WHAT IS CLAIMED IS:

1. Use of a binding protein that binds IL-1o and a binding protein that binds IL-1f, wherein
_the binding proteins are administered to the individual in a mixture, concurrently, or successively;
or
a binding protein that binds both IL-1o and IL-1B, in the manufacture of a mcdican}e t

for treating pain in an individual, /

2. The use for treating pain according to claim 1, wherein the individual suffepé from a pain
condition selected from the group consisting of allodynia, hyperalgesia, and a corfibination of

allodynia and hyperalgesia.

3. The use according to claim 1, wherein said binding protein thz/z/t inds IL-1¢ is an anti-

IL-1a antibody.

4. The use according to claim 1, wherein said binding preftein that binds [L-1p is an anti-

IL-1p antibody.

5. The use according to claim 1, wherein said bifding protein that binds IL-10o is an anti-

IL-1o antibody and said binding protein that bindg'IL-18 is an anti-IL-1§ antibody.

6. The use according to claim 1, whergin said binding protein that binds both IL-1a and IL-

1B 1s a bispecific antibody or a dual variable domain immunoglobulin (DVD-Ig) binding protein.

7. The use according to claind 1, wherein said binding protein that binds IL-1a and said
binding protein that binds IL-1{ are formulated in a pharmaceutical composition comprising a

pharmaceutically acceptable/arrier.

8. The use according to claim 1, wherein said binding protein that binds both IL-1c and

IL-1B is formulated/in a pharmacentical composition comprising a pharmaceutically acceptable
/

carrier. /
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9. The use according to claim 1, wherein said bindiﬁg protein that binds IL-1q and said

binding protein that binds IL-1f are crystailized.

10. The use according to 1, wherein said binding protein that binds both IL-1o and IL-1§ is

crystallized.

1. The use according to claim 9, wherein said crystallized binding protein that bin}z/IL- To
and said crystallized binding protein that binds IL-18 are formulated in a compositiog/further
corprising:

optionally, an ingredient; and

a polymeric carrier.

12. The use according to claim 10, wherein said crystallized bindipg protein that binds both
IL-1¢ and IL-1B is formulated in a composition further comprising;
optionally, an ingredient; and

a polymeric carrier.

13. The use according to claim 11 or 12, wherein sard polymeric carrier is a polymer selected
from one or more of the group consisting of poly (acyslic acid), poly (cyanoacrylates), poly
{amino acids), poly (anhydrides), poly (depsipeptide), poly (esters), poly (lactic acid), poly
(lactic-co-glycolic acid) or PLGA, poly (b-hydpbxybutryate}, poly (caprolactone), poly
(dioxanone); poly (ethylene glycol), poly ((Jydroxypropyl) methacrylamide, poly
{(organo)phosphazene], poly {ortho esterg), poly (vinyl alcohol), poly (vinylpyrrolidone), maleic
anhydride- alkyl vinyl ether copolymefs, pluronic polyols, albumin, alginate, cellulose and
cellulose derivatives, collagen, fibrin, gelatin, hyaluronic acid, oligosaccharides,

ghycaminoglycans, sulfated polysaccharides, blends and copolymers thereof.

14, The use accordingAo claim 11 or 12, wherein said ingredient, when preseni, is selected
from the group consisting of albumin, sucrose, trehalose, lactitol, gelatin, hydroxypropyl-p-

cvclodextrin, methoxypolyethylene glycol and polyethylene glycol.

15, The ugé according to claim 1 further comprising administering to the individual a second

agent that provides a desirable property.
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16. The use according to claim 15, wherein said second agent is one or more compounds in

S Y. . S, p TR TTeY 1 PSP WU, fyts S, D S
the group consisting o  Tactor, corticosteroids, cyclosporin,

sulfasalazine, aminosalicylates, 6-mercaptopurine, azathioprine, metronidazole, lipoxygenase
inhibitors, mesalamine, olsalazine, balsalazide, antioxidants, thromboxane inhibitors, IL-1

receptor antagonists, anti-IL-IP monoclonal antibodies, anti-IL-6 monoclonal antibodies, gro

their ligands, methotrexate, cyclosporin, FK506, rapamycin, mycophenolate mofetil, leflunomide,
NSAIDs, ibuprofen, corticosteroids, prednisolone, phosphodiesterase inhibitors,/adensosine
agonists, antithrombotic agents, complement inhibitors, adrenergic agents, IBAK, NIK, IKK, p38,
MAP kinase inhibitors, IL-1B converting enzyme inhibitors, TNFa, conveyfing enzyme inhibitors,
T-cell signalling inhibitors, metalloproteinase inhibitors, sulfasalazine, dzathioprine, 6-
mercaptopurines, angiotensin converting enzyme inhibitors, soluble £ytokine receptors, soluble
p55 TNF receptor, soluble p75 TNF receptor, sIL-1RI, sIL-1RII,

cytokines, IL-4, I~10, XL-11, IL-13, and TGFp.

