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>73C5C10 H-CDR1
GFSLTNYAVH  (B251%& 5 54)

>73F6F8 H-CDR1
GFSLTNYAVH  (E5I% % 54)

>76E10E§ H-CDRI1
GFSLTNYGVH (5% E 55)

>89A12B8 H-CDR1
GFNIKDDYIH (B3I & 56)
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&8¢ CDR-2 (H-CDR2) 7 3 / BtE5]

>33D10B12 H-CDR2
EILPSTGRTNYNENFKG  (E%& %= 57)

>172C8B12 H-CDR2
RVNPSNGDTKYNQNFKG  (Bl#IZ&5 58)

>67E7E8 H-CDR2
RIDPANGNTKYAPKFQD (B5IE= 59)

>78C8D1 H-CDR2
VIWAGGPTNYNSALMS (B35 60)

>81A1D1 H-CDR2
VIWTGITTNYNSALIS (B35 & 61)

>81B4E11 H-CDR2
EINPGNVRTNYNENF  (Bl%1%& 5 62)
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(31) JP 6289375 B2 2018.3.7

>73C5C10 H-CDR2
VIWSDGSTDFNAPFKS  (Bl51% 5 63)

>73F6F8 H-CDR2
VIWSDGSTDYNAPFKS (B & 64)

>76E10E8 H-CDR2
VIWPVGSTNYNSALMS (Ed31#E 5 65)

>89A12B8 H-CDR2

RIDPANGNTKYDPRFQD  (51% & 66) 10

&84 CDR-3 (H-CDR3) 7 3 / BE51

>33D10B12 H-CDR3
VYFGNPWFAY  (Bi5IE % 67)

>172C8B12 H-CDR3
TKNFYSSYSYDDAMDY (B35 63)

>67E7E8 H-CDR3 20
SFPNNYYSYDDAFAY (BZ51% 69)

>78C8D1 H-CDR3
QIYYSTLVDY (%1% & 70)

>81A1D1 H-CDR3
GTGTGFYYAMDY  (B5I&% 71)

>81B4E11 H-CDR3

VEFYGEPYFPY  (BI&E 5 72) 30

>73C5C10 H-CDR3
KGGYSGSWFAY (Ed51%E= 73)

>73F6F8 H-CDR3
KGGYSGSWFAY (B35 73)

>76E10E8 H-CDR3
MDWDDFFDY (B3I & 74)

>89A12B8 H-CDR3
SFPDNYYSYDDAFAY (E51% & 75) 40
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Ooo0oaoao

ETANED H-CDR #E%1| L-CDR &2

33D10 GNTVTSYWMH (H-CDR1) | TASSSVSSSYLH (L-CDRI)
B2 48 BFIE 2 21
EILPSTGRTNYNENFKG | STSNLAS (L-CDRY2) Ei51&
(H-CDR2) E25I&% 57 230
VYFGNPWFAY (H-CDR3) | HQHHRSPVT (L-CDR3)
RLB% & 67 RCF %5 39

172C8 GYTFTDNYMN (H-CDRI) | LASQTIGTWLA (L-CDR1)
FFIE 2 49 BB 5 22
RVNPSNGDTKYNQNFKG | AATSLAD (L-CDR2) fi251%
(H-CDR2) Bi¥1% & 58 %31
TKNFYSSYSYDDAMDY QQVYTTPLT (L-CDR3)
(H-CDR3) Ei5l% %= 68 B8 40

67E7 GFNIKDDYIH (H-CDRI) | LASQTIGTWLG (L-CDRI)
FiF& 5 50 BB 5 23
RIDPANGNTKYAPKFQD | RSTTLAD (L-CDR2) E#1%
(H-CDR2) E51E 5 59 232
SFPNNYYSYDDAFAY (H- | QQLYSAPYT (L-CDR3)
CDR3) EZ51E 5 69 BB 7 41

78C8 GFSLTKFGVH (H-CDRI) | RSSQNIVHSNGNTYLQ (L-
BB 51 CDR1) B35 = 24
VIWAGGPTNYNSALMS | KVSNRES (L-CDR2) ft51&
(H-CDR2) Ei51& & 60 233
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QIYYSTLVDY (H-CDR3)
BlAIE= 70

FQGSHVPFT (L-CDR3) &5
FE 42

81Al GFSLSSYEIN (H-CDR1) RASQDIYKYLN (L-CDRI)
BB 5 52 BB 5 25
YTSGLHS (L-CDR2) &1
VIWTGITTNYNSALIS (H- | 534
CDR2) Fi¥I&E 61 QQDSKFPWT (L-CDR3)
BB 43
GTGTGFYYAMDY (H-
CDR3) EFIES 71
81B4 GYSFTSSWIH (H-CDR1) TASSSVSSSYFH (L-CDR1)
K5I 5 53 BZ5I% 5 26
RTSNLAS (L-CDR2) B2
EINPGNVRTNYNENF (H- 5 35
CDR2) E5I&EE 62 HQFHRSPLT (L-CDR3) E251
&5 M
VFYGEPYFPY (H-CDR3)
BL5I% 5 72
73C5 GFSLTNYAVH (H-CDRI) | KASQDVGTNVL (L-CDRI)
K5I 5 54 B 5 27
VIWSDGSTDFNAPFKS (H- | SASYRHS (L-CDR2) B3
CDR2) B 63 736
KGGYSGSWFAY (H-CDR3) | QQYSRYPLT (L-CDR3)
BLAIE S 73 RoFIE= 45
73F6 GFSLTNYAVH (H-CDR1) | KASQDVGTNVL (L-CDR1)

BLAE 5 54

VIWSDGSTDYNAPFKS (H-
CDR2) Bl%I%E= 64

KGGYSGSWFAY (H-CDR3)
By 73

BLB & 27

SASYRHS (L-CDR2) &5
36

QQYSRYPLT (L-CDR3)
BlAIE5 45
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76E10 GESLTNYGVH (H-CDR1) | KASQNVGRAVA (L-CDRI)
RLFI% 5 55 BB 5 28
VIWPVGSTNYNSALMS (H- | SASNRYT (L-CDR2) B3I
CDR2) EFI&% 65 537
MDWDDFFDY (H-CDR3) | QQYSSYPLT (L-CDR3) &%
BSIE S 74 &5 46

