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Claims

. A binding molecule that specifically binds IL-18, wherein the binding moleculg/does not

bind the IL-18/IL-18 binding protein (IL-18 BP) complex and wherein the bi

molecule is not IL-18BP.

ding
The binding molecule according to claim 1, wherein the binding molegdile binds to an IL-
18 epitope on IL-18 as defined with reference to SEQ ID NO:1, whefein the epitope
comprises amino acids Arg140 and Glu152.
The binding molecule according to claim 2, wherein the epitopg further comprises any
157 or Glu177.

, wherein the epitope further

one or more of amino acids GIn92, Pro93, Gly95, Pro143,
The binding molecule according to any one of claims 2 or,
comprises any one or more of amino acids Lys89, Arg%4, Met96, Phe138, Ser141,
Gly144, His145, Asp146, GIn150 or Leu180.
The binding molecule according to anyone of the pfeceding claims, wherein the binding
molecule does not compete with IL-18BP for biplling IL-18 when IL-18BP is bound to IL-
18.
The binding molecule according to anyone/0f the preceding claims, wherein the binding
molecule is selected from: an isolated apftibody, a fragment of an isolated antibody, a
single variable domain antibody, a bi-4r multi-specific antibody, a multivalent antibody, a
dual variable domain antibody, an ighmuno-conjugate, a fibronectin molecule, an
adnectin, an DARPIn, an avimer /an affibody, an anticalin, an affilin, a protein epitope
mimetic or combinations there
The binding molecule accorging to anyone of the preceding claims, wherein IL-18
comprises from amino acjd 37 to amino acid 193 of SEQ ID NO:1 or SEQ ID NO:2.
The binding molecule g€cording to any one of the preceding claims, wherein the binding
molecule inhibits IL-¥8-dependent interferon gamma (INF-y) production.
The binding moleglile according to any one of the preceding claims, wherein the binding
-18 with a Kp of 100pM or less.

The binding piolecule according to any one of claims 1 to 9, wherein the binding

molecule binds

molecule ig’an isolated fully human, humanized or chimeric antibody or a fragment
thereof.
The bfiding molecule according to claim 10, wherein the binding molecule is an isolated

human antibody.
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12. The binding molecule according to claim 10, wherein the binding molecule is an Antibody

fragment or a single variable domain antibody.

13. The binding molecule according to claim 12, wherein the binding molecule j a Fab, a

Fab’, a F(ab’),, a scFv, a dAb or a V.

14. The binding molecule according to claim 1, wherein the binding molecyle is an isolated

bispecific antibody or fragment thereof comprising a first specificity {6 IL-18 and a

second specificity to another polypeptide, e.g. IL-12 or IL-1[3.

15. The binding molecule according to claim 1, wherein the binding/molecule is an isolated

16. The isolated antibody according to claim 15, wherein

antibody comprising a mutated or chemically modified aming/acid Fc region, wherein the
mutated or chemically modified amino acid Fc region prevgnts or decreases ADCC
activity and/or increase half-life when compared with a yfild type Fc region.

e mutated or chemically modified

amino acid Fc region is a silent IgG1 Fc region.

17. The isolated antibody or fragment thereof accorging to claim 10, wherein the isolated

antibody or a fragment comprises:

i.  aheavy chain variable region H-CDR1 comprising SEQ ID NO: 3 or conservative
variants thereof and

i. aheavy chain variable region

9 or SEQ ID NO: 10 or SEQ

CDR2 comprising SEQ ID NO: 4 or SEQ ID NO:
NO: 11 or SEQ ID NO: 12 or SEQ ID NO: 13 or

iii. aheavy chain variable rggion H-CDR3 comprising SEQ ID NO: 5 or conservative

variants thegeof and
vi.  alight ch#in variable region L-CDR3 comprising SEQ ID NO: 8 or conservative
variantd thereof.

18. The isolated/antibody or fragment thereof according to claim 17, wherein the antibody or

ereof comprises a heavy chain variable region H-CDR 2 comprising SEQ ID
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19. The isolated antibody or fragment thereof according to claim 17, wherein the agftibody or
fragment thereof comprises a heavy chain variable region H-CDR 2 comprisjhg SEQ ID
NO: 13.

20. The isolated antibody or fragment thereof according to claim 10, whereigf the isolated
antibody or fragment comprises a light chain variable domain comprigfng SEQ ID NO: 16
or SEQ ID NO: 20 or conservative variants thereof.

