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D ETreio6dia amrpOKANTNS GAEYMOVAC

D YmrepBoAikA A/Kal TTAPATETAPEVN EVEPYOTTOINON
TWV INXAVIOPNWYV TNG QUOIKAG aVOoiag

D Mpokarolvtal cuxvda aTrd yoviSiakéc BAGRES
TTAPAYOVTWY TNG PUOIKNG avoaiag

D I1ic yeveTikéC BAGBEC PTTOPET VO ETTIKGBOVTAI KO

2NUEPA WC AUTOPAEYHOVWON BewpouvTal T VOOT|MATA TTOU
XapaKTNPiovTal aTTO AUTOUATA ETTEICO0IA PAEYHOVAGC XWPIC

Xop\eKiTio 1 OTTRAVTIOW [CUTOAPAE Y INOQEENG VOO TIIARWYV

Dinarello CA. Eur J Immunol 2011;41:1203-1217
Martinon F. Immunol Rev 2010 Jan;233(1):218-32
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Table 1. Clinical Classification of Selected Autoinflammatory Diseases

Diseass Geng (Protein) Proposed Mechanism®
Hereditary Recurrent Fevers
Familial Mediterranaan fever (FMF) MEFV (pyrin) Increased inflammasome activation

TNF receptor-associated periodic syndrome
(TRAPS)

Hyperimmunoglobulinemia D with periodic faver
syndromea (HIDS)

Familial cold autcinflammatory syndrome (FCAS)
Muckle-Wells syndrome (MWS)

Neonatal-onset multisystem inflammatory dis-
ease (NOMID)

TNFRSF1A (TNFR1)

MVK (mevalonate kinase)

NLRP3/CIAST (NLRP3/cryopyrin)
NLRP3/CIAST (NLRP3/cryopyrin)
NLRP3/CIAST (NLRP3/cryopyrin)

Protein misfolding

Increased inflammasomea activation

Intrinsic inflammasomopathy
Intrinsic inflammasomopathy
Intrinsic inflammasomopathy

Idiocpathic Febrile Syndromeas

Systemic onset juvenile idiopathic arthritis
(SoJia)
Adult-onsat Still's disease

Schnitzler syndrome

Complex

Complex
Sporadic?

Unknown

Unknown
Increased inflammasomea activation

Pyogenic Disorders

Pyogenic arthritis with pyoderma gangrencsum
and acne (PAPA)

FSTRIP1/CD2BP1 (PSTPIP1/CD2BP1)

Abnormal PSTPIP1 binding to pyrin causing
incraased IL-18 activation

Granulomatous Diseases

Chronic granulomatous synovitis with uveitis and
cranial neuropathy (Blau syndrome)
Crohn's disease

NOD2/CARD15 (NOD2/CARD15)

Complex (NOD2, ATG1EL1, IRGM)

NF-«B activation disorder

NF-«B activation disorder

Autocinflammatory Disorders of Skin and Bone

Deficiency in IL-1 receptor antagonist (DIRA)}
Majeed syndrome

Chronic recurrent multifocal osteomyelitis
{CRMO)

Synovitis acne pustulosis hyperostosis osteitis
(SAPHO)

ILTAN (IL-1Ra)
LPINZ {Lipin-2)
Complex

Complex

Absance of negative regulator of IL-1a and IL-16
Unknown
Unknown

Unknown

Metabolic Disorders

Gout (moncsodium urate deposition)

Psaudogout (calcium pyrophosphate dihydrate
depasition])
Type 2 diabetes mellitus

Complex (SLC2A9/GLUTS, ABCG2)
Complex

Complex

Crystal-induced inflammasome activation
Crystal-induced inflammasome activation

Hyperglycemia-induced inflammasome activation

Complement Disorders

Atypical hemolytic-uramic syndrome (aHUS)

Age-related macular degenaration

CFH (complement factor H), MCP
(CD48), CFI ([complement factor [), CFB
(complaement factor B)

Complex, CFH

Abnormal regulation of C3b

Impaired inactivation of C3b

Vasculitis

Behget's dissase

Complex

Unknown

Macrophage Activation Syndromes

Familial hemophagocytic lymphohistiocytosis
(HLH)

Secondary HLH

UNCT3D (Munc13-4), FRFT (perforin 1),
STX11 (syntaxin 11)

Complex

Impaired efficacy of cytotoxic T iymphocytes with
compensatory macrophage activation
Unknown

Storage Diseases

Gaucher's dissase
Atherosclerosis?

