—Cat-s—t—A-humantsed—anti—ntertevkin=18—antibody conprisinmg—a heavy chain
k light chain having the foll ow ng conplenentarily determ ning regions
(CDfr CDREI SEQ1.D.NO 1 CDRHZSEQI D. NO: 2 CDRH3SEQ | . D. NO: 3

CDRL2: SEQ I . D. NO: 5 CDRU: SEQ | . D. NO: 6. 2. A humani sed anti-interl eukin-
antibftly conprising a heavy chal n and |ight chain having the follow ng
CDIRs./CDRHlSEQIDNOlCDRllZSEQIDNOZCDRHSSEQIDNO3, 1
:SEQ I. CDRL2: SEQ 1. 9/ NO: 5 wherei the residue at position 71 of the
Ilght chaln Q@@ﬁbstltuted by the co- riding residue found in the donfor
anti body fromwhich the CDRs are dtrved, 58 3. A humani sed an

nterl eukin-18 Whl;ﬁﬁﬁléeéaéﬁtﬂﬁte?legklmaﬁiﬂ)’dd\ﬁecﬂ)rﬁmMgaa/hedﬂpcnha&nta' ody

grafted onto a human acceg%or framewor k which anty jinterl euk|8 ant i body
conpri ses CDF%1t RBJIN Rgviee dbe ftlewag corpplesepiarityiqieimipingregigns ACDESyn g 6
wherein the residue at position 71 oflight

CDRH1:SEQ.I.D.NO:1

CDRH2:SEQ.I.D.NO:2

CDRH3:SEQ.I.D.NO:3

CDRL1:SEQ.I.LD.NO:4

CDRL2:SEQ.I.D.NO:5

CDRL3:SEQ.I.D.NO:6.

2. A humanised anti-interleukin-18 antib@gdy comprising a heavy chain and

light chain having the following CDRs:
CDRH1:SEQ.I.D.NO:1
CDRH2:SEQ.I.D.NO:2
CDRH3:SEQ.I.D.NO:3
CDRL1:SEQ.I.D.NO;

CDRL2:SEQ.I.DANO:5

the residue at position 71 of the light chain is substituted by the




chain—-of-—sai-d—anti n
UTTCAT LI} A A | AT A CATTL T LI

Ht-ereuki-R—18—antibody—i+s—t+dentical—tothe resrdue/bond
in the corresponding position in the donor antibody franework. 4. A
humani sed anti-interl eukin-18 anti body conprising 09ifis set forth in
SEQ 1.D.N10: 1, 2, 3, 4, 5 and 6 which antibody conpfir e8 a tyrosine at
position 71 of the light chain. 5 A humanised anti 1nterl eukin-18 anti bgdy
comcriping a heavy chain having CDRs sget forth in SEQI1.D.NO 1, 2 and 3

and a ight chain havin set forth in SEQ |.D.NO and .6 whergin
Scght | ohai b CIRUTATSLT L B L L deliShymmsBing Riadie 58 st Ang
at/osition Toref éditmodsmgraft@at obadya [Hughdn chureptor FamBworkrewhisiedant;
anti-interl eukin-18)anti body conprising 5@% froma donor anti body and a
tyrosi ne at IPGEPYK)<1§1apoddye CpMpHEeE HaPRSohaWag dSeRHARGPs &8t {XtYHBdy

wherein the &oqqip REY R0y 3i 8 2848 s0hérelr RBRUSEKe W@ bb&REN N 89S lidHt- ©-
conprises the sanme Cptis but a different framework as 2ClQ, seé US patent

6, 706, 487), ¢hairyof aaidapthintasieukine18 rnBRadyuiRi identFahig i pidusIUNgiiRg;  (a)
a heavy hal) | b Lk § Wdikin SE@.1.D.NO: 1, 2
and 3 gr ar 1 B0 B B B o ok dnd ©  (b) &
l'ight/thiain having CDRs with the sequences set forth in GEO0.11/NO 4, 5
and 8/ graftetl dhthammaneedaant-inéleudmail ® antibegit oomprisimgwebkiswerirferth isai d
huriyin lig { ceceptgr fr ri. ) L /D) rein
posi 11 on 73 SrONNF o2 Rntn S arg ¢ gl B, SEecd Khyrdind "
anti-interi epdsition18 afrthe tigotychatmpri si ng; 59 a heavy/chain conprising CDRs
havi ng sequences set forth in/ SEOI.D,NO 1, 2 apd 3 and; (b) a light

chai n conprising CDRs having, sequences set forth in SEGA 0. 4, 5 .and 6

graf ted ont & arHUENSSAt Y o LE Apdrocy SRR SRS thalh hdviRB gny

chai n acceptODRE e i SEQS&?C.Mdiumrémﬁslaadtd gmtoaainemdairrg/ (DDB;aSHti body is
a variant at, the s ce set for in SEC),.I.D 38 i d. i ant
conpri ses a fP?Fd%i%zg'lggé i i5oﬂncs]% ‘ﬂﬁﬂreWné?'l Whggha'"v(ﬁﬁﬁrésﬁrgg%w\éarelsa?S%
or greater ifmaAtd ddndraantibedy havmya! tyréxavé BgpbsIeos FWdTRhS e@bnbiogitibodn

SEO. 1. D. NO: 38, .
light chain.