21. The isolated antibody or fragment thereof according to claim 20, Avherein the isolated
antibody or fragment thereof comprises:

i.  aheavy chain variable domain comprising SEQ ID : 14 or SEQ ID NO: 22 or
SEQ ID NO: 25 or SEQ ID NO: 28 or SEQ ID NO/31 or SEQ ID NO: 34 or
conservative variants thereof and a light chain yariable domain comprising SEQ
ID NO: 16 or conservative variants thereof or,

i.  aheavy chain variable domain comprising/GEQ ID NO: 18 or SEQ ID NO: 37 or
SEQ ID NO: 40 or conservative variants/hereof and a light chain variable domain
comprising SEQ ID NO: 20 or conseryative variants thereof.

22. The isolated antibody or fragment thereof gtcording to claim 21, wherein the isolated
antibody or fragment thereof comprises A heavy chain variable domain comprising SEQ
ID NO: 14 or conservative variants thgfeof and a light chain variable domain comprising
SEQ ID NO: 16 or conservative varjants thereof.

23. The isolated antibody or fragmen¥ thereof according to claim 22, wherein amino acid
lysine (Lys; K) in position 30 wjth reference to SEQ ID NO:14 is replaced by an amino
acid selected from asparagigle (Asn; N) or serine (Ser; S) or threonine (Thr; T) or alanine
(Ala; A) or glutamate (GIu/E) or histidine (His; H) or leucine (Leu ; L) or glutamine (GIn;
Q) or arginine (Arg; R) ¢r valine (Val; V) or tyrosine (Tyr; Y) or isoleucine (lle; I).

24. The isolated antibody/or fragment thereof according to claim 21, wherein the isolated
antibody or fragmefit thereof comprises a heavy chain variable domain comprising SEQ
ID NO: 18 or coffservative variants thereof and a light chain variable domain comprising
SEQ ID NO: 20 or conservative variants thereof.

25. The isolated antibody according to claim 10, wherein the isolated antibody comprises:

i. aMeavy chain comprising SEQ ID NO: 43 or SEQ ID NO: 47 or SEQ ID NO: 50

or SEQ ID NO: 56 or conservative variants thereof and a light chain comprising
of SEQ ID NO: 45 or conservative variants thereof or



Eleanor Ng
Line


WO 2014/037899 PCT/IB2013/058317
198

i. aheavy chain comprising SEQ ID NO: 53 or SEQ ID NO: 100 or SEQ IDANO:
158 or conservative variants thereof and a light chain comprising SEQAD NO:
160 or conservative variants thereof.

26. The isolated antibody according to claim 25, wherein the isolated antibodf comprises:

i. aheavy chain comprising SEQ ID NO: 43 or conservative varights thereof and a
light chain comprising of SEQ ID NO: 45 or conservative variénts thereof or

i. aheavy chain comprising SEQ ID NO: 158 or conservativg/ variants thereof and a
light chain comprising SEQ ID NO: 160 or conservative fariants thereof.

27. The isolated antibody or fragment thereof according to claimAQ, wherein the isolated
antibody or fragment thereof comprises:

i.  aheavy chain variable region H-CDR1 comprisipg SEQ ID NO: 74 or

conservative variants thereof and

i.  aheavy chain variable region H-CDR2 comprising SEQ ID NO: 75 or SEQ ID
NO: 76 or SEQ ID NO: 77 or SEQ ID NO/78 or conservative variants thereof and

iii.  aheavy chain variable region H-CDR3/omprising SEQ ID NO: 79 or
conservative variants thereof and

iv.  alight chain variable region L-CDJR1 comprising SEQ ID NO: 80 or conservative
variants thereof and

v.  a light chain variable region |/CDR2 comprising SEQ ID NO: 81 or conservative
variants thereof and

vi.  alight chain variable regfon L-CDR3 comprising SEQ ID NO: 82 or conservative
variants thereof.

28. The isolated antibody or frfgment thereof according to claim 10, wherein the isolated
antibody or fragment thefeof comprises a light chain variable domain comprising SEQ ID
NO: 85 or conservatiy£ variants thereof and a heavy chain variable domain comprising
SEQ ID NO: 83 or ZEQ ID NO: 87 or SEQ ID NO: 90 or SEQ ID NO: 93 or conservative
variants thereof.

