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SEQUENCE LISTING

<110> JAPAN-SCIENCE AND TECHNOLOGY AGENCY

<120> Human antibody against human interleukin-18, the

antibody fragment, and the use thereof

<130> A211-04PCT

<150> JP 2003-125948

<151> 2003-04-30

<160> 12

{170> PatentIn Ver. 2.1

<210> 1
<211> 367
€212> DNA

<213> Homo sapiens

<400> 1

caggtgecage tggtgcagte tggggetgag gtgaggagge ctggggecte agigageggtt 60
tectgeaage caletgeata caccitcact agtcactata tacactggot gcegacapgee 120
cctggacaag ggetigagty ggtggcaata atcaacccta gtgatggeag aacagactac 180

gecacagaagt tccagggcag agtcaccgtg accagggaca cgtcegogag cagtgtetac 240
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tcctgecaagg catctggata caccitcact agtcactata tacacigggi gogacaggee 120
cetggacang ggettgapts getgegcaata atcaacecta gtgatgegcag aacagactac 180
gcacagaagt tccagggeag agteaccgtg accagggaca cgteccgegag cagtgtetac 240
atgggaataa gcagecetgag atctgaggac acggecatgt attactgtge gagaacageg 300
cgtgpattea gttatgegac agactgggge cagggaacce tgegtecaccgt cicetea 357
<210> 2
<211> 357
{212> DNA
{213> Homo sapiens
<220>
<221> CDs
<222> (1).. (357)
<400> 2
cag gtg cag ctg gty cag tect ggg sct gag gtg agg agg cect ggg gec 48
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Arg Arg Pro Gly Ala

1 ) 10 16

tca gtg agg gitt tce tge aag gea tct gga tac acc ttc act agt cac 96
Ser Val Arg Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser His

20 25

30
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tat ata cac tgg gtg cga cag gec cct gga caa ggg ctt gag tgg gtg 144
Tyr Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu GIu Trp Val

35 40 45

gea ata ate aac cct agt gat gge aga aca gac tac geca cag aag tte 192

Ala Ile Ile Asn Pro Ser Asp Gly Arg Thr Asp Tyr Ala Gln Lys Phe

cag ggc aga gte ace gtg ace agg gac acg tce gocg age agt gte tac 240
GIn Gly Arg Val Thr Val Thr Arg Asp Thr Ser Ala Ser Ser Val Tyr

65 70 75 80

atg gga ata agc age ctg aga tct gag gac acg gce atg tat tac tgt 288

Met Gly Ile Ser Ser Leu Arg Ser Glu Asp Thr Ala Met Tyr Tyr Cys

gcg aga aca geg cgt gga ttec agt tat geg aca gac tgg gge cag gga 336
Ala Arg Thr Ala Arg Gly Phe Ser Tyr Ala Thr Asp Trp Gly Gln Gly

100 105 110

acc ctg gtc acc gtc tce tea 367
Thr Leu Val Thr Val Ser Ser

116
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<210> 3
(211> 119
(212> PRT

{213> Homo sapiens

<400> 3
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Arg Arg Pro Gly Ala

1 5 10 16

Ser Val Arg Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser His

20 2b 30

Tyr Ile His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Val

35 40 45

Ala Ile Ile Asn Pro Ser Asp Gly Arg Thr Asp Tyr Ala Gln Lys Phe

50 54 60

Gln Gly Arg Val Thr Val Thr Arg Asp Thr Ser Ala Ser Ser Val Tyr

65 70 75 80

Met Gly Ile Ser Ser Leu Arg Ser Glu Asp Thr Ala Met Tyr Tyr Cys

85 20 95

Ala Arg Thr Ala Arg Gly Phe Ser Tyr Ala Thr Asp Trp Gly Gln Gly



(30)