6. A humanised anti-interleukin-18 ghtibody comprising CDRs from a donor
antibody and a tyrosine at positigh 71 of the light chain of said humanised
antibody wherein the donor anjibody is 2C10 or a framework variant thereof
(i.e. comprises the same CDRs but a different framework as 2C10, see US
patent 6,706,487).

7. A humanised anti-jiterleukin-18 antibody comprising;

(a) a heavy chairyhaving CDRs with the sequences set forth in SEQ.I.D.NO:1,
2 and 3 graftegfonto a human heavy chain acceptor framework and

(b) a light£hain having CDRs with the sequences set forth in SEQ.I.D.NO: 4,
5 and @ grafted onto a human light chain acceptor framework wherein said
humgn light chain acceptor framework comprises SEQ.I.D.NO: 38 and
wHerein position 71 of the light chain is a tyrosine.

8. A humanised anti-interleukin-18 antibody comprising;




a

. i i i eh—a—t+body conprises;—(a) CDRs set
forth in SEC),I,D.NO 1, 2, 3, 4,/and 6 derived froma donor antibody which
donor anti body conprises/tyrosine at position 71 of the donor antibody
light chain; (b) a human acceptor framework wilich acceptor framework
conprises a phenylalanine at position 71 of the Liman |light chain; wherein
the anti-interleukin 19, anti body conprises a tyrosine at position 71 of/ the

light chain. 10. A humani sed an -i.cif n-18 anti bod S|ng (a)
v set TorEban Beai B capasing, CHFE haints SReHPTRRF r Fmraliid

anti body whighd MoKt pREA)3 §edrpri ses an aromatic amino acid at p |ti on
71 of theantibody light chain; (b) a httrhan acceptor franmework which
acceptor franmework conprises at sit'71 of the Iight chain accetor
framework a @ afhghteﬂham@p@p@ﬁmsra@aﬁuh@vmmuae%ﬁ $atdenth HESERIMNQ ani no

acid in part%gssand 6‘§?ﬁﬁ<§d Bntroh§h mah light Eﬁéﬁ%bé‘ptéﬁfrémeb\}éﬂgwh@ fPEhiges a

I'ight chain I ng position an“aromati ¢ amno acid derifed fromthe
anti body of light chQIa)acceptOGUamemlAOha@lﬁmuﬁwl%ﬂﬂ anti-wtesteuking|nantoghit i body

whi ch anti bady, érfa@'t %?hvﬁséquerﬁ}b%t@ yrf SE@VDN@PB%h&Q 04 vafigRter with

respect to htr neasure surface plasnon fesonance (e.g.
Bi acoreTm 1]1Qﬁ1)pra§es337tyrosmé a1 podifion X1hanthwhekeih aaidi variant ¢repk$e$~7l@/oant i body

anddi opl ay/ 8 BAPRA iR ot §Y dheforboniine gR-srayieel per leudl 10 °

human 1 L-18 w;'en.nmwed by surface plasnon resonange (e.g. Bi acoreTM
1100) at 37'\71

9. A humanised anti-interleukin-18 antibody which a#tibody comprises;

(a) CDRs set forth in SEQ.I.D.NO: 1, 2, 3, 4, ¥ and 6 derived from a donor
antibody which donor antibody comprises & tyrosine at position 71 of the
donor antibody light chain;

(b) a human acceptor framework which acceptor framework comprises a

phenylalanine at position 71 of the pfuman light chain;

wherein the anti-interleukin 18/antibody comprises a tyrosine at position 71 of

the light chain.
10. A huménised anti-interleukin-18 antibody comprising;

(a) CDRs set forth/in SEQ.I.D.NO: 1, 2, 3, 4, 5 and 6 derived from a donor
antibody which donor antibody comprises an aromatic amino acid at position
71 of the dongr antibody light chain;

(b) a hyman acceptor framework which acceptor framework comprises at
positioh 71 of the light chain acceptor framework a different type of aromatic
amjrio acid from the aromatic amino acid in part (a);

wherein the anti-interleukin-18 antibody comprises a light chain having at
position 71 an aromatic amino acid derived from the antibody of part (a).




