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00

SEQID NO 1: IL-18 TE k—71: Tyr-Phe-Gly-Lys-Leu-Glu-Ser-Lys-Leu-Ser-Val-lle-Arg-Asn

SEQ ID NO 2: IL-18 TE k— 7 2: Phe-lle-lle-Ser-Met-Tyr-Lys-Asp-Ser-GIn-Pro-Arg-Gly-Met-
Ala-Val-Thre-lle-Ser-Val-Lys

SEQ ID NO 3: IL-18 T E b—7 3: Glu-Met-Asn-Pro-Pro-Asp-Asn-lle-Lys-Asp-Thr-Lys-Ser-
Asp-lle-lle-Phe

SEQID NO 4: IL-18 TE b—7 4: Tyr-Phe-Gly-Lys-Leu-Glu-Ser

SEQID NO 5: IL-18 TE b—7 5: Tyr-Lys-Asp-Ser-GIn-Pro-Arg-Gly-Met-Ala

SEQID NO 6: IL-18 TE b— 7 6: Asp-Asn-lle-Lys-Asp-Thr-Lys

SEQIDNO 7: IL-18 #&& % > /3% & (IL-18BP)

SEQ ID NO: 8: 13 7 = / E&') > H—E%| : Glu-Phe-Gly-Ala-Gly-Leu-Val-Leu-Gly-Gly-
GIn-Phe-Met

SEQ ID NO: 9: #ufk 107C6 VH B3Il

SEQ ID NO:10: itk 107C6 VK B2 5|

SEQ ID NO: 11: iu{k 108F8 VH EZ 5|

SEQ ID NO: 12: #a{k 108F8 VK E23l|

SEQ ID NO: 13: 1k 109A6 VH &5

SEQ ID NO: 14: fi{k 109A6 VK E23I|
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SEQ ID NO

115

ik 111A6 VH B2 51

SEQ ID NO

(60) JP 2016-536332 A 2016.11.24

. 16: fufk 111A6 VK B2 51 1

SEQ ID NO

174K 111A6 VK E23 2

SEQ ID NO

118

: Itk 131B4 VH B2l

SEQ ID NO

119

: fufk 131B4 VK E25|

SEQ ID NO:

20

: fufk 131E8 VH E2 51l

SEQ ID NO:

SEQ ID NO:

22

: fuik 131E8 VK E2 51|

SEQ ID NO:

23

: ik 132H4 VH &2 51

SEQ ID NO:

24

: ik 132H4 VK E251

SEQ ID NO:

25

: $u4K 133A6 VH E251l

SEQ ID NO:

20

: futk 133A6 VK EC5|

SEQ ID NO:

27

SEQ ID NO:

28

SEQ ID NO:

29

: 4k 107C6 VH B3l
: fuik 107C6 VH B3l
: fufk 107C6 VH B3l

Ser Met Asp Tyr
SEQ ID NO: 30: Hiufk 107C6 VK B2 5|

Arg Lys Asn Tyr
SEQ ID NO: 31: fiifk 107C6 VK E 5l

SEQ ID NO: 32: #iufk 107C6 VK E2 5l

SEQ ID NO: 33: #iutk 108F8 VH E23|

SEQ ID NO: 34: itk 108F8 VH B3|

SEQ ID NO: 35: #iufk 108F8 VH E25ll

Ser Met Asp Tyr
SEQ ID NO: 36: fiifk 108F8 VK EZ3l

Arg Lys Asn Tyr

SEQ ID NO:

37

SEQ D NO:

38

SEQ ID NO:

39

SEQ ID NO:

40

SEQ ID NO:

41

SEQ ID NO:

42

Thr Tyr

SEQ ID NO:

43

: 5Lk 108F8 VK B3l
: futk 108F8 VK B3l

1

21: #uik 131E8 VH E23l 2

CDR1: Gly Tyr Thr Phe Thr Asn Tyr Gly
CDR2; lle Asn Thr Tyr Ser Gly Val Pro
CDRa3: Ala Arg Glu Gly Tyr Ser Thr Thr Arg

CDR1: GIn Ser Leu Leu Asp Ser Arg Thr

CDR2: Trp Ala Ser

CDR3: Lys GIn Ser Tyr Asn Leu Arg Thr
CDR1: Gly Tyr Thr Phe Thr Asn Tyr Gly
CDR2: lle Asn Thr Tyr Ser Gly Val Pro
CDRS3: Ala Arg Glu Gly Tyr Ser Thr Thr Arg

CDR1: GIn Ser Leu Leu Asp Ser Arg Thr

CDR2: Trp Ala Ser
CDRa3: Lys GIn Ser Tyr Asn Leu Arg Thr

: Jufk 109A6 VH BE%Il CDR1: Gly Phe Lys lle Lys Asp Thr Tyr
: ik 109A6 VH E25| CDR2: lle Asp Pro Ala Asn Gly Asn Thr
: Juik 109A6 VH E23 CDR3: Ala Gly Tyr Val Trp Phe Ala Tyr
-}tk 109A6 VK 25l CDR1: Gln Arg Leu Val His Ser Asn Gly Asn

=ik 109A6 VK B3l CDR2: Thr Val Ser

SEQ D NO:

44

SEQ ID NO:

45

SEQ ID NO:

46

: ik 109A6 VK E%| CDR3: Ser GIn Ser Thr Leu Val Pro Trp Thr
: $1iX 111A6 VH E25| CDR1: Gly Phe Lys lle Lys Asp Thr Tyr
ik 111A6 VH B3I CDR2: lle Asp Pro Ala Asn Gly Asn Thr
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SEQ ID NO: 47: #nfk 111A6 VH &% CDR3: Ala Gly Tyr Val Trp Phe Ala Tyr
SEQ ID NO: 48: itk 111A6 VK &3l 1 CDR1: Ser Ser Val Ser Ser Ser Tyr

SEQ ID NO: 49: fifk 111A6 VK &% 1 CDR2: Ser Thr Ser

SEQ ID NO 50: ik 111A6 VK &%l 1 CDR3: GIn GIn Tyr Ser Gly Tyr Pro Leu
Thr

SEQ ID NO: 51: fiif& 111A6 VK E2%l 2 CDR1: GIn Arg Leu Val His Ser Asn Gly
Asn Thr Tyr