-6R, anti-inflammatory

17. The use for treating pain in an individual accordifg to claim 1, wherein the individual is
suffering from a disease or disorder selected from the group comprising osteoarthritis, rhenmatoid
arthritis, juvenile chronic arthritis, septic arthritis, [yme arthritis, psoriatic arthritis, reactive
arthritis, spondyloarthropathy, systemic lupus epythematosus, Crohn's disease, ulcerative colitis,
inflammatory bowel disease, insulin dependefit diabetes mellitus, thyroiditis, asthma, allergic
diseases, psoriasis, dermatitis, sclerod , graft versus host disease, organ transplant rejection,
acute immune disease associated with ptgan transplantation, chronic immune disease associated
with organ transplantation, sarcoidogis, atherosclerosis, disseminated intravascular coagulation,
Kawasaki's disease, Grave's disegée, nephrotic syndrome, chronic fatigue syndrome, Wegener's

granulomatosis, Henoch-Schognlein purpurea, microscopic vasculitis of the kidneys, chronic

active hepatitis, wveitis, septic shock, toxic shock syndrome, sepsis syndrome, cachexia,

infectious discases, pa? tic diseases, acuie fransverse myelitis, Huntington's chorea, Parkinson's
disease, Alzheimer?d

heart failure, myocdrdial infarction, Addison's disease, sporadic polyglandular deficiency type I,

sease, stroke, primary biliary cirrhosis, hemolytic anemia, malignancies,

polyglandular deficiency type II (Schmidt's syndrome), adult (acute) respiratory distress
syndrome, zé'pecia, alopecia areata, seronegative arthropathy, arthropathy, Reiter's disease,
hropathy, ulcerative colitic arthropathy, enteropathic synovitis, Chlamydia-associated

psoriaﬁf
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arthropathy, Yersinio-associated arthropathy, Salmonella-associated arthropathy,
spondyloartiropathy, atheromatous disease/arterioscierosis, atopic allérgy, autoimmune bullous
disease, pemphigus vulgaris, pemphigus foliaceus, pemphigoid, linear IgA disease, autoimmune

haemolytic anaemia, Coombs positive haemolytic anaemia, acquired pernicious anaemia, juveni

pernicious anaemia, myalgic encephalitis/Royal Free disease, chronic mucocutaneous candidigsis,
giant cell arteritié, primary sclerosing hepatitis, cryptogenic autoimmune hepatitis, acquire

‘immunodeﬁciency syndrome, acquired imrnunodeficiency related diseases, hepatitis B,
hepatitis C, common variable immunodeficiency (common variable hypogammaglobglinaemia),
dilated cardiomyopathy, female infertility, ovarian failure, premature ovarian failyre, fibrotic lung
disease, cryptogenic fibrosing alveolitis, post-inflammatory interstitial lung disghse, interstitial

pneumonitis, connective tissue disease associated interstitial lung disease, mjked connective

tissue disease associated lung disease, systemic sclerosis associated intersfitial Jung disease,
rheumatoid arthritis associated inferstitial lung disease, systemic lupus Arythematosus associated
lung disease, dermatomyositis/polymyositis associated lung disease/Sjogren's disease associated

lung disease, ankylosing spondylitis associated lung disease, vasgulitic diffuse lung disease,

haemosiderosis agsociated lung disease, drug-induced interstiffal lung disease, fibrosis, radiation
fibrosis, bronchiolitis obliterans, chronic eosinophilic pneurhonia, lymphocytic infiltrative lung
disease, postinfectious interstitial lung disease, gouty arfhiritis, autoimmune hepatitis, type-1
autoimmmune hepatitis (clagsic autoimmune or lupoid Kepatitis), type-2 autoimmune hepatitis
{anti-LXM antibody hepatitis), autoimmune medigfed hypoglycemia, type B insulin resistance
with acanthosis nigricans, hypoparathyroidism,/; ostecarthiosis, primary sclerosing cholangitis,
psoriasis type 1, psoriasis type 2, idiopathic Jéucopaenia, antoimnmme newtropaenia, renal discase

