
Claims 1. A humanised anti-inter1eukin-18 antibody comprising a heavy chain
k light chain having the following complementarily determining regions
(CDfr CDREI SEQ.I.D.NO:1 CDRH2SEQ.I.D.N0:2 CDRH3SEQ.I.D.N0:3
CDRL2:SEQ.I.D.N0:5 CDRU:SEQ.I.D.N0:6.   2. A humanised anti-interleukin-18
antibftly comprising a heavy chain and light chain having the following
CDIRs: / CDRH1:SEQ.I.D.N0:1 CDR1-12:SEQ.I.D.NO2 CDRH3:SEQ.I.D.N0:3 , CDRL1
:SEQ.I.D.NO/ CDRL2:SEQ 1.9/N0:5   wherei the residue at position 71 of the
light chain is substituted by the co- riding residue found in the donor
antibody from which the CDRs are dtrved,   58  3. A humanised an
nterleukin-18 antibody canton:3 g CDRs derived from a / donor antibody
grafted onto a human acceptor framework which anty interleukin 18 antibody
comprises CDRs having sequence set for SEQ.I.D,NO: 1, 2, 3, 4, 5 and 6
wherein the residue at position 71 oflight 



chain of said anti-interieukin-18 antibody is identical to the residue/bond
in the corresponding position in the donor antibody framework.  4. A
humanised anti-interleukin-18 antibody comprising 09ifis set forth in
SEQ.I.D.N10: 1, 2, 3, 4, 5 and 6 which antibody compfir e8 a tyrosine at
position 71 of the light chain. 5, A humanised anti1nterleukin-18 antibody
comicriping a heavy chain having CDRs set forth in SEQ.I.D.NO: 1, 2 and 3
and a ight chain having CDRs set forth in SEQ.I.D.NO: 4, 5 and 6 wherein
sdcght chain CDRs are derived from a donor antibody having a tyrosine
at/osition 71 of the donor antibody light chain,  6. A humanised
anti-interleukin-18)antibody comprising CDRs from a donor antibody and a
tyrosine at positiy< 71 of the light chain of said humanised antibody
wherein the donor anybody is 2010 or a framework variant thereof (i.e.
comprises the same Cptis but a different framework as 2C10, see US patent
6,706,487), /  7. A humanised anti-Xierleukin-18 antibody comprising;  (a)
a heavy hal) laving CDRs with the sequences set forth in SE0.1.D.N0:1, 2
and 3 grafte0 onto a human heavy chain acceptor framework and '  (b) a
light/thiain having CDRs with the sequences set forth in SE0.11/NO: 4, 5
and 8/grafted onto a human light chain acceptor framework wherein said
huriyin light chain acceptor framework comprises SEQ.I.D,NO: 38 and rein
position 71 of the light chain is a tyrosine. / 8. A humanised
anti-interieukin-18 antibody comprising;  59 a heavy chain comprising CDRs
having sequences set forth in / SEO.I.D,NO: 1, 2 and 3 and;  (b) a light
chain comprising CDRs having sequences set forth in SEGA.0: 4, 5 and 6
grafted onto a human light chain acceptor framework whor in said light
chain acceptor framework of said humanised anti-interieukin-1,Z antibody is
a variant at the sequence set forth in SEC),I.D.N0:38 where/said variant
comprises a tyrosine at position 71 and wherein said variantlomprises 75%
or greater identity to the framework having the sew/me set forth in
SE0.1.D.N0:38, 



9. A humanised aneukin-18 antibody which a: tibody comprises;  (a) CDRs set
forth in SEC),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 wilich acceptor framework
comprises a phenylalanine at position 71 of the Liman light chain;  wherein
the anti-interleukin 19,antibody comprises a tyrosine at position 71 of the
light chain. 10. A humanised an -iciferleuk n-18 antibody comprising;  (a)
CDRs set fortpAn SEQ.1.D.NO: 1, 2, 3, 4, 5 and 6 derived from a donor
antibody which/ nor antibody comprises an aromatic amino acid at position
71 of theantibody light chain;  (b) a httrhan acceptor framework which
acceptor framework comprises at posit'71 of the light chain acceptor
framework a different type of aromatic amino acid from the aromatic amino
acid in part (a); /wherein the anti-interieukin-18 antibody comprises a
light chain having at position 71 an aromatic amino acid derived from the
antibody of part (a).    60  11. A humanised anti-inter eukin-18 antibody
which antibody displays a "." binding affinity (KB) of 90pM or greater with
respect to human IL-18 whey' measured by surface plasmon resonance (e.g.
BiacoreTm 1100) at 37t.. ./11  12. A humanised anti-interleukin-18 antibody
which antibodyprises CDRs as set forth in SEQ.I.D.NO: 1, 2, 3, 4, 5 and 6
and display/a binding affinity (KD) of 90pM or greater with respect to
human IL-18 wren measured by surface plasmon resonance (e.g. BiacoreTM
1100) at 37'\71 