29. The isolated apftibody or fragment thereof according to claim 10, wherein the isolated
antibody cogfiprises a heavy chain comprising SEQ ID NO: 96 or SEQ ID NO: 103 or
conservajfve variants thereof and a light chain comprising SEQ ID NO: 98 or

conseryative variants thereof.
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30. The isolated antibody or fragment thereof according to claim 10, wherein the isojated

antibody or fragment thereof comprises:

vi.

a heavy chain variable region H-CDR1 comprising SEQ ID NO: 106/£onservative
variants thereof and

a heavy chain variable region H-CDR2 comprising SEQ ID NO/107 or SEQ ID
NO: 122 or conservative variants thereof and

a heavy chain variable region H-CDR3 comprising SEQ IDYNO: 108 or
conservative variants thereof and

a light chain variable region L-CDR1 comprising SEQ/ID NO: 109 or conservative
variants thereof and

a light chain variable region L-CDR2 comprising/SEQ ID NO: 110 or
conservative variants thereof and

a light chain variable region L-CDR3 comprjsing SEQ ID NO: 111 or SEQ ID NO:
126 or conservative variants thereof.

31. The isolated antibody or fragment thereof accgrding to claim 10, wherein the isolated

antibody or fragment thereof comprises:

vi.

a heavy chain variable region H-G/DR1 comprising SEQ ID NO: 106 conservative
variants thereof and

a heavy chain variable regioff H-CDR2 comprising SEQ ID NO: 107 or
conservative variants thergof and

a heavy chain variable r£gion H-CDR3 comprising SEQ ID NO: 108 or
conservative variantsfghereof and

a light chain variabj€ region L-CDR1 comprising SEQ ID NO: 109 or conservative
variants thereof And

a light chain vdriable region L-CDR2 comprising SEQ ID NO: 110 or

conservativg variants thereof and

a light chAin variable region L-CDR3 comprising SEQ ID NO: 111 or conservative

variantg thereof.

32. The isolate¢fantibody or fragment thereof according to claim 10, wherein the isolated

antibody gr fragment thereof comprise
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i.  aheavy chain variable domain comprising SEQ ID NO: 112 or conservatje
variants thereof and a light chain variable domain comprising SEQ ID WO: 114 or
conservative variants thereof or

ii.  aheavy chain variable domain comprising SEQ ID NO: 138 or copservative
variants thereof and a light chain variable domain comprising SEQ ID NO: 140 or
conservative variants thereof.

33. The isolated antibody according to claim 10, wherein the isolated gntibody or fragment
thereof comprises

i.  aheavy chain comprising SEQ ID NO: 116 or conseryative variants thereof and a
light chain comprising SEQ ID NO: 118 or conservgfive variants thereof or

i. aheavy chain comprising SEQ ID NO: 142 or cofiservative variants thereof and a
light chain comprising SEQ ID NO: 144 or congervative variants thereof.

34. The isolated antibody or fragment thereof according/to claim 10, wherein the isolated
antibody or a fragment thereof comprises

i. aheavy chain variable region H-CDR1/Lomprising SEQ ID NO: 120 or
conservative variants thereof and

ii.  aheavy chain variable region H-CDR2 comprising SEQ ID NO: 121 or
conservative variants thereof a

iii.  aheavy chain variable regionyH-CDR3 comprising SEQ ID NO: 123 or
conservative variants thergOf and

iv.  a light chain variable region L-CDR1 comprising SEQ ID NO: 124 or conservative
variants thereof and

v.  a light chain variablg region L-CDR2 comprising SEQ ID NO: 125 or
conservative varigants thereof and

vi.  alight chain vgfiable region L-CDR3 comprising SEQ ID NO: 127 or SEQ ID NO:
128 or SEQAD NO: 129 or conservative variants thereof.

35. The isolated antifody or fragment thereof according to claim 10, wherein the isolated
antibody or a ffagment thereof comprises a heavy chain variable domain comprising
SEQ ID NO /130 or conservative variants thereof and a light chain variable domain
comprising SEQ ID NO: 132 or SEQ ID NO: 147 or SEQ ID NO: 153 or conservative
variantg/thereof.
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claims 1 to 36.

