CELEBREX®
celecoxib capsules

Cardiovascular Risk
CELEBREX may cause an increased risk of serious cardiovascular thrombotic events,
myocardid infarction, and stroke, which can befatd. All NSAIDs may have asmilar
risk. Thisrisk may increase with duration of use. Patients with cardiovascular disease
or risk factors for cardiovascular disease may be at greater risk (see WARNINGS and
CLINICAL TRIALYS).

CELEBREX is contraindicated for the treatment of peri-operative pain in the setting of
coronary artery bypass graft (CABG) surgery (see WARNINGS).

Gastrointestinal Risk
NSAIDs, including CELEBREX, cause an increased risk of serious gastrointestingl
adverse events including bleeding, ulceration, and perforation of the somach or
intestines, which can befatal. These events can occur at any time during use and
without warning symptoms. Elderly patients are a greater risk for serious
gadrointestina events (s.e WARNINGS).

DESCRIPTION

CELEBREX (celecoxib) is chemicdly designated as 4-[5-(4- methylphenyl) - 3- (trifluoromethyl) -
1H-pyrazol- 1-yl] benzenesulfonamide and is a diaryl- substituted pyrazole. It hasthe following
chemica gructure:
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The empirical formulafor cdecoxib is C,;H,,F:N,0O,S, and the molecular weight is 381.38.



CELEBREX ord capsules contain either 100 mg, 200 mg or 400 mg of celecoxib.

Theinactive ingredientsin CELEBREX capsules include: croscarmellose sodium, edible inks,
gelatin, lactose monohydrate, magnesium stearate, povidone, sodium lauryl sulfate and titanium
dioxide.

CLINICAL PHARMACOLOGY

Mechanism of Action: CELEBREX isanongeroidd anti-inflammatory drug that exhibits anti-
inflammatory, analgesic, and antipyretic activitiesin animal modds. The mechanism of action of
CELEBREX is bdieved to be due to inhibition of prostaglandin synthesis, primarily viainhibition of
cyclooxygenase-2 (COX-2), and at thergpeutic concentrations in humans, CELEBREX does not
inhibit the cydooxygenase-1 (COX-1) isoenzyme. In anima colon tumor models, celecoxib
reduced the incidence and multiplicity of tumors.

Platelets

Indinicd trids usng normd volunteers, CELEBREX & single doses up to 800 mg and multiple
doses of 600 mg twice daily for up to 7 days duration (higher than recommended therapeutic
doses) had no effect on reduction of platelet aggregation or increase in bleeding time. Because
of itslack of platdet effects, CELEBREX is not a subgtitute for aspirin for cardiovascular
prophylaxis. It isnot known if there are any effects of CELEBREX on plateets that may
contribute to the increased risk of serious cardiovascular thrombotic adverse events associated
with the use of CELEBREX.

Fluid Retention

Inhibition of PGE2 synthesis may lead to sodium and water retention through increased
reabsorption in the renad medullary thick ascending loop of Henle and perhaps other segments
of the distal nephron. In the collecting ducts, PGE2 appears to inhibit water reabsorption by
counteracting the action of antidiuretic hormone.

Phar macokinetics:

Absorption

Peak plasma levels of celecoxib occur gpproximately 3 hrs after an ord dose. Under fasting
conditions, both pesk plasmaleves (Crna) and area under the curve (AUC) are roughly dose
proportiona up to 200 mg BID; at higher doses there are less than proportiond increasesin
Cnax and AUC (see Food Effects). Absolute biocavailability studies have not been conducted.
With multiple dosing, steedy state conditions are reached on or before Day 5.

The pharmacokinetic parameters of celecoxib in agroup of hedthy subjects are shown
inTable 1.



Tablel
Summary of Single Dose (200 mg) Disposition
Kinetics of Celecoxib in Healthy Subjects’

Mean (%CV) PK Parameter Values

Chax, NG/ML Tmae DI Effectivet,,, hr VJF, L CL/F, L/hr

705 (38) 28(37) 11.2(31) 429 (34) 27.7(29)

'Subjects under fasting conditions (n=36, 19-52 yrs.)

Food Effects

When CELEBREX capsules were taken with ahigh fat medl, peak plasma levels were delayed for
about 1 to 2 hours with an incresse in total absorption (AUC) of 10% to 20%. Under fasting
conditions, at doses above 200 mg, there is less than a proportiond increase in Cr and AUC,
which is thought to be due to the low soluhbility of the drug in agueous media. Coadminigtration
of CELEBREX with an duminum+ and magnesium-containing antacid resulted in areduction in
plasma celecoxib concentrations with a decrease of 37% in Cra and 10% in AUC. CELEBREX,
at doses up to 200 mg BID can be administered without regard to timing of medls. Higher doses
(400 mg BID) should be administered with food to improve absorption.