GBA (acid B-glucosidase)
Complex

Unknown
Unknown

Fibrosing Diseases

Asbestosis/silicosis

Complax

Particle-induced inflammasome activation
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O1 aocBeveic pe Oupikn ApBpiTida TTacKOoUV ouxVva
aTro TTOAAQTTAG OUVOOd voonuaTa

Data for 478 patients in an observational study who were stratified for certainty of gout diagnosis as determined by American College of
Rheumatology criteria. Exact percentages were not available for all drug classes in the study reference; values in some cases are estimates
based on the published figure. Adapted with permission from Keenan RT, et al. Am J Med. 2011;124:155-63.
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Data for 478 patients in an observational study who were stratified for certainty of gout diagnosis as determined by American
College of Rheumatology criteria. Adapted with permission from Keenan RT, et al. Am J Med. 2011;124:155-63.
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- AvtevdeikvuvTal AOyw ouvvoonpoTHTWY
- Epygavidouv TrepIOpIOUEVH AVEKTIKOTNTA
- 'EXOouV TTEPIOPICHEVN ATTOTEAECHATIKOTNTA
- Agv guTTOdICOUV TNV ETTAVEUQPAVION OCEIWV KPIOEWV

O1 aoBeveic ouvexifouv va UTTOPEPOUV ATTO:?
- 2NUavTikry voonpotnta (Trévol, SuoKapyia, avikavoTnta)
- YTroBaBuiouévn mmoiotnta {wng

Avaykn yia Ogpartreieg Tou va avaoTEAAOUV Tn
QAEypovwodn avtidpaon TTou TTPOKAAOUV Ol

KpuoTaAAol MSU xwpig va eTIfapUVouV TTEPAITEPW
TNV RON BeBapnuévn vyeia Twv acOevwv

H IL-1B atroTeAegi Evav €TIOTNUOVIKA TEKUNPIWMEVO

0P ATTEUTIKO OTOXO YIO TNV AVTIMETWITION TNG
Oupikng ApBpiTidag!s

OepatTeuTIKO KEVO 0TNV OUupikn ApBpiTIOq;

1So A. 2008; 2Fels E, Sundby JS. 2008; 3Sidiropoulos PI et al. 2008
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1. Open-label study: 10 aoB¢gveic ue avBekTIK oupikr) apOpiTiIda

Clinical summary of the 10 patients studied and their response to treatment

Patient Clinical Affected joints Serum uric acid Serum creatinine  Hypouricemic  Effect of  Patient

presentation (normal range, (normal range, treatment anakinra  assessment of
160-380 umol/l)  44-80 pmoal/) (hours) improvement in
pain (%)

Case 1 (female, 72 years old)  Chronic Fingers, toes 637 79 Uricase 36 70
tophaceous gout,
renal stones

Case 2 (male, 70 years old)  Chronic Ankle, toes 564 202 Allopurinal 24 a0
tophaceous gout

Case 3 (male, 72 years old) Acute gout Knee, ankle, foot 482 121 Allopurinal 24 a0

Case 4 (male, 51 years old) Acute gout Ankle, toe 396 84 Allopurinal 24 100

Case 5 (male, 40 years old)  Acute gout Ankle, toe 329 113 IIn}purlnoI 36 100

Case 6 (female, 72 years old) Acute gout ,, & av Kul O| 120 ao 36 80

Case 7 (male, 76 years old) Ae ﬂVTlrlle oot 338 None 36 100

Case 8 (male, 70.years old)  Acute gout Wiist, elbow, hand' 779 406 Naone 43 50

Case 9 (male, 53 years ald)

Ease

Chranic

tophaceous gout  ankle

Elbow, finger, foot,

Allopurinal

Nope:

To Anakinra oTnv ogeia oupIikn apOpiTida




10 aoBeveic pe avOeKTIK) oupikr) apBpiTIda
Chen K, et al. Semin Arthritis Rheum 2010;40:210-4.