SEQID NO: 52: fitk 111A6 VK E2%| 2 CDR2: Thr Val Ser

SEQ ID NO: 53: fif& 111A6 VK E2%l 2 CDR2: Ser GIn Ser Thr Leu Val Pro Trp
Thr

SEQ ID NO: 54: fnfk 131B4 VH E25I CDR1: Gly Phe Lys lle Lys Asp Thr Tyr
SEQ ID NO: 55: itk 131B4 VH &%l CDR2: lle Asp Pro Ala Asn Gly Asn Thr
SEQ ID NO: 56: fiufk 131B4 VH &%l CDRS3: Ala Gly Tyr Val Trp Phe Ala Tyr
SEQ ID NO: 57: fittk 131B4 VK E25I CDR1: GIn Ser Leu Val His Ser Asn Gly Asn
Thr Tyr

SEQ ID NO: 58: fafk 131B4 VK &%l CDR2: Lys Val Ser

SEQ ID NO: 59: itk 131B4 VK B2%| CDR3: Ser GIn Ser Ser Leu Val Pro Trp Thr
SEQ D NO: 60: #ivik 131E8 VHEHI 1 CDR1: Gly Phe Ser Leu Pro Asn Tyr Gly
SEQID NO: 61: fifk 131E8 VH &5 1 CDR2: lle Trp Ser Gly Gly Ser Thr

SEQ ID NO: 62:#iuik 131E8 VHERS 1 CDR3: Ala Arg Asn Phe Tyr Ser Lys Tyr
Asp Tyr Ala Met Asp Tyr

SEQ ID NO: 63: fnfk 131E8 VH E25| 2 CDR1: Gly Tyr Thr Phe Thr Ser Tyr Trp
SEQ ID NO: 64: fnfk 131E8 VH &2l 2 CDR2: lle Asn Pro Asn Ser Gly Ser Thr
SEQ ID NO: 65: fnfx 131E8 VH E2%ll 2 CDRS3: Ala Arg Leu Gly Asp Tyr

SEQ ID NQ: 66: fiuf&x 131E8 VK E2%l CDR1: Ser Ser Val Ser Tyr

SEQID NO: 67: fivik 131E8 VK &5l CDR2: Asp Thr Ser

SEQ ID NO: 68: fit#k 131E8 VK E2%| CDRS3: Phe GIn Gly Ser Gly Tyr Pro Leu Thr
SEQ ID NO: 69: fiit#k 132H4 VHE2%I CDR1: Gly Phe Thr Phe Ser Asn Tyr Ala
SEQ ID NQO: 70: ik 132H4 VHES CDR2: lle Ser Ser Gly Gly Ala Asn lle

SEQ ID NO: 71: fifk 132H4 VHE25 CDR3: Ala Arg Gly Asp Tyr Phe Asn His
Phe Trp Phe Ala Tyr

SEQ ID NO: 72: itk 132H4 VK &5l CDR1: GIn Ser lle Val His Ser Asn Gly Asn
Thr Tyr

SEQ ID NO: 73: fiufk 132H4 VK B2%I CDR2: Lys Val Ser

SEQ ID NO: 74: tak 132H4 VK &2%I CDR3: Phe GIn Gly Ser His Val Pro Trp Thr
SEQ ID NO: 75: ik 133A6 VH &% CDR1: Gly Phe Thr Phe Ser Asn Tyr Ala
SEQ ID NQ: 76: Hifk 133A6 VH &5 CDR2: lle Ser Ser Gly Gly Gly Asn lle
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SEQ ID NO: 77: itk 133A6 VH BL5ll CDR3: Ala Arg Gly Asp Tyr Ser Asn Tyr Phe
Trp Phe Ala Tyr

SEQ ID NO: 78: #ii{k 133A6 VK E25ll CDR1: GIn Ser lle Val His Ser Asn Gly Asn
Thr Tyr

SEQ ID NO: 79: #ifk 133A6 VK B3 CDR2: Lys Val Ser

SEQ ID NO: 80: #itk 133A6 VK B3Il CDR3: Phe GIn Gly Ser His Val Pro Trp Thr
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BEL: |B5Lf:

IL-18 IL-18

OD450 | OD450

nm nm
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= pgiml | P9 1Ky =4x10° 9
m 10M
1 BE % 2097 |- 40.4 29.7
2 B mE 1255 |- 24.7 28.9
3 B 5 189.7 |- 28.0 40.6
4 RE % 2847 |- 65.9 23.6
5 B & 2272 |- 555 22.0
6 B & 319.7 |- 56.4 33.2
7 B % 1455 |- 26.4 32.0
8 B % 206.3 |- 59.4 17.6
9 B & 323.0 |- 56.5 33.5
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11 £ rh 3 g 3 1158.8 | - 52 151.3
12 A 3% 3769.0 |- 170.9 151.9
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14 o 3% 1978.8 | - 104.7 128.0
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| A
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20 BEER ) < F I #% 416.3 - 39.9 66.8

21 BRER ) U< F mi& 281.3 - 67.5 22.6

22 B ) < F & 490.5 - 42.7 74.4

23 BEE ) < F ;& 337.2 - 52.2 38.8

24 BEE ) < F by 342.2 - 53.5 38.3

25 BEER ) O F ;& 677.2 - 90.6 46.2 0

26 B o< TF by 238.8 - 41 34.2

27 BE& 1) O < F ;& 183.8 - 41 24.7

28 BEEi ) O F ;& 385.5 - 41.6 58.6
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BEHizhit-
© W | R I8 | oo
pg/ml | pg/ml | Kp =4x10"
1UM

1 m;E 6699 9.6 1366.5 32.6
1 EIER 439 15.8 | 439 -
2 m;F 713 225 |564.3 2.0
3 & 106026 | 3.2* 59030 50.4
4 & 225456 | 24.9 | 157207 68.1
5 my& 175589 | 23.6 | 139614 36.1
6 m;& 35045 | 2.5" 8908 45.6
7 & 17714 | 22.4 | 634.8 206.0
7 RIRR& 133325 | 21.3 | 11162 193.6
8 & 25020 | 21.1 1277.4 153.7
9 my& 3625 249 |394.7 60.8
10 17.02.2006 | ;& 11401 | 7.7 6062 11.3
10 11.06.2007 | ;& 79942 | 31.6 | 62035 19.1
10 06.04.2009 | m;& 37372 | 18.9 | 22252 19.2
10 06.08.2010 | m;& 185157 | 12.1 10566 282.9
10 06.06.2012 | ;& 131561 | 11.2 | 4091 341.2
11 03.01.2006 | m;& 150669 | 34.3 | 114012 37.2
11 04.04.2007 | m;& 106026 | 26.2 | 63543 45.2
11 20.10.2008 | m;& 225456 | 23.6 | 70633 163.0
11 21.04.2010 | m;& 175589 | 23.3 | 116583 59.8
12 02.06.2009 | m;& 3625 8.0 1633 10.5
13 10.03.2010 | ;& 439 4.8 [151.2 13.7
14 17.07.2009 | ;& 133325 | 19.3 | 21118 144 .4
15 24.07.2006 | ;& 35045 | 14.3 | 14628 29.3
16 25.04.2007 | m;& 17714 | 8.0 4075 36.6
16 10.06.2010 | ;& 25020 | 6.4 2592 82.4
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107C6