Distribution

In hedthy subjects, celecoxib is highly protein bound (~97%) within the clinical doserange. In
vitro studiesindicate that celecoxib binds primarily to dbumin and, to alesser extent, a;-acid
glycoprotein. The apparent volume of distribution at steady state (V</F) is gpproximately 400
L, suggesting extensve digtribution into the tissues. Celecoxib is not preferentiadly bound to red
blood cells.

Metabolism

Celecoxib metabolism is primarily mediated via cytochrome P450 2C9. Three metabolites, a
primary acohal, the corresponding carboxylic acid and its glucuronide conjugate, have been
identified in human plasma. These metabolites are inactive as COX-1 or COX-2 inhibitors.
Patients who are known or suspected to be P450 2C9 poor metabolizers based on a previous
history should be administered celecoxib with caution as they may have abnormally high plasma
levels due to reduced metabolic clearance.

Excretion

Cdecoxib is diminated predominantly by hepatic metabolism with little (<3%) unchanged drug
recovered in the urine and feces. Following asingle oral dose of radiolabeled drug,
approximately 57% of the dose was excreted in the feces and 27% was excreted into the urine.
The primary metabolite in both urine and feces was the carboxylic acid metabolite (73% of
dose) with low amounts of the glucuronide also appearing in the urine. 1t appears that the low
solubility of the drug prolongs the absorption process making termina half-life (ty,)
determinations more varidble. The effective hdf-lifeisapproximatdy 11 hours under fasted
conditions. The apparent plasma clearance (CL/F) is about 500 mL/min.



Special Populations

Geriatric: At steady State, elderly subjects (over 65 years old) had a40% higher Cx and a
50% higher AUC compared to the young subjects. In elderly females, celecoxib Cra and
AUC are higher than those for ederly males, but these increases are predominantly due to
lower body weight in ederly femaes. Dose adjustment in the elderly is not generaly necessary.
However, for patients of less than 50 kg in body weight, initiate therapy at the lowest
recommended dose.

Pediatric: CELEBREX capsules have not been investigated in pediatric patients below 18 years
of age.

Race: Meta-analyss of pharmacokinetic sudies has suggested an approximately 40% higher
AUC of cdecoxib in Blacks compared to Caucasans. The cause and clinicd significance of
thisfinding is unknown.

Hepatic Insufficiency: A pharmacokinetic sudy in subjects with mild (Child-Pugh Class A)
and moderate (Child-Pugh Class B) hepatic impairment has shown that steady- state celecoxib
AUC isincreased about 40% and 180%, respectively, above that seen in hedlthy control
subjects. Therefore, the daily recommended dose of CELEBREX capsules should be reduced by
approximately 50% in patients with moderate (Child-Pugh Class B) hepatic impairment.
Petients with severe hepatic impairment (Child- Pugh Class C) have not been studied. The use of
CELEBREX in patients with severe hepatic impairment is not recommended (see DOSAGE
AND ADMINISTRATION).

Renal I nsufficiency: In across-study comparison, celecoxib AUC was approximately 40%
lower in patients with chronic rend insufficiency (GFR 35-60 mL/min) than that seen in subjects
with normd rend function. No significant reationship was found between GFR and celecoxib
clearance. Petients with savere rend insufficiency have not been studied. Similar to other
NSAIDs, CELEBREX ishot recommended in patients with severe rend insufficiency (see
WARNINGS - Advanced Renal Disease).

Drug Interactions
Also see PRECAUTIONS — Drug Interactions.

General: Significant interactions may occur when celecoxib is administered together with drugs
that inhibit P450 2C9. In vitro studiesindicate that celecoxib is not an inhibitor of cytochrome
P450 2C9, 2C19 or 3A4.

Clinicd gudies with cdecoxib have identified potentidly significant interactions with
fluconazole and lithium. Experience with nongteroidd anti-inflammatory drugs (NSAIDs)
suggedts the potentia for interactions with furosemide and ACE inhibitors. The effects of
celecoxib on the pharmacokinetics and/or pharmacodynamics of glyburide, ketoconazole,



methotrexate, phenytoin, and tolbutamide have been studied in vivo and dinically important
interactions have not been found.