13. A humanised anti-interleukin-18 antibody which 7-itibody displays an
off-rate (kel) of 0.0002 (1/s) or less with respect to 1,-tilteling of
human IL-18 when measured by surface plasmon resonance (e.g/ Biacorerm
T100) at 37C.  14. A humanised anti-interleukin-18 antibody wKIch antibody
comprises;   (a) a heavy chain comprising CDRs derI from a donor antibody,
which CDRs have sequences set forth in SEXI.D.NO: 1, 2 and 3 grafted onto a
heavy chain acceptor framework whi fie heavy chain acceptor framework has a
sequence set forth in SEQ.I.D. 0: 37 wherein one or more residue's of
position's 27, 28, 29, 93, 39, 4048, 71, 89, 91 of the heavy chain is
identical to the corresponding residue the donor antibody heavy chain; /
(b) a light chain comprisi/g CDRs derived from a donor antibody which CDRs
have sequences set 124h in SEQ.I.D.NO: 4, 5 and 6 grafted onto a light
chain acceptor framewortyWhich light chain acceptor framework has a
sequence set / forth in SEQ.I.B7,00: 38 wherein position 71 and optionally
one or more (e.g all) residue/spt position/s 45, 83, 84, 85 of the light
chain is identical to the correspon9/6 residue in the donor antibody light
chain  / / 15. / A Vurnanised anti-interleukin-18 antibody comprising;  / /
a heavy chain comprising CDRs derived from a donor antibody which .e,DRs
have sequences set forth in SEC),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  



61 positions 27, 28, 29, 93 of the heavy chain are identical to the
corresponding / residues in the donor antibody heavy chain; (b) a fight
chain comprising CDRs derived from a donor antibody which 96Rs have
sequences set forth in SEQ.I.D.NO: 4, 5 and 6 grafted onto a I. hain
acceptor framework which light chain acceptor framework has a se9ence set
forth in SEG.I.D.NO: 38 wherein residue at position 71 of theAhtchain of
said anti-interleukin-18 antibody is identical to the corresporing residue
in tile donor antibody light chain. 16. A humanised anti-interleukin-18
antibody comprisinc.;; (a) a heavy chain comprising CDRs derived fro/ a
donor antibody which CDRs have sequences set forth in SEQ.I.D.N/O: 1, 2 and
3 grafted onto a human heavy chain acceptor framework/which heavy chain
acceptor framework has the sequence set forth in 9a),I.D.NO: 37 wherein
residues at positions 27, 28, 29, 39, 40, 93 of ;Hie heavy chain are
identical to the corresponding residues in the donor - htibody heavy chain;
(b) a light chain comprising CDjt derived from a donor antibody which CDRs
have sequences set forth in ro.I.D.NO: 4, 5 and 6 grafted onto a light
chain acceptor framework which liftht chain acceptor framework has a
sequence set forth in SEQ.I.D.NO: 314vherein residue at position 71 of the
light chain is identical to the corresponding residues in the donor
antibody light chain 17. A humani ed ritt-interleukin-18 antibody
comprising; (a) a heavy/hamn comprising CDRs derived from a donor antibody
which CDRs :lc sequences set forth in SEQ.I.D.NO: 1, 2 and 3 grafted onto a
human heavy chain acceptor framework which acceptor framework comprises
frarniwork regions derived from the sequence set forth in SEQ.I.D.N0:37
wOrein residues at positions 27, 28, 29, 36, 39, 40, 71, 89, 91, 93 of the
heavy chain are identical to the corresponding residues in the donor
antibody heavy chain;  62 (b) a light chain comprising CDRs derived from a
donor antibody which CDRs have sequences set forth in SEQ.I.D.NO: 4, 5 and
6 grafted onto a light chaii ' acceptor framework which light chain
acceptor framework has a sequence/at forth in SEQ.I.D.NO: 38 wherein
residue at position 71 of the light ohdin is identical to the corresponding
residues in the donor antibody light oho 18. A humanised
anti-interleukin-18 antibody comprising;  (a) a heavy chain comprising CDRs
derived from a clonri/ antibody which CDRs have sequences set forth in
SEQ.I.D.N0:1, 2 apti 3 grafted onto a human heavy chain acceptor framework
which hi'ayy chain acceptor framework has a sequence set forth in SEQJD.N7
wherein residues at positions 27, 28, 29, 93 of the heavy chain are
iqitical to the corresponding residues in the donor antibody heavy chain;
(b) a light chain comprising CDRs derived/from a donor antibody which CDRs
have sequences set forth in SEQ.I.D.1\10. 4, 5 and 6 grafted onto a light
chain acceptor framework which light chaii0oeptor framework has a sequence
set forth in SEQ.I.D.NO: 38 wherein r0dues at positions 71, 45, 83, 84, 85
of the light chain are identical to theresponding residues in the donor
antibody light chain. 



