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Table 2 Autcinflammartory diseases!

Familial Mediterranean fever

Familial cold auroinflammartory syndrome (FCAS)

Muckle-Wells syndrome

Neonatal-onset mula-inflammatory disecase (NOMID)

Mevalonic aciduria

Hyper Igl) syndrome

Adult-onset Sall’s disease

Systemic-onset juvenile idiopathic arthrios

Schnirzler’s syndrome

Ant-synthetase syndrome

TINF receptor—associated periodic syndrome

Macrophage activation syndrome’

Behget's syndrome

Normocomplementemic urticarial vasculios

Pericardits

PAPA syndrome

Blan’s syndrome

Sweet'’s syndrome

Urate crystal arthrits (gout)

Type 2 diaberes®

I Responsive primarily to I1.-1 blockade.

*IL-18 likely contributes o the macrophage acdvation syndrome (20).

*IL-1 blockade with I1.-1Ra (17} or ana-I1.-13 monoclonal antibody (18) protects the
insulin-producing beta cells. Hyperglycemia stimulates 11.-1 8 secretion from the beta cell
and accounts for the loss of the bera cell mass in type 2 diabetes (109).



CAPS

(Cryopyrin Assosiated Periodic Syndromes)

KaAUmtouv éva pacpo KANpovouLlkwv dAsypovwdwy Slatapaywy

Xapaktnpilovtal anod vnepnapaywyn IL-1

MetaAAdagelc oto yovidlo mou KwdLkomolel tnv kpuomupivn (mpwteivn NALP3), éva
OUOTOTLKO TOU TIPWTEIVIKOU CUUMAEYUATOC(PAEYLOVOOWHO) TTOU CUUETEXEL OTNV
napaywyn IL-1B

H kKAnpovoukotnta givat autoowpn Kupiapxn

KAWLKA XOLpOKTNPLOTLKAL:

Kvibwtiko e€avOnua, emunedpukitida, kwdwaon, mpofAnuata opacng Kot apbpitida
‘Evapén oe veoyvikn N Bpedikn nAwkia

Au&non Twv MpwTteivwy ofeiac paong

C-avtibpwoa npwteivn (CRP)

Apuloeldnc-A npwteivn opou (SAA)
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Juurnttwpota CAPS

KaBnuepva ocupntwporta
ALaXUTO KVIOWTLKO €€avBnua
[putwdn cupmTwuaTa
Eriunedukitida
Avatpia
KedbaAaAyiec
Konwon

MOoKPOXPOVLEG ETILITTWOELG
Kwdwon
MNapapopdpwon Twv 00TWV KoL TWV
apBpwoswv
BAGBN O0TO KEVTIPLKO VEUPLKO CUCTNLO TTOU
oOnyel og anwAeLa 6pacng

ApuvAosibwon AA rtou odnyel og vedplkn
QVETIAPKELA KL TIpWLHO Bavato




OLKOYEVEC KPUOETIOLYOLLEVO

AUTOPAEYUOVWOEC
ouvépopo (FCAS)

Kpuoenayopevo

E€avOnua
ApBpalyia

Erunedpukitida

CAPS:

Z0vdpouo Muckle-Wells (MWS)

KvidbwTtiko e€avOnua

MpoodeuTikn kKwdwaon

ApuAosidbwon AA (oto 25% twv
aoBevwv) mou odnyel og vedplkn
QVETIAPKELQ

NOMID/CINCA

Mpoioloa xpovia unviyyitida
Kwdwon
Omtikn Ko vontiky BAGBN

Napapopdwtiki apbpitidba

20BAPO
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Oepareiec yia CAPS

Mn-otepoeldn avtipAeypovwdn pappaka (NSAIDS )
YPnAéc 6O0ELC KOPTIKOOTEPOELSWV

DMARD’¢

Avtl- TNF-a Beparneieg

Oepaneieckata tne IL-106 :

Anakinra — avolktég peiétec3 >’
Rilonacept — tuxatomownpuévn peAétn ¢paonc Il o evnAikoucd
Canakinumab — tuxatomotnuévn peletn paong Il og madia ko evnAikoug?

IFarasat S et al. 2008; 2Touitou |, Kone-Paut I. 2008; 3Hawkins PN, Lachmann HJ. 2003;
4Glaser RL, Goldbach-Mansky R. 2008; >Hoffman HM et al. 2004; 6Ross JB et al. 2008;
’Goldbach-Mansky R et al. 2006; 8Hoffman HM et al 2008; °Lachmann HJ et al. 2008



Canakinumab

NARpwe avBpwrivo IgG1 povokAwVIKO avtiowpa Katd tn¢ anti-IL-13 1

Xpovog NulwNG : 21-28 nuépeg,t?

Xopnyeitat pe utodopla é€veon ava 8 efSouAdeC,
150 mg/éveon og evnAikoug3

Eykekplpévo ya aoBeveic >4 etwv pe CAPS

anakinumab
=

®duacloloyikn petaywyn Canakinumab: ’
onuatwy IL-1B ouvééetau pe IL-1B
IL-1RI IL-1RACP IL-1RI IL-1RACP
Signal No signal
transduction transduction

1Alten R et al. 2008; 2Lachmann HJ et al. 2008a; 3Lachmann HJ et al. 2008b



2xeblaopoc peAetng paonc Il (study - D2304)

Part 1 Part 2 Part 3

Open-label

treatment period double-blind, placebo-controlled treatment period

I
|
|
Open-label | Withdrawal period, randomized,
|
I

1 injection (8 weeks) 3 injections (24 weeks) 2 injections (16 weeks)

¥ ¥ ¥ ¥ ¥ ¥

\ 4

Week O 16 24 32 40
Study 012 4 12 16 20 24 28 32 36 40 44 48
visits

‘ Injection T
Randomize canakinumab

responders in part 1 to
canakinumab/placebo

Adapted from Lachmann HJ et al. 2009



Part 1

= 97% of patients with CAPS achieved complete
response

= patients responded rapidly within 24_hours-
symptoms diminished

Part 2

= Canakinumab group:
100 % clinical and biological remission in the
24-week double-blind phase,
0% relapse

 Placebo group:
81% relapse — median time to disease relapse

100 days
Part 3
S W * Remissions were sustained for up to 48 weeks
Immediately pre first in 90% patients who proceeded to part 3
treatment 24 hours post treatment

Adapted from Lachmann HJ et al. 2009
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Canakinumab provides selective & sustained IL-1f3
inhibition

Target
Mode of Action

Elimination t,,,
Dose (CAPS):
Recurrence relapse
Tolerability profile

CAPS — Cyropyrin Associated
Periodic Syndrome

IL-1 Trap

(rilonacept )

IL-1 receptor antagonist

(anakinra)

IL-13 only

Antibody, Prevents binding of
IL-1B to its receptor

?

]

3 — 4 weeks
Every 2 months
Months
ISR <14%* of patients

IL-183, IL-1a, IL-1Ra

Soluble receptor, Prevents
binding of IL-18 and IL-1
receptor antagonist

¥

6 days

Every week
Not available
ISR 48% of patients

IL-1R1

Antagonist, Competes with IL-1
for bindina to IL-1 receptor

\

4 — 6 hours
Every day
Days
ISR 71% of patients

ISR: injection site reaction , *in phase Ill study, Placebo- controlled study part, toal increase in ISR compared to placebo < 7 %
Arcalyst4(rilonacept) Prescribing Information, 2006; Kineret (anakinra) Prescribing Information, 2008 Novartis data on file.