. i i i Heh—7=t+ti+body—di-sptays—an
off-rate (kel) of 0.0002 (1/s) or less with respect to 1,-tilteling of
human |1 L-18 when neasured by surface plasnon resonance (e.g/ Biacorerm
T100) at 37C. 14. A humani sed anti-interl eukin-18 anti body wKlch anti bog
conpri ses; (a) a heavy chain conprising CDRs derl from a donor anti bodgy,
whi ch CDRs have sequences set forth ingpEXI.D.NO 1, 2 and 3 grafted opto a

heavy chain acceptor framework whi fje heavy chain acceptqr framework/has a
sequence set TT-or fhhumassed) ?’ﬁ!"”@?r\%’&”\i\}ér%}t'ﬁoaﬁé’”'@if’h n‘i‘ﬂ? °8£s<§'aﬁ%¥% %
position's 24inqid8. afi@ity 84D) 8P 00AEr grehterSRith Fdsidct tthehuneav - ch At S
identical to the“corresponding residue the donor antjbody heavy chain; /

(b) a light measweddymuriece glasnrn gspnanag ErdRizcadnof 1¢hEtBdy: whi ch CDRs
have sequences set 124h in SEQI.D.NO 4, 5 and 6 grafted onto # |ight

chai n accept fra Leh. L cchal p f I Kad

sequence set T’ fér ﬁ%ﬁ‘%&bﬁ#@é%}klﬁggmﬂgﬁ%ﬁﬁ ‘;p\)lgirsclht ?@ﬁr;%w ﬁgsp% onal |y

gﬂ: or m)_rg CBRy ad bot foabiit BHQHD.NOs1t RoB/ 4, ABNdgBand 4ispsE/scd bindend i Ight )
inis identica (o) rr o)’ i ght

chain [ / 1%{“”' k@u?ﬁ%@ﬁl\g&ﬁ @%@?P%ﬁ?ﬁ@éﬂﬁh%a@ﬂﬁ@gﬂ r(1:gt{rrb'tpdrs|9%g; g/ /

a heavy chai by sofaus siasrgoCBRDNdace vad. Biaoaned" d300) a3t Thody whi ch . e, DRs

have sequences set forth in SEC),I.D.NO 1, 2 and 3 grafted onto a // human

heavy chain ceptqr framework.which.heavy chain acceptor fr.a rk has a
sequence set ?f-orA%%ﬂ%ﬁﬁ%ﬂfﬂt‘ff@%ﬁgraﬁlﬂﬁﬁ%é’Y*&‘EC]b Q?Ody GiZpTaye fah
off-rate (kd) of 0.0002 (1/s) or less with respect to binding of human IL-18
when measured by surface plasmon resonance (e.q Biacore™ T100) at 37°C.

14. A humanised anti-interleukin-18 antibody which antibody comprises;

(a) a heavy chain comprising CDRs deriyed from a donor antibody, which
CDRs have sequences set forth in SEQ.I.D.NO: 1, 2 and 3 grafted onto a
heavy chain acceptor framework whigh heavy chain acceptor framework has
a sequence set forth in SEQ.I.D.MO: 37 wherein one or more residue/s of
position/s 27, 28, 29, 93, 39, 40/36, 71, 89, 91 of the heavy chain is identical
to the corresponding residue jn the donor antibody heavy chain;

(b) a light chain comprisipig CDRs derived from a donor antibody which CDRs
have sequences set fofth in SEQ.I.D.NO: 4, 5 and 6 grafted onto a light chain
acceptor frameworkAvhich light chain acceptor framework has a sequence set
forth in SEQ.I.D.XO: 38 wherein position 71 and optionally one or more (e.g.
all) residue/s gf position/s 45, 83, 84, 85 of the light chain is identical to the
correspondjig residue in the donor antibody light chain.

15. A humanised anti-interleukin-18 antibody comprising;

(ay’a heavy chain comprising CDRs derived from a donor antibody which

DRs have sequences set forth in SEQ.I.D.NO: 1, 2 and 3 grafted onto a
human heavy chain acceptor framework which heavy chain acceptor
framework has a sequence set forth in SEQ.I.D.NO: 37 wherein residues at
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28,29, re—heavy—ehatn—are—+dent+cal—tott
corresponding / residues i he donor anti body heavy chain; (b) a flght
chain conprising CDRs derived froma donor anti body which 96Rs have
sequences set forth in SEQI.D.NO 4, 5 and 6 grafted onto a |I. hain
acceptor framework which |ight chain acceptor framework has a se9ence se
forth in SEG1.D.NO 38 wherein residugiat position 71 of theAhtchain g

d anti-inter] d t I t gl d
B 16 dondioSAEIOA7S PneS ehaehay AT AP U SR AT FHSPPBIR /e
ant i body corvggﬂdgégqnhe donbr anftehehpicRai@onpri sing CDRs derived fro/ a

donor anti body which CDRs have sequences set forth in SEQI.D.NO/ 1, 2 and

3 grafted onto a human heavy chain acceptor framework/which heavy chain
accept or fr abbadigkt ekain cREPSEaLHRs sefivedbirem g ooy antibpdwwhics7GARer ei n
residues at ééqﬂgﬁcggsetﬁgrth%?SEéPI’D% £3 éﬁds St 1y  Bnaihe
identical to the corresponding residues I n'the donor - heavy chai n;
(b) a light adnsaptmra’:r@qukM@lcm:ﬁghtebaln\ﬁ@sepmoﬁamwbhaaﬁtae G@CQ/\#ﬁtch CDRs
have sequen t I n t | {:ght
chain accepﬁgﬁhﬁrﬁasnée%wNthsgﬁwb @«ﬁ'@s;cﬁﬁ gt @%té%% g?a[;fr@g rEhﬁgsdfa
sequence setsdiadant-interlGHEQ-1 80amidodg igvdmntieahta el dueesondngi tesislie7n of t he