/ 19. A humanised antiankarleukin-18 antibody comprising; (a) a heavy chain
/Comprising CDRs derived from a donor antibody which CDRs have segye/nces
set forth in SEQ.I.DNO; 1, 2 and 3 grafted onto a human heat' chain
acceptor framework which heavy chain acceptor framework Vas 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 corresponding residues in the
donor antibody heavy chain;    a light chain comprising CDRs derived from a
donor antibody which CDRs Aave sequences set forth in SEQ.1.0,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  63 light chain is identical to the
corresponding residues in the donor antibody / light chain.     (a) a light
chain comprising CDRs derived from a> -nor antibody which CDRs have
sequences set forth in SEQ.I.D.NO: 4, 5 01 6 grafted onto a light chain
acceptor framework which light chain act:a:VIframework has a sequence set
forth in SEQ.I.D.NO: 38 wherein residues positions 71, 45, 83, 84, 85 of
the light chain are identical to the coriespvi<ditiq residues in the donor
antibody light chain.             21. A humanised anti-interleusin-18
antibody comprising a heavy chain selected from the group cc/sisting of;
SEC/ID:NO: 9, SEQ.I.D.NO: 17, SEQ.I.D.NO: 21; and a ligfit chain selected
from the group consisting of; SEQ.I.D.NO: 13, SEQ.1,frI.NO: 29  22. A
humanised7nti-interleukin-18 antibody comprising a heavy chain of
SEQ.I.D.NO:9 76. a light chain of SEQ.I.D.N0:13 or a heavy chain of
SEQ.I.D;NO:9"and a light chain of SEQ.I.D.N0:29,  23. A fit ionised
anti-interleukin-18 antibody comprising a heavy chain of SEQ.I4V.N0:17 and
a light chain of SEQ.I.D.N0:13 or a heavy chain of SEQ4ID.NO:17 and a light
chain of SEQ.I.D.N0:29,    24. A humanised anti-interleukin-18 antibody
comprising a heavy chain of SEQ.I.D.N0:21 and a light chain of
SEQ.I.D.NO:13 or a heavy chain of /SEQ.I.D,N0:21 and a light chain of
6E0.1.f:010:29.  64 A humanised anti-interleukin-18 antibody comprising; 



(a) a heavy chain having CDRs permissive of specific binding to human 1L4&
(b) a light chain comprising an acceptor framework having CDRsthe sequences
set forth in SEQ.I.D.NO: 4, 5 and 6 and having a tyros* residue at position
71.  26. A humanised anti-interleukin-18 antibody comprisin a heavy chain
and a light chain, wherein a ratio between off-rate (kd) of oaid antibody
from binding to human IL-18 at 25C to off-rate (kd) of said rill/it-m(1y
from binding to human IL-18 at 37C is 1:5 (or 1:less than 5)y/wherein said
antibody comprises CDRs derived from a donor antibm0 and a human acceptor
framework, and wherein a residue at positiory71 of the light chain of the
human acceptor framework is substituted b /ithe corresponding residue from
the donor antibody.  27. A humanised antibody accord/g to claim 26, wherein
the CDRs have sequences set forth in SEO.I.D.N( {1, 2, 3, 4, 5 and 6,  28.
A humanised antibod ACcording to claim 26 or 27, wherein the residue at
position 71 of the ligii chain of the human acceptor framework is an
aromatic amino acid, pc0ferably phenylalanine, and the corresponding
residue / in the donor antiboi dy s a different type of aromatic amino
acid, preferably          29. A ph1naceuticai composition comprising an
anti-interleukin-18 antibody gecording to any one of claims 1 to 28 and a
pharmaceutically ,actceptai e carrier. 30,./Use of an anti-interleukin-18
antibody according to any one of claims Ito id 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 (180) and psoriasis.  