38. The isolated polynucleotide according to claim 37 encoding a heavy/hain variable

domain, wherein the polynucleotide

is at least 90% identical to SEQ ID NO: 15 or SEQ ID N®: 19 or SEQ ID NO: 23
or SEQ ID NO: 26 or SEQ ID NO: 29 or SEQ ID NO: A2 or SEQ ID NO: 35 or
SEQ ID NO: 38 or SEQ ID NO: 41 or SEQ ID NO: g4 or SEQ ID NO: 88 or SEQ
ID NO: 91 or SEQ ID NO: 94 or SEQ ID NO: 11¥or SEQ ID NO: 131 or SEQ ID
NO: 139 or SEQ ID NO: 146 or SEQ ID NO:
comprises SEQ ID NO: 15 or SEQ ID NO:
26 or SEQ ID NO: 29 or SEQ ID NO: 32
SEQ ID NO: 41 or SEQ ID NO: 84 or
IDNO: 94 or SEQ ID NO: 113 0r S
NO: 146 or SEQ ID NO: 152; or
consists essentially of SEQ ID MO: 15 or SEQ ID NO: 19 or SEQ ID NO: 23 or
SEQ ID NO: 26 or SEQ ID NO: 29 or SEQ ID NO: 32 or SEQ ID NO: 35 or SEQ
ID NO: 38 or SEQ ID NO: A1 or SEQ ID NO: 84 or SEQ ID NO: 88 or SEQ ID
NO: 91 or SEQ ID NO: 94 or SEQ ID NO: 113 or SEQ ID NO: 131 or SEQ ID
NO: 139 or SEQ ID NO: 146 or SEQ ID NO: 152.

2; or

or SEQ ID NO: 23 or SEQ ID NO:
r SEQ ID NO: 35 or SEQ ID NO: 38 or
Q ID NO: 88 or SEQ ID NO: 91 or SEQ
ID NO: 131 or SEQ ID NO: 139 or SEQ ID

39. The isolated polynucleotidg according to claim 37 encoding a light chain variable

domain, wherein the polynucleotide

is at least 90%/identical to SEQ ID NO: 17 or SEQ ID NO: 21 or SEQ ID NO: 24
or SEQ ID YO: 27 or SEQ ID NO: 30 or SEQ ID NO: 33 or SEQ ID NO: 36 or
SEQ ID YO: 39 or SEQ ID NO: 42 or SEQ ID NO: 86 or SEQ ID NO: 89 or SEQ
ID NO/O2 or SEQ ID NO: 95 or SEQ ID NO: 115 or SEQ ID NO: 133 or SEQ ID
NO:/141 or SEQ ID NO: 148 or SEQ ID NO: 154; or

prises SEQ ID NO: 17 or SEQ ID NO: 21 or SEQ ID NO: 24 or SEQ ID NO:
7 or SEQ ID NO: 30 or SEQ ID NO: 33 or SEQ ID NO: 36 or SEQ ID NO: 39 or
SEQ ID NO: 42 or SEQ ID NO: 86 or SEQ ID NO: 89 or SEQ ID NO: 92 or SEQ
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ID NO: 95 or SEQ ID NO: 115 or SEQ ID NO: 133 or SEQ ID NO: 141 or,
NO: 148 or SEQ ID NO: 154; or
iii. consists essentially of SEQ ID NO: 17 or SEQ ID NO: 21 or SEQ IDANO: 24 or
SEQ ID NO: 27 or SEQ ID NO: 30 or SEQ ID NO: 33 or SEQ ID NO: 36 or SEQ
ID NO: 39 or SEQ ID NO: 42 or SEQ ID NO: 86 or SEQ ID NO;/39 or SEQ ID
NO: 92 or SEQ ID NO: 95 or SEQ ID NO: 115 or SEQ ID NO/ 133 or SEQ ID
NO: 141 or SEQ ID NO: 148 or SEQ ID NO: 154.
40. The isolated polynucleotide according to claim 37 encoding a hgavy chain, wherein the
polynucleotide
i. isatleast 90% identical to SEQ ID NO: 44 or SEQ /D NO: 48 or SEQ ID NO: 51
or SEQ ID NO: 54 or SEQ ID NO: 57 or SEQ ID NO: 97 or SEQ ID NO: 101 or
SEQ ID NO: 104 or SEQ ID NO: 117 or SEQ [P NO: 135 or SEQ ID NO: 143 or
SEQ ID NO: 149 or SEQ ID NO: 155 or SE@ ID NO: 159; or
i. comprises SEQ ID NO: 44 or SEQ ID NO/48 or SEQ ID NO: 51 or SEQ ID NO:
54 or SEQ ID NO: 57 or SEQ ID NO: 97 or SEQ ID NO: 101 or SEQ ID NO: 104
or SEQ ID NO: 117 or SEQ ID NO: 185 or SEQ ID NO: 143 or SEQ ID NO: 149
or SEQ ID NO: 155 or SEQ ID NQ/ 159; or
iii. consists essentially of SEQ ID WO: 44 or SEQ ID NO: 48 or SEQ ID NO: 51 or
SEQ ID NO: 54 or SEQ ID N@: 57 or SEQ ID NO: 97 or SEQ ID NO: 101 or SEQ
ID NO: 104 or SEQ ID NO/117 or SEQ ID NO: 135 or SEQ ID NO: 143 or SEQ
ID NO: 149 or SEQ ID NO: 155 or SEQ ID NO: 159.
41. The isolated polynucleotide g€cording to claim 37 encoding a light chain, wherein the
polynucleotide
i. s atleast 90% idéntical to SEQ ID NO: 46 or SEQ ID NO: 49 or SEQ ID NO: 52
or SEQ ID NO/55 or SEQ ID NO: 58 or SEQ ID NO: 99 or SEQ ID NO: 102 or
SEQ ID NO/105 or SEQ ID NO: 119 or SEQ ID NO: 137 or SEQ ID NO: 145 or