VH DNA &5 :

ATGGGTTGGGTGTGGACCTTGCCATTCCTGATGGCAGCTGCCCAAAGTATCCA
AGCACAGATCCAGTTGGTGCAGTCTGGTCCTGAACTGAAGAAGCCTGGAGAGA
CAGTCAAGCTCTCCTGCAGGGCTTCTGGATATACATTCACAAACTATGGAATGA
ACTGGGTGAAGCAGGCTCCAGGAAAGGGTTTAAAGTGGATGGGCTGGATAAA
CACCTACTCTGGAGTGCCAACATATGCTGATGACTTCAAGGGACAGTTTGCCTT
CTCTTTGGAAACCTCTGCCGCCACTGCCTTTTTGCAGATCAACAACCTCAAAGA
TGAGGACACGGCTACATATTTTTGTGCAAGAGAGGGATATAGTACTACCAGGT
CTATGGACTACTGGGGTCAAGGAACCTCAGTCACCGTCTCCTCAGCCAAAACG
ACACCCCCATCTGTCTATCCACTGGCC

VH 7 5/ BEESY :

MGWVWTLPFLMAAAQSIQAQIQLVQSGPELKKPGETVKLSCRASGYTFTNYGMN
WVKQAPGKGLKWMGWINTYSGVPTYADDFKGQFAFSLETSAATAFLQINNLKD
EDTATYFCAREGYSTTRSMDYWGQGTSVTVSSAKTTPPSVYPLA

VK DNA B25Y :

ATGGAGTCACAGTCTCAGGTTCTTATATTGCTGCTGCTATGGGTATCTGGTACC
TGTGGGGACATTGTGATGTCACAGTCTCCATCCTCCCTGGCTGTGTCAGCAGG
AGAGAAGGTCACTATGAGCTGCAAATCCAGTCAGAGTCTGCTCGACAGTAGAA
CCCGAAAGAACTACTTGGTTTGGTACCAGCAGAAACCAGGGCAGTCTCCTAAA

CTGCTGATCTACTGGGCATCCACTAGGGGATCTGGGGTCCCTGATCGCTTCAC
AGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCAGTGTGCAGGCTG
AAGACCTGGCAGTTTATTACTGCAAACAATCTTATAATCTTCGGACGTTCGGTG

GAGGCACCAAGCTGGAAATCAAACGGGCTGATGCTGCACCAACTGTATCCATC
TTCCCACCATCCAGTGAGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTT

CTTGAACAACTTCTACCCCAAA

VK73 /B3 :

MESQSQVLILLLLWVSGTCGDIVMSQSPSSLAVSAGEKVTMSCKSSQSLLDSRTR
KNYLVWYQQKPGQSPKLLIYWASTRGSGVPDRFTGSGSGTDFTLTISSVQAEDL
AVYYCKQSYNLRTFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFY
PK
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VH DNA B25Y :

ATGGGTTGGGTGTGGACCTTGCTATTCCTGATGGCAGCTGCCCAAAGTATCCA
ATCACAGATCCAGTTGGTGCAGTCTGGTCCTGATTCGAAGAAGCCTGGAGAGA
CAGTCAAGCTCTCCTGCAGGGCTTCTGGATATACATTCACAAACTATGGAATGA
ACTGGGTGAAGCAGGCTCCAGGAAAGGGTTTAAAGTGGATGGGCTGGATAAA
CACCTACTCTGGAGTGCCAACATATGCTGATGACTTCAAGGGACAGTTTGCCTT
CTCTTTGGAAACCTCTGCCGCCACTGCCTTTTTGCAGATCAACAACCTCAAAGA
TGAGGACACGGCTACATATTTTTGTGCAAGAGAGGGATATAGTACTACCAGGT
CTATGGACTACTGGGGTCAAGGAACCTCAGTCACCGTCTCCTCAGCCAAAACG
ACACCCCCATCTGTCTTCCCCCTGGCACCT

VH 7 3 / BERSY

MGWVWTLLFLMAAAQSIQSQIQLVQSGPDSKKPGETVKLSCRASGYTFTNYGMN
WVKQAPGKGLKWMGWINTYSGVPTYADDFKGQFAFSLETSAATAFLQINNLKD
EDTATYFCAREGYSTTRSMDYWGQGTSVTVSSAKTTPPSVFPLAP

VK DNA 8234 .

ATGGGCTTCAAGATGAAGTCAGTCGACCTGGTTCTTATATIGCTGCTGCTATGG
GTATCTGGTACCTGTGGGGACATTGTGATGTCACAGTCTCCATCCTCCCTGGC
TGTGTCAGCAGGAGAGAAGGTCACTATGAGCTGCAAATCCAGTCAGAGTCTGC
TCGACAGTAGAACCCGAAAGAACTACTTGGTTTGGTACCAGCAGAAACCAGGG
CAGTCTCCTAAACTGCTGATCTACTGGGCATCCACTAGGGGATCTGGGGTCCC
TGATCGCTTCACAGGCAGTGGATCTGGGACAGATTTCACTCTCACCATCAGCA
GTGTGCAGGCTGAAGACCTGGCAGTTTATTACTGCAAACAATCTTATAATCTTC
GGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAACGGGCTGATGCTGCACC
AACTGTATCCATCTTCCCACCATCCAGTGAGC-
AGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGAACAACTTCTACCCC

VK 7 5 / BiEESY :

MGFKMKSVDLVLILLLLWYSGTCGDIVMSQSPSSLAVSAGEKVTMSCKSSQSLLD
SRTRKNYLVWYQQKPGQSPKLLIYWASTRGSGVPDRFTGSGSGTDFTLTISSVQ
AEDLAVYYCKQSYNLRTFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFL
NNFYP

gooboooagd
11146

VH DNA 823y .