CLINICAL STUDIES

Osteoarthritis (OA): CELEBREX has demondrated significant reduction in joint pain
compared to placebo. CELEBREX was evauated for trestment of the sSgns and the symptoms of
OA of theknee and hip in placebo- and active-controlled clinical trids of up to 12 weeks
duration. In patients with OA, treatment with CELEBREX 100 mg BID or 200 mg QD resulted
in improvement in WOMAC (Western Ontario and McMaster Universities) osteoarthritisindex,
acomposite of pain, stiffness, and functiona measuresin OA. In three 12-week studies of pain
accompanying OA flare, CELEBREX doses of 100 mg BID and 200 mg BID provided significant
reduction of pain within 24-48 hours of initiation of dosing. At doses of 100 mg BID or 200 mg
BID the effectiveness of CELEBREX was shown to be similar to that of naproxen 500 mg BID.
Doses of 200 mg BID provided no additiona benefit above that seen with 100 mg BID. A

total daily dose of 200 mg has been shown to be equaly effective whether administered as 100
mg BID or 200 mg QD.

Rheumatoid Arthritis (RA): CELEBREX has demongtrated sgnificant reduction in joint
tenderness/pain and joint swelling compared to placebo. CELEBREX was evauated for
trestment of the signs and symptoms of RA in placebo- and active-controlled clinicd trids of up
to 24 weeksin duration. CELEBREX Was shown to be superior to placebo in these sudies,
using the ACR20 Responder Index, a composite of clinicdl, laboratory, and functional measures
in RA. CELEBREX doses of 100 mg BID and 200 mg BID were smilar in effectiveness and
both were comparable to naproxen 500 mg BID.

Although CELEBREX 100 mg BID and 200 mg BID provided smilar overal
effectiveness, some patients derived additional benefit from the 200 mg BID dose. Doses of
400 mg BID provided no additiona benefit above that seen with 100-200 mg BID.

Analgesia, including primary dysmenorrhea: In acute analgesic modds of post-ord surgery
pain, post-orthopedic surgica pain, and primary dysmenorrhea, CELEBREX relieved pain that
was rated by patients as moderate to severe. Single doses (see DOSAGE AND
ADMINISTRATION) of CELEBREX provided pain rdief within 60 minutes.

Ankylosing Spondylitis (AS): CELEBREX was evauated in AS patientsin two placebo- and
active-controlled clinical trias of 6 and 12 weeks duration. CELEBREX at doses of

100 mg BID, 200 mg QD and 400 mg QD was shown to be statisticaly superior to placebo in
these studiesfor al three co-primary efficacy measures assessing globd pain intengty (Visud
Andogue Scae), globa disease activity (Visud Andogue Scae) and functiona impairment
(Bath Ankylosing Spondylitis Functional Index). In the 12-week study, there was no difference
in the extent of improvement between the 200 mg and 400 mg celecoxib doses in a comparison
of mean change from basdline, but there was a greater percentage of patients who responded to



celecoxib 400 mg, 53%, than to celecoxib 200 mg, 44%, using the Assessment in Ankylosing
Spondylitis response criteria (ASAS 20)." The ASAS 20 defines a responder asimprovement
from basdine of at least 20% and an absolute improvement of at least 10 mm, on a0 to 100
mm scae, in a least three of the four following domains. patient globd, pain, Bath Ankylosing
Spondylitis Functional Index, and inflammation. The responder andysis dso demondirated no
change in the responder rates beyond 6 weeks.

Familial Adenomatous Polyposis (FAP): CELEBREX was evauated to reduce the number of
adenomatous colorectd polyps. A randomized double-blind placebo-controlled study was
conducted in patients with FAP. The study population included 58 patients with a prior subtotal
or total colectomy and 25 patients with an intact colon. Thirteen patients had the attenuated
FAP phenotype.