r SEQ ID NO: 157 or SEQ ID NO: 161; or
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iii. consists essentially of SEQ ID NO: 46 or SEQ ID NO: 49 or SEQ ID NO:42 or
SEQ ID NO: 55 or SEQ ID NO: 58 or SEQ ID NO: 99 or SEQ ID NO:
ID NO: 105 or SEQ ID NO: 119 or SEQ ID NO: 137 or SEQ ID NO: /45 or SEQ
ID NO: 151 or SEQ ID NO: 157 or SEQ ID NO: 161.
A cloning or expression vector comprising one or more polynucleotideg according to any
one of claims 37 to 41.
The cloning or expression vector according to claim 42 comprising at least one
polynucleotide selected from the group of SEQ ID NO: 44 or SZQ ID NO: 48 or SEQ ID
NO: 51 or SEQ ID NO: 54 or SEQ ID NO: 57 or SEQ ID NO:/101 or SEQ ID NO: 159 or
SEQ ID NO: 97 or SEQ ID NO: 104 or SEQ ID NO: 117 of/SEQ ID NO: 143 or SEQ ID
NO: 135 or SEQ ID NO: 149 or SEQ ID NO: 155 or SE¥'ID NO: 46 or SEQ ID NO: 49 or
SEQ ID NO: 52 or SEQ ID NO: 55 or SEQ ID NO: 58/6r SEQ ID NO: 102 or SEQ ID NO:
161 or SEQ ID NO: 99 or SEQ ID NO: 105 or SE NO: 119 or SEQ ID NO: 145 or
SEQ ID NO: 137 or SEQ ID NO: 151 or SEQ ID NO: 157.
A host cell comprising one or more cloning or £xpression vectors according to claims 42
or 43.
A stably transformed or transfected host gell comprising one or more polynucleotides
according to any one of claims 37 to 4/.
A method of producing a binding mgfecule, which method comprises culturing a host cell
of any one of claims 44 or 45 undgr conditions suitable for producing the binding
molecule.
A pharmaceutical compositigh comprising the binding molecule or the isolated antibody
or fragment thereof accorging to any one of claims 1 to 36 and a pharmaceutical carrier,
wherein the pharmaceujfcal composition optionally comprises a second therapeutic
compound.
The pharmaceuticgf composition of claim 47 in intravenously, inhalable or sub-
cutaneously admfnistrable form.
The binding

compositioryof claims 47 or 48 for use in therapy.

lecule according to any one of claims 1 to 36 or the pharmaceutical

The bindjphg molecule according to any one of claims 1 to 36 or the pharmaceutical
compggition of claims 47 or 48 for use in treating and/or preventing sarcoidosis, in
partifular pulmonary sarcoidosis, hemophagocytic lymphohistiocytosis (HLH), familial
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hemophagocytic lymphohistiocytosis (FHL) and other immunodeficiency syndroghes,
Giant Cell Arthritis (GCA), chronic obstructive pulmonary disease (COPD), addlt onset
Still's Disease (AOSD), systemic juvenile idiopathic arthritis (SJIA), severe g#sthma,
Uveitis, Geographic Atrophy, diabetes type 1, diabetes type 2 or atherosglerosis and any
combination thereof in a mammalian patient.