ATGAAATGCAGCTGGGTTATGTTCTTCCTGATGGCAGTGGTTACAGGGGTCAA
TTCAGAGGTTCAGCTGCAGCAGTCTGGGGCAGAACTTGTGAAGCCAGGGGCC
TCAGTCAAGTTGTCCTGCACAGCTTCTGGCTTCAAAATTAAAGACACCTATATA
CACTGGGTGATCCAGAGGCCTGCACAGGGCCTGGAATGGATTGGAAGGATTG
ATCCTGCGAATGGTAATACTATTTATGGCTCAAAGTTCCAGGGCAAGGCCACTC
TAACAGCGGACACATCATCCAACACAGCCTACATTCACCTCAGCAGCCTGACA
TCTGGGGACTCTGCCGTCTATTACTGTGCGGGCTACGTTTGGTTTGCTTACTG
GGGCCAAGGGACTCTGGTCACTGTCTCTGCAGCTACAACAACAGCCCCATCC
GTCTTCCCCCTGGCACCA

VH 7 3 / BkEE%Y :

MKCSWVMFFLMAVVTGVNSEVQLQQSGAELVKPGASVKLSCTASGFKIKDTYIH
WVIQRPAQGLEWIGRIDPANGNTIYGSKFQGKATLTADTSSNTAYIHLSSLTSGDS
AVYYCAGYVWFAYWGQGTLVTVSAATTTAPSVFPLAP

VK DNABZSI1:

ATGGATTTTCAGGTGCAGATTTTCAGCTTCTTGCTAATCAGTGCCTCAGTTGCA
ATGTCCAGAGGAGAAAATGTGCTCACCCAGTCTCCAGCAATCATGTCTGCTTCT
CCAGGGGAGAAGGTCACCATGACCTGCAGGGCCAGGTCAAGTGTAAGTTCCA
GTTACTTGCACTGGTACCAGCAGAAGTCAGGTGCCTCCCCCAAACTCTGGATT
TATAGCACATCCAACTTGGCTTCTGGAGTCCCTACTCGCTTCAGTGGCAGTGG
GTCTGGGACCTCTTACTCTCTCACAATCAGCAGTGTGGAGGCTGAAGATGCTG
CCACTTATTACTGCCAGCAGTACAGTGGTTACCCACTCACGTTCGGTGCTGGG
ACCAAGCTGGAGCTGAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCCC
ACCATCCAGTGAGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGA
ACAACTTCTACCCCAAG

VK7 3/ BBES :

MDFQVQIFSFLLISASVAMSRGENVLTQSPAIMSASPGEKVTMTCRARSSVSSSYL
HWYQQKSGASPKLWIYSTSNLASGVPTRFSGSGSGTSYSLTISSVEAEDAATYY
CQQYSGYPLTFGAGTKLELKRADAAPTVSIFPPSSEQLTSGGASYVCFLNNFYPK

(89)

gbobogbobd
109A6

VH DNA B3 .

ATGAAATGCAGCTGGATTATGTTCTTCCTGATGGCAGTGGTTACAGGGGTCAAT
TCAGAGGTTCAGCTGCAGCAGTCTGGGGCAGAACTTGTGAAGCCAGGGGCCT
CAGTCAAGTTGTCCTGCACAGCTTCTGGCTTCAAAATTAAAGACACCTATATAC
ACTGGGTGATCCAGAGGCCTGCACAGGGCCTGGAATGGATTGGAAGGATTGA
TCCTGCGAATGGTAATACTATITATGGCTCAAAGTTCCAGGGCAAGGCCACTCT
AACAGCGGACACATCATCCAACACAGCCTACATTCACCTCAGCAGCCTGACAT
CTGGGGACTCTGCCGTCTATTACTGTGCGGGCTACGTTTGGTTTGCTTACTGG
GGCCAAGGGACTCTGGTCACTGTCTCTGCAGCTACAACAACAGCCCCATCCGT
CTTCCCCCTGGCACCA

VH 7 5 / B85 -

MKCSWIMFFLMAVY TGVNSEVQLQQSGAELVKPGASVKLSCTASGEKIKDTYIH
WVIQRPAQGLEWIGRIDPANGNTIYGSKFQGKATLTADTSSNTAYIHLSSLTSGDS
AVYYCAGYVWFAYWGQGTLVTVSAATTTAPSVFPLAP

VK DNA 8251 :

ATGAAGTTGCCTGTTAGGCTGTTGGTGCTGATGTTCTGGATTCCTGCCTCCAG
CAGTGATGTTGTGATGACCCAAGTTCCACTCTCCCTGCCTGTCAGTCTTGGAG
ATCAAGCCTCCATCTCTTGCAGATCTAGTCAGAGACTTGTGCACAGTAATGGAA
ACACCTATTTACATTGGTTCTTACAGAAGCCAGGCCAGTCTCCAAAGCTCCTGA
TCTACACAGTTTCCAACCGATTTTCTGGGGTCCCAGACAGGTTCAGTGGCAGT
GGATCAGGGACAGATTTCACACTCAAGATCAGCAGAGTGGAGGCTGAGGATCT
GGGAGTTTATTTCTGCTCTCAAAGTACACTTGTTCCGTGGACGTTCGGTGGAG
GCACCAAGCTGGAAATCAAACGGGCTGATGCTGCACCAACTGTATCCATCTTC
CCACCATCCAGTGAGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTT
GAACAACTTCTACCCAAAG

VK7 3/ BEESY -

MKLPVRLLYLMFWIPASSSDVVMTQVPLSLPVSLGDQASISCRSSQRLVHSNGNT
YLHWFLQKPGQSPKLLIYTVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVY
FCSQSTLVPWTFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPK

goobooo
VK DNA 8251 2

ATGAAGTTGCCTGTTAGGCTGTTGGTGCTGATGTTCTGGATTCCTGCCTCCAG
CAGTGATGTTGTGATGACCCAAGTTCCACTCTCCCTGCCTGTCAGTCTTGGAG
ATCAAGCCTCCATCTCTTGCAGATCTAGTCAGAGACTTGTGCACAGTAATGGAA
ACACCTATTTACATTGGTTCTTACAGAAGCCAGGCCAGTCTCCAAAGCTCCTGA
TCTACACAGTTTCCAACCGATTTTCTGGGGTCCCAGACAGGTTCAGTGGCAGT
GGATCAGGGACAGATTTCACACTCAAGATCAGCAGAGTGGAGGCTGAGGATCT
GGGAGTTTATTTCTGCTCTCAAAGTACACTTGTTCCGTGGACGTTCGGTGGAG
GCACCAAGCTGGAAATCAAACGGGCTGATGCTGCACCAACTGTATCCATCTTC
CCACCATCCAGTGAGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTT
GAACAACTTCTACCCCAAAG

VK 7 5/ B#2F] 2:

MKLPVRLLYLMFWIPASSSDVVMTQVPLSLPVSLGDQASISCRSSQRLVHSNGNT
YLHWFLQKPGQSPKLLIYTVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVY
FCSQSTLVPWTFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPK

131B4
VH DNA B3| .