One areain the rectum and up to four areasin the colon were identified at basdine for
gpecific follow-up, and polyps were counted at baseline and following Sx months of treatment.
The mean reduction in the number of colorectd polyps was 28% for CELEBREX 400 mg BID,
12% for CELEBREX 100 mg BID and 5% for placebo. The reduction in polyps observed with
CELEBREX 400 mg BID was datidicaly superior to placebo at the six-month timepoint
(p=0.003). (See Figure 1)

Figure 1
Percent Change from Baseline in
Number of Colorectal Polyps
(FAP Patients)

n=15 n =32 n =30
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* p=0.003 versus placebo



Special Studies

Celecoxib Long-Term Arthritis Safety Study (CLASS)

The Celecoxib Long-Term Arthritis Safety Study (CLASS) was a prospective long-term safety
outcome study conducted postmarketing in approximately 5,800 OA patients and 2,200 RA
patients. Patients received CELEBREX 400 mg BID (4-fold and 2-fold the recommended OA
and RA doses, respectively, and the approved dose for FAP), ibuprofen 800 mg TID or
diclofenac 75 mg BID (common thergpeutic doses). Median exposures for CELEBREX (N =
3,987) and diclofenac (n = 1,996) were 9 months while ibuprofen (n = 1,985) was 6 months.
The primary endpoint of this outcome study was the incidence of complicated ulcers
(gestrointesting bleeding, perforation or obstruction). Patients were alowed to take
concomitant low-dose (£ 325 mg/day) aspirin (ASA) for cardiovascular prophylaxis (ASA
subgroups. CELEBREX, n = 882; diclofenac, n = 445; ibuprofen, n = 412). Differencesin the
incidence of complicated ul cers between CELEBREX and the combined group of ibuprofen and
diclofenac were not datigticaly sgnificant.

Those patients on CELEBREX and concomitant low-dose ASA (N=882) experienced 4-fold
higher rates of complicated ulcers compared to those not on ASA (N=3105). The Kaplan
Meier rate for complicated ulcers at 9 months was 1.12% versus 0.32% for those on low dose
ASA and those not on ASA, respectively (see WARNINGS — Gastrointestinal (Gl)
Effects).

The estimated cumulative rates a 9 months of complicated and symptomatic ulcers for
patients trested with CELEBREX 400 mg BID are described in Table 2. Table 2 so displays
results for patients less than or greeter than 65 years of age. The difference in rates between
CELEBREX aone and CELEBREX with ASA groups may be due to the higher risk for GI events
in ASA users.



Table2
Complicated and Symptomatic Ulcer Ratesin Patients Taking CELEBREX 400 mg BID (Kaplan-Meier
Ratesat 9 months[%]) Based on Risk Factors

Complicated and Symptomatic

Ulcer Rates

All Petients

Celebrex aone (n=3105) 0.78

Celebrex with ASA (n=882) 2.19
Petients <65 Y ears

Celebrex aone (n=2025) 0.47

Celebrex with ASA (n=403) 1.26
Petients 3 65 Years

Celebrex aone (n=1080) 1.40

Celebrex with ASA (n=479) 3.06

Inasmdl rumber of patients with a history of ulcer disease, the complicated and symptomatic
ulcer ratesin patientstaking CELEBREX alone or CELEBREX with ASA were, respectively,
2.56% (n=243) and 6.85% (n=91) at 48 weeks. These results are to be expected in patients
with aprior history of ulcer disease (s.e WARNINGS — Gagtrointestinal (Gl) Effects—
Risk of Gl Ulceration, Bleeding, and Perforation and ADVERSE REACTIONS —
Safety Data from CLASS Study — Hematological Events).

Cardiovascular safety outcomes were also evaluated in the CLASS trid. Kaplan-Meier
cumulative rates for investigator-reported serious cardiovascular thromboembolic adverse
events (including MI, pulmonary embolism, deep venous thrombosis, unstable angina, transent
ischemic attacks, and ischemic cerebrovascular accidents) demonstrated no differences
between the CELEBREX, diclofenac, or ibuprofen treatment groups. The cumulative ratesin dl
patients a nine months for CELEBREX, diclofenac, and ibuprofen were 1.2%, 1.4%, and 1.1%,
repectively. The cumulative rates in non-ASA users & nine months in each of the three
trestment groups were lessthan 1%. The cumulative rates for myocardid infarction in non
ASA users a nine monthsin each of the three treatment groups were less than 0.2%. There
was no placebo group in the CLASS trid, which limits the ability to determine whether the three
drugs tested had no increased risk of CV events or if they al increased therisk to asimilar
degree.