NOS, glomerulonephritides, Lyme disea

, discoid lupus erythematosus, male infertility

idiopathic or NOS, sperm autoimomuniyy, multiple sclerosis (all subtypes), sympathetic

ophthalmia, pulmonary hypertensioy secondary fo connective tissue disease, Goodpasture's
syndrome, pulmonary manifestation of polyarteritis nodosa, acute rheumatic fever, rheumatoid
spondylitis, Still's disease, systemic sclerosis, Sjogren's syndrome, Takayasu's discase/arteritis,
autoimmune thrombocytopgenia, idiopathic thrombocytopaenia, autoimmune thyroid disease,
hyperthyroidism, goitroy$ autoimmune hypothyroidism (Hashimoto's disease), atrophic
autoimmune hypothypoidism, primary myxoedema, phacogenic uveitis, primary vasculitis,
vitiligo, acute livep/disease, chronic liver diseases, alcoholic cirrhosis, alcohol-induced Hver

injury, cholestagls, idiosyncratic liver disease, dmg-induced hepatitis, non-alcoholic
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forms of pain), cancers such as lung, breast, stomach, bladder, colon, pancreas, ovarian, prostate
and rectal cancer. hematopoietic malignancies (1eukemia and lymiphoma), abetalipoproteinemia,
acrocyanosis, acute and chronic parasitic or infectious processes, acute leukemia, acute
Iymphoblastic leukemia (ALL), acute myeloid leukemia (AML), acute or chronic bacterial
infection, acute pancreatitis, acute renal failure, adenocarcinomas, atrial ectopic beats, AIDS
dementia complex; alcohol-induced hepatitis, allergic conjunctivitis, allergic contact dermaitis,
allergic rhinitis, aliograft rejection, alpha-]- antitr};psin deficiency, amyt)trophic lateral yemsis,
anemia, angina pectoris, anterior horn cell degeneration, anti-CDD3 therapy, antiphosyfolipid
syndrome, anti-receptor hypersensitivity reactions, aortic and peripheral aneurysmg/ aortic
dissection, arterial hypertension, arteriosclerosis, arteriovenous fistula, ataxia, agfial fibrillation
(sustained or paroxysmal), atrial flutter, atrioventricular block, B cell lymphoma, bone graft
rejection, bone marrow transplant (BMT) rejection, bundle branch block, Burkitt's lymphorna,
burns, cardiac arrhythmias, cardiac stun syndrome, cardiac tumors, cardiomyopathy,
cardiopulmonary bypass inflammation response, cartilage transplant fejection, cerebellar cortical
degenerations, cerebellar disorders, chaotic or multifocal atrial taghycardia, chemotherapy
associated disorders, chronic myelocytic leukemia (CML), chrgnic alcoholism, chronic

inflammatory pathologies, chronic Iymphocytic Jeukemia {

L), chronic obstructive pulmonary
diseage (COPD), chronic salicylate intoxication, colorectd] carcinoma, congestive heart failure,
conjunctivitis, contact dermatitis, cor pulmonale, corgfiary artery disease, Creutzfeldt-Jakob
disease, culture negative sepsis, cystic fibrosis, cytekine therapy associated disorders, dementia
pugilistica, demyelinating diseases, dengue hemdrrhagic fever, dermatologic conditions, diabetes,
diabetic arteriosclerotic disease, diffuse Lewy body disease, dilated congestive cardiomyopathy,
disorders of the basal ganglia, Down's sy?drome in mmddle age, drug- induced movement
disorders induced by drugs which block/CNS dopamine receptors, drug sensitivity, eczema,
encephalomyelitis, endocarditis, endocrinopathy, epiglottitis, Epstein-Barr virus infection,

erythromelalgia, extrapyramidal

d cerebellar disorders, familial hemophagocytic

Iymphohistiocytosis, fetal thyidus implant rejection, Friedreich's ataxia, functiona] peripheral
ymp ? perip

arterial disorders, fungal sepsis, gas gangrene, gastric ulcer, glomerular nephritis, graft rejection
of any organ or tissue, gram negative sepsis, gram positive sepsis, granulomas due to intracellular
organisms, hairy cell Jéukemis, Hallervorden-Spatz disease, Hashimoto's thyroiditis, hay fever,
heart transplant rejgction, hemochromatosis, hemodialysis, hemolytic uremic

syndrome/thro /olytic thrombocytopenic purpura, hemorrhage, hepatitis A, His bundle
arrhythmias, Z/ﬂ infection/HIV neuropathy, Hodgkin's disease, hyperkinetic movement

' disorders, Hypersensitivity reactions, hypersensitivity pneamonitis, hypertension, hypokinetic
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movement disorders, hypothalamic-pituitary-adrenal axis evaluation, idiopathic Addison's
disease, idiopathic pulimonary fibrosis, antibody mediated cytotonicity, asthenia, infantile spinal
;muscular atrophy, inflammation of the aorta, influenza A, ionizing radiation exposure,
iridocyclitis/u{ieitis/optic neuritis, ischemia- reperfusion injury, ischemic stroke, juvenile
rheumatoid arthritis, jﬁvenile spinal muscular atrophy, Kaposi's sarcoma, kidney transplant
rejection, legionella, leishmaniasis, leprosy, lesions of the corticospinal system, lipedema, liver
transplant rejection, lymphedema, malaria, malignant lymphoma, malignant histiocytosi
malignant meianorﬂa, memningitis, meningococeemia, metabolic migraine headache, 1 'o/pathic

