIRQFPGKGLEWIGVIWSDGSTDFNAPF
KSRVTISKDTSKNQVSFKLSSVTTDDTAVYYC
ARKGGYSGSWFAYWGQGTLVTVSSASTKGP
SVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPK
SCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
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VEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCK VSNKALPAPIEK TISKAKGQ
PREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYK TTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK (B2 5% % 138)

C2 | EIVMTQSPATLSVSPGVRATLSCKASQ | QVQLQESGPGLVKPSETLSITCTVSGFSLTDY
DVGTNVLWYQQKPGQAPRPLIYSASY | AVHWIRQPPGKGLEWIGVIWSDGSTDYNAPF
RHSGIPDRFSGSGSGTEFTLTISSLQSE | KSRVTISKDNSKSQVSFKMSSVTADDTAVYY
DFAVYYCQQYSRYPLTFGQGTKLEIK | CARKGGYSGSWFAYWGQGTLVTVSSASTKG
RTVAAPSVFIFPPSDEQLKSGTASVVC | PSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
LLNNFYPREAK VQWKVDNALQSGNS | TVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
QESVTEQDSKDSTYSLSSTLTLSKADY | VIVPSSSLGTQTYICNVNHKPSNTK VDKRVEP
EKHKVYACEVTHQGLSSPVTKSFNRG | KSCDK THTCPPCPAPEAAGGPSVFLFPPKPKD
EC (B5IE S 123) TLMISRTPEVTCVVVDVSHEDPEVKFNWYVD

GVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCK VSNKALPAPIEK TISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYK TTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPGK (Bl51% & 139)

C3 | EIVMTQSPATLSVSPGVRATLSCKASQ | QVQLQESGPGLVAPSETLSLTCTVSGFSLTDY

DVGTNVLWYQQKPGQAPRPLIYSASY
RHSGIPDRFSGSGSGTEFTLTISSLQSE

DFAVYYCQQYSRYPLTFGQGTKLEIK

RTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAK VQWK VDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSFNRG
EC (B35 5 123)

AVHWIRQFPGKGLEWIGVIWSDGSTDFNAPF
KSRVTISKDTSKNQVSFKLSSVTTDDTAVYYC
ARKGGYSGSWFAYWGQGTLVTVSSASTKGP
SVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTK VDKRVEPK
SCDK THTCPPCPAPEAAGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCK VSNKALPAPIEK TISKAKGQ
PREPQVY TLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK (B2 5% % 138)
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Ala (A) val; leu; ile val

Arg (R) lys; gln; asn lys

Asn (N) gln; his; asp, lys; arg gin

Asp (D) glu; asn glu

Cys (C) ser; ala ser

GIn (Q) asn; glu asn

Glu (E) asp; gin asp

Gly (G) ala ala

His (H) arg; asn; gin; lys; arg

lle (1) leu; val; met; ala; phe; /LA 2> leu

Leu (L) ile; norleucine; val; met; ala; phe ile

Lys (K) arg; gin; asn arg

Met (M) leu; phe; ile leu

Phe (F) tyr; leu; val, ile; ala; tyr

Pro (P) ala ala

Ser (S) thr thr

Thr (T) ser ser

Trp (W) tyr; phe tyr

Tyr (Y) phe;trp; thr; ser phe

Val (V) leu; ile; met; phe ala; /L4 L2, leu
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$idk (LC + HC) Kp + B#4EE (pM) ECoo (NM)
B1-32_138 + 33_49 27 +2.5 2.0
B2 -32_138 + 33_85 3254 2.3
B3 -32_138 + 33_90 20+ 2.2 1.4
B4 - 32_105 + 33_85 35+3.7 1.5
B5 - 32_105 + 33_90 24+7.6 1.7
B6 - 32_105 + 33_49 41+4.9 1.7
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(25 EE 2 DDEBRDFLICEL VBR, F1Vsas THEBIE, BBICOOTHEL -
REBOBETEMDEEERE LN o/)

yHVE | Bl B2 B3 B4 B5 B6 c1 c2 3
YR |-
PNFic | ST IL- | 5 g 5.3 2.3 1.7 2.6 1.8 4.6 9.7 9.8
B 36a
YR IL-
ﬂ&ng'L 34 | 34 2.9 2.2 2.8 24 | 55 8.6 5.6
IR |
J]"‘f(ig'L 2.5 2.3 2.1 1.5 1.5 1.5 34 | 61 5.1
LIE R |L-
IL-8 m*gf:” 4.0 2.8 2.3 2.6 2.6 2.2 NA NA NA
U IL-
ﬂ&ng'L 3.2 2.9 2.7 2.9 2.5 2.3 NA NA NA
LA L
m*gf;” 4.2 3.5 3.4 | 3.2 2.8 2.4 NA NA NA
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RT (7181 THEIE, ABIZOOTHBELEREBRETERDEFEREHH 2
%)