Flare Time to
Serum Cr Frequency: Next Flare
Age/ Comorbid (0.4 to 1.2 Reason for Steroid Used Prior to Prior to After
Case  Sex  Tophi Conditions mg/dL) Joint Involved Anakinra Anakinra Anakinra  Response Anakinra
1 69/M Yes Htn, cataract, Dialysis Elbow, shoulder, Poar response to 20 mg prednisone daily Once per Partial 4 days
osteoporosis knee steroids week
2 65/M No  Cad, Htn, 1.6 Knee, toe Poor response to Bil knee 40 mg depomedrol Once per Partial 30 days
cataract, steroids injection month
DM
3 62/M No  Htn, DM 1.4 Knee, toe Poor response to IV solumedrol 60 mg =1 Once per Good 20 days
steroids 30 mg prednisone taper month
Immunosuppression R MTP 4.5 mg celestone
on chronic injection
steroids
4  53/M No 1.3 Toe Poor response to 50 mg prednisone 1 week Once per None Mo response
steroids taper month
Then 30 mg prednisone 1
week taper
5 B6/F Yes  Htn 2.0 Hand Poor response to 5 mg prednisone daily Unknown Good 20 days
steroids, infection
risk with chronic
YA-“)qVT n g steroids
6  54/M Hand wrist, Pog, esponse t weeks of 48 mg IV Once per Good 15 days
cataract, elbo ecuc é < solumedrol daily month
m knee,
7 78/M  Yes n p Finger, toe Poor response to » 20 mg prednisone daily x Unknown Good Unknown
ulcer a vlgl 9]3 weeks
8 52/M Elbow, ki @ zn mg prednisone X 10 Once per Good 24 days
-M spl Ku ankle steroid days taper month
ight elbow 20 mg
1 aoe £V ng methylprednisone
ng OK injection
9 79/F Fingers, elbow,  Poar response to Right knee 40 mg Once per 3 GCood 45 days
knee steroids methylprednisone injection months

Maaog opog Gspon'rslqg |.|s Klneret 3,2 Nu€

Right elbow 40 mg
snethylprednisone injection
ednisone daily x

To Anakinra oTnv ogeia oupIikn apOpiTida
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Table 1 Baseline characteristics of patients receiving anakinra for gouty arthritis.

Baseline characteristics Clinical characteristics of gouty patients

Number of patients 40

Murmber of men (%) 32 (809%)

Cornorbid conditions (number; %) HT (27, 68%), CKD 3-5 (22; 55%), CAD (17; 439%0), Al (13; 33%), DM (9; 23%), GU {6; 15%),

transplant (2 (kidney, heart): 59), asthma (1; 3%),

Associated therapies (number; 90) LDA (8; 20%), oral anticoagulant (3; 8%),

Age, year, mean = SO 600 + 139
Disease duration, year, mean = sD 87 £ 87
Flare duration, number patients {days, mean = SD)
Acute (<6 weeks) 34 (34 + 8.1)
Subacute (6 to12 weeks) 2 (600 +14)
Chronic (>12 weeks) 4 {130 + 45.8)
Lacalization of arthritis, {number, %) Knees (30; 75%), wrists {22; 55%), ankles (24; 60%), MTP1s {20; 509}, MCPs (12; 309, elbows

(12: 30%), tarsae (&; 1506}, shoulders (2; 5%)

Reason for anakina use

Non-response to conventianal therapies, Colchicine (24; 60%), NSAIDs (11; 27.5%), steroids (7; 17.5%)

(number; %)
Adverse events of contraindication 10 Colchicine {16; 40%), NSAIDs (29; 72.5%), <teroids (9; 22.5%)
conventional therapies, (number; %)

ase; CKD, chronic kidney disease; DM, diabetes mellitus; GU, gastric ulcer;
—steroidal anti-inflammatory drugs.

HT, hypertension, LDA, low-dose aspirin;

A, alcohol intake; CAD, coronary heart dise
MCPs, metacarpophalangeal joints; MTPs, metatarsopha\angeal joints; NSAIDs, non

Retrospective Study:

40 aoOeveic pe avOekTik Oupikn ApBpiTIda
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40 aoOeveic pe avOekTik Oupikn ApBpiTIda
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ceiving anakinra.

up of gouty arthritis patients re

Table 2 Response and follow-
Anakinra for <3 days

Follow-up characteristics
Number = 23
Response 10 anakinra, number {96)
Good 20 (B79%)
Partial 2 (3%)
Mo response 7 {4%)
60 (15 10 140)

Follow-up duration, months, median (1OR)