89A12 GFNIKDDYIH (H-CDR1) | LASQTIGTWLG (L-CDRI)

BLAIE 5 56

RIDPANGNTKYDPRFQD
(H-CDR2) EZFIE % 66

SFPDNYYSYDDAFAY (H-
CDR3) EU5I&% 75

BLF % %5 29

RATSLAD (L-CDR2) B 51/
%38

QQLYSGPYT (L-CDR3)
BB 47
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oooano

>81B4vK32 3 VK # </

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSTLASGIPD
RFSGSGSGTDFTLTISRLEPEDAATY YCHQFHRSPLTFGQGTKLEIK (%1% 76)

>81B4vK32 105 vK # <278

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSILASGVPD
RFSGSGSGTDFTLTISRLEPEDFATY YCHQFHRSPLTFGQGTKLEIK (E2%ZE5 77)

>81B4vK32 116 vK # <2 &

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRLASGVP
DRFSGSGSGTDFTLTISRLEPEDAATY YCHQFHRSPLTFGQGTKLEIK (B35 78)

>81B4vK32 127 vK & <278

EIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSRLASGVP
DRFSGSGSGTDFTLTISRLEPEDFAVYYCHQFHRSPLTFGQGTKLEIK (E%%&5 79)

>81B4vK32_ 138 VK # >3/ &

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRLASGVP
DRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGAGTKLEIK (AZ%1%& % 80)

>81B4vK32 140 vK ¥ <&

QIVLTQSPGTLSLSPGERVTMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSQLASGIPD
RFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIK (B35 81)

>81B4vK32 141 vK # o ~U &

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSKLASGVP
DRFSGSGSGTDFTLTISRLEPEDFATY YCHQFHRSPLTFGQGTKLEIK (B3 % 82)

>81B4vK32 147 vK & <78

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSHLASGIPG
RFSGSGSGTDFTLTISRLEPEDAAVYYCHQFHRSPLTFGQGTKLEIK (E31% 5 83)

>73C5vK39 2 vK & 378

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYRHSGIP
DRFSGSGSGTEFTLTISSLQSEDFAEYFCQQYSRYPLTFGQGTKLEIK (B35 & 84)

>73C5vK39 TvK # o378

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYRHSGIP
DRFSGSGSGTEFTLTISSLQSEDFAVYYCQQYSRYPLTFGQGTKLEIK (B2%%&5 85)

>73C5vK39 15 VK # >R/ '&

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYRHSGIP
ARFSGSGSGTEFTLTISSLQSEDFAEY YCQQYSRYPLTFGQGTKLEIK (5312 & 86)
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oooano

>81B4vH33 49 vH # <7 &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGNVRT
NYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSS (E2#1% 5 87)

>81B4vH33 85T VvH # <"/ &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWIGEINPGNVRT
NYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLVT
VSS (B4 75 88)

>81B4vH33 90 vH % > /&

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHW VKQAPGQGLEWMGEINPGNVR
TNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLV
TVSS (E25112 5 89)

>81B4vH33 93 vH »# <&

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEINPGNVR
TNYNENFRNRATLTRDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLV
TVSS (B3I & 90)

>81B4vHS0 22 vH % <~/ &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEILPGVVR
TNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLV
TVSS (B51%5 91)

>81B4vHS50_30 vH »# o <278

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWIGEINPGAVRT
NYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVY YCTVVFYGEPYFPYWGQGTLVT
VSS (EiFIE 5 92)

>81B4vH51 13 vH 4 > <7 &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGLVRT
NYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSS (EFIE 5 93)

>81B4vHS1 15vH # <~ &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGAVRT
NYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSS (BFIE 5 94)
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>81B4vH52 83 vH % =2 &

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGSVRT
NYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSS (EiF1%E 5 95)

>73C5vH46 AvH % R0 &

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTINKDTSKSQVSFKMSSVQAADTAVYYCARKGGYSGSWFAYWGQGTLVTV
SS (EFI& £ 96)

>73C5vH46 19 vH % > <7 &

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDTSKNQVSLKMNSLTTDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SS (EFIEE 97)

>73C5vH46 40 vH »# <2 &

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDNSKSQVSLKMNSVTVADTAVYYCARKGGYSGSWFAYWGQGTLVTV
SS (B2FI&EE 98)

>73C5vH47 65 vH »# o~ &

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWVRQPPGKGLEWIGVIWSDGSTDY
NAPFKSRVTISKDTSKNQVSFKLSSVTVDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SS (B2FI&E 99)

>73C5vH47 77 vH % o _08

QVQLQESGPGLVAPSETLSLTCTVSGFSLTDYAVHWIRQFPGKGLEWIGVIWSDGSTDF
NAPFKSRVTISKDTSKNQVSFKLSSVITDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SS (EL#I#E 5 100)

>73CS5vHS8 91 vH # <7 &

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDNSKSQVSFKMSSVTADDTAVYYCARKGGYSGSWFAYWGQGTLVTVS
S (FFIE = 101)
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Dooo
L-CDR1 7 2 / FR#dS

>81B4vK32 3 L-CDRI
TASSSVSSSYFH (B3I & 26)

>81B4vK32_ 105 L-CDRI1
TASSSVSSSYFH (B3 & 26)

>81B4vK32 116 L-CDR1
TASSSVSSSYFH (Bi%17 5 26)

>81B4vK32 127 L-CDR1
TASSSVSSSYFH (B3I & 26)

>81B4vK32_ 138 L-CDRI
TASSSVSSSYFH (Bi%1% & 26)

>81B4vK32_ 140 L-CDR1
TASSSVSSSYFH (Bi%1% 5 26)

>81B4vK32 141 L-CDRI
TASSSVSSSYFH (F51% % 26)

>81B4vK32 147 L-CDRI
TASSSVSSSYFH (B4 26)

>73C5vK39 2 L-CDRI
KASQDVGTNVL (E51% & 27)

>73C5vK39 7 L-CDRI1
KASQDVGTNVL (E51% & 27)

>73C5vK39 15 L-CDRI1
KASQDVGTNVL (B51% 5 27)