light chain js dentl I, t e.correspondi ng residues A n the donor
anti body Ii gthf’ dl8ﬁ8 dyh@ﬂ{]%arl‘rf ed ritt-interl eukin/18 anti body
conprising; (a) a heavy/ham conprising CDRs derived/froma donor antibody

whi ch CDRs :16; A@gueintes aritinfeoletikini 18 $3HQotly CoMprisihg; 2 and 3 grafted onto a
human heavy chai n acceptor framework which accept of framework conprises

frarniwork regions derjved fromth guen Torth in

wOrei n resi dﬁgé Q?aWoé‘?'Po‘F%m@”is'"@g:S% ef%e 35’ FodoRqr a%@’ (gngP'ﬁgloof t he
heavy chai n @nrsiktgats enb@s lsBE faeH e SEQNND NG resecumsslg?antéwodmwar

anti body heavy chain; (b) a light chain ggr sin derived froma

donor ant i bdWath WVCZDIQ@aWa\%’C§BGGeK€’é‘§W§ W Pthﬂ 3N R4ePI%, 5 and
6 grafted Or\‘Fé?né\/vbl'kgms tﬁ@%’ehuen&c%%ﬂ’lﬁ i Q‘PMBNOW ﬁ/he}élrgl"é&dﬂé@'eﬂ

acceptor framework a sequence/at forth in Segfl NO. wher ei n
resi due at m9§ilttqn§n27712%-f 20h 89} i4gh 19 Rilithe | heavy Q'%eﬁret'ge'ﬁtﬁ@' derth@spondi ng

residues in |3é?sq¥ hé 8Bhoale BaliHérRi-sed
anti-interl e%ﬁr%ngqg@g%tﬁfg%% y cct)n%raps? g;lba?)vg1 a ‘heavy chain conpri si ng CDRs
derived froma clonri/ antibody which CDRs have sequences set forth in

SEQ I . D. NO: ](b) 2 light ¢hagn gomprieiagcﬁw §¢ detivarhifomendgnartaiitihody vbishd?DRe anmewor k
wherein r ox 8 ceqp BRI dlh BISELE'D 565 € £ GR F RS0 &l b=

igitical to adaepmm‘ramepmmdwh@rr g udhaa acneptbefrdmleworlahas bcsdguérmg;etchai n;

(b) a light ¢ GDRS deriv d/f ntl whi ch CDRs
have sequenchQﬁl (gﬂ)nﬁbn BEHErer issidye p%s@%‘;}g ?t' gp8ﬁ?'8 '3 1i ght

chain aCCEptl@éntfob&trdSEth@rcbrr\é@@mnhg gdstduebam mmmnflbmyemkhéias a sequence
set forth in SEQI.D.NO 38 wherein rOdues at positions 71, 45, 83, 84, 85

of the light chain are idéntical to_ ther escPondl ng.residues in the donor
anti body i ght Achananised Anti-interleukin-18 antibody comprising;

2 0
9—0
nt

(@) a heavy £hain comprising CDRs derived from a donor antibody which
CDRs hayé sequences set forth in SEQ.I.D.NO: 1, 2 and 3 grafted onto a
human Heavy chain acceptor framework which acceptor framework comprises
framgtvork regions derived from the sequence set forth in SEQ.I.D.NO:37
wherein residues at positions 27, 28, 29, 36, 39, 40, 71, 89, 91, 93 of the

eavy chain are identical to the corresponding residues in the donor antibody

heavy chain;
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/19, A humani s H—18—antt+body—conprising;—(a)—a heavy chan

at |
/Corrprl sing CDRs der roma donor antibody which CDRs have segye/ nces
set forth in SEQI.DNG 1, 2 and 3 grafted onto a human heat' chain
acceptor franmework whi ch heavy chain acceptor franmework Vas a sequence se
forth in SEQI,D.NO 37 wherein residues at positions/27, 28, 29, 93, 39
40 of the heavy chain are identical toethe corresponding residues in the

donor anti bo chain chain co r|S| .derj.yed from a
donor anti bo@auﬁﬁﬁﬁh mRél§@ga%[hhgrgIggge§h'pn}%EB %@mq]\é)bﬁ ,/5 and
6 grafted orﬁaa/easdquﬁhée§§étlfartﬁ¢m3E@rDfr\r@rm\@am wyrgﬂfed btbta grdichaigccept or
framewor k has a sequence set forth in, 38 wherein residues at