Anakinra for >3 days
Number = 17

16 (9496)
0 (0%)
1 {6%)
80 (3.0 0 130)

prevention of relapse, number (%)
Total 17 (74%)° 13 (76%)
Low-dose colchicine 16 (89%) 7 (54%)
MNSAIDS 3 {17%) 1 (8%}
Steroids 1 (6%) 2 {15%)
Anakinra 1 (6%} g {69%)
Relapse, number (%) 6 {26%! 7 (41%)
Delay to relapse, days, median (1OR) 150 (6.0 to 263) 600 (125t 125.0)
Skin reaction Mone None
Infectious events under anakinra therapy HINT infection (1 day) Staphylococcus aureus taphus (1 year)
(delay after starting anakinra) 5. aureus tophus 4 years)
s aureus lung abcess (1 month)
Erysipela of the leg (2 months)
faction (1 month)

interquartile range; NSAIDs, non-steroidal anti-inflammatory drugs.

agome patients also had different treatment. 10R,

Retrospective Study:
Y 4 y.
40 aocBeveic pe avBekTikn Oupikn ApOpiTida

Streptococeus g8 urinary tract in
5. qureus knee arthritis

{1 year)



2UUTTEPOOMA:

Ta atmoteAéopata dgixvouv OTI UTTAPXOUV BACIUES EVOEICEIC
TTwG 10 Anakinra gival ATTOTEAEOUATIKO, OXETIKA KAAQ QVEKTO

YIQ TTEPIOPICUEVO XPOVIKO dIACTNUA XOPrynong Tou Kal JUTTOPEI
VA ATTOTEAECTEI JIa KOAN EVAAAQKTIKA BEpATTEUTIKI) AUON

Yia ao0eveic Ye avOeKTIKA oupIkr apOpiTIda o1 OTToiol dEV
atravTouv N mapouacialouv avTedei¢eic oTnv KAQOOIKN Bepartreia.

[MTapoTI Ta atroteAéoparta gival evOapuvTikKa oTnpidovtal Jovo
O€ QVAOPOMIKEG MEAETEG KAl OTTWOONTIOTE AUTA TTPETTEI
va eTIRERaIwBOUV oTo PHEAAOV Kal ATTO DITTAEC TUPAEC

TUXQIOTTOINMEVEG MEAETEG, £TOI WOTE VA KABOPIOTEI N TEAIKN
- B€on Tou PapuAkou aTn BEPATTEUTIKI PAPETPA. /

Retrospective Study:
40 aoBeveic pe avOekTik Oupikn ApOpiTida
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cder/drugsatfda/indey. cfm? Juseaction=Seqreh, DrugDetails)
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*  RA: approved (November 14, 2001) by the Food and
Drug Administration (FDA) for RA

* Cryopyrin-associated periodic syndromes (CAPS)

* Systemic juvenile idiopathic arthritis (SJIA)

EKTOC eTTionuNG £vOEICNG

Off Label) ,
g(A 100mg / nuépa via 3 NHEPES
oTnv ocegia kpion NG OupIkNng
ApOBpiTidag

ZUNTTEPATHATA



EVaA TTANPWC AVOPWTTIVO, EKAEKTIKO JOVOKAWVIKO
IgG1 avriowua Evavtl TnG IL-13

d

Canakinumab | LARI S’




* Tpoodéveral otnv avBpwmivn IL-13 pe
uynAn cuyyéveia

IL-18

*  Makpd nuilwn TTAdopatog: 21-28 uépect

* Agv aAAnAemdpd pe TnVv IL-1a ) Tov ACZ885 Fab

avtaywvioTq Tou IL-1 uttodoxéa (IL-1Ra)

*  OkTwpplog 2009 eykpion EMA yia BeparTreia
Tou CAPS?23

« QeBpoudpiog 2013 eykpiOnke atrd TOV
EMA yia Tnv Ogpatreia TnG ogeiag oupikng
apBpiTIdag

IL-18

Canakinumab
2 eTITEURPIo Tou 2013 eykpibnke atTtd TOV
EMA yia Tnv Bgpartreia Tng SJIA

Canakinumab: éva TTARPWG avBpwITTIVO, EKAEKTIKO

MOVOKAWVIKO |IgG1 avTiowua EvavTi TG IL-1B

CAPS, cryopyrin-associated periodic syndromes; FCAS, familial cold autoinflammatory syndrome; IL, interleukin; MWS, Muckle-Wells syndrome.
1. Church LD, McDermott MF. Expert Rev Clin Immunol. 2010;6:831-41. 2. llaris® (canakinumab) Summary of Product Characteristics. Novartis Pharmaceuticals. October
2011. 3. llaris® (canakinumab) Prescribing Information. Novartis Pharmaceuticals. October 2012. 4. Alten R, et al. Arthritis Res Ther. 2008;10:R67.