L-CDR2 7 X / RS

>81B4vK32 3 L-CDR2 (%% 5 102)
RTSTLAS

>81B4vK32 105 L-CDR2 (Ei51& £ 103)
RTSILAS

>81B4vK32 116 L-CDR2 (Bi¥iIE & 104)
RTSRLAS

>81B4vK32 127 L-CDR2 (B3l & 104)
RTSRLAS
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>81B4vK32 138 L-CDR2 (B3l & 104)
RTSRLAS

>81B4vK32 140 L-CDR2 (Ei%I% & 105)
RTSQLAS

>81B4vK32 141 L-CDR2 (B35 106)
RTSKLAS

>81B4vK32 147 L-CDR2 (B3I & 140)
RTSHLAS

>73C5vK39 2 L-CDR2
SASYRHS (B31% & 36)

>73C5vK39 7 L-CDR2
SASYRHS (E51% 5 36)

>73C5vK39 15 L-CDR2
SASYRHS (E51& % 36)

L-CDR3 7 X / BERCS

>81B4vK32 3 L-CDR3
HQFHRSPLT (B3 5 44)

>81B4vK32_ 105 L-CDR3
HQFHRSPLT (B2 & 44)

>81B4vK32 116 L-CDR3
HQFHRSPLT (&51% 5 44)

>81B4vK32 127 L-CDR3
HQFHRSPLT (B51%5 44)

>81B4vK32_ 138 L-CDR3
HQFHRSPLT (Bl & 44)

>81B4vK32 140 L-CDR3
HQFHRSPLT (B3 2 44)
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>81B4vK32 141 L-CDR3
HQFHRSPLT (B3 % 44)

>81B4vK32 147 L-CDR3
HQFHRSPLT (B2 58 % 44)

>73C5vK39 2 L-CDR3
QQYSRYPLT (B3I £ 45)

>73C5vK39 7 L-CDR3
QQYSRYPLT (B3 & 5 45)

>73C5vK39 15 L-CDR3
QQYSRYPLT (B3 & 453)

H-CDRI1 7 X / F&El5|

>81B4vH33 49 H-CDRI1
GYSFTSSWIH (E51%& % 53)

>81B4vH33 85T H-CDRI1
GYSFTSSWIH (Ai31% & 53)

>81B4vH33_90 H-CDRI1
GYSFTSSWIH  (Bl5%&= 53)

>81B4vH33_93 H-CDRI
GYSFTSSWIH (&51& % 53)

>81B4vH50 22 H-CDR1
GYSFTSSWIH (Bi3I& & 53)

>81B4vH50 30 H-CDRI1
GYSFTSSWIH (E51%& % 53)

>81B4vH51_13 H-CDRI1
GYSFTSSWIH (E%& 5 53)

>81B4vH51 15 H-CDR1
GYSFTSSWIH (&51& % 53)

>81B4vH52_83 H-CDR1
GYSFTSSWIH (Bi3I& & 53)
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>73C5vH46_4 H-CDR1
GFSLTDYAVH (&51% & 107)

>73C5vH46 19 H-CDR1
GFSLTDYAVH (&51% & 107)

>73CSvH46_40 H-CDR1
GFSLTDYAVH (&5% = 107)

>73CSvH47 65 H-CDR1
GFSLTDYAVH (&51% & 107)

>73CSvH47 77 H-CDR1
GFSLTDYAVH (&51% & 107)

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

(41)
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H-CDR2 7 3 / Ed51

>81B4vH33 49 H-CDR2
EINPGNVRTNYNENF (B35 62)

>81B4vH33 85T H-CDR2
EINPGNVRTNYNENF (Ed%11% 7 62)

>81B4vH33_90 H-CDR2
EINPGNVRTNYNENF (B5& & 62)

>81B4vH33 93 H-CDR2
EINPGNVRTNYNENF (E25112&7 62)

>81B4vH50 22 H-CDR2
EILPGVVRTNYNENF (#2515 108)

>81B4vH50 30 H-CDR2
EINPGAVRTNYNENF (&5 £ 109)

>81B4vH51 13 H-CDR2
EINPGLVRTNYNENF (B3I £ 110)

>81B4vH51 15 H-CDR2
EINPGAVRTNYNENTF (E%1%E 5 109)
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>81B4vHS52 83 H-CDR2
EINPGSVRTNYNENF (535 111)

>73C5vH46_4 H-CDR2
VIWSDGSTDYNAPFKS (B3I & 64)

>73C5vH46_19 H-CDR2
VIWSDGSTDYNAPFKS (825112 5 64)

>73C5vH46_40 H-CDR2
VIWSDGSTDYNAPFKS (&35 & 64)

>73C5vH47_65 H-CDR2
VIWSDGSTDYNAPFKS (B5Z% 5 64)

>73C5vH47 77 H-CDR2
VIWSDGSTDFNAPFKS (B251& % 63)

>73C5vH58 91 H-CDR2
VIWSDGSTDYNAPFKS (B33 & 64)

(42)
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H-CDR3 7 X / BEEcS]

>81B4vH33_49 H-CDR3
VFYGEPYFPY (Bi31I& & 72)

>81B4vH33_85T H-CDR3
VFYGEPYFPY (B3I & 72)

>81B4vH33_90 H-CDR3
VFYGEPYFPY (B3I 2 72)

>81B4vH33 93 H-CDR3
VFYGEPYFPY (B3I & 72)

>81B4vH50 22 H-CDR3
VFYGEPYFPY (B35 & 72)

>81B4vH50 30 H-CDR3
VFYGEPYFPY (B25& % 72)

>81B4vH51 13 H-CDR3
VFYGEPYFPY (E23& % 72)

>81B4vH51 15 H-CDR3
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(43) JP 6289375 B2 2018.3.7

VFYGEPYFPY (E25& % 72)

>81B4vH52 83 H-CDR3
VFYGEPYFPY (B35 & 72)

>73C5vH46_4 H-CDR3
KGGYSGSWFAY (B5&E= 73)

>73C5vH46 19 H-CDR3

KGGYSGSWFAY (B5&= 73) 10

>73C5vH46_40 H-CDR3
KGGYSGSWFAY (B3I 2 73)