100 105

Thr Leu Val Thr Val Ser Ser

118

{210> 4
211> 5
{212> PRT

<213> Homo sapiens

400> 4
Ser His Tyr Ile His

1 5

<210> 5
211> 17
212> PRT

<213> Homo sapiens

<400> 5

JP W02004/097019 Al 2004.11.11

110

Ile Ile Asn Pro Ser Asp Gly Arg Thr Asp Tyr Ala Gln Lys Phe Gln

1 5

10

15



Gly

<210> 6
<211> 10
<212> PRT

<213> Homo

400> 6

sapiens

31

Thr Ala Arg Gly Phe Ser Tyr Ala Thr Asp

1

€210> 7
<211> 327
<212> DNA

<213> Homo

<4Q0> 7

tcetatgage
acctegctetg
caggeccete

ttetetgget

b

sapiens

tgacticagce
gagatgeatt
tgetggteat

ccagetcagg

acceteggty

gtcaaanaaa

atatasagac

gacaacagte

10

tcagtgtccc

tatgcttatt

agtgagaggce

acgttegacca

JP W02004/097019 Al 2004.11.11

caggacgaac
ggtaccagea
ccteagggat

tcagtggagt

ggcecaggate
gaageccagge
ccctgagega

ccaggeagas

50

120

180

240
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gacgaggctg actattacts tcamtcageas gacageagts gtacttatpt ggtattegge 300

ggagggacce agctecacegt tttagst 327

210> 8
<211> 327
<21Z> DNA

<213> Homo sapiens

<220>
221> CD3

<222> (1)..(327)

<4007 B
tce tat gag ctg act cag cca cecc teg gty teas gtg tce ceca gga can 48
Ser Tyr Glu Leu Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln

1 b 10 16

acg gcc agg atc acc tge tot gga gat gca ttg cea aaa aaa tat get 96
Thr Ala Arg Ile Thr Cys Ser Gly Asp Ala Leu Pro Lys Lys Tyr Ala

20 25 30

tat tgg tac cag cag aag cca ggec cag gcc cct gtg ¢tg gtg ata tat 144
Tyr Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Tle Tyr

35 40 45



(33) JP W02004/097019 Al 2004.11.11

aaa gac agl gag agg ccc tca ggg atc cet gag ega tte tet gge teo 192
Lys Asp Ser Glu Arg Pro Ser Gly Ile Prao Glu Arg Phe Ser Gly Ser

60 55 60

age tca ggg dca aca gtc acg ttg ace atc aglt gga gte cag gea gaa 240
Ser Ser Gly Thr Thr Val Thr Leu Thx Ile Ser Gly Val Gln Ala Glu

65 70 78 80

gac gag got gac tat tac tgt caa tca gea gac age agt gegt act tat 288

Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Ala Asp Ser Ser Gly Thr Tvr

gtg gta ttc ggc gga ggg acc cag cte ace gtt tta ggt 327

Val Val Phe Gly Gly Gly Thr Glo Leu Thr Val Leu Gly

210> ©
<Z11> 109
<{212> PRT

{213> Homo sapiens

<400> 9

Ser Tyr Glu Leu Thr Gln Pro Pro Sexr Val Ser Val Ser Pro Gly Gln
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1 5 10 15

Thr Ala Arg Ile Thr Cys Ser Gly Asp Ala Leu Pro Lys Lys Tyr Ala

20 25 30

Tyr Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Val Leu Val Ile Tyr

35 40 45

Lys Asp Ser Glu Arg Pro Ser Gly Ile Pro Glu Arg Phe Ser Gly Ser

50 56 60

Ser Ser Gly Thr Thr Val Thr Leu Thr Ile Ser Gly Val $ln Ala Glu

65 70 75 80

Asp Glu Ala Asp Tyr Tyr Cys Gln Ser Ala Asp Ser Ser Gly Thr Tyr

85 90 95

Val Val Phe Gly Gly Gly Thr Gln Leu Thr Val Leu Gly

100 106

<210> 10
211> 11

212> PRT
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<213> Homo sapiens

<400> 10
Ser Gly Asp Ala Leu Pro Lys Lys Tyr Ala Tyr

1 b 19

<216> 11
211> 7
<212> PRT

<213> Homo sapiens

<400> 11
Lys Asp Ser Glu Arg Pro Ser

1 5

<2107 12
<211> 11
<212> PRT

<213> Homo sapiens

<4007 12
Gln Ser Ala Asp Ser Ser Gly Thr Tyr Val Val

1 5 10
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INTERNATIONAL SEARCH REPORT