ATGAAATGCAGCTGGATTATGTTCTTCCTGATGGCAGTGGTTACAGGGGTCAAT
TCAGAGGTTCAGGTGCAGCAGTCTGGGGCAGAGCTTGTGAAGCCAGGGGCCT
CAGTCAAGTTGTCCTGCACAGCTTCTGGCTTCAAAATTAAGGACACCTATATAC
ACTGGTTAAAACAGAGGCCTGAACAGGGCCTGGAATGGATTGGAAGGATTGAT
CCTGCGAATGGTAATACTATATATGGCTCAAAGTTCCAGGGCAAGGCCACTATA
ACAGCAGACACATCATCCAACACAGCCTACATTCAACTCAGCAGCCTGACATCT
GGGGACACTGCCGTCTATTTTTGTGCGGGCTACGTTTGGTTTGCTTACTGGGG
CCAAGGGACTCTGGTCACTGTCTCTGCAGCCAAAACGACACCCCCATCCGTCT
TCCCCCTGGCC

VH 7 3 / BB :

MKCSWIMFFLMAVVTGVNSEVQVQQSGAELVKPGASVKLSCTASGFKIKDTYIH
WLKQRPEQGLEWIGRIDPANGNTIYGSKFQGKATITADTSSNTAYIQLSSLTSGDT
AVYFCAGYVWFAYWGQGTLVTVSAAKTTPPSVFPLA
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VH DNA &5 2:

ATGGCTGTCTTGGGGCTGCTCTTCTGCCTGGTGACATTCCCAAGCTGTGTCCT
GTCCCAGGTGCAGCTGAAGCAGTCAGGACCTAGCCTAGTGCAGCCCTCACAG
AGCCTGTCCATAACCTGCACAGTCTCTGGTTTCTCATTAACTAGCTATGGTGTA
CACTGGGTTCGCCAGTCTCCAGGAAAGGGTCTGGAGTGGCTGGGAGTGATAT
GGAGAGGTGGAAGCACAGACTACAATGCAGCTTTCATGTCCAGACTGAGCATC
ACCAAGGACAACTCCAAGAGCCAAGTTTTCTTTAAAATGAACAGTCTGCAAGCT
GATGACACTGCCATATACTACTGTGCCAAAAATTGGGAGTATGATGGTTACTGG
GGGTTTGCTTACTGGGGCCAAGGGACTCTGGTCACTGTCTCTGCAGAGAGTCA
GTCCTTCCCAAATGTCTTCCCCCTCGAA

VH 7 3/ BtE23Y 2:

MAVLGLLFCLVTFPSCVLSQVQLKQSGPSLVQPSQSLSITCTVSGFSLTSYGVHW
VRQSPGKGLEWLGVIWRGGSTDYNAAFMSRLSITKDNSKSQVFFKMNSLQADD
TAIYYCAKNWEYDGYWGFAYWGQGTLVTVSAESQSFPNVFPLE

VH DNA 825 3:

ATGGCAGTGGTTACAGGGGTCAATTCAGAGGTTCAGCTGCAGCAGTCTGGGG
CTGAGCTTGTGAGGCCAGGGGCCTCAGTCAAGTTGTCCTGCACAGCTTCTGG
CTTTAACATTAAAGACGACTATATGCACTGGGTGAAGCAGAGGCCTGAACAGG
GCCTGGAGTGGATTGGAAGGATTGATCCTGCGAATGGTAATACTAAATATGCC
CCGAAGTTCCAGGACAAGGCCACTATAACTGCAGACACATCCTCCAACACAGC
CTACCTGCAGCTCAGCAGCCTGACATCTGAGGACACTGCCGTCTATTACTGTG
CTAGAAGCTATGATGGTTCTCTGGGGGACTACTGGGGCCAAGGCACCACTCTC
ACAGTCTCCTCAGAGAGTCAGTCCTTCCCAAATGTCTTCCCCCTCGAG

VH 7 5 / Bk&231 3:

MAVWTGVNSEVQLQQSGAELVRPGASVKLSCTASGFNIKDDYMHWVKQRPEQG
LEWIGRIDPANGNTKYAPKFQDKATITADTSSNTAYLQLSSLTSEDTAVYYCARS
YDGSLGDYWGQGTTLTVSSESQSFPNVFPLE

gooboooagd
VH DNA E231 2:

ATGTTCTTCTTGGTAGCAACAGCTACAGGTGTCCACTCCCAGGTCCAACTGCA
GCAGCCTGGGTCTGTGCTGGTGAGGCCTGGAGCTTCAGTGAAGCTGTCCTGC
AAGGCTTCTGGCTACACATTCACCAGCTACTGGATGCACTGGGTGAAGCAGAG
GCCGGGACAAGGCCTTGAGTGGATTGGAAATATTAATCCTAATAGTGGTAGTA
CTAACTACAATGAGAAGTTCAAGGGCAAGGCCACACTGACTGTAGACACATCC
TCCAGCACAGCCTACATGGATCTCAGCAGCCTGACATCTGAGGACTCTGCGGT
CTATTACTGTGCAAGACTGGGTGACTACTGGGGCCAAGGCACCACTCTCACAG
TCTCCTCAAAGAGTCAGTCCTCCCCATCCGTCTTCCCCCTG

VH 7 5 / BRERSY 2:

MFFLVATATGVHSQVQLQQPGSVLVRPGASVKLSCKASGYTFTSYWMHWVKQR
PGQGLEWIGNINPNSGSTNYNEKFKGKATLTVDTSSSTAYMDLSSLTSEDSAVYY
CARLGDYWGQGTTLTVSSKSQSSPSVFPL

VH DNA B3 3:

GCTGTCTTGGGGCTGCTCTTCTGCCTGGTTGCATTTCCAAGCTGTGTCCTGTC
CCAGGTGCAGCTGAAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAGC
CTGTCCATCACTTGCACTGTCTCTGGGTTTTCATTAACCAGCTATGGTGTACAC
TGGGTTCGCCAGCCTCCAGGAAAGGGTCTGGAGTGGCTGGGAGTAATATGGG
CTGGTGGAAGCACAAATTATAATTCGGCTCTCATGTCCAGACTGAGCATCAGC
AAAGACAACTCCAAGAGCCAAGTTTTCTTAAAAATGAACAGTCTGCAAACTGAT
GACACAGCCATGTACTACTGTGCCAGAGATAGTAACTACTTTGACTACTGGGG
CCAAGGCACCACTCTCACAGTCTCCTCAGAGAGTCAGTCCTTCCCAAATGTCTT
CCCCCTCGTA

VH7 5/ B&5 3:

AVLGLLFCLVAFPSCVLSQVQLKESGPGLVAPSQSLSITCTVSGFSLTSYGVHWV
RQPPGKGLEWLGVIWAGGSTNYNSALMSRLSISKDNSKSQVFLKMNSLQTDDT
AMYYCARDSNYFDYWGQGTTLTVSSESQSFPNVFPLV

(90)

gbobogbobd
VK DNA E25) :

ATGAAGTTGCCTGTTAGGCTGTTGGTGCTGATGTTCTGGATTCCTGCTTCCAGC
AGTGATGCTGTGTTGACCCAAACTCCACTCTCCCTGCCTGTCAGTCTTGGAGA
TCAAGCCTCCATCTCTTGCACATCTAGTCAGAGCCTTGTACACAGTAATGGAAA
CACCTATTTACATTGGTACCTGCAGAAGCCAGGCCAGTCTCCAAAGCTCCTGA
TCTACAAAGTTTCCGACCGATTTTCTGGGGTCCCAGACAGGTTCAGTGGCAGT
GGATCAGGAACAGATTTCACACTCATGATCACCAGAGTGGAGGCTGAGGATCT
GGGAGTTTATTTCTGCTCTCAAAGTTCACTTGTTCCGTGGACGTTCGGTGGAG
GCACCAAGCTGGAAGTCAAACGGGCTGATGCTGCACCAACTGTATCCATCTTC
CCACCATCCAGTGAGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTT
GAACAACTTCTACCCCAAA

VK 73 /BB :

MKLPVRLLVLMFWIPASSSDAVLTQTPLSLPYSLGDQASISCTSSQSLVHSNGNTY
LHWYLQKPGQSPKLLIYKVSDRFSGVPDRFSGSGSGTDFTLMITRVEAEDLGVYF
CSQSSLVPWTFGGGTKLEVKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPK

131E8
VH DNA B2 1:

ATGGCTGTTTTGGGGCTGCTCTTCTGCCTGGTGACATTCCCAAGCTGTGTCCT
ATCCCAGGTGCAGCTGAAGCAGTCAAGACCTGGCCCAGTGCAGCCCTCACAG
AGCCTGTCCATCACCTGCACAGTCTCTGGTTTCTCATTACCTAACTATGGTGTA
CACTGGGTTCGCCAGCCTCCAGGAAAGGGTCTGGAGTGGCTGGGAGTGATAT
GGAGTGGTGGAAGCACAGACTATAATGCAGCTTTCAAATCCAGACTGAGCATC
AGCAAGGACAACTCCAAGAGCCAAGTTTTCTTTAAAATGAACAGTCTGCAAGCT
GATGACACAGCCATATACTACTGTGCCAGAAATTTTTATAGTAAGTACGACTAT
GCTATGGACTACTGGGGTCAAGGAACCTCAGTCACCGTCTCCTCAGCCAAAAC
AACACCCCCATCCGTCTTCCCCCTGGC

VH 7S/ B85 1.

MAVLGLLFCLVTFPSCVLSQVQLKQSRPGPVQPSQSLSITCTVSGFSLPNYGVHW
VRQPPGKGLEWLGVIWSGGSTDYNAAFKSRLSISKDNSKSQVFFKMNSLQADDT
AIYYCARNFYSKYDYAMDYWGQGTSVTVSSAKTTPPSVFPL

goobobad
VK DNA B3 ©

ATGGATTTTCAGGTGCAGATTTTCAGCTTCCTGCTAATCAGTGCCTCAGTCATA
ATGTCCAGAGGAGAAAATGTTCTCACCCAGTCTCCAGCAATCATGTCTGCATCT
CCAGGGGAAAAGGTCACCATGACCTGCAGTGCCAGCTCAAGTGTAAGTTACAT
GCACTGGTACCAGCAGAAGTCAAGCACCTCCCCCAAACTCTGGATTTATGACA
CATCCAAACTGGCTTCTGGAGTCCCAGGTCGCTTCAGTGGCAGTGGGTCTGGA
AACTCTTACTCTCTCACGATCAGCAGCATGGAGGCTGAAGATGTTGCCACTTAT
TACTGTTTTCAGGGGAGTGGGTACCCACTCACGTTCGGCTCGGGGACAAAGTT
GGAAATAAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCCCACCATCCA
GTGAGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGAACAACTTCT
ACCCCAAA

VK 73/ BEEEDY -

MDFQVQIFSFLLISASVIMSRGENVLTQSPAIMSASPGEKVTMTCSASSSVSYMH
WYQQKSSTSPKLWIYDTSKLASGVPGRFSGSGSGNSYSLTISSMEAEDVATYYC
FQGSGYPLTFGSGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPK

131H1
VH DNA &5 :

ATGGCTGTCTTGGGGCTGCTCTTCTGCCTGGTGACATTCCCAAGCTGTGTCCT
ATCCCAGGTGCAGCTGAAGCAGTCAGGACCTGGCCTAGTGCAGCCCTCACAG
AGCCTGTCCATCACCTGCACAGTCTCTGGTTTCTCATTAACTAGCTATGGTGTA
CACTGGGTTCGCCAGTCTCCAGGAAAGGGTCTGGAGTGGCTGGGAGTGATAT
GGAGTGGTGGAAGCACAGACTATAATGCAGCTTTCATATCCAGACTGAGCATC
AGCAAGGACAATTCCAAGAGCCAAGTTTTCTTTAAAATGAACAGTCTGCAAGCT
GATGACACAGCCATATATTACTGTGCCAGATCTTATGATTACGACGGGAGGGG
TTACTTTGACTACTGGGGCCAAGGCACCACTCTCACAGTCTCCTCAGAGAGTC
AGTCCTTCCCAAATGTCTTCCCCCTCGTA