>73C5vH47_65 H-CDR3
KGGYSGSWFAY (B5#&= 73)

>73C5vH47 77 H-CDR3
KGGYSGSWFAY (&5 2 73)

>73C5vHS58 91 H-CDR3

20
KGGYSGSWFAY (Ed%1%E= 73)
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b MME R RSSO TS L7 B B

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS
GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAAGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQY
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSR
EEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK
SRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (Bl#1%&5 112)

30

b MERTZRESHEI O TS U 7 AT i pE

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (E2%I% % 113)
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oooano

>81B4vK32 3 8
EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSTLASGIPD
RFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (25 % 114)

>81B4vK32 105 544
EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSILASGVPD
RFSGSGSGTDFTLTISRLEPEDFATYYCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (Bl#i1%& % 115)

>81B4vK32 116 8544

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRLASGVP
DRFSGSGSGTDFTLTISRLEPEDAATYYCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPS
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DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B335 116)

>81B4vK32 127 #5484

EIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSRLASGVP
DRFSGSGSGTDFTLTISRLEPEDFAVYYCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B251%E5 117)

>81B4vK32 138 #44

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLWIYRTSRLASGVP
DRFSGSGSGTDFTLTISRLEPEDAATY YCHQFHRSPLTFGAGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL

TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B335 118)

>81B4vK32 140 544

QIVLTQSPGTLSLSPGERVTMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSQLASGIPD
RFSGSGSGTDFTLTISRLEPEDAATY YCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B35 119)

>81B4vK32 141 #84

QIVLTQSPGTLSLSPGERATMTCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSKLASGVP
DRFSGSGSGTDFTLTISRLEPEDFATY YCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B335 120)

>81B4vK32 147 544

EIVLTQSPGTLSLSPGERATMSCTASSSVSSSYFHWYQQKPGQAPRLLIYRTSHLASGIPG

RFSGSGSGTDFTLTISRLEPEDAAVYYCHQFHRSPLTFGQGTKLEIKRTVAAPSVFIFPPSD
EQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (E51#% 5 121)

>73C5vK39 2

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYRHSGIP
DRFSGSGSGTEFTLTISSLQSEDFAEYFCQQYSRYPLTFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B4 5 122)

>73C5vK39 7 24

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYRHSGIP
DRFSGSGSGTEFTLTISSLQSEDFAVYYCQQYSRYPLTFGQGTKLEIKRTVAAPSVFIFPPS
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DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B4 = 123)

>73C5vK39_15 #E8H

EIVMTQSPATLSVSPGVRATLSCKASQDVGTNVLWYQQKPGQAPRPLIYSASYRHSGIP

ARFSGSGSGTEFTLTISSLQSEDFAEY YCQQYSRYPLTFGQGTKLEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTL
TLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (B335 124)

gbooooadg
oooooood
ogoaoao

>81B4vH33 49 &4

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHW VRQAPGQGLEWIGEINPGNVRT
NYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEA
AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (B30 & 125)

>81B4vH33 85T &8

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHW VRQRPGQGLEWIGEINPGNVRT

NYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEA

AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR

EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (318 & 126)

>81B4vH33_90 EH

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVKQAPGQGLEWMGEINPGNVR
TNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LOQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE

AAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY

TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (Ed%#& 7= 127)

>81B4vH33 93 #E{H
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QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWMGEINPGNVR
TNYNENFRNRATLTRDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LOQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
AAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (Ed%% 75 128)

>81B4vH50 22

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHW VRQRPGQGLEWMGEILPGVVR
TNYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPE
AAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSK
LTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (B335 129)

>81B4vH50 30 E 8

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQRPGQGLEWIGEINPGAVRT

NYNENFRNRVTMTVDTSISTAYMELSRLRSDDTAVYYCTVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEA

AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR

EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (518 & 130)

>81B4vH51 13 H

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGLVRT
NYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEA
AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY VDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (E%|#& 5 131)

>81B4vHS51 15 #g

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHW VRQAPGQGLEWIGEINPGAVRT
NYNENFRNKVTMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEA
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AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (Ed%| &5 132)

>81B4vH52 83 H#k

QVQLVQSGAEVKKPGASVKVSCKASGYSFTSSWIHWVRQAPGQGLEWIGEINPGSVRT

NYNENFRNKATMTVDTSISTAYMELSRLRSDDTAVYYCAVVFYGEPYFPYWGQGTLVT
VSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVL
QSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEA
AGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPR

EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (B2 & 133)

>73C5vH46_4 m#

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTINKDTSKSQVSFKMSSVQAADTAVYYCARKGGYSGSWFAYWGQGTLVTV

SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPAPEAA
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV

DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (E51& & 134)

>73C5vH46 19 E8

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDTSKNQVSLKMNSLTTDDTAVYYCARKGGYSGSWFAYWGQGTLVTV

SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPAPEAA
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV

DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (Fi31% & 135)

>73C5vH46_40 &84

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDNSKSQVSLKMNSVTVADTAVYYCARKGGYSGSWFAYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCPAPEAA
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPP
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SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV
DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (E51& & 136)

>73C5vHA47_65 EH

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWVRQPPGKGLEWIGVIWSDGSTDY
NAPFKSRVTISKDTSKNQVSFKLSSVTVDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEAA
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV

DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (B3I & 137)

>73C5vH47 77 &84

QVQLQESGPGLVAPSETLSLTCTVSGFSLTDYAVHWIRQFPGKGLEWIGVIWSDGSTDF
NAPFKSRVTISKDTSKNQVSFKLSSVITDDTAVYYCARKGGYSGSWFAYWGQGTLVTV
SSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQ
SSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDK THTCPPCPAPEAA
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPREPQVYTLPP
SREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTV

DKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (Ei31% & 138)

>73C5vH58 91 &84

QVQLQESGPGLVKPSETLSITCTVSGFSLTDYAVHWIRQPPGKGLEWIGVIWSDGSTDYN
APFKSRVTISKDNSKSQVSFKMSSVTADDTAVYYCARKGGYSGSWFAYWGQGTLVTVS
SASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQS
SGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTK VDKRVEPKSCDKTHTCPPCPAPEAAG
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQ
YNSTYRVVSVLTVLHQDWLNGKEYKCK VSNKALPAPIEK TISKAKGQPREPQVYTLPPS
REEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK (B30 & 139)
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futk