NHK 33D10 | 73C5 | 73F6 | 78C8 | 81A1 | 81B4

TIer Y IL-
36a 1C90 1.8 10.7 | 8.2 11.6 ND 1.3
pNFxB (nM) 10
tIEr Y IL-
36b 1C90 2.3 14.4 | 5.2 14.2 ND 1.1
(nM)
TIEr Y IL-
36g 1C90 0.8 1.7 1.3 10.6 ND 0.5
(nM)
tIEr Y IL-
36a 1C90 1.5 20.8 | 17.8 | 19.3 ND 0.7
IL-8 (nM)
MR IL- 20
36b 1C90 3.0 46 26 34 ND 1.2
(nM)
YIMTE IL-
36g 1C90 0.8 2.4 2.1 3.6 ND 0.5
(nM)
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K8 IREMTSF/HAFT7VEAIZEITHFAFH IL-36R REDI A

(P14 Y81 THEBIE, BEI-OOTHEL-REBOEETCEMDBEEZREILH o7-) 30

NHK C73C5 | C81A1l | C81B4
YIBRE |L-

PNFKB é;ﬁomlltn?ea 205 ND 1.4
R IL-
I?fg%nh?% 8.3 7.1 1.8
LB EY |-
IR |L-

IL-8 éi(nlnt/l?(ia 297 | 234 1.2
zi%n';?% 49.3 87 11.1
YR |L-
o (nllbl?("g 3.6 1.2 0.3
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NHK Bl 1l Bl 2 Bl 3
YIERE IL-36a
pNFKB | 1C90 (nM) 2.9 2.1 2:2 10
YIERE 1L-36b
1C90 (nM) 3.6 2.9 1.9
UIEE IL-36g
190 (nM) 1.0 1.3 0.7
YIERE I1L-364a
L8 190 (nM) 2.3 2.8 1.8
Y E IL-36b
. A .
1C90 (nM) 39 4 3:5
YIERE IL-36g
1C90 (nM) 0.8 0.8 0.8 20
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&10: IRE MELR@ERT vEAIZEITSH <R IL-36R kDR A
(71 Y81 THEIE, BRICOOTHBLEREEVRE CEEDBEEZEREGH 07)

7 1B4
HIE 3C5 8
HIHE ) |L-
IR E 1L-36a 1C90 21 13
pNFxB (nM) 10
I E 1L-36b 1C90
2 7.4
(nM) 0
Y& IL-36g IC90
32 9.5
(nM)
&Y 1L-36a 1C90
12 .
IL-8 (nM) 3 >-8
& 1L-36b 1C90
(M) 154 9.8
YT & IL-36g IC90
(M) ND 16 20
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& 11: 9Kt MEGHRESFHERT v EAICBTHTVRARUF A SH IL-36R itk A
(1 Y81 T3BlE BEICOVDVTHBRLEREFRE TERDEEFERESGH o)

HIM 81B4 C81B4
R || -
7B % 1L-36a 1C90 ; 62
pNFxB (nM) 10
Y1 % 1L-36b 1C90
(M) 4 2.3
LI E 1L-36g 1C90
(M) 3.6 0.9
LI E 1L-36a IC90
IL-8 (nM) 2 23
Y1 E 1L-36b 1C90
(M) 2.3 1.4
Y E 1L-36g 1C90
(M) 2.9 2 20
Ooo0oo0o0o0oaoao
Ooo0ooOoao
& 12: MR E MRBHRHESFMIET v £ 128505 E MEH IL-36R HLEDH N
(71 V51 THBIL. FBIZODTHELL-BEBRETTHOMEETEL0 0 1)
HIM B3 B5 B6 30
YR IL-36a
NFKB | 1C90 (nM) 9.8 >4 3-2
YA 1L-36b
1C90 (M) 3.7 1.7 2.8
YR IL-36g
€90 (nM) 2.6 1.7 3.7
YIERE IL-36a
L8 €90 (M) 4.4 3.8 2.1
YR IL-36b
1C90 (M) 2.8 2.6 2.0 40
YR 1L-36g
IC90 (M) 5.8 6.7 5.2
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K13 IR E FEEBRHEFHERT v A ICETE5IVRARUF A 55 IL-36R EDR A
(TAVE 4 THRBIEF, BRIZODVWTHERLERIEVRETEROBEETEZRSE, o)

. 81B4 C81B4 10
LI A IL-
- (ﬁﬂ) IL-36a 1C90 1.9 1.8
aﬂ;jg IL-36b 1C90 4.9 3.4
:ﬁﬂ)ﬂ IL-36g 1C90 3.9 7.4
LR IL-
e (ﬂﬂ) IL-36a 1C90 0.9 0.6
aﬂ)ﬂ IL-36b IC90 0.4 0.5 20
zzﬂ)ﬂ IL-36g 1C90 0.4 0.3
gbooboonn
goood