VH 7 3/ B

MAVLGLLFCLVTFPSCVLSQVQLKQSGPGLVQPSQSLSITCTVSGFSLTSYGVHW
VRQSPGKGLEWLGVIWSGGSTDYNAAFISRLSISKDNSKSQVFFKMNSLQADDT
AIYYCARSYDYDGRGYFDYWGQGTTLTVSSESQSFPNVFPLV

JP 2016-536332 A 2016.11.24



ooooDoboo0ood

VK DNA E25 1:

ATGAGTGTGCTCACTCAGGTCCTGGGGTTGCTGCTGCTGTGGCTTACAGGTGC
CAGATGTGACATCCAGATGACTCAGTCTCCAGCCTCCCTGTCTGCATCTGTGG
GAGAAACTGTCACCATCACATGTCGAGCAAGTGAGAATGTTTACAGATATTITAG
CATGGTATCAGCAGAGACAGGGAAAATCTCCTCAGCTCCTGGTCTATAGTGCA
AAAACCTTAGCAGAAGGTGTGCCATCAAGGTTCAGTGGCAGTGGATCAGGCAC
ACAGTTTTCTCTGAAGATCAACACCCTGCAGCCTGAAGATTTTGGGACTTATTA
CTGTCAACATCATTATAATACTCCTCTCACGTTCGGTGCTGGGACCAAGCTGGA
GCTGAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCCCACCATCCAGTG
AGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGAACAACTTCTACC
CCAAA

VK 73/ BEFES)1:

MSVLTQVLGLLLLWLTGARCDIQMTQSPASLSASVGETVTITCRASENVYRYLAW
YQQRQGKSPQLLVYSAKTLAEGVPSRFSGSGSGTQFSLKINTLQPEDFGTYYCQ
HHYNTPLTFGAGTKLELKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPK

VK DNA #2351 2:

ATGGTTCTTATATGGCTCCTGCTATGGGTATCTGGTACCTGTGGGGACATTGTG
ATGTCACAGTCTCCATCCTCCCTGGCTGTGTCAGCAGGAGAGAAGGTCACTAT
GAGCTGCAAATCCAGTCAGAGTCTGTTCAACAGTAAAACCCGAAAGAACTACTT
GGCTTGGTTTCAGCAAAAACCAGGGCAGTCTCCTGAACTGCTGATCTACTGGG
CATCCACTAGGAAATCTGGGGTCCCTGATCGCTTCACAGGCAGTGGATCTGGG
ACAGATTTCACTCTCACCATCAGCAGTGTGCAGGCTGAAGACCTGGCAGTTTA
TTACTGCAAGCAATCTTATAATCTGTGGACGTTCGGCGGAGGCACCAAGCTGG
AAATCAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCCCACCATCCAGT
GAGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGAACAACTTCTAC
CCCAAA

VK 7 5/ BEE3 2:

MVLIWLLLWVSGTCGDIVMSQSPSSLAVSAGEKVTMSCKSSQSLFNSKTRKNYL
AWFQQKPGQSPELLIYWASTRKSGVPDRFTGSGSGTDFTLTISSVQAEDLAVYY
CKQSYNLWTFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPK

gooooogao
VK DNA 8251 :

ATGAAGTTGCCTGTTAGGCTGTTGGTGCTGATGTTCTGGATTCCTGCTTCCAGC
AGTGATGTTTTGATGACCCAAACTCCACTCTCCCTGCCTGTCAGTCTTGGAGAT
CAAGCCTCCATCTCTTGTAGATCGAGTCAGAGCATTGTACATAGTAATGGAAAC
ACCTATTTAGAATGGTACCTGCAGAAACCAGGCCAGTCTCCAAAGTTCCTGATC
TACAAAGTTTCCAACCGATTTTCAGGGGTCCCAGACAGGTTCAGTGGCAGTGG
ATCAGGGACAGATTTCACACTCAAGATCAACAGAGTGGAGGCTGAGGATCTGG
GAATTTATTACTGCTTTCAGGGTTCACATGTTCCGTGGACGTTCGGTGGAGGC
ACCAAGCTGGAAATCAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCCC
ACCATCCAGTGAGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTGA

VK 7 5/ BEE3 -

MKLPVRLLVLMFWIPASSSDVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNGNTY
LEWYLQKPGQSPKFLIYKVSNRFSGVPDRFSGSGSGTDFTLKINRVEAEDLGIYY
CEQGSHVPWTFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFL

GBEINNFYPKE 7 IINNFYPRC & HRZ D67 3 / BEHELY)

133A6
VH DNA B3y :

ATGAACTTTGGGTTGAGATTGGTTTTCCTTGTCCTTGTTTTAAAAGGTGTCCAGT
GTGAGGTGAAGCTAGTGGAGTCTGGAGGAGGCTTAGTGAAGCCTGGAGGGTC
CCTGAAACTCTCCTGTGCAGCCTCTGGATTCACTTTCAGTAACTATGCCATGTC
TTGGGTTCGCCAGACTCCGGCGAAGAGGCTGGAGTGGGTCACAACCATTAGT
AGTGGTGGTGGTAACATCTACTATACAGACAGTGTGAAGGGCCGATTCACCGT
CTCCAGAGACAATGCCAGGAACACCCTGTACCTGCAAATGAGCAGTCTGAGGT
CTGAGGACACGGCCATGTATTACTGTGCAAGAGGCGACTATAGTAACTACTTC
TGGTTTGCTTACTGGGGCCAAGGGACTCTGGTCTCTGTCTCTGAAGCCAAAAC
AACAGCCCCATCGGTCTTCCCCCTGGCACCT

VH 7 5/ BkE23 :

MNFGLRLVFLVLVLKGVQCEVKLVESGGGLVKPGGSLKLSCAASGFTFSNYAMS
WVRQTPAKRLEWVTTISSGGGNIYYTDSVKGRFTVSRDNARNTLYLQMSSLRSE
DTAMYYCARGDYSNYFWFAYWGQGTLVSVSEAKTTAPSVFPLAP

(91)

ooo0O0O000a0d

132H4
VH DNA B3 :