AocOeveic

TTOU gg@avidouv auinuEVo aplBuod Kpioewyv / £€Tog (23), Kal

- <

Agv avTatrokpivovTtal o€ ‘Exouv avtevoeigeig
aywyn pe MZA®/koAxikivn/ o€ KOBIEPWHEVES
KOl YIO TOUG OTTOioUg BepaTtreieg AOyw cuvodwyv
Oev gival KAaTaAAnAeg VOO NHATWYV
Ol ETTAVOAAUPBAVOMEVEG
XPNOEIg

KOPTIKOOTEPOEIOWYV

NMoilol aocBeveic pe Oupikn ApBpiTIda Exouv avaykn
va AdBouv Bepartreia pue Canakinumab;



MPo@UAAKTIKN aywyn o€ aoBeveic TTou ¢ekivouv ULT £0€1EE TTwG
10 canakinumab =50 mg utrepéxel TNG KOAXIKivNnG?:

*  AIlyOTEPEG KPIOEIC™ OUPIKAG apBpiTIdac/acBevr) CUYKPITIKA PE TNV KOAXIKIVN
* Alyotepol aoBeveic* eppavioav 21 KPIOEIG CUYKPITIKA JE TNV KOAXIKIVN

O¢epartreia TwWv ofelwv Kpioewv 10 canakinumab 150 mg?:

« TaxuTepn Kal HEYOAUTEPN avakou@ion atrd TOV TTOVO OTIC OEIEC KPIOEIC
OUYKPITIKA JE TO OKETOVIOIO TNG TPIANOIVOAOGVNG 40 mg o€ aoBeveig ue
duokoAa diaxelpiolun Oupik ApBpiTida

« Meiwan Tou oxeTIKOU KIVOUVOU KpPiong oupIknG apBpitidag kata 94%
OUYKPITIKA JE TO OKETOVIOIO TNG TPIAPOIVOAOVNG 40 mg o€ 8 eBdoudadeg

Ta TrToocootd AE Atav mapdpola yia 0Aeg Ti¢ dooel¢ canakinumab kai oTig dUOo
KAIVIKEC QOKIMEG KOl OUYKPIOIUA JE TNG KOAXIKIVNG KAl TOU OKETOVIOiOU
TPIOUOIVOAOVNG OTIC AVTIOTOIXEC MEAETEC

MeAéTeg Paong 2

2UVOTITIKA AgdopéEva ATTOTEAECHATIKOTNTOG & AC@AAEIOG

ULT, urate-lowering therapy.
1. Schlesinger N, et al. Ann Rheum Dis. 2011;70:1264-71. 2. So A, et al. Arthritis Rheum. 2010;62:3064-76.
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ATTOTEAEOPATIKOTNTA, ACPAAEIO KAl aveKTIKOTNTA Tou Canakinumab €vavTi Tou
OKETOVIOIOU TNG TPIANCIVOAGVNG OTNV UEIWON TWV CUUTITWHATWY KAl CNUEIWY oggiag
KPiong KaBwg Kal oTnV PEiwon Tou KIVOUVOU EPQAVIONG KPIoEWV

2XedI100MOG
2 UeNETEC @AoNG 3, TuXaloTTOINMEVEG, DITTAG TUPAEG, 24 €[30.

dopthlo bl e o o © dClIVe-contrallan

NMAnBuopuoég aoBevwyv (N=230, Nn=226)
=3 KPIOEIG OUPIKNG TOV TEAEUTAIO XPOVO
évraon Tovou = 50mm VAS
avTevoeitelc 1 EAeIwn avTatmokpiong oe MZAD, KOAXIKivN

»=tdloAnn Rheum pis. 2012;71:1839-48

KaTaAnNKTIKA ONUEia ATTOTEAECHATIKOTNTAG
- Meiwon TNG EvTaong TTOVOU OTIG 72 WPEG
- XpOVOoG Kpiong aTig 12 BOoudadeg

MeAéteg Daong 3 B-RELIEVED

To Canakinumab og ao0eveic pe TTEPIOPICHEVESG BEPATTEUTIKEG ETTIAOYEG
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10 - Canakinumab