posi tions 712ccgglorgrameyyor w%l'gm&ha@ﬁqcﬁ%’f ff@ﬁ}ﬁ"‘f?"'i@a?&eﬁﬁ*ﬂ%%(l’e b9 t he
cor r espondi nrartht%ﬁ'@ky@s D RJ: hfs wge@n aedidRody p6$||t|b|§”’7t1 sthﬁtfennht chéldk a |ight

chain conprising CDRs derived froma> -nor antibody which CDRs have
sequences sdteniqal i ihe copespomiingresidues ip thesdegnerfardigodntiahtghpifght chain
acceptor franmework which light chain act:a:Vlframework has & sequence set

forth in SEQ4 . R¥an %d‘@ﬁﬁ eﬁ‘lehfinﬁ g0 cblé@i’ﬁté'ﬁn 1, 45, /83, 84, 85 of

the light chai'n are 1dentica e cories resi dues in the donor
anti body |ight chain. 21. A humani sed anti-interl eusin-18
ant i body conga) issihegvia cheiavgoropasing S&D@s taedivéd dmrh hee dgnolipniiteddyi whichg of ;

SEC/ I D: NO 9.~SEQ.I.D.NO 17 D - ar | i/of i i | ected
From Che gr cERTECAIESsPePs BEin it NG QT DGR, £ s drafGE D8 2t ©
glégalm Ee% ng Inu7néa]m ehdlaiaaxymdmaﬂr& mb?twdf,fammmrk swivhngha aa,vycrtanaihacaebt%r

. a cnaln o heav chajln o
SEQ | D NG Jramawi bdne SetiienodseRE imskor 0o N33 Wi Ekitsch
anti-interl epdditiont A ™8] erlss ©onw h&avyochaimarvigéatiail o e &E@sipéwdmg. 17 and

a light chain of SE a hea chain of SEQ4ID. NG 17 and a |ight
chain of SECEFdp %@Agnor ?ﬁt'b%JVHlﬁﬁ%(Ml 5%'6‘ i -interleukin-18 anti body

conpri SI ng a heavy chain of SEQ1.D.NO:21 apd a |ight chain of
SEQ I . 2)@rl|gﬁt B%Hboﬁiﬁbmg%oh§lé@r.be o éaéioﬁé’rdarﬂibbdﬁ%mf‘@DRSOf

6E01f 010 humani sed anti-interleukin-18 anti body conprising;
have sequences set forth in SEQ.I.D.NQ: 4, 5 and 6 grafted onto a light chain

acceptor framework which light chain/acceptor framework has a sequence set
forth in SEQ.1.D.NO: 38 wherein rgsidues at positions 71, 45, 83, 84, 85 of the
light chain are identical to the gorresponding residues in the donor antibody
light chain.

19. A humanised anti-ingerleukin-18 antibody comprising;

(a) a heavy chain omprising CDRs derived from a donor antibody which
CDRs have sequénces set forth in SEQ.I.D.NO: 1, 2 and 3 grafted onto a
human heavy/ chain acceptor framework which heavy chain acceptor
framework jfas a sequence set forth in SEQ.I.D.NO: 37 wherein residues at
positions/27, 28, 29, 93, 39, 40 of the heavy chain are identical to the
corresgonding residues in the donor antibody heavy chain;

(bY a light chain comprising CDRs derived from a donor antibody which CDRs

ave sequences set forth in SEQ.I.D.NO: 4, 5 and 6 grafted onto a light chain
acceptor framework which light chain acceptor framework has a sequence set
forth in SEQ.I.D.NO: 38 wherein residues at positions 71, 45, 83, 84, 85 of the
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(b) a light chain conprising an acceptor framework havi ng CDRst he sequences
set forthin SEQI.D.NO 4, 5 and 6 and having a tyros* residue at positig
71. 26. A humani sed anti-interleukin-18 anti body conprisin a heavy chai
and a light chain, wherein a ratio between off-rate (kd) of oaid anti bog
frombinding to human 1L-18 at 25C to gff-rate (kd) of said rill/it-nm}Yy
frombinding to human IL-18 at 37Cis 1:5 (or 1:less than 5)y/wherein/said
anti body cortight §Baingdprdeniisal jedng CofreaPiey residieshd! H}?dggn UAMIPOSY c£pt or

f ramewor Kk, q@ﬂtm,&ei n a residue at positiory7l of the light chain 6f the
human acceptor franework is substituted b /ithe correspondi ng resi/due from
t he donor antibody. 27. A humani sed anti body accord/g to claim 26, wherein
t he CDRs hak®. skhumaoisedsati-inierienkinr 8SEtbpdpeamp{iging2, 3, 4, 5 And 6, 28.
A humani sed anti bod ACcording to claim26 or 27, wherein the rgsidue at

osition 71 t Qi L. chaj n. Woly G
ot 1o ami(bonifary St Rttty IS ERDed SRER P bphd SIS o
residue / i rChRe rhyposecaehcdoisediorth i S8ECE D &D: 1 yPpendf 3 gyrgitat potoaai no