migraine headache, mitochondrial nultisystem disorder, mixed connective tissue

monoclonal gammopathy, multiple myeloma, multiple systems degenerations (Menzel, Dejerine-
Thomas, Shy-Drager, and Machado-Joseph), myasthenia gravis, mycobacterjdm avium
. intracellulare, mycobacterium tuberculosis, myelodysplastic syndrome, myocardial ischemic

disorders, nasopharyngeal carcinoma, neoniatal chronic lung disease, nephritis, nephrosis,

neurodegenerative diseases, neurogenic muscular atrophies, neutropenic fever, non- Hodgkin's
lymphoma, occlusion of the abdominal aorta and its branches, ocglusive arterial disorders, OKT
therapy, orchitis/ epididymitis, orchitis/vasectomy reversal profedures, organomegaly,
osteoporosis, pancreas transplant rejection, pancreatic carcifoma, parancoplastic
syndrome/hypercalcemia of malignancy, parathyroid trapsplant rejection, pelvic inflammatory
disease, perennial rhinitis, pericardial disease, peripheral atherosclerotic disease, peripheral
vascular disorders, peritonitis, pernicious anemia, phsumocystis carinii pneumonia, pnewnonna,
POEMS syndrome {(polyneuropathy, organome é, endocrinopathy, monoclonal gammopathy,

and skin changes syndrome), post perfusion

drome, post pump syndrome, post-MI cardiotomy
syndrome, preeclampsia, progressive suprdnucleo palsy, primary pulmonary hypertension,
radiation therapy, Raynaud's phenomepon, Raynaud's disease, Refsum's disease, regular narrow
QRS tachycardia, renovascular hypeftension, reperfusion injury, restrictive cardiomyopathy,
sarcomas, senile chorea, senile defnentia of Lewy body type, seronegative arthropathies, shock,
sickle cell anemia, skin allogratt rejection, skin changes syndrome, small bowel transplant
rejection, solid tumors, spegific arthythmias, spinal ataxia, spinocerebellar degenerations,
streptococcal myositis, ctural lesions of the cerebellum, subacute sclerosing panencephalitis,
syncope, syphilis of }hZ cardiovascular system, systeinic anaphylaxis, systemic inflammatory
TESpOnse syndrom;z,/ systemic onset juvenile rheumatoid arthritis, T-cell or FAB ALL,
telangiectasia, 1 r/omboangiitis obliterans, thrombocytopenia, toxicity, transplants,
trauma/hemefrhage, type 111 hypersensitivity reactions, type IV hypersensitivity, unstable angina,

uretnia, uybsepsis, urticaria, valvular heart diseases, varicose veins, vasculitis, venous diseases,
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venous thrombosis, ventricular fibrillation, viral and fungal infectioné, viral encephalitis/aseptic

.y

meningiiis, viral-associated hemophagocytic syndrome, Wernicke- Korsakoff syndrome, Wilson's

disease, xenograft rejection of any organ or tissue, acute coronary syndromes, acute idiopathic
polyneuritis, acute inflammatory demyelinating polyradiculoneuropathy, acute ischemia, adult
Still’s disease, alopecia areata, anaphylaxis, anti-phospholipid antibody syndrome, aplastic
anemia, arteriosclerosis, atopic eczema, atopic dermatitis, autoimmume dermatitis, autoimmufie
disorder associated with streptococcus infection, autoimmune enteropathy, autoimmune héaring
loss, autoinumune iymphoproliferative syndrome (ALPS), autoimmune myocarditis, agfoimmune
premature ovarian failure, blepharitis, bronchiectasis, bullous pemphigoid, cardiovaécular

disease, catastrophic antiphospholipid syndrome, celiac disease, cervical spondylosis, chronic

retinopathy, disk herniation, disk prolapse, drug induced immune hemo}#tic anemia, endocarditis,
endometriosis, endophthalmitis, episcleritis, erythema multiforme, epythema multiforme major,
gestational pemphigoid, Guilléin—Barré syndrome (GBS), hay fever, Hughes syndrome, idiopathic
Parkinson’s disease, idiopathic interstitial pneumeonia, IgE-medfated allergy, immune hemolytic
anemia, inclusion body myositis, infectious ocular inflammagfory disease, inflammatory |

demyelinating disease, inflammatory heart disease, infla

atory kidney disease, IPF/UIP, iritis,
keratitis, keratojunctivitis sicca, Kussmaul disease or Kussmaul-Meier disease, Landry's
paralysis, Langerhan's cell histiocytosis, livedo retigularis, macular degeneration, microscopic
polyangiitis, morbus Bechterew, motor neuron dfsorders, mucous membrane pemphigoid,
.multiple organ failure, myasthenia gravis, myélodysplastic syndrome, myocarditis, nerve root
disorders, neuropathy, non-A non-B hepe»ii/s, optic neuritis, osteolysis, ovarian cancer,
pauciarticular JRA, peripheral artery ogtlusive disease (PAOD), peripheral vascular disease
(PVD), peripheral artery disease (P