TGAGCTGGGTTTTCCTTGTCCTTATTTTAAAAGGTGTCCAGTGTGAAGTGAAGC
TGGTGGAGTCTGGGGGAGGCTTAGTGAAGCCTGGAGGGTCCCTGAAACTCTC
CTGTGCAGCCTCTGGATTCACTTTCAGTAACTATGCCATGTCTTGGGTTCGCCA
GAATCCGGCGAAGAGGCTGGAGTGGGTCGCAACCATTAGTAGTGGTGGTGCT
AATATTTACTATCCAGACAGTGTGAAGGGCCGATTCATCATCTCCAGAGACAAT
GCCAGGAACACCCTGTACCTGCAAATGAGCAGTCTGAGGTCTGAGGACACGG
CCATGTATTACTGTGCAAGAGGCGACTATTTTAACCACTTCTGGTTTGCTTACT
GGGGCCAAGGGACTCTTGTCACTGTCTCTGCAGCCAAAACAACAGCCCCATCG
GTCTTCCCCCTGGCA

VH 7 3/ BE2%) :

SWVFLVLILKGVQCEVKLVESGGGLVKPGGSLKLSCAASGFTFSNYAMSWVRQN
PAKRLEWVATISSGGANIYYPDSVKGRFIISRDNARNTLYLQMSSLRSEDTAMYY
CARGDYFNHFWFAYWGQGTLVTVSAAKTTAPSVFPLA

(BEESIBRSREBICAL LN, MWFCH B3 TH D)

oooooooad
VK DNA B3 ;

ATGAAGTTGCCTGTTAGGCTGTTGGTGCTGATGTTCTGGATTCCTGCTTCCAGC
AGTGATGTTTTGATGACCCAAACTCCACTCTCCCTGCCTGTCAGTCTTGGAGAT
CAAGCCTCCATCTCTTGCAGATCTAGTCAGAGCATTGTACATAGTAATGGAAAC
ACCTATTTAGAATGGTACCTGCAGAAACCAGGCCAGTCTCCAAAGCTCCTGAT
CTACAAAGTTTCCAACCGATTTTCTGGGGTCCCAGACAGGTTCAGTGGCAGTG
GATCAGGGACAGATTTCACACTCAAGATCAGCAGAGTGGAGGCTGAGGATCTG
GGAGTTTATTACTGCTTTCAAGGTTCACATGTTCCGTGGACGTTCGGTGGAGG
CACCAAGCTGGAAATCAAACGGGCTGATGCTGCACCAACTGTATCCATCTTCC
CACCATCCAGGGAGCAGTTAACATCTGGAGGTGCCTCAGTCGTGTGCTTCTTG
AACAACTTCTACCCAAAA

VK 7 5 / B3

MKLPVRLLVLMFWIPASSSDVLMTQTPLSLPVSLGDQASISCRSSQSIVHSNGNTY
LEWYLQKPGQSPKLLIYKVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYY
CFQGSHVPWTFGGGTKLEIKRADAAPTVSIFPPSREQLTSGGASVVCFLNNFYPK
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This intemational search report has not been established in respect of cetain claims under Aricle 17(2)(a) for the following reasons:

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

2, m Claime Nos.: 47-66

becausa they relate to parts of the internatianal application that do not comply with the preseribed requiremeants to such
an extent that no meaningful international searsh can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. I:' Glaims Nos.:

because they are dependent claims and are not drafted in accerdence with the second and third sentences of Rule & 4{a).

BoxNo.lll Observations whare unity of Invention Is lacking (Continuatlon of ltem 3 of first sheet)

This International Searching Authority found multipls inventions in this intemational application, as follows:

As all required additional search fees were timely paid by the applicant, thia international search report covers all searcheble
claims.

2. D As all searchable claims sould be searched without effert juatifying an additional tsas, this Authority did not invite payment of
additional fees.

3. As only some of the required additional search fees were timely peid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4 I:l No required additional search fees were timely paid by the applicant. Conzequently, this international searoh report is
restricted to the invention first mentioned in the claims, it is coverad by olaims Nos.:

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

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

D No pretest accompaniad the payment of additional saarch feas.
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Claims Nos.: 47-66

Claims 47-66 do not meet the requirements of Art. 5 and 6 PCT for the
following reasons:

Claims 47-58 are directed to various methods of treating and diagnosing
IL-18 associated diseases wherein neither the diseases not the agents to
be used for the treatment or diagnosis are properly and clearly defined.

With respect to the agent to be used in the methods (I1L-18 inhibitor)
the claim cover limitless and untried downstream developments in relation
to yet to be demonstrated /functions/molecular mechanisms/activities. The
claims amount to no more than an invitation to set up further research
programs for which no guidance is forthcoming and, therefore, it is an
undue burden to put the claimed subject-matter into practice. It should
be furthermore noted, that the application not provide any indication
that at Teast one of the antibodies characterised (a) does have
inhibitory action and (b} would be actually suitable or show a potential
effect in therapy.

Claims 47-58 so lack support, and the application
so lacks disclosure, that a meaningful search over the whole of the
claimed scope is impossible.

Claim 59 is directed to "a set of
biomarkers" for use in the methods of preceding claims comprising
determining a "biomarker profile". Apart from the fact that the entire
application does not disclose any "biomarker" which could be an
indication for the skilled person as to what substance/reagent/molecule
to use, it is furthermore completely unclear how a (undefined) "set of
biomarkers" could possibly be used for determining a profile of exactly
such (undefined) "biomarkers".

Claim 60 is equally unclear as the
claim does not give any indication as to the nature of the "biomarker" of
"biomarker profile".

As neither the claims not the application itself

disclose any indication regarding either the biomarkers or the method of
determining them the c¢laims are considered to Tack disclosure as well as
support and clarity in the sense of Art. 5 and 6 to such an extent that a
meaningful search and/or examination is not possible.

Claims 61-66
which are directed to diagnostic kits comprising different components
wherein each of these components is defined by functional or desirahle
features lacking any technical (structural) definition. Since, again, the
description does not provide any information on the properties of the
components of such kits the claims are thus so unclear and so lack
disclosure that a meaningful search and examination is not possible.
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The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not heen searched. This is the case irrespective of whether or not the
c¢laims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
hefore the EPO, the applicant is reminded that a search may be carried
out during examination before the EP0 (see EPQ Guidelines C-IV, 7.2),
should the problems which led to the Article 17(2) declaration be
overcome.
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