acid, preferabl 29. A phlnaceuti cai [ t]on/co .Sl Dg an
anti-interl M%} 1%938(% iCB8'(§'y a&gg&o&i 6m§8'°§§y‘~@§gpgéé\}c}} .J ’ ?{Cgs@g and a
phar gageuti dmd&wor&dtase@tsehuenwseﬂ ferth iBGEQUENOE 3Znwigdrein- iestoeek exiki n- 18
anti body accordjn 0.an e _qof clai id.in. the/manufact ur f a
nedi cament fR?rs'tiOHg 219 r 3&1%(%2)%’ 88 %‘Et% ﬁu%%()%d(?fstbggggv Eiigin gee F%Pﬁ‘fa& e
sclerosis, abtihs bdirdspdnaRySesidass th de doneranisyoy Heady thainfis, Type 1

di abetes, inflammatory bowel disease (180) and psgfiasis.

(b) a light chain comprising CDRs derived from a gonor antibody which CDRs
have sequences set forth in SEQ.I.D.NO: 4, 5 grid 6 grafted onto a light chain
acceptor framework which light chain acceptof framework has a sequence set
forth in SEQ.1.D.NO: 38 wherein residues @t positions 71, 45, 83, 84, 85 of the
light chain are identical to the correspofiding residues in the donor antibody

light chain.

21. A humanised anti-interleuldn-18 antibody comprising a heavy chain
selected from the group codsisting of; SEQ.I.D.NO: 9, SEQ.L.D.NO: 17,
SEQ.I.D.NO: 21; and a light chain selected from the group consisting of;
SEQ.I.D.NO: 13, SEQ.I.J2.NO: 29.

22. A humanised #Anti-interleukin-18 antibody comprising a heavy chain of
SEQ.I.D.NO:9 apd a light chain of SEQ.I.D.NO:13 or a heavy chain of
SEQ.I.D.NO:9 And a light chain of SEQ.I.D.NO:29.

23. A hyhanised anti-interleukin-18 antibody comprising a heavy chain of
SEQ.L.IXNO:17 and a light chain of SEQ.I.D.NO:13 or a heavy chain of
SEQA.D.NO:17 and a light chain of SEQ.|.D.NO:29.

/4. A humanised anti-interleukin-18 antibody comprising a heavy chain of
SEQ.I.D.NO:21 and a light chain of SEQ.I.D.NO:13 or a heavy chain of
SEQ.I.D.NO:21 and a light chain of SEQ.|.D.NO:29.




—65—31—Use—of—¢clatm-31—inthermanufacture—of —arnedicarent—for—the
treatnent of / rheumatoid arthritis. 32. An antibody of any one -of clains
1 to 28 for the treatnment of autoiralune diseases such as multiple
sclerosis, arthritic diseases such as rh9gMatoid arthritis, Type 1
di abetes, inflammtory bowel disease (I1BD) and ps4lasis, 33. A nethod g
treating a human patient afflicted witlggcm ) autoirnrnune di sease such /as
mul tiple sclerosis, arthritic dji seasesas, rheumatoid arthritis, Type 1
di abetes, i aWW! intariedkigsl® PO FOPWGISiNdsi s whi ch met hod
conprises admnistering to said patient a therapeutically effective/anount
of an anti bo, od for the
producti on O@gﬁf‘egg gh%gcﬁggé@%ljtﬂg aeﬁvfs%ﬁ/grﬁgfsﬂne{:lg? ﬁ@dmgflg hé’@‘ﬁ? "met hod
conprises cuping a host cell transfornmed or transfected with a yector
conpri sing abpa lighicthein icdenmistnad an gaasapior dramewey having)fddts edihdinei ons

perm ssi ve 1ol bRg.LR BAR B BND: 218 .RAW and Rauind Ay RIROLRL.eC! a1 M 34

rons’inc ur| hg Sal serunt
cul ture ail dataositid6.71The net hod of claim 31/6r 35 wherein gaid host cell is
a manmalian cell. 37. The nethod of claipi 36 wherein sa¥d host cell is

oo Cnr it ey r gl aflivaled ide BRERe S R s heale sl < a6 -

Ahr neyad gf @r@lgq‘ghnmam wnénehodyag@aetwend@‘rkateam eijmdyitutbdr@tfnbmhl bits
t he inie56tiaon between a |igan a_receptor, s

anti-interi RIRFAI IS HWPFBL’&% %%Q‘E&%@E rﬁ@r@fj)n?f q:aéc?a b 3'2,9&@ PR Wwhi ch
nmet hod conpriffgs I(f19mRASR7IONGs the pjrndum atdd ™)1 AvHersinngai€ - antiodlyf ace
pl asnon resonance such /as Biacorem of the anyi body for an antigen to

whi ch t he arfAMByEpssERE st dgayed, f?O”blahdjé’”Sf antipaghh nsh gr BUHAR vRSSPEY t o 45C
(preferably Biffdwork, and wherein a residue at position/71 of the light chain of the

human acceptor framework is substituted by/the corresponding residue from
the donor antibody.