BB

EHEH

B1

EIVLTQSPGTLSLSPGERATMSCTASSS
VSSSYFHWYQQKPGQAPRLLIYRTSIL
ASGVPDRFSGSGSGTDFTLTISRLEPE
DFATYYCHQFHRSPLTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASWV
CLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSF
NRGEC (E51& % 115)

QVQLVQSGAEVKKPGASVKVSCKASGYSFTS
SWIHWVRQAPGQGLEWIGEINPGNVRTNYNE
NFRNKATMTVDTSISTAYMELSRLRSDDTAV
YYCAVVFYGEPYFPYWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTKVDKRV
EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCK VSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYK TTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (E2318& & 125)

B2

EIVLTQSPGTLSLSPGERATMSCTASSS
VSSSYFHWYQQKPGQAPRLLIYRTSIL

QVQLVQSGAEVKKPGASVKVSCKASGYSFTS
SWIHWVRQRPGQGLEWIGEINPGNVRTNYNE
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ASGVPDRFSGSGSGTDFTLTISRLEPE

DFATYYCHQFHRSPLTFGQGTKLEIK

RTVAAPSVFIFPPSDEQLKSGTASVV
CLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSF

NRGEC (Bt 5 115)

NFRNRVTMTVDTSISTAYMELSRLRSDDTAV
YYCTVVFYGEPYFPYWGQGTLVTVSSASTKG
PSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTK VDKRVEP
KSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCK VSNKALPAPIEK TISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYK TTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPGK (F251% % 126)

B3

EIVLTQSPGTLSLSPGERATMSCTASSS
VSSSYFHWYQQKPGQAPRLLIYRTSIL
ASGVPDRFSGSGSGTDFTLTISRLEPE
DFATYYCHQFHRSPLTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASWVV
CLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKA
DYEKHKVYACEVTHQGLSSPVTKSF
NRGEC (K515 115)

QVQLVQSGAEVKKPGASVK VSCKASGYSFTS
SWIHWVKQAPGQGLEWMGEINPGNVRTNYN
ENFRNKVTMTVDTSISTAYMELSRLRSDDTA
VYYCTVVFYGEPYFPYWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTK VDKRV
EPKSCDK THTCPPCPAPEAAGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYK TTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (F2%1% % 127)

B4

QIVLTQSPGTLSLSPGERATMTCTASS
SVSSSYFHWYQQKPGQAPRLWIYRTS
RLASGVPDRFSGSGSGTDFTLTISRLEP
EDAATYYCHQFHRSPLTFGAGTKLEI
KRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKS
FNRGEC (E251 %% 118)

QVQLVQSGAEVKKPGASVKVSCKASGYSFTS
SWIHWVRQAPGQGLEWIGEINPGNVRTNYNE
NFRNKATMTVDTSISTAYMELSRLRSDDTAV
YYCAVVFYGEPYFPYWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTK VDKRV
EPKSCDK THTCPPCPAPEAAGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYK TTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (B 5% & 125)

B5

QIVLTQSPGTLSLSPGERATMTCTASS
SVSSSYFHWYQQKPGQAPRLWIYRTS

QVQLVQSGAEVKKPGASVKVSCKASGYSFTS
SWIHWVRQRPGQGLEWIGEINPGNVRTNYNE
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RLASGVPDRFSGSGSGTDFTLTISRLEP
EDAATYYCHQFHRSPLTFGAGTKLEI
KRTVAAPSVFIFPPSDEQLKSGTASV
VCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKS
FNRGEC (F 5% & 118)

NFRNRVTMTVDTSISTAYMELSRLRSDDTAV
YYCTVVFYGEPYFPYWGQGTLVTVSSASTKG
PSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTK VDKRVEP
KSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCK VSNKALPAPIEK TISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYK TTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPGK (B2%1% & 126)

B6

QIVLTQSPGTLSLSPGERATMTCTASS

SVSSSYFHWYQQKPGQAPRLWIYRTS
RLASGVPDRFSGSGSGTDFTLTISRLEP
EDAATYYCHQFHRSPLTFGAGTKLEI

KRTVAAPSVFIFPPSDEQLKSGTASV

VCLLNNFYPREAKVQWKVDNALQSG
NSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKS

FNRGEC (El%1% & 118)

QVQLVQSGAEVKKPGASVKVSCKASGYSFTS
SWIHWVKQAPGQGLEWMGEINPGNVRTNYN
ENFRNKVTMTVDTSISTAYMELSRLRSDDTA
VYYCTVVFYGEPYFPYWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTSGVHTFPAVLQSSGLYSLSS
VVTVPSSSLGTQTYICNVNHKPSNTK VDKRV
EPKSCDKTHTCPPCPAPEAAGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSHEDPEVKFNWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTV
LHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVK
GFYPSDIAVEWESNGQPENNYK TTPPVLDSD
GSFFLYSKLTVDKSRWQQGNVFSCSVMHEAL
HNHYTQKSLSLSPGK (E51& & 127)

gbooooag
gboooo

xB

EINE

BESES]

EHES

EIVMTQSPATLSVSPGVRATLSCKASQ
DVGTNVLWYQQKPGQAPRPLIYSASY
RHSGIPARFSGSGSGTEFTLTISSLQSE

DFAEYYCQQYSRYPLTFGQGTKLEIK

RTVAAPSVFIFPPSDEQLKSGTASVVC

LLNNFYPREAK VQWKVDNALQSGNS

QESVTEQDSKDSTYSLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSFNRG
EC (EF1% 5 124)

QVQLQESGPGLVAPSETLSLTCTVSGFSLTDY
AVHWIRQFPGKGLEWIGVIWSDGSTDFNAPF
KSRVTISKDTSKNQVSFKLSSVTTDDTAVYYC
ARKGGYSGSWFAYWGQGTLVTVSSASTKGP
SVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTKVDKRVEPK
SCDKTHTCPPCPAPEAAGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
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VEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYK TTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK (B 3% & 138)