}, phlebitis, polyarteritis nodosa (or periarteritis nodosa),
polychondritis, polymyalgia rhewnatica, poliosis, polyarticular JRA, polvendocrine deficiency
syndrome, polymyositis, polypiyalgia theumatica (PMR), post-pump syndrome, primary
Parkinsonism, prostatitis, pdre red cell aplasia, primary adrenal insufficiency, recurrent
neuromyelitis optica, restenosis, rheumatic heart disease, SAPHO (synovitis, acne, pustulosis,
hyperostosis, and ostgitis), secondary amyloidosis, shock lung, scleritis, sciatica, secondary
adrenal insufficiendy, silicone associated connective tissue disease, Sneddon-Wilkinson
dermatosis, spoddylitis ankylosans, Stevens-Johnson syndrome (8IS), systemic inflammatory
TeSponse § ome, temporal arteritis, toxoplasmic retinitis, toxic epidermal necrolysis,

transvers¢/myelitis, TRAPS (rumor-necrosis factor receptor type 1 (TNFR)-associated periodic
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syndrome), type 1 allergic reaction, type I diabetes, usual interstitial pneumonia (UIP), vernal

conjunciivitis, viral retinitis, Vogi-Koyanagi-Harada syndrome (VKH syndrome), wet macular

degeneration, and wound healing.

18. The use according to claim 1, wherein the individual is suffering from a disease selec
from the group consisting of a prifnary cancer, a metastatic cancer, breast cancer, colon canter,
rectal cancer, lung cancer, oropharynx cancer, hypopharynx cancer, esophagus cancer, § omach

cancer, pancreatic cancer, liver cancer, gallbladder cancer, bile duct cancer, small intghtine

cancer, colon cancer, urinary tract cancer, kidney cancer, bladder cancer, urotheliyéh cancer,
female genital tract cancer, cervical cancer, uterine cancer, ovarian cancer, cho 'ooarcinoma,
gestational trophoblastic disease, male genital tract cancer, prostate cancer, séminal vesicle

cancer, testicular cancer, germ cell tumor, endocrine gland cancer, thyroi¢/cancer, adrenal cancer,

pituitary gland cancer, skin cancer, hemangioma, melanoma, sarcoma, hone cancer, soft tissue

cancer, Kaposi’s sarcoma, tumor of the brain, nerve cancer, eye cander, cancer of the meninges,
astrocytoma, glioma, glioblastoma, retinoblastoma, neuroma, neyfoblastoma, Schwannoma,
meningioms, a solid tumor arising from hematopoietic maligndncy, leukemia, Hodgkin's

lymphoma, and non -Hodgkin's lymphoma.

19. The use according to any one of claims 1-12 #nd 15-18, wherein medicament is to be
administered by at least one mode selected from patenteral, subcutaneous, intramuscular,
intravenous, intra-articular, intrabronchial, intrgd¢bdominal, intracapsular, intracartilaginous,
intracavitary, intracelial, intracercbellar, intrpCerebroventricular, intracolic, intracervical,
infragasiric, intrahepatic, intramyocardial,/intracsteal, intrapelvic, intrapericardiac,
intraperitoneal, intrapleural, intraprostafic, intrapulmonary, intrarectal, intrarenal, intraretinal,

intraspinal, intrasynovial, intrathoradic, intrauterine, intravesical, bolus, vaginal; rectal, buccal,

sublingual, intranasal, and trans

20. Use of a binding prétein that binds IL-1o. and a binding protein that binds IL-~1p;

or
a binding protein that binds both IL-1 o and 1115, in the manufacture of & medicament

for treating osteoarthritis.

21. The Ase according to claim 20, wherein said binding protein that binds IL-1a is an anti-

IL-10 antibody.
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22. The use according to claim 20, wherein said binding protein that binds IL-1§ is an anti-

11.-1P antibody.

23. The use according to claim 20, wherein said binding protein that binds IL-1¢. is an anti-

IL~1a antibody and said binding protein that binds IL-10 is an anti-IL-18 antibody.

24, The use according to claim 20, wherein said binding protein that binds both IL-Yo. and

TL-18 is a dual variable domain immunoglobulin (DVD-Ig) binding protein,

25. The use according to claim 20, wherein said binding protein that bind
binding protein that binds IL-1P are formulated in a pharmaceutical compogition comprising a

pharmaceuﬁcaﬁy acceptable carrier.

26. The use according to claim 20, wherein said binding proteif) that binds both [L-1a and

IL-1B is formulated in a pharmaceutical composition comprisi

a pharmaceutically acceptable

scarrier.

27.  The use according to claim 20, wherein said bjiding protein that binds IL-1o and said a

binding protein that binds IL-1P are crystailized.

28. The use according to 20, wherein said' binding protein that binds both IL-1o and IL-1f is

crystallized.