To Canakinumab utrepExel TOU AKETOVIOIOU TNG
TPIAMOIVOAOVNG OTNV AVAKOU@IoN TOU TTOVOU

B-RELIEVED - REsponse. in acute fLare and In prEVEntion of episoDes of re-flare in gout: A Randomized, Multicenter, Double-blind, Active-
controlled Study; TA, triamcinolone acetonide

Schlesinger N, et al. Ann Rheum Dis. 2012;71:1839-48.
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Aketovidlo

C e0 Mpwrelov TPLOUOLWVOAOVNG
KATAANKTIKO :
50 onueio

Canakinumab

Kaplan-Meier estimate (%)
s

To Canakinumab uTrepEXEl TOU OKETOVIOIOU TNG
TPIAMCIVOAOVNG OTNV TTPOANYN KPICEWYV OUPIKAG apOpiTIdag



Table 3 Adverse ey,

ents over 24 weeks (safety set)

B-RELIEVED
RELIEVEL

O1 aveTTIBuunTEC svépyela'g. Tou Canakinumab nrav
ATTO NTTIEC EWG UETPIEC KOl OEV APOPOUV EIDIKA
KATTOIO OUYKEKPIMEVN OUAdA OpPYyAVWV

Kapia gukaipiakn Aoipwen

O1 TreploocoTepOl aoBeveic (99.1%) dev ep@avicav
TOTTIKEG AVTIOPACEIG

2500 aocOeveic cuvoAika / 250 TraidiaTpikoi acOeveig

Qutamyltransferase: SAE o 0t} and at weeks 119
ransfeease; SAE, serioys A 7 GlWeeks 4, B and 12 after intial reatment

Agdoueva ACQaAEgiag




H oupikl apBpiTida gival pia ¥povia, TTOAUTIaPOYOVTIK,
QAeypovwonc apbpotrabeia n otroia uTToRaBuidel
onNMavTIKA TNV TToIoTNTa (WNS TWV A0BEVWV

H IL-1B traifer KouBIké poAo oTnv TTaBo@uaoloAoyia Tng
VOOOU QTTOTEAWVTAG EVAV ETTIOTAMOVIKA TEKUNPIWMEVO
OepATTEUTIKO OTOXO

To Canakinumab, 0 HOVADIKOG EYKEKPIMEVOG ETTIAEKTIKOG
avaoToA£ag TnG IL-1[3, €ival yia aTToTEAECUATIKNA

Kal ao@aANG BEPATTEUTIKI TTPOCEYYION YIa £va
OTOXEUMEVO TTANBUOUO aoBevwV.

2UUTTEPACHOTA

IL, interleukin; IL-1R, IL-1 receptor.

1. Richette P, Bardin T. Lancet. 2010;375:318-28. 2. Terkeltaub R. Nat Rev Rheumatol. 2010;6:30-38. 3. Choi HK, et al. Ann Intern
Med. 2005;143:499-516. 4. Martinon F. Curr Rheumatol Rep. 2010;12:135-41. 5. Dinarello CA. J Exp Med. 2005;201:1355-9. 6.
Dinarello CA. N Engl J Med. 2009;360:2467-70.
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. Cryopyrin-associated periodic syndromes (CAPS): in
adults and children 4 years of age and older including
familial cold auto—inﬂammatory syndrome (FCAS) and , “ -
Muckle-Wells syndrome (MWS), ovaalKog qqu‘TO)\Eag IL 1

*  Systemic juvenile idiopathic arthriti (SHA) in children , Vv
2 years of age and older IJg a-l-rio-n“n £V68|§n GTn

* Acute gout: approved by the European Medicines Agency

(EMEA) for freatment of adult paﬁent§ with frequent go.ut AVvTI IJ ST(bT”()-r] va’ SVr])\’ I Kéll)v
whom NSAIDs and colchicine are con&aindjcarefi, are not Q Ge av(bv IJ €EO0 l’JXVEQ KplO' g
whom repeated courses of corticosteroids are not appropriate O U p | Kr’] g Ap e p ITI 6a g

http://wcbcachc.googlcusercontcnt.com/scarch’? =

cache:2mNIWDw VM “WWw.ema.europa.ey docs/en Z (')6€| G TO U g
GB;’(EIOc-lfmtint_librfif'ny;AR_-_Assessm?nt_lieport_-: (TO U )\GXI OTOV 3 eT,r o) | OTTO i Ol
it 0 Bk uraioue 12 piived)
gout+by+ﬂ1e+EMEA&gd=2&h1=en&cFclnk&gl=us. b EV GVTGTI-O Kp ie r] KGV GT r]