EIVMTQSPATLSVSPGVRATLSCKASQ
DVGTNVLWYQQKPGQAPRPLIYSASY
RHSGIPDRFSGSGSGTEFTLTISSLQSE

DFAVYYCQQYSRYPLTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAK VQWK VDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSFNRG
EC (B231& 5 123)

QVQLQESGPGLVKPSETLSITCTVSGFSLTDY
AVHWIRQPPGKGLEWIGVIWSDGSTDYNAPF
KSRVTISKDNSKSQVSFKMSSVTADDTAVYY
CARKGGYSGSWFAYWGQGTLVTVSSASTKG
PSVFPLAPSSKSTSGGTAALGCLVKDYFPEPV
TVSWNSGALTSGVHTFPAVLQSSGLYSLSSV
VTVPSSSLGTQTYICNVNHKPSNTK VDKRVEP
KSCDKTHTCPPCPAPEAAGGPSVFLFPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCK VSNKALPAPIEK TISKAKG
QPREPQVYTLPPSREEMTKNQVSLTCLVKGF
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHN
HYTQKSLSLSPGK (B2 518 % 139)

EIVMTQSPATLSVSPGVRATLSCKASQ
DVGTNVLWYQQKPGQAPRPLIYSASY
RHSGIPDRFSGSGSGTEFTLTISSLQSE

DFAVYYCQQYSRYPLTFGQGTKLEIK
RTVAAPSVFIFPPSDEQLKSGTASVVC
LLNNFYPREAK VQWKVDNALQSGNS
QESVTEQDSKDSTYSLSSTLTLSKADY
EKHKVYACEVTHQGLSSPVTKSFNRG
EC (B3I 5 123)

QVQLQESGPGLVAPSETLSLTCTVSGFSLTDY
AVHWIRQFPGKGLEWIGVIWSDGSTDFNAPF
KSRVTISKDTSKNQVSFKLSSVTTDDTAVYYC
ARKGGYSGSWFAYWGQGTLVTVSSASTKGP
SVFPLAPSSKSTSGGTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVV
TVPSSSLGTQTYICNVNHKPSNTK VDKRVEPK
SCDK THTCPPCPAPEAAGGPSVFLFPPKPKDT
LMISRTPEVTCVVVDVSHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCK VSNKALPAPIEK TISKAKGQ
PREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYK TTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK (B2 3% & 138)
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73
NCI/ADR- F6F | 76E10E | 78C | 81A | 81B4 | 89A12 | 172C8 | 67E7E
RES 33D10 | 73C5 8 8 8D1 | 1D1 E11l B8 B12 8
YIER % 1L-36a
pNFkB IC90 (nM) 1.7 34 2.8 ND 5.8 2.7 1.7 ND ND ND
PIEE IL-36b
IC90 (nM) 1.3 3.4 3 ND 6.8 4.2 14 ND ND ND
LW 1L-36g
IC90 (nM) 1.1 2.5 15 1.9 4.6 2.2 1.2 145 3.8 >67
IR IL-36a
GM-CSF IC90 (nM) 0.8 4.8 59 ND 7.1 1.2 0.8 ND ND ND
TR R 1L-36b ND ND ND
IC90 (nM) 06 | 14 |17] ND 2 |12 ] 03
YW 1L-36g ND ND ND
1C90 (nM) 0.5 2 14| nD 17 | 07 | 04
tIERE IL-36a ND ND ND
IL-6 IC90 (M) 0.8 19 [ 19| nD 14 | 17 | 08
YIERE IL-36b ND ND ND
IC90 (nM) 0.5 3.8 5.1 ND 5.8 53 0.3
IR IL-36g ND ND ND
IC90 (nM) 0.3 1.9 2.2 ND 1.3 0.8 0.2
& IL-36a ND ND ND
IL-8 IC90 (nM) 0.6 3.3 3.2 ND 4.7 1.9 0.7
YIERE IL-36b ND ND ND
IC90 (nM) 0.6 0.6 0.8 ND 1.1 0.5 0.2
YIKTE IL-36g ND ND ND
IC90 (nM) 0.5 1.4 0.9 ND 1.4 0.5 0.3
BaF cyno
PIERE IL-36a
pNFKB | 1C90 (nM) >4000 | 0.2 |05 | >4000 | 1 | 06 | 2.4 | >4000 | 4000 | >4000
PIEE IL-36b
IC90 (nM) >333 1.6 0.7 >333 2.1 09 35 >333 >333 >333
LIERE IL-36g
IC90 (nM) >333 15 0.8 >333 15 1 5.1 >333 >333 >333
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NCI/ADR-RES C33D10 C73C5 (81B4
PIErEY 1L-36a 1C90 1.3
pNFxB (nM) 1.9 2.1
N & 1L-36b 1C90 0.9
(nM) 2 0.9
LIEE IL-36g 1C90 0.4 10
(nM) 1.3 1.8
PIErE IL-36a 1C90 ND
GM-CSF (nM) 0.3 0.9
PIET & IL-36b 1C90 ND
(nM) 0.3 1.1
PIErE IL-36g 1C90 ND
(nM) 0.3 0.7
PIETE 1L-36a 1C90 ND
IL-6 (nM) 0.4 2.1
PIERrE IL-36b 1C90 ND
(nM) 0.6 6.7 20
I E 1L-36g 1C90 ND
(nM) 0.7 6
Yl 2 1L-36a 1C90 0.4
IL-8 (nM) 0.4 0.7
YA 1L-36b 1C90 01
(nM) 0.3 0.4
IR |L-36g 1C90 01
(nM) 0.2 0.4
PIHTEY IL-36a 1C90 ND
TNFa. (nM) 2.4 2.5
1T E IL-36b 1C90 ND w0
(nM) 0.9 7.9
P IL-36g 1C90 ND
(nM) 0.6 1.3
BaF cyno -
YI#FE! 1L-36a 1C90 42
pNFkB (nM) ND 1.2
Y1 E 1L-36b 1C90 48
(nM) ND 4.1
PIErE IL-36g 1C90 28
(nM) ND 4.3
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sa—y HEK-IL-36R fila~® ECso(M) &
33D10 4.748e-010