29. The use according to claim 27, wherein said crystallized binding protein that binds IL-1a
and said crystallized binding p}?ﬁn that binds IL~-1P are formulated in a composition further
nt

comprising an optional ingredjént and a polymeric carrier.

30. The use according to claim 28, wherein said crystallized binding protein is formulated in

a composition further fomprising an optional ingredient and a polymeric carrier.

3L The useAccording to claim 29 or 30, wherein said polymeric carrier is a polymer selected
from one or pdore of the group consisting of poly (acrylic acid), poly (cyanoacrylates), poly

(amino acjds), poly (anhvydrides}, poly (depsipeptide), poly-(esters), poly (lactic acid), poly
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(lactic-co-glycolic acid) or PLGA, poly (b-hydroxybutryate), poly (caprolactone), poly
{dioxanone); poly (ethylene glyool), poly ((hydroxypropyl) methacrylamide, poly
'[(organo)phosphazene], poly (ortho esters), poly (vinyl alcohol), poly (vinylpyrrolidone), maleic
anhydride- alkyl vinyl ether copolymers, pluronic polyols, albumin, alginate, cellulose and
cellulose derivatives, collagen, fibrin, gelatin, hyaluronic acid, oligosaccharides,

glycaminoglycans, sulfated polysaccharides, blends and copolymers thereof.

/from the

group consisting of albumin, sucrose, trehalose, lactitol, gelatin, hydroxypropyl-B-cyclodextrin,

32. The use according to claim 29 or 30, wherein said optional ingredient is select

methoxypolyethylene glycol and po[yéthylene glycol.

- 33. The use according to claim 20 further comprising administering to the individual a

second agent that provides a desirable property.

34, The use according to claim 33, wherein said second agent 4s one or more compounds in
the group consisting of budenoside, epidermal growth factor, cofticosteroids, cyclosporin,
sulfasalazine, aminosalicylates, 6-mercaptopurine, azathioprihe, metronidazole, lipoxygenase
inhibitors, mesalamine, olsalazine, balsalazide, antioxidapfs, thromboxane inhibitors, JL-1
receptor antagonists, anti-IL-1 monoclonal antibodies, anti-IL-6 monoclonal antibodies, growth
factors, elastase inhibitors, pyridinyl-imidazole copdpounds, antibodies of TNF, LT, IL-2, IL-6,
1L-7, 1L-8, IL-12, 1L-13, IL-15, 1L-16, I1.-18, 11423, EMAP-II, GM-CSF, FGF, and PDGF,
antibodies of CD2, CD3, CD4, CD8, CD-19,/D25, CD28, CD30, CD40, CD4S, CD69, CDI0 or

their ligands, methotrexate, cyclosporin, BK506, rapamycin, mycophenolate mofetil, leflunomide,

NSAIDs, ibuprofen, corticosteroids, prédnisolone, phosphodiesterase inhibitors, adensosine
agonists, antithrombotic agents, cofplement inhibitors, adrenergic agents, IRAK, NIK, IKK, p38,
MAP kinase inhibitors, IL-1P corfverting enzyme inhibitors, TNFo converting enzyme inhibitors,

T-cell signalling inhibitors, métalloproteinase inhibitors, sulfasalazine, azathioprine, 6-

mercaptopurines, angiotengin converting enzyme inhibitors, soluble cytokine receptors, soluble
P55 TNF receptor, soluple p75 TNF receptor, sIL-1R1, sIL-IRII, sIL-6R, anti-inflammatory

cytokines, IL-4, IL-10, IL-11, IL-13, and TGFB.

35. The usé according to any one of claims 20-30, 33, and 34, wherein said medicament is to
be administéred by at least one mode selected from parenteral, subcutaneous, intramuscular,

intravengus, intra-articular, infrabronchial, intraabdominal, intracapsular, intracartilaginous,




intracavitary, intracelial, intracerebellar, intracerebroventricular, intracolic, intracervical,

intragastric, intrahepatic, intramyocardial, intraosteal, intrapelvic, intrapericardiac,

intraperitoneal, intrapleural, intraprostatic, intrapulmonary, intrarectal, intrarenal, intraretinal,
intraspinal, intrasynovial, intrathoracic, intrauterine, intravesical, bolus, vaginal, rectal, buccal,

sublingual, intranasal, and transdermal.
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CLAIMS

1. Use of a binding protein that binds both IL-1a and IL-1f, in the manufacture of a

medicament for treating pain in an individual suffering from osteoarthritis.

2. The use for treating pain according to claim 1, wherein the individual suffers from a
pain condition selected from the group consisting of allodynia, hyperalgesia, and a

combination of allodynia and hyperalgesia.

3. The use according to claim 1, wherein said binding protein that binds both IL-1a and

IL-1B is a bispecific antibody or a dual variable domain immunoglobulin (DVD-Ig) binding

protein.