A method of treating and/or preventing sarcoidosis, in particular pulpAionary sarcoidosis,
hemophagocytic lymphohistiocytosis (HLH), familial hemophagogfftic lymphohistiocytosis
(FHL) and other immunodeficiency syndromes, Giant Cell Arthgflis (GCA), chronic
obstructive pulmonary disease (COPD), adult onset Still's Digease (AOSD), systemic
juvenile idiopathic arthritis (SJIA), severe asthma, Uveitis, £seographic Atrophy, diabetes
type 1, diabetes type 2 or atherosclerosis and any combfnation thereof in a mammalian
patient which method comprises administrating to thef/mammalian patient a
therapeutically effective amount of a binding molegéle according to any one of claims 1
to 36 or the pharmaceutical composition of claimé 47 or 48.

The use according to any one of claims 49 to 1, wherein the mammalian patient is a
human patient.

A complex comprising IL-18 and a binding molecule according to any one of claims 1 to
36.

The binding molecule or the isolated/antibody or fragment thereof according to any one
of claims 1 to 36 for use in diagngéis or for use in a diagnostic kit.

The binding molecule or the isglated antibody or fragment thereof according to any one
of claims 1 to 36 for use in diAgnosis or for use in detecting and/or measuring the
presence and/or the amoupit of free IL-18 (i.e. IL-18 not bound to IL-18BP) in a sample.
A method for detecting ghd/or measuring the presence and/or amount of free IL-18 (i.e.
IL-18 not bound to IL-A8BP) in a sample, wherein the sample is optionally a human
sample, wherein thg method comprises contacting the sample with the binding molecule
or the isolated apfibody or a fragment thereof according to any one of claims 1 to 36.
The method aglcording to claim 56, wherein the sample is blood, optionally human blood.
A diagnostigkit comprising the binding molecule or the isolated antibody or fragment
thereof agCording to any one of claims 1 to 36 and/or the complex according to claim 53,
whereigf the kit optionally comprises a first control compound.
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control compound is murine antibody 125-2H.
60. A medical or diagnostic device comprising the binding molecule or the isgfated antibody

or a fragment thereof according to any one of claims 1 to 36 and/or thefLomplex
according to claim 52.
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The invention claimed is:

1. An isolated antibody or fragment thereof, wherein the isolated antibody or a
fragment comprises:

)] a heavy chain variable region H-CDR1 comprising SEQ ID NO: 3 and

i) a heavy chain variable region H-CDR2 comprising SEQ ID NO: 4 or SEQ ID
NO: 9 or SEQ ID NO: 10 or SEQ ID NO: 11 or SEQ ID NO: 12 or SEQ ID NO: 13
and

iii) a heavy chain variable region H-CDR3 comprising SEQ ID NO: 5 and

iv) a light chain variable region L-CDR1 comprising SEQ ID NO: 6 and

V) a light chain variable region L-CDR2 comprising SEQ ID NO: 7 and

Vi) a light chain variable region L-CDR3 comprising SEQ ID NO: 8.

2. The isolated antibody or fragment thereof according to claim 1, wherein the

binding molecule inhibits IL-18-dependent interferon gamma (INF-y) production.

3. The isolated antibody or fragment thereof according to claim 1, wherein the

binding molecule binds IL-18 with a Kp of 100pM or less.

4. The isolated antibody or fragment thereof according to claim 1, wherein the
binding molecule is an isolated fully human, humanized or chimeric antibody or a

fragment thereof.

5. The isolated antibody or fragment thereof according to claim 4, wherein the
isolated antibody or fragment comprises a light chain variable domain comprising
SEQ ID NO: 16 or SEQ ID NO: 20.

6. The isolated antibody or fragment thereof according to claim 5, wherein the
isolated antibody or fragment thereof comprises:

i) a heavy chain variable domain comprising SEQ ID NO: 14 or SEQ ID NO:
22 or SEQ ID NO: 25 or SEQ ID NO: 28 or SEQ ID NO: 31 or SEQ ID NO: 34 and
a light chain variable domain comprising SEQ ID NO: 16 or
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i) a heavy chain variable domain comprising SEQ ID NO: 18 or SEQ ID
NO: 37 or SEQ ID NO: 40 and a light chain variable domain comprising SEQ ID
NO: 20.