67E7 5.321e-010

73F6 7.456e- 010

76E10 4.257e-010

78C8 5.289e-010

81A1 2.795e-010
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OOO0OD0D0OO0O000O0O0OBIo-Rad, Hercules, CAODOOOOOODOOODOOOOOOODO
gboooooboooboobotboboooobooboboboooooboboboboooono
obobooooboobooboobooboooobooboboboooooboboboboooonn
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£ 5- £ MEBRE | IL-36R ik D 23 F R U HilafE S Rt

Fitk (LC + HC) Ko + B#{RZE (pM) ECgo (nM)
B1-32_138 + 33_49 27 +2.5 2.0

B2-32_138 + 33_85 32154 2.3

B3-32_138 +33_90 20+2.2 1.4

B4 - 32_105 + 33_85 35+37 1.5

B5 - 32_105 + 33_90 24+76 1.7

B6 - 32_105 + 33_49 41+4.9 1.7
Oooogood
go0oooooodfoocoobuoooouo oo oo o oo oot ouoDooao
O0o00ooo0ooooooo oo oo oo o oo o o oo oo oo oooooooan
goo0ooogooooggooygooog ooy obOyoyoog ooy DDLU o oo
go0oo0ooo0o0dk 0o boyoooo oo Do oo ooao
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3= 6: £ #88: NCI/ADR-RES #ifa7 v A 12813 £ MEHEDEYH [ICs (NM)]

(25 EE 2 DODEBDFHIZFEL R, 71 V51 THBIE, BRICOVDTHEL -
REBUORECEMDEZZEFRSILH2)

yAVE | Bl B2 B3 B4 B5 B6 c1 C2 c3
PNFic | SIFEIL ) 59 | 53 | 23 | 17 | 26 | 1.8 | 46 | 97 | o8
B 36a
w%ﬁi 1 34 3.4 2.9 2.2 2.8 2.4 5.5 8.6 5.6
Uj&gfé 1 25 2.3 2.1 1.5 1.5 1.5 3.4 6.1 5.1
IL-8 mffi | a0 2.8 2.3 2.6 2.6 2.2 NA NA NA
mgfé 1 32 2.9 2.7 2.9 2.5 2.3 NA NA NA
mfg”é 1 40 3.5 3.4 3.2 2.8 2.4 NA NA NA
gooooao

ooooboooooooboooooobooboooobooooboobOooooobooooooDon
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god0ooo0o0ooo0ooo0o0ooooooo0oooooo oo oo oooOooooooon0onao
gooooodoobooo0obooooooooooobooooooooooobood
godtdoododooooooooooouooouooooooooooooooooooOonoao
0oooooooooobo bbb o0oooooooooonan
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gooooao
ooooao
RT(F1rVe1TH5ElE, BEICOODTHBELEREBRETERDHEFEFRILH -
%)
NHK 33D10 | 73C5 | 73F6 78C8 81A1 81B4

tIBT R IL-

36a 1C90 1.8 10.7 8.2 11.6 ND 1.3
pNFxB (nM)

DI E IL-

36b 1C90 2.3 14.4 5.2 14.2 ND 1.1

(nM)

DIBrE IL-

36g 1C90 0.8 1.7 1.3 10.6 ND 0.5

(nM)

I IL-

36a 1C90 1.5 20.8 17.8 19.3 ND 0.7
IL-8 (nM)

LIBT R IL-

36b 1C90 3.0 46 26 34 ND 1.2

(nM)

DIErE IL-

36g 1C90 0.8 2.4 2.1 3.6 ND 0.5

(nM)
ogooooao
ogoooao

K8 HAIREM7SF/ A PPy EAITEITSHFASH IL-36R HEDZ 7
(1 V51 THBlE, BEICOODTHBLEREEVRETERDHEEFRILH o)

NHK C73C5 | C81A1 | (C81B4
LR R |L-

pNFxB |2gﬁ0§(:nl:\-/|)36a 20.5 ND 1.4
LR R |L-
I??E (n|||\-/|)36b 83 7.1 1.8
LR R |L-
ég?(tnlkn)%g 1.4 ND 0.5
IR R |L-

IL-8 égz(nllbl)%a 29.7 | 234 1.2
T w3 | | ua
IR R |L-
w36 | s | 1 | o
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®9: RE T SF/ YA Ty EAIZEITSHE MERIL-36R HLlEDR A
(71 V81 T, BBICODTHBELEREBORE TEEDEEFEFRSLH o)

ik BI 1 BI 2 BI3
P I1-36a
pNFKB | 1C90 (M) 2.9 2.1 2:2
B IL-36b
3.6 2.9 19
190 (nM)
MR IL-36g
o () 1.0 13 0.7
P IL-36a
23 2.8 18
I8 | 1C90 (nM)
MR IL-36b
. 1 .
190 (nM) 3.9 4 3.5
YIERE IL-36g
206 () 0.8 0.8 0.8
Ooodoo0odgauod
godooododoooooiboooo oo oo oD oo oD oo o oD oo oogda
JdooodoDoooooooooooooDuooooDoooooo oo oo oooDooodg
oo0o0oooooooooo/Z0000 0000000000 o0o0o0o0ooooogogodg
godooodooogdano O godoooodooDodooooooooooooooooogoan
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gooo0oogoooooooooooooo oo oo oL oo oo DD oo ooao
godooodoooodooooooooooDooooooao 0o Oo0ooooooooao
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F10: IRk FaLRMBRT v EAICHETHIIRHIL-36R kDR 7
(71 Y81 T3k, BHICOOVTHBLEREERETERDBEEEFRESLH o)