4. The use according to claim 1, wherein said binding protein that binds both IL-1a and
IL-18 is formulated in a pharmaceutical composition comprising a pharmaceutically

acceptable carrier.

5. The use according to 1, wherein said binding protein that binds both IL-1a and 1L-1B

1s crystallized.

6. The use according to claim 5, wherein said crystallized binding protein that binds both

IL-1ov and IL-1f is formulated in a composition further comprising a polymeric carrier.

7. The use according to claim 6, wherein said polymeric carrier is a polymer selected
from one or more of the group consisting of: a poly (acrylic acid), a poly (cyanoacrylate), a
poly (amino acid), a poly (anhydride), a poly (depsipeptide), a poly (ester), a poly (lactic |
acid), a poly (lactic-co-glycolic acid), a poly (b-hydroxybutryate), a poly (caprolactone), a
poly (dioxanone); a poly (ethylene glycol), a poly ((hydroxypropyl) methacrylamide, a poly
[(organo)phosphazene], a poly (ortho ester), a poly (vinyl alcohol), a poly (vinylpyrrolidone),
a maleic anhydride- alkyl vinyl ether copolymer, a pluronic polyol, an albumin, an alginate, a
cellulose, a cellulose derivative, a collagen, a fibrin, a gelatin, a hyaluronic acid, an

oligosaccharide, a glycaminoglycan, a sulfated polysaccharide, a blend, and a copolymer

thereof.
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8. The use according to claim 6 further comprising an ingredient selected from the group
consisting of albumin, sucrose, trehalose, lactitol, gelatin, hydroxypropyl-p-cyclodextrin,

methoxypolyethylene glycol, and polyethylene glycol.

0. The use according to claim 1 further comprising a biologically active second agent

that provides a desirable property.

10. The use according to claim 9, wherein said second agent is one or more compounds in
the group consisting of budenoside, epidermal growth factor, corticosteroids, cyclosporin, |
sulfasalazine, aminosalicylates, 6-mercaptopurine, azathioprine, metronidazole, lipoxygenase
inhibitors, mesalamine, olsalazine, balsalazide, antioxidants, thromboxane inhibitors, IL-1
receptor antagonists, anti-IL-1 monoclonal antibodies, anti-IL-6 monoclonal antibodies,
growth factors, elastase inhibitors, pyridinyl-imidazole compounds, antibodies of TNF, LT,
IL-2, IL-6, IL-7, IL-8, IL-12, IL-13, IL-15, IL-16, IL-18, IL-23, EMAP-II, GM-CSF, FGF,
and PDGF, antibodies of CD2, CD3, CD4, CDS, CD-19, CD25, CD28, CD30, CD40, CD43,
CD69, CD90 or their ligands, methotrexate, cyclosporin, FK506, rapamycin, mycophenolate
mofetil, leflunomide, NSAIDs, ibuprofen, corticosteroids, prednisolone, phosphodiesterase
inhibitors, adensosine agonists, antithrombotic agents, complement inhibitors, adrenergic
agents, IRAK, NIK, IKK, p38, MAP kinase inhibitors, IL-1f converting enzyme inhibitors,
TNFo converting enzyme inhibitors, T-cell signalling inhibitors, metalloproteinase inhibitors,
sulfasalazine, azathioprine, 6-mercaptopurines, angiotensin converting enzyme inhibitors,
soluble cytokine receptors, soluble p55 TNF receptor, soluble p75 TNF receptor, sIL-1RI,
sIL-1RIIL, sIL-6R, anti-inflammatory cytokines, 1L-4, IL-10, IL-11, IL-13, and TGFp.

11. The use according to any one of claims 1-10, wherein said medicament is to be
administered by at least one mode selected from parenteral, subcutaneous, intramuscular,
intravenous, intra-articular, intrabronchial, intraabdominal, intracapsular, intracartilaginous,
intracavitary, intracelial, intracerebellar, intracerebroventricular, intracolic, intracervical,
intragastric, intrahepatic, intramyocardial, intraosteal, intrapelvic, intrapericardiac,
intraperitoneal, intrapleural, intraprostatic, intrapulmonary, intrarectal, intrarenal, intraretinal,
intraspinal, intrasynovial, intrathoracic, intrauterine, intravesical, bolus, vaginal, rectal,

buccal, sublingual, intranasal, and transdermal.
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12.  Use of a binding protein that binds both IL-1a and IL-1f, in the manufacture of a

medicament for treating osteoarthritis.

13.  The use according to claim 12, wherein said binding protein that binds both IL-1o and

IL-1B is a dual variable domain immunoglobulin (DVD-Ig) binding protein.

14.  The use according to claim 12, wherein said binding protein that binds both IL-1o and
IL-1P is formulated in a pharmaceutical composition comprising a pharmaceutically

acceptable carrier.