27. A humanised antibody accordifg to claim 26, wherein the CDRs have
sequences set forth in SEQ.I.D.NO/ 1, 2, 3, 4, 5 and 6.

28. A humanised antibody/according to claim 26 or 27, wherein the residue
at position 71 of the ligit chain of the human acceptor framework is an
aromatic amino acid, prégferably phenylalanine, and the corresponding residue
in the donor antibody is a different type of aromatic amino acid, preferably
tyrosine.

29. A phafmaceutical composition comprising an anti-interleukin-18
antibody agcording to any one of claims 1 to 28 and a pharmaceutically

acceptable carrier.

30. MUse of an anti-interleukin-18 antibody according to any one of claims 1 to
8 in the manufacture of a medicament for the treatment of autoimmune

diseases such as multiple sclerosis, arthritic diseases such as rheumatoid

arthritis, Type 1 diabetes, inflammatory bowel disease (IBD) and psoriasis.




66—(b)—reasur-ng—t-he—binding—atiinty(using—e—g—surface ptasnmon resonance
such / . as Biacorenl) of the antibody for an antigen to which the
anti body specificaWbinds at a tenperature between 20 to 25C (preferably

25C); (c) selecting said antibody for therapeutic use if the affinity of
(a) /greater than the affinity of (b), preferably if said affinity of (38
is 2 fold or gric or, nore preferably 4sfold or greater than the affinity
of step (b). 40. A nethod of selecting an antibody (particularly an
anchuttly thdt HegiohictasmtIHeini the enaiidagrrepel awadicameny derdtharieeadmealc@ipt or

such as ) anti.: in-18 anti body di sclosed herein) for therapéeutic
use which n%h(%@%?:&;%rﬂﬁﬁfg (a) neasuring the off-rate (using e.g. surface

pi sf11 On resonance such as BiacoreTM ) of the antibody fromthe @ntigen to
iithich the 3ht Abadiibsgeci dnycand gf dainds] @8 dorttbepeatitentof @etomegninB0 to 45C

kSreferably 37QC); b) measuring the off-rate (usin giurface nijiasnon
resonance su%ﬁe%ﬁfsé%%'o%vvﬁ;ﬁ{'gl? ?(H%'%aﬁt iaﬁtgﬁbgfcﬁs;éﬁs?%esﬁgﬁ# gen %b ich the
anti body speatHritieaType bideteted, irdlahengerabowe distase B Ehddm@riapisef er abl y
25C); (c) selecting said antibody foytherapeutic use if tjfe off-rate of
i I h h ff- :

(a) s s OV\BSES.t /?nmgth%doo trggtfir?g Cz)af hl(thT)?an ;/):étient afflicted with afi autoimmune

disease such as multiple sclerosis, arthritic diseases sugh as rheumatoid

arthritis, Type 1 diabetes, inflammatory bowel disease AIBD) and psoriasis

which method comprises administering to said pagdent a therapeutically

effective amount of an antibody according to any ong of claims 1 to 28.

34. A method for the production of an antibody according to any one of
claims 1 to 28 which method comprises cultliring a host cell transformed or
transfected with a vector comprising a pojynucleotide encoding said antibody
under conditions permissive for the expyéssion of said antibody.

35. The method of claim 34 wherein said conditions include culturing said

host cell in serum-free culture mgdia.
36. The method of claim 34/0r 35 wherein said host cell is a mammalian cell.
37. The method of claim 36 wherein said host cell is CHO or NSO.

38. The method of claim 37 wherein the CHO cell is a DHFR" CHO cell prior

to transfection or'transformation with said polynucleotide.

39. A method of selecting an antibody (particularly an antibody that inhibits
the interattion between a ligand and a receptor such as an anti-interleukin-18
antibody disclosed herein) for therapeutic use which method comprises;

(a8 measuring the binding affinity (using e.g. surface plasmon resonance such
as Biacore™ ) of the antibody for an antigen to which the antibody specifically
binds at a temperature between 30 to 45°C (preferably 37°C);
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chain varlable region as set forth in SEQI D NG 11 and a Ilght chal n
variable region as set forth in SEQI.L1INO:15. 2. A humani sed
anti-interleukin-18 antibody as clained in claim1, conprising a heavy
chain as set forth in SECI.I1.D.NO 9 and a light chain as set forth in
SEQ1.D. NG 13, 3. A pharmaceutical cqgposition conprising an an

i nterl eukin-18 anti body according to claim1 or claim2 and a

phar naceut i cél Inﬂ/e%@ﬂéﬁﬂ%b@dtf@r&fﬁ idhy. (UBINGKT aFHIasE RJaHBOTE [AFORBECE U £i m 1

or claim2 fou B‘é%%reaﬂ %f'ﬂﬁ‘@'hﬁ for a#an @fUWP@HXh@énﬁ’écﬁi Balfyf @ m 4

ff

wher ei nedi carnent 1s use | treathent of an aut 0| r’g?gcd, case. 6.
An anti body usdsaaamwatwednem/@en Ahix 25 (efesanlypRhiine di seas¢’ is
selected fromthe group consisting of: nmultiple sclerosis, arthyitic

di seases sucly a8 L OGHTRLPh it Yo thctapddREude ARSIy 41) GRREY bove!

di sease (1B
than the affinity of (b), preferably if said affinity of (a) is 2 fold or grg@ater, more

preferably 4 fold or greater than the affinity of step (b).