65  31. Use of claim 31 in the manufacture of a medicament for the
treatment of / rheumatoid arthritis.  32. An antibody of any one of claims
1 to 28 for the treatment of autoiralune diseases such as multiple
sclerosis, arthritic diseases such as rh9gMatoid arthritis, Type 1
diabetes, inflammatory bowel disease (IBD) and ps41asis,  33. A method of
treating a human patient afflicted with cm') autoirnrnune disease such as
multiple sclerosis, arthritic diseasesas rheumatoid arthritis, Type 1
diabetes, inflammatory bowel disease/ BD) and psoriasis which method
comprises administering to said patient a therapeutically effective amount
of an antibody according to any on- F claims 1 to 28.  34. A method for the
production of an anly according to any one of claims 1 to 28 which method
comprises cuping a host cell transformed or transfected with a vector
comprising a poi/nucleotide encoding said antibody / - under conditions
permissive for the exp 6ssion of said antibody.  35. The method of claim 34
wiein said conditions include culturing said host cell in serum-free
culture aildia.  36. The method of claim 31/6r 35 wherein said host cell is
a mammalian cell.  37. The method of cIaipi 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 a/transformation with said polynucleotide,  39.
A rneyad of selecting an antibody (particularly an antibody that inhibits
the inie56tion between a ligand and a receptor such as an
anti-interieukin-18 antibody disclosed herein) for therapeutic use which
method comprises; (f measuring the binding affinity (using e.g. surface
plasmon resonance such /as Biacoremi ) of the antibody for an antigen to
which the antibody specifically / binds at a temperature between 30 to 45C
(preferably 37C);  



66 (b) measuring the binding affinity (using e.g. surface plasmon resonance
such / .  as Biacoren1) of the antibody for an antigen to which the
antibody specificaW binds at a temperature 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 (a)
is 2 fold or gric or, more preferably 4 fold or greater than the affinity
of step (b). 40. A method of selecting an antibody (particularly an
anchuttly that inhibits the interaction between a ligand and a receptor
such as ) anti-interleukin-18 antibody disclosed herein) for therapeutic
use which ni4hod comprises;  (a) measuring the off-rate (using e.g. surface
pisfIlOn resonance such as BiacoreTM ) of the antibody from the antigen to
iithich the antibody specifically binds, at a temperature between 30 to 45C
kSreferably 37C);  (b) measuring the off-rate (using e.giurface piasmon
resonance such as Biacorew ) of the antibody from the afffigen to which the
antibody specifically binds at a temperature between 2q4 25C (preferably
25C);  (c) selecting said antibody foytherapeutic use if the off-rate of
(a) is slower than the off-rate of (b). //         



57 Cairns  1. A humanised anti-interleukin48 antibody comprising a heavy
chain variable region as set forth in SEQ.I.D.NO:11 and a light chain
variable region as set forth in SEQ.I.L1N0:15.  2. A humanised
anti-interleukin-18 antibody as claimed in claim 1, comprising a heavy
chain as set forth in SECI.I.D.NO: 9 and a light chain as set forth in
SEQ.I.D.NO: 13,  3. A pharmaceutical composition comprising an an
interleukin-18 antibody according to claim 1 or claim 2 and a
pharmaceutically acceptable carrier. 4, An antibody as claimed in claim 1
or claim 2 for use as a medicament,  5. An antibody as claimed in claim 4
whereinedicarnent is for use in the treatment of an autoimmune disease.  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 (IBD) 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 ofan 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 polynucleoticle encoding the heavy chain of the antibody are
inserted into separate vectors and introduced into the same host cell
concurrently or sequentially. 


