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One-Year Phase Ill Study Confirms llaris(R) Offers Long-Term Remission in Patients
With CAPS, a Severe Lifelong Auto-Inflammatory Disease
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Basel, Switzerland (ots/PRNewswire) -
- Not for US Media

- New Ilaris Data in The New Engl and Journal of Medicine Show
Rapi d Sustained Efficacy in Patients Wth Cryopyrin-Associ at ed
Peri odi ¢ Syndrone (CAPS) (1)

- CAPS is a Debilitating Genetic Disorder Wth Potentially Fatal
Conplications and Limted Treatnents Available(1),(2),(3)

- Ilaris Selectively Blocks Interleukin-lbeta (IL-1beta), a Key
Driver in Inflanmation and Ti ssue Destruction - Therapy Being
Investigated for Gher Inflammtory Diseases(1), (3), (4)

- Regul atory Subni ssions Conpleted in Major Countries Wth
Priority Review Granted in US, Switzerland and Australia

New results from a one-year Phase |l study have confirned that
the investigational biological therapy Ilaris(R) (canakinunab,
fornmerly ACZ885)[*] produced rapid and sustai ned rem ssion of
synptons in the najority of children and adults with a rare and
potentially life-threatening auto-inflanmatory di sease call ed
cryopyrin-associ ated periodi ¢ syndronme (CAPS) (1), (2),(3).

The study showed that nore than 90% of CAPS patients treated with
Ilaris (28 out of 31) remained in renmission at the end of the final
four-nonth phase of the study(1l). This finding supported interimdata
fromearlier phases showing efficacy in 97-100% of patients(1), (5).
The full results have now been published in The New Engl and Jour nal
of Medicine(l).

"This study represents an inportant step forward for the rare
di sease community, as canakinumab treats the underlying causes of
CAPS rather than just the synptons," said Helen J. Lachmann, MD of
the UK National Anyloidosis Centre at the Royal Free and University
Col | ege Medi cal School in London, UK. "In the study, patients
experienced a benefit within hours after receiving a single dose of
canaki numab and only needed further treatnent every two nonths to
control their synptons. This may give canaki numab a significant
advant age over current therapies in an area of unnet medical need.”

CAPS includes a nunber of |ifelong di seases associated with a
gene nutation and characterized by the overproducti on of interleukin
1-beta (IL-1beta), a protein (or cytokine) that has a pivotal role in
driving inflammation and tissue destruction(1),(2),(6),(7). The
clinical benefits of Ilaris, a fully human nonocl onal antibody, are
due to its selective and |ong-I|asting bl ockade of |L-1beta(1),(6). By
neutralizing |IL-1beta for a sustained period, Ilaris switches off all
synptons of inflamration in CAPS, as denonstrated in new research
publ i shed in The Journal of Experinmental Medicine(l),(4),(6).

The success in treating CAPS led Ilaris to be investigated al so
in other rare diseases such as system c juvenile idiopathic arthritis
(SJIA), or more common ones such as sone fornms of gout, chronic
obstructive pul nonary disorder (COPD), rheunatoid arthritis and type
2 di abetes(4),(6), (8),(9).

The Novartis research and devel opnent strategy for llaris
i nvol ves usi ng proof-of-concept studies which are small-scal e Phase |
clinical trials in genetically well-defined di seases to deternine how
genes interact in nolecular or 'signaling pathways(10). The
resulting clinical and bi omarker data are then subjected to
state-of -the-art mpdeling and sinulation to yield newinsights into
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the regul ation of IL-1beta in patients(10).

"I'laris is the outcone of our highly innovative approach to
research and devel opnent that is designed to bring nore and better
targeted nedicines to patients in the shortest possible tine," said
Trevor Mundel, MD, Head of @ obal Devel opment at Novartis Pharma AG
"We are extrenmely excited about the efficacy shown by Ilaris in
patients with CAPS, and we hope to be able to extend these benefits
to many nore patients with other inflammatory di seases which are nore
wi despread, and often equally debilitating."

CAPS conprises three syndrones of increasing severity: famlia
cold auto-inflammatory syndrome (FCAS), Mickle-Wells syndronme (MA5)
and neonatal -onset nultisysteminflammtory di sease (NOM D) (1), (2).
Patients with CAPS experience debilitating fatigue, fever and chronic
anem a frominfancy(1),(2),(11). Inflammation can affect the skin,
eyes and bones causing rashes, conjunctivitis and destructive
arthritis(1),(2),(11). OGher severe conplications of CAPS include
progressive hearing |loss, visual and intellectual inpairnent, and
anyl oidosis, a condition in which the build-up of proteins can cause
vital organs to fail(1),(2),(3),(11). About 25% of CAPS patients
devel op systenmic anyloidosis resulting in renal failure, and usually
in death within five to 10 years(3).

The Phase |1l clinical trial in CAPS was a nul tinati onal
random zed, doubl e-blind and pl acebo-controlled study designed to
assess the efficacy, safety and tolerability of Ilaris(1l). The
48-week study involved 35 patients aged nine to 74 years old and was
divided into three parts(1l). First interimresults were presented at
the Anmerican Rheumatol ogy Col | ege neeting in Cctober 2008(5), while
full one-year results are now published for the first time in The New
Engl and Journal of Medicine(1).

In the first part of the study |lasting eight weeks, 35 patients
recei ved a single dose of Ilaris (150 ng by subcutaneous injection).
Al'l but one patient (97% showed a rapid and conpl ete response(1).
After this, 31 patients who maintained their response proceeded to
part two, a randoni zed 24-week, doubl e-blind placebo-controlled
phase. Patients were treated every eight weeks with either Ilaris or
pl acebo and if a rel apse occurred, they entered part three

Part two of the study included the prinmary endpoint, a conparison
bet ween the nunmber of patients treated every eight weeks with Ilaris
who experienced di sease relapse or 'flares' vs. those on placebo
Results showed that no patients in the Ilaris group experienced a
di sease flare conpared to 13 out 16 patients in the placebo group (0%
vs. 81% p
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