Adenomatous Polyp Prevention Studies

Cardiovascular safety was evauated in two randomized, double-blind, placebo-controlled,
three-year sudies involving patients with Sporadic Adenomatous Polyps treated with
CeLEBREX. Thefird of these studies was the APC (Prevention of Sporadic Colorecta
Adenomaswith Celecoxib) study, which compared CELEBREX 400 mg twice daily (N=671)



and CELEBREX 200 mg twice daily (N=685) to placebo (N=679). Prdiminary safety
information from thistrial demongtrated a dose-related increase in serious cardiovascular events
(mainly myocardid infarction [MI]) at CELEBREX doses of 200 mg and 400 mg twice daily
compared to placebo). The cumulative rates of serious cardiovascular thrombotic events began
to differ between the CELEBREX treatment groups and placebo after approximately one year of
treatment. There were 2.8 to 3.1 years of follow-up in the APC tria except those patients who
died earlier. Therdativerisk (RR) for the composite endpoint of cardiovascular death, MI, or
stroke was 3.4 (95% CI 1.4 — 8.5) for the higher dose and 2.5 (95% CI 1.0 — 6.4) for the
lower dose of CELEBREX compared to placebo. The absolute risk for the composite endpoint
was 3.0% for the higher dose of CELEBREX, 2.2% for the lower dose of CELEBREX, and 0.9%
for placebo.

The second long-term study, PreSAP (Prevention of Colorectal Sporadic Adenomatous
Polyps) compared CELEBREX 400 mg once daily to placebo. Prdiminary safety information
from thistrid demonstrated no increased cardiovascular risk for the composite endpoint of
cardiovascular death, MI or stroke. The reason for the differing results for CV eventsin the
APC and PreSAP tridsis not known.

Clinicd trids of other COX-2 sdlective and nonsdlective NSAIDs of up to three-years duration
have shown an increased risk of serious cardiovascular thrombotic events, myocardid
infarction, and stroke, which can befata. Asareault, dl NSAIDs are considered potentialy
associated with thisrisk.

Endoscopic Studies

The correlation between findings of short-term endoscopic studieswith CELEBREX and the
relative incidence of dlinicaly sgnificant serious upper Gl events with long-term use has not
been established.

A randomized, double-blind study in 430 RA patients was conducted in which an endoscopic
examination was performed a 6 months. The incidence of endoscopic ulcersin patients taking
CELEBREX 200 mg twice daily was 4% vs. 15% for patients taking diclofenac SR 75 mg twice
daily. However, CELEBREX was not datidicdly different than diclofenac for dinicaly rdevant
Gl outcomesinthe CLASStrid (see Special Studies- CLASS).

Theincidence of endoscopic ulcers was studied in two 12-week, placebo-controlled studiesin
2157 OA and RA patients in whom basdline endoscopies revealed no ulcers. There was no
dose relationship for the incidence of gastroduodena ulcers and the dose of CELEBREX (50 mg
to 400 mg twice daily). Theincidence for ngproxen 500 mg twice daily was 16.2 and 17.6% in
the two studies, for placebo was 2.0 and 2.3%, and for al doses of CELEBREX the incidence
ranged between 2.7%-5.9%. There have been no large, clinica outcome studies to compare
cinicaly rdlevant Gl outcomeswith CELEBREX and naproxen.

In the endoscopic studies, approximately 11% of patients were taking aspirin (£ 325 mg/day).



In the CELEBREX groups, the endoscopic ulcer rate appeared to be higher in aspirin users than
in nontusers. However, the increased rate of ulcers in these aspirin users was less than the
endoscopic ulcer rates observed in the active comparator groups, with or without aspirin.

Searious clinically sgnificant upper Gl bleeding has been observed in patients receiving
CELEBREX in controlled and opentlabeled trids (see Special Studies- CLASS and
WARNINGS - Gadgtrointestinal (Gl) Effects).

INDICATIONS AND USAGE
Carefully congder the potentid benefits and risks of CELEBREX and other trestment options
before deciding to use CELEBREX. Use the lowest effective dose for the shortest duration
consstent with individua patient trestment goals (see WARNINGS).

CELEBREX isindicated:
1) For relief of the Sgns and symptoms of ostecarthritis.

2) For rdlief of the Sgns and symptoms of rheumatoid arthritis in adults.
3) For the rdief of signs and symptoms of ankylosing spondylitis.
4) For the management of acute pain in adults (see CLINICAL STUDIES).
5) For the treatment of primary dysmenorrhea.
6) To reduce the number of adenomatous colorecta polypsin familid adenomatous polyposis
(FAP), asan adjunct to usua care (e.g., endoscopic survelllance, surgery). It is not known
whether thereisadlinica benefit from a reduction in the number of colorectd polypsin FAP
patients. It is aso not known whether the effects of CELEBREX trestment will persst after
CELEBREX isdiscontinued. The efficacy and safety of CELEBREX treatment in patients with FAP
beyond sx months have not been studied (see CLINICAL STUDIES, WARNINGS and