r
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oUPBATIKN BgpaT

ZUNTTEPAO AT



Eival pia TpwTeivn ouvtnéng, Trpoiov TS “Trap”
TEXVOAOYIaG, oXeDIAONEVO VO OETUEUEI KAl

va egoudeTepwvel TNV IL-1 Tpiv auTr) deoueuBEi
QTTO TOUC UTTOOOXEIC TNG ETTIPAVEIAG TWV KUTTAPWYV
KAl ETTAYEI TNV PAEYHOVN

—-—_—-—/
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Rilonacept ef\rcalyst

(rilonacept)

Intection for Subcutaneous Use



10 aoBeveic e xpovia evepyod oupikr) apBpiTida

PLACEBO 0-2 eBdouddeg
ARCALYST (sc) 320 mg tnv €dopada 2 &160 mg (0.w.) Ti¢ eBdoudadeg 3-7

[Mévog (VAS)

>

Placebo Post
Screening J Run-n l Rilonacept Treatment l"“"“‘"“l
|

P=ng Pe) 04¢
!
» L] 1J L]
1 0 2 B 6

8 14

l Patient Pain VAS Score
~N

To Rilonacept (IL-1 Trap - soluble receptor)
oTNV ogcia oupikn apOpiTidoa



ase weeks, randomized tria
ARCALYST Rllonacept 160 mg (sc) o.w. vs Placebo

2€ 83 aoBeveig pe xpovia oupikn apBpiTida TTou apxioav
QVTIUTTEPOUPIXAIUIKNA BepaTTeia

Méon peiwon Twyv utroTpoTTwV: 81% TN 12" ¢fdopada
oTnv opada Tou Rilonacept Evavti Tou Placebo

Schumacher HR, et al. [Abstract] Arthritis Rheum 2009;60(Suppl 10):1096.

B. 2RCTs 16 weeks PRE-SURGE 1 study (North American)
PRE-SURGE 2 study (Global)

PRE-SURGE 1 study (240 aobeveic ):
ARCALYST 160 mg (sc) vs Placebo
Méon ueiwon Twv uttoTpoTTwy / aoBevr) Tn 16" efdoudada:

80% (0,21 flares vs 1,06 flares, p<0,0001) ,

Adon: 160mg YA avd eBdoudda 8‘\[’ calyst

(rilonacept)

Intection for Subcutaneous Use



Approved Indications [11]

EVKEKPIPEVEC EVOEICEIC TOU PAPUAKOU

2 years of age and older, i
. . - e |
those with familial cold auto—inﬂammatoryr,s;llfé?gzg
e

(FCAS) and Muckle-Wells syndrome (MWS)

EKTOG emmionung £vdeigng (Off Label)
YA 160mg / efdouada

[1a TV TTPOANYN TWV KPIoEWV

o€ a00eveic pe xpovia avOeKTIKN
VOOO TTOU apxifouv

V4

QAVTIUTTEPOUPIXAIUIK

ZUNTTEPACMOTO
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CRYSTAL ARTHRITIS (M1
PILLINGER

Anﬁ-lnterlellkin_’l TL

Table 1 IL-1 inhibitors in development for the treatment of acute and chronic gouty inflammation

CANAKINUMAB (ILARIS)

Target 1IL-18

[L-1B, IL-lot, TL-1Ra

Soluble receptor Prevents target
molecules binding to receptors

Mode of Action Monoclonal Antibody Prevents
IL-1p binding to its receptor

Half-life 21-28 days 8-9 days

Dose for Gout 150 mg SC g g-12 weeks? 160 mg SCq week

Dose for CAPS 150 mg SCq 8 weeks 160 mg SCq week
Completed Phase 111 Approved in the EU for Completed Phase 11t

treatment of gout patients with frequent attacks
(> 3 aftacks) in whom current anti-inflammatory

drugs contraindicated, not tolerated, or not potent

RILONACEPT (ARCALYST(IL-l Trap) AN

AKINRA (KINERET)

IL-1RI

Mimics endogenous antagonist
Competes with 1L-1 for binding
to receptor

6 hours

?

100 200 mg SC g 1-2 day

Case cohorts

2UMTTEPACHATO

i lmn' and

1 inclug
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