40. A method of selecting an antibody (particularly an anjibody that inhibits
the interaction between a ligand and a receptor such as gn anti-interleukin-18
antibody disclosed herein) for therapeutic use which mgthod comprises;

(a) measuring the off-rate (using e.g. surface pjasmon resonance such as
Biacore™ ) of the antibody from the antigen to #hich the antibody specifically
binds, at a temperature between 30 to 45°C (preferably 37 °C);

(b) measuring the off-rate (using e.g. gurface plasmon resonance such as
Biacore™ ) of the antibody from the afitigen to which the antibody specifically
binds at a temperature between 2040 25°C (preferably 25°C);

(c) selecting said antibody foy/therapeutic use if the off-rate of (a) is slower
than the off-rate of (b).




7. Use of an antibody as clainmed in claim1 or claim2 in the manufacture
agf a nmedi canent for the treatnment of an autoi nmune di sease. 8. A

gol ynucl eoti de encodi ng an anti body he&avy chain variable region and an
anti body light chain variable region as defined in claim1. 9. A

gol ynucl eoti de encodi ng an antibody heavy chain and/or an antibody |ight
ghai n &8infefined in claim2. 10. A vector encoding the heavy chain and/or
tthe light chain ofan antibody as clained in claiml or claim2. 11. A

St abl y 1tA luvsdnisedrenti-imberteuldellB actdmdy cenming aheatyahaiagar@biregich asechbehim 10.
12. A si@bb.yotinang b tghtrebailhestableetdiorcanprfosh mpea.IDiNGL5.vect or encodi ng t he
Ilight chain and a second vector encodi ng the heavy chain of an anti body as
gl ai med. A Kurdriedadti-BterRbidih 1B 3ntiboliPas Auimed Mashih f cohlp@ising HAMEY LR Rfse@n

gnt i boetthak SEd.b.NO: § O ightenhindds s&d f@iMndEwhibND: A8t hod conprises culturing a
host cel |l transforned or transfected with a vector or vectors encodi ng said

gnti bogyA ,sm.%scee @.ﬁopswré i\sﬁaﬁt@rntérnﬁk.ﬁw5%@9%9&@%9 A bbody.
14 JNEéE erel n pol ynucl eot1 de ncod Ing the
Ilght gﬁaln an @ nuc eotl enco ng the heavy chain of the antibody are

nsert troduced nto the host cell. 15. A
met hodgasn a@}t §?Jr¥é"a dl%'rr{mcal mllgorm}:aérpz ?{uﬁ%f%'ﬂ%(} &6t9te encodi ng the |ight
ghai n and po ucl eoticle encoding the heavy chain of the antibody are
i nsertécﬁ"iﬁfhg‘g’é‘ﬁé?ﬂte@ W i‘ff“o‘%‘gh%{ﬁ'g therfP?‘B?fm?@H's fHtu6e Nike Seatmenden cel |
goncur PERANMYUNGdissgKuent i al | y.

6. An antibody as claimed in claim 5, wherein the autoimmune disease is selected from the
group consisting of: multiple sclerosis, arthritic diseases such as rheumatoid arthritis, Type 1
diabetes, inflammatory bowel disease (1BD) and psoriasis.

7. Use of an antibody as claimed in claim 1 or claim 2 in the manufacture of a medicament for
the treatment of an autoimmune disease.

8. A polynucleotide encoding an antibody heavy chain variable region and an antibody light chain
variable region as defined in claim 1.

9. A polynucleotide encoding an antibody heavy chain and/or an antibody light chain as defined in
claim 2.

10. A vector encoding the heavy chain and/or the light chain of an antibody as claimed in claim 1 or
claim 2.

11. A stably transformed host cell comprising a vector as claimed in claim 10.

12. A stably transformed host cell comprising a first vector encoding the light chain and a second
vector encoding the heavy chain of an antibody as claimed in claim 1 or claim 2.

13. A method for the production of an antibody according to claim 1 or claim 2 which method
comprises culturing a host cell transformed or transfected with a vector or vectors
encoding said antibody under conditions permissive for the expression of said antibody.

14. A method as claimed in claim 13 wherein polynucleotide encoding the light chain and
polynucleotide encoding the heavy chain of the antibody are inserted into the same vector and
introduced into the host cell.

15. A method as claimed in claim 13 wherein polynucleotide encoding the light chain and
polynucleotide encoding the heavy chain of the antibody are inserted into separate vectors and
introduced into the same host cell concurrently or sequentially.