7. The isolated antibody or fragment thereof according to claim 6, wherein the
isolated antibody or fragment thereof comprises a heavy chain variable domain
comprising SEQ ID NO: 14 and a light chain variable domain comprising SEQ ID
NO: 16.

8. The isolated antibody or fragment thereof according to claim 7, wherein
amino acid lysine (Lys; K) in position 30 with reference to SEQ ID NO:14 is
replaced by an amino acid selected from asparagine (Asn; N) or serine (Ser; S) or
threonine (Thr; T) or alanine (Ala; A) or glutamate (Glu; E) or histidine (His; H) or
leucine (Leu; L) or glutamine (GIn; Q) or arginine (Arg; R) or valine (Val; V) or

tyrosine (Tyr; Y) or isoleucine (lle; I).

9. The isolated antibody or fragment thereof according to claim 1, wherein the
binding molecule is an isolated fully human antibody.

10. The isolated antibody or fragment thereof according to claim 1, wherein the

binding molecule is an antibody fragment.

11. The isolated antibody or fragment thereof according to claim 10, wherein

the binding molecule is a Fab, a Fab’, a F(ab’),, or a scFv.

12. The isolated antibody or fragment thereof according to claim 1, wherein the
binding molecule is an isolated bispecific antibody or fragment thereof comprising

a first specificity to IL-18 and a second specificity to another polypeptide.

13. The isolated antibody or fragment thereof according to claim 1, wherein the
binding molecule is an isolated antibody comprising a mutated or chemically

modified amino acid Fc region, wherein the mutated or chemically modified amino
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acid Fc region prevents or decreases antibody dependent cytotoxic (ADCC)
activity and/or increase half-life when compared with a wild type Fc region.

14. The isolated antibody according to claim 13, wherein the mutated or

chemically modified amino acid Fc region is a silent IgG1 Fc region.

15. A pharmaceutical composition comprising the binding molecule or the
isolated antibody or fragment thereof according to claim 4 and a pharmaceutical
carrier, wherein the pharmaceutical composition optionally comprises a second

therapeutic compound.

16. The pharmaceutical composition of claim 15 in intravenously, inhalable or

sub-cutaneously administrable form.

17. A diagnostic kit comprising the binding molecule or the isolated antibody or
fragment thereof according to claim 4, wherein the kit optionally comprises a first

control compound.

18.  The diagnostic kit according to claim 17 wherein the first control compound
is free IL-18 and wherein the kit optionally comprises a second control compound

wherein the second control compound is murine antibody 125-2H.

19. Anisolated antibody or antigen binding fragment thereof that binds to IL-18,
comprising:

)] a heavy chain variable region H-CDR1 comprising SEQ ID NO: 3;

i) a heavy chain variable region H-CDR2 comprising SEQ ID NO: 9;

iii) a heavy chain variable region H-CDR3 comprising SEQ ID NO: 5;

iv) a light chain variable region L-CDR1 comprising SEQ ID NO: 6;

V) a light chain variable region L-CDR2 comprising SEQ ID NO: 7; and

Vi) a light chain variable region L-CDR3 comprising SEQ ID NO: 8.
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20. The antibody or antigen binding fragment thereof of claim 19, wherein the
isolated antibody or fragment thereof comprises a heavy chain variable domain
comprising SEQ ID NO: 14 and a light chain variable domain comprising SEQ ID
NO: 16.

21. The antibody or antigen binding fragment thereof of claim 19, wherein the
isolated antibody or fragment thereof comprises a heavy chain comprising SEQ 1D
NO: 43 and a light chain variable domain comprising SEQ ID NO: 45.

22. A pharmaceutical composition comprising the isolated antibody or fragment
thereof according to claim 19 and a pharmaceutical carrier, wherein the

pharmaceutical composition optionally comprises a second therapeutic compound.

23.  The pharmaceutical composition of claim 22 in intravenously, inhalable or

sub-cutaneously administrable form.

24. A diagnostic kit comprising the binding molecule or the isolated antibody or
fragment thereof according to claim 19, wherein the kit optionally comprises a first

control compound.

25.  The diagnostic kit according to claim 24 wherein the first control compound
is free IL-18 and wherein the kit optionally comprises a second control compound

wherein the second control compound is murine antibody 125-2H.
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