F14: PRt FERBHFHER7 v/ IZH TS E MEH IL-36R HADZIH
(71 V51 T4, BEICOOTHBEL-AREE O BECIMEDBEFEEZFRILH>/)

B3 BS B6 30
HDF
HREY || -
pNFkB I?ED)IiFﬁOi(nlll\-/l)36a 6.4 10.2 3.8
HEREY || -
oo | B 0 ;
YRR |L-
Iggjg (nllblfsg 10 8.6 16.8
R |-
IL-8 égﬁo%nb?ea 2.1 15 1.4
OIERE L 40
|€gﬁo (nllblfsb 13 1.2 1
t || -
0 (o) 11 1 o7
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& 15: FIRE MECIRMEHRT vt/ ICHE TS5 IARUE M IL-36R HifdD % h
(74514 TRBIE, BRIZOVTERRLERIEVRETEEOHEELZR SN o)

81B4 B3 B5 B6
HPT
YRR [L-36a 04 ND 5 ND
IL-8 | IC90 (nM) '
DI 2 IL-36b 01 ND 5 ND
1C90 (nM) '
YIERE IL-368 04 ND 3 ND
1C90 (nM) |
0oo0oo0
00000000000y O0000000000000000000000
Do0O00000O00ooao
0000000000000 0pge/mO0ODO0O0O00D00D000000000000000
00000000000y 000ng/m00000000000000000R O000ng/
mMIDOR&D Systems] 0 0 0000000000000 000000000000000O
0000000000000 0000000000000000000000000000
0000000000000 000000000pg/mix 00000000000000
0Dooao
0oooo0
ooooao
+* 16
£ IL-8 (pg/ml)
& YA Lha ORI +/- IRAERRE
R NA B mL 57.3+15.3
33D10 mL 15.8+ 0.7
Rz A 20 ng/mL IL-1P 158.9 £ 13.3
33D10 20 ng/mL IL-18 168.5 £+ 22.6
Rz A 20 ng/mL IL-36y 1421 £22.2
33D10 20 ng/mL IL-36y 38.63£6.7
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0ooo0o0O0, 00
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oooooot® aa
+ 00000000

&

YA bhA URIB

1) S100A7
R +- RERE

9 S100A12
S5+ BB

Az L

TL

1.00+£0.79

1.00 + 0.47

33D10

TL

3.92 £0.36

1.93+0.02

AL

20 ng/mL IL-1

76.03 £ 24.66

47.84 +9.24

33D10

20 ng/mL IL-1B

95.83 +11.83

76.41 £6.92

AL

20 ng/mL IL-36y

19.57 + 3.26

20.53 +5.21

33D10

20 ng/mL IL-36y

3.47 £1.37

2.01+0.35
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0o0o0o0oo
00000
18
FHREE (WM) RARKE (uM)
g Fi5 SD N SEM | i SD N SEM
mnE 101.4 34.4 16 86 | 1471 35.0 16 8.7
EesJ | 106.0 31.9 9 10.6 | 151.6 | 48.9 9 16.3
33D10 93.4 24.1 10 76 |1309 | 30.8 10 9.7
000000
00000
#&19
FHREE (uM) RARKEE (uM)
g Fi5 SD N SEM | i SD N SEM
BE 36.2 31.9 32 56 | 52.6 40.0 32 7.1
Ees)L | 435 30.9 18 73 | 634 52.0 18 12.2
33D10 27.8 26.6 20 59 | 351 34.1 20 7.6
000000
0000000000000 000000000000000000000000000¢0
0000000000000 000000000000
0000000000000 000000000000000000000000000¢0
0000000000000 000000000000000000000000000¢0
0000000000000 000000000000000000000000000¢0
0000000000000 000000000000000000000000000¢0
O0OmMOOOOO0OO0OOxOOOMOOOOOOODOO0O0OO0OO0O0OO0D0O0O0000O00O
0000000000000 000000000000000000000000000¢0
0000000000000 00000000O0o0ooooao
000000
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# 20

¥R #iRHn > b x1075
XIR 1 SD N SEM
FER 2.21 1.47 9 0.49
IL1RL2 KO 2.45 0.87 6 0.36
F4ER +CS 9.07 2.83 10 0.90
IL-1RL2 KO + CS 5.32 1.03 10 0.32

/a7 7r—v mRAb o> b x1075
IR S SD N SEM
WT 2.08 1.62 9 0.54
IL1RL2 KO 2.40 0.86 6 0.35
FEE +CS 3.36 1.46 10 0.46
IL-1RL2 KO + CS 3.22 0.86 10 0.27

YR ER fRah o>k x 1075
RIA T SD N SEM
FaER 0.002 | 0.004 9 0.001
IL1RL2 KO 0.013 | 0.016 6 0.007
FER +CS 5.698 | 2.751 10 0.870
IL-1RL2 KO + CS 2.083 | 0.749 | 10 0.237
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