JP W02004/097019 Al 2004.11.11

Internaiional applicatien Mo.
PCT/JP2004/006403

A. CLASSIFICATION OF SUBJECT MATTER
Int.Cl”

C12K15/08, Cl2P21/08, Cl2Q1/68, RAS1K39/395, AGLK4E/00,
ARLP43/00, AS1P37/02, GOIN33/53

According to Imternational Patent Classification {IFC) or to beth national classification and IPC

B. FIELDS SEARCHED

Int.cl?
GDLIN33/53

Minimum documentation searched [classification system followed by classification symbols)
C1l2N15/09, C1l2P21/08, Cl2QL/68, BE1K39/395, RE1K4B/(0,

Pocumentation searched ofher than minjmm documentation te the extent that such documents are included in the fields searched

Electronic data base consulied during the international search (name of data base and, where practicable, search terms used)
CA/MEDLINE/BIOSIS/EMBASE/BIOTECHARS (STH) ,
GenBank/EMBL,/DDBJ/GeneSey, SwigeProt/PIR/CGeneSeq

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*®

Citation of document, with indication, where appropriate, of the relevant passages

Relevant 1o claim No.

X WO 01/62285 A
Holding B.V.),
30 August, 2001 (30.08.01),
Clalms; pages 31, 52

& JP 2003-5234032 A

JP 5-304987 A
12 Wovember, 1993
Seg. Nes. [0010],
& EP 520495 A

{12.11.93),
[ec11l

WO 01/62232 A
30 August, 2001
Pig. 22

& JP 2003-523772 A

(AMGEW INC.),
(30.08.01),

(Bpplied Research Systems ARS

{Mitsubishi Kaseil Corp.),

1-16,18-21,
23,24

5,7-13

] Further documents are Tisted in the continuation of Bax C.

[C3 see patent farmily annex,

* Special categories of cited doonments:

“A"  document defining the gerterzl state of the art which is not congiderod
to be of particuiar televance

earhier mpplication or patent bot published op or after the iotemational
filing date )
docurment which may throw doubts on priority claim(s} or which ie
cited o establish the publication date of another citation or other
special reason (as spectfied)

dacument referving o an oral disclosure, use, exhibdtion or other means
document published prior to the international filing date but later than
the priority dale claimed

g

e

[Tl
ape

“T"  Jater document published after the inlernational filing date or prierity
date and not in conflict with the application but cited to imderstand
the principle or theory underlying the invention

“X"  dovument of particular relevance; ike claimed invention cannot be
considered novel or cannot be considered to fnvolve an inventive

step when the document is faken alone

document of particular relevance; the claimed invention cannof be
cotisidered to involve an inventive step when the dooument is
combined with oue or more ather suck documents, such combination
being obvious to a person skilled in the art

“&"  document member of the same pateat family

Date of the actual completion of the intemational search
03 June, 2004 (03.086.04) o

Date of mailing of the international search report
22 June, 2004 (22.06.04)

Name and mailing address of the ISAS
Japanese Patent Office

Facsimile No.

Authorized officer

Telephone Mo,

Form PCT/ISA/214 (second sheet) (Jansary 2004)
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INTERNATIONAL SEARCH REPORT International apphcation No.

PCT/JP2004/006403

C {Coatinuatian).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

X

Ignatovich, ©. Tomlinscn, I.M., Popov, A.V.,
Bruggemann, M. and Winter, G., Dominance of
intrinsic genetic factors in shaping the human
immuneglobulin Viambda repertoire, J.Med.Biol.,
294(¢2), 457 to 465(1899), Genbank accession
numbers AF194805, 194806, 194807, 194809

WO 03/76472 A (ONCOMABR GMBH.),
18 September, 2003 {18,09.03),
Fig. 2 :
& DE 10210427 A

‘Soes J.M.; Polsky R.M.; Keegan S.P.; Bugelski P.:

Herzyk D.J.; Identification of natural antibodies
to interleukin-18 in the sera of normal humans
and three nonhuman primate species., Clinical

. Inmuncelogy 1092(2), 188-1%6, (20Q3)

10-12

5,7-13

i-16,18-21,
23,24

Form PCT/ISA/210 (contimiation of second sheet) (Fanvary 2004)
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INTERNATIONAL SEARCE REFORT International application No,
PCT/JP2004 /006403

Box No.I Nucleatide and/or amine acid sequence(s) (Continuation of item1.b of the first sheet)

1. With regard to any sucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed
invention, the internationat search was carried oul on the basis of:

a. typeof malerial
a sequence listing

{3 table(s} related to the sequence listing

b. format of material
D in written format
in computer readable form

© ¢ time of filing/furnishing
[.:l contained in the internatianal application as filed
filed together with the international application in eomputet readable form
‘:I furnished subsequently to this Authority for the purposes of search
2. In addition, in the case that more than one version or capy of a sequence listing and/or table relating thereto has been filed

or furnished, the required staternents that the information in the subsequent or additional copies is identical to that in the
application as filed ar does nof go beyond the applicatian as filed, as apprapriate, were furnished.

3. Additional comments:

Form PCT/ISA/210 (continuation of firsi sheet (1)) (January 2004)
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INTERNATIONAL SEARCH REPORT International application No.

PCT/JP2004 /006403
Box No. II Observatiens where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This internationat search report has not been established in respcct of certain clafms under Article 17¢2)(a) for the following reasens:

1. - Claims Nos: 17, 22
because they relate to subject matter not reqmred to he searched by this Authority, namely:
The invention according to ¢laim 17 pertains to diagnostic methods to be
practiced on the human body.
The invention according to claim 22 pertains to methods for treatment of
the human bedy by therapy. ’

2. E:l Claims Nos.:
because they relate to parts of the infernational application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be cantied out, specifically:

3. I:I Claims Nos.: ) )
- because they are dependent claims and are not drafted in accotdance with the second and third sentences of Rule 8.4(z).

Box No. IH Dbservations where unity of invention is lacking (Contimuation of item 3 of first sheet)

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

L. L__| As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort jusiifying an additional fee, this Au&:ority did not invite paymen of
any additional fee.

3 D As only some of the required additional search fees were timely paid by the applicant, this internationsl search roport cavers
only those claims for whick fees were paid, specificaily claims Nos.:

4. D No required additional search fees were timely paid by the applicant.  Consequently, this international search Feport is
restricled to the invention firsi mentioned in the claims; it is covered by claims Nos.:

Remark on Protest (] The additional search fees were accompanied by the applicant’s protest.

E:] No protest accompanied the payment of additional search fees.

Yom PCTASA/ZI0 {continuation of first sheet (2)) (January 20043
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<Subject of search>

Concerning “a human interleukin-18 antagonist® and “a huoman
interleukin-18 activity inhibiter” as described in claims 18 and 21,
only small parts of the claimed substances, i.e., antibodies are supported
by the description in the meaning within Article & of Patent Cocperation
Treaty and disclosed in the description in the meaning within Article
5 of Patent Coeperaticon Treaty.

Thus, claims 18 and 21 and the description do not comply with the
prescribed requirement to such an’  extent that no meaningful
international search can be carried out. )

In this international search report, therefore, prior art documents
were searched for based on the substances, i.e., antibodies, specifically
presented in the description with respect to the inventions accordlng
to claims 18 and 21.

Concerning the low-molecular weight compoundiv) of claimed 19, nothing
is supported by the description in the meaning within Article 6 of Patent
Cooperation Treaty and disclosed in the description in the meaning within
Article 5 of Patent Cooperation Treaty.

Thus, claim 1% and the description do not comply with the prescrlbed
reguirement to such an extent that no meaningful international search
can be carried cut.

In this international search report, therefore, prior art documents
were searched for based on antibodies i) to i1ii) with respect to the
invention accerding to claim 19.

Form PCTASA/210 {exira sheet) (January 2004)
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