15.  The use according to 12, wherein said binding protein that binds both IL-1o and IL-
1B is crystallized.

16.  The use according to claim 15, wherein said crystallized binding protein is formulated

in a composition further comprising a polymeric carrier.

17.  The use according to claim 16, wherein said polymeric carrier is a polymer selected
from one or more of the group consisting of: a poly (acrylic acid), a poly (cyanoacrylate), a
poly (amino acid), a poly (anhydride), a poly (depsipeptide), a poly (ester), a poly (lactic
acid), a poly (lactic-co-glycolic acid), a poly (b-hydroxybutryate), a poly (caprolactone), a
poly (dioxanone); a poly (ethylene glycol), a poly ((hydroxypropyl) methacrylamide, a poly
[(organo)phosphazene], a poly {ortho ester), a poly (vinyl alcohol), a poly (vinylpyrrolidone),
a maleic anhydride- alkyl vinyl ether copolymer, a pluronic polyol, an albumin, an alginate, a
cellulose, a cellulose derivative, a collagen, a fibrin, a gelatin, a hyaluronic acid, an
oligosaccharides, a glycaminoglycan, a sulfated polysaccharide, a blend, and a copolymer

thereof.
18. The method according to claim 16 further comprising an ingredient selected from the

group consisting of albumin, sucrose, trehalose, lactitol, gelatin, hydroxypropyl-f-

cyclodextrin, methoxypolyethylene glycol, and polyethylene glycol.
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19. The use according to claim 12 further comprising a biologically active second agent

that provides a desirable property.

20. The use according to claim 19, wherein said second agent is one or more compounds
in the group consisting of budenoside, epidermal growth factor, corticosteroids, cyclosporin,
sulfasalazine, aminosalicylates, 6-mercaptopurine, azathioprine, metronidazole, lipoxygenase
inhibitors, mesalamine, olsalazine, balsalazide, antioxidants, thromboxane inhibitors, IL-1
receptor antagonists, anti-IL-1 monoclonal antibodies, anti-IL-6 monoclonal antibodies,
growth factors, elastase inhibitors, pyridinyl-imidazole compounds, antibodies of TNF, LT,
IL-2, IL-6, IL-7, IL-8, 1L-12, IL-13, IL-15, IL-16, IL-18, IL-23, EMAP-II, GM-CSF, FGF,
and PDGF, antibodies of CD2, CD3, CD4, CDS§, CD-19, CD25, CD28, CD30, CD40, CD45,
CD69, CDY0 or their ligands, methotrexate, cyclosporin, FK506, rapamycin, mycophenolate
mofetil, leflunomide, NSAIDs, ibuprofen, corticosteroids, prednisolone, phosphodiesterase
inhibitors, adensosine agonists, antithrombotic agents, complement inhibitors, adrenergic
agents, IRAK, NIK, IKK, p38, MAP kinase inhibitors, IL-1f converting enzyme inhibitors,
TNFa converting enzyme inhibitors, T-cell signalling inhibitors, metalloproteinase inhibitors,
sulfasalazine, azathioprine, 6-mercaptopurines, angiotensin converting enzyme inhibitors,
soluble cytokine receptors, soluble pS5 TNF receptor, soluble p75 TNF receptor, sIL-1R1,
sIL-1RII, sIL-6R, anti-inflammatory cytokines, IL-4, IL-10, IL-11, IL-13, and TGFp.

21. The use according to any one of claims 12-16, 19 and 20, wherein said medicament is
to be administered by at least one mode selected from parenteral, subcutaneous,
intramuscular, intravenous, intra-articular, intrabronchial, intraabdominal, intracapsular,
intracartilaginous, intracavitary, intracelial, intracerebellar, intracerebroventricular, intracolic,
intracervical, intragastric, intrahepatic, intramyocardial, intraosteal, intrapelvic,
intrapericardiac, intraperitoneal, intrapleural, intraprostatic, intrapulmonary, intrarectal,
intrarenal, intraretinal, intraspinal, intrasynovial, intrathoracic, intrauterine, intravesical,

bolus, vaginal, rectal, buccal, sublingual, intranasal, and transdermal.

22. The use according to claim 12, wherein the osteoarthritis comprises an osteoarthritis

lesion.
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23.  Theuse according to claim 12, wherein the osteoarthritis comprises an injury to an

anterior cruciate ligament.

24, The use according to claim 12, wherein osteoarthritis comprises cartilage

degeneration and expression of IL-6.

25.  The use according to claim 24, wherein the cartilage degeneration comprises femoral

cartilage degeneration or tibial cartilage degeneration.

26. The use according to claim 12, wherein administering the binding protein produces an

antinociceptive effect.

27. The use according to claim 12, wherein the binding protein further treats pain.

28. The use according to claim 27, wherein the pain is selected from the group consisting

of allodynia, hyperalgesia, and a combination of allodynia and hyperalgesia.
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