- 73C5 81B4
TR E |-
s (ﬁﬁ)i IL-36a 1C90 21 1.3
;:ﬁg;;g IL-36b 1C90 20 7.4
;:ﬁg;jg IL-36g IC90 32 9.5
LIErE IL-
N (ﬁﬂ) IL-36a 1CS0 123 5.8
:ﬂg;ﬂ IL-36b 1C90 154 9.8
aﬂ;ﬂ IL-36g 1C90 ND 16
obooooag
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£ 11: HRE FBGREFERT v £ S50 5 THRRUE A FH IL-36R HEOHA
(F1 Y81 Tl BECOOWTHELEREEODEECIMDEEFRILH k)
HIM 81B4 C81B4
Y& 1IL-36a 1C90
pNFxB (nM) / 6.2
& IL-36b 1C90
(M) 4 2.3 20
I # IL-36g IC90
(M) 3.6 0.9
Y E 1L-36a 1C90
IL-8 (M) 2 2:3
I & IL-36b 1C90
(M) 2.3 1.4
LR E IL-36g 1C90
(M) 2.9 2
ooooo0 30
ooooao
#12: O E FBHRESEIAT v 41255 E Mef IL-36R HEDZ N
(71 V51 THBIL, BRIZOUTHBLARE B RECEROEEERS Lo 7)
HIM B3 B5 B6
IR I1L-36a
pNFKB | 1C90 (nM) 9.8 >4 3.2 y
Y E |L-36b
€90 (M) 3.7 1.7 2.8
YW 1L-36g
€90 (M) 2.6 1.7 3.7
YIErE! 1L-36a
L8 1C90 (M) 4.4 3.8 2.1
tIERE! 1L-36b
1C30 (nM) 2.8 2.6 2.0
CIERE IL-36g
€90 (nM) 5.8 6.7 5.2
oooooo 50
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K13: IR E FERBHEFHERT v A IIBEFE5IVRRUF A 55 IL-36R HifdD R 7
(FAVE4THBRER, BRITOVTERLERIEVRETEEOETERESGEN o)

. 81B4 C81B4
YIHFE IL-
. (ﬂﬂ) IL-36a 1C90 1.9 1.8
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33D10 20 ng/mL IL-36y 38.63 6.7
00o0o000

oooooooooboooobooooooooooboooooooboboooobooo

10

20

30

40

50



(90) JP 6289375 B2 2018.3.7

000000 O00o0QoOooooooo

0000000000000 00000000000000000000000000a0

0000000000000 000000O000000D0o0Do00oo0oUoOooooooon

000000000 O0QO0DOooooooooQ

0000000000000 000000000000000wg/MIDO0O0O0O0O000O0

00000000000 D000y 0O00ng/mMIDO000DO0DO00DODOOOODODOO0OR

O00Ong/mLOR & D Systems0 000000000000 DOODODODODOODO, OO

0000000000000 O0O00O0O0D0O0O0O00O0OO0DO0OO0DOoOoOooUooOooooooOon

0000000000000 000000000o0o0oDooooooooooooQ®Aaa

Y 0QooU0U000000000000000000D000O0U0O00+00000000

OOooooooooo

oooooo

Oooooo

=17

15 S100A7 15 S100A12

ik vEEVES - 2RI +/- FHERE Se18 4/ B
ik L TL 1.00+0.79 1.00 £ 0.47
33D10 TL 3.92+0.36 1.93+0.02
kL 20 ng/mL IL-1B 76.03 + 24.66 47.84 £9.24
33D10 20 ng/mL IL-1B 9583 +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

Ooooooo

0000000000000 000000o0D00o0oUooooooooon

0000000000000 00000D0O000000DO00DO00oO0oUoOooooooon

0000000000000 O00O0DO0O00O0O0O00O0OO0DO0OOoDO0O0oO0DoOoDoOooooooon

Oo0ooooo

0oooooao

0000000000000 O0O00O0O0D0O0O0O00O0OO0DO0OO0DOoOoOooUooOooooooOon

00000000000 D00000000000000pe/MIDOO0ODOOO0OO0DODOOO0

0 O O Toxin Technologies, Florida, USAD OO OO U/mIDO00O0OODOODOO O Peprot

ech Inc., Oosterhout, The NetherlandsO O OO 00 O0O0O0OOO0OOOODOOODOOODRDO

oo ooooogoQooooo

Ooooooooogooooao

I . s I O

oo ooooogogQgooooo

oo
g
u

o

OooooooQooT 0Ooodg
O Ooooo

O O0Oo0ooood

00000000000 D0000000x00%00000000000
gboooobobobobooobobooboboooan

ooobooocoooboooobooobooooboooooooooooao

mbooooooOooboooooooboboboboooooboboboonn

0dooooodoDoooobooooooDooDoobooooooDooDoooooao
0000000 O0oDOO0DbO0oo00Do0ooDoDODO0DbOooOoooDOooDOoDbDOobOoano
oobooobobooboboo0obbooogv2.7, Munster, Germanyd O 0O 0O 0O
0dooo0oooDooDoooooooDooDo0oDooDoooDooDoooooag
0o0o0o0DoDooDobOoooooaag

0o0oo0oo0oDooDo0oDoo0ooooDooDo0oDooDoooDooDoooooag

20

30

40

50



(91)

ooooooooooon

JP 6289375 B2 2018.3.7

Ooo0ogood
gooogao
% 18
EHREE (LM) RARKE (uM)
WNE iy SD N SEM | F1§ SD N SEM
HENE 1014 | 344 16 86 |147.1 35.0 16 8.7
EesJ)L | 106.0 | 31.9 9 106 |151.6| 489 9 16.3
33D10 93.4 24 1 10 76 |1309]| 308 10 9.7
gooogood
ooogao
=19
FEHREE (WM) BRAREE (uM)
nE I SD N SEM | Fi§ SD N SEM
HENE 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 | 35.1 34.1 20 7.6
googood
o000y oo oo by oo Dby oo ogoao
go0ooooooopooogbuogoouotoouooouoodog
0000000000000 o000 oo oo oo o o oo oo o oooooonOoOoan
gooooogoogooogbuoygooooog ooy bOyooyoo ooy Dby oo oo
goooooooofoouopouogo oo oo by oD pDbDoo oo ogo
0000000000000 oo o0 oo oo o oo o o oo oo o ooooooooan
OO0O0OmMOO 0000 OxOd0O0OmlDO 0000000000 ooooooooooOooan
gooooogooofoooouotoo oo oo by oD oo oo ogao
0000000000000 oooooo o oooooogao
OoOooogao

10

20

30



(92) JP 6289375 B2 2018.3.7

ogoooao
* 20

#a4ra #RhI> k x 1075
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