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Highlights

LARGE DATABASES ON include the TARGET tria in over

LUMIRACOXIB, IBUPROFEN &
NAPROXEN: The Novartis
lumiracoxib program also provided
large ibuprofen and naproxen
databases.

EACH DRUG HAS A UNIQUE
BENEFIT-RISK PROFILE: Each
nonselective and COX-2 selective
NSAID has an individual benefit-risk
profile, and lumiracoxib has a unique
“Gl and CV safety profile”.
PRESENTATION TO FOCUSON
CHRONIC USE DATABASE:
Lumiracoxib has been investigated
for severa indications, but the
Novartis presentation will focus on
chronic indications, with data on
34,000 patientsin 22 clinical trials of
1 week or longer.

LARGE (>18,000 PATIENT)
TARGET TRIAL: These data

18,000 patients (the largest NSAID
trial ever performed) and a tria that
used “400 mg daily dosing, which is
4 times the dose for which approva
will be sought”.

LARGE META-ANALYSIS
(34,000 PATIENTS): In addition,
the results of a meta-analysis of all
22 clinical trials will be presented.

Gl BENEFIT WITH NO
SIGNIFICANT GI RISK: The
results show ‘a definitive Gl benefit
with lumiracoxib in the non-aspirin
population. In addition, the CV
meta-analysis of al lumiracoxib
studies a no point reveded a
significant CV risk”.

Presentation Text

Thank you. Dr. Wood, Dr. Gibofsky, Dr. morning. My name is Mathias
Gross, members of the FDA Advisory Hukkelhoven and | am responsible for
Committees, FDA, and Guests. Good Global Regulatory Affairs at Novartis.



On behaf of Novartis, | would like to
thank you for the opportunity to review
the gastrointestina and cardiovascular
safety data that we have gathered in our
clinica development program for
[umiracoxib.

As a part of the program, we have aso
gathered one of the largest databases of
clinical trial data with ibuprofen and
naproxen.

Allow me to remind you of the reason
that the COX-2 selective NSAIDs were
developed. In the U.S. aone, there are
approximately 100,000 hospitalizations,
and as we heard yesterday, 16,000
deaths annually that are caused by Gl
adverse events. Deaths due to NSAIDs
areamong the leading causes of death in
the U.S.

Our presentation will make the
following key points. Each non-selective
NSAID and COX-2 selective inhibitor
has a benefit-risk profile that must be
considered individually.

The Novartis development program
provides clinically informative safety
data for lumiracoxib as well as for
ibuprofen and naproxen.

The GI and CV safety profile for
lumiracoxib differs from non-selective
NSAIDs and other COX-2 selective
inhibitors.

We have investigated the use of
lumiracoxib for several indications, but
our presentation today will focus on the
safety data accumulated for chronic
indications. We have conducted 22
clinical trials of 1 week or longer in
which 34,000 patients were enrolled.

The largest of the clinical studies was
the TARGET outcome study. Thisis the
largest outcome study ever conducted
for an NSAID or COX-2 sdlective
inhibitor with 18,325 patients enrolled. It
is important to note that this study was
conducted at 400 mg daily dosing, which
is 4 times the dose for which approva
will be sought.

This 1-year study compared lumiracoxib
to two different NSAIDs - naproxen and
ibuprofen.

We will aso present a meta-analysis of
cardiovascular safety of al 22 long-term
lumiracoxib studies.

Our presentation will demonstrate that
there is a definitive Gl benefit with
lumiracoxib in  the nonaspirin
population. In addition, the CV meta-
analysis of al lumiracoxib studies at no
point revealed asignificant CV risk.

| would like to introduce today's
presenter Dr. Patrice Matchaba from our
Clinical Research Department. In
addition, we have a few advisers with us
who will be able to answer specific
guestions. These are Dr. Michael
Farkouh, a cardiologist from NYU; Dr.
Raymond Hirschberg, a nephrologist
from UCLA; and Dr. Thomas Schnitzer,
arheumatologist from Northwestern.

Drs. Farkouh and Schnitzer were the
lead authors on the TARGET CV and Gl
publications that were published this
past September in the Lancet. | would
now like to turn the podium to Dr.
Patrice Matchaba



Presentation Slides
Note: Some of the slides presented may not be included below.

Ga=troniestinal and Carcovescus Salety of
Lurmearrel buprofen and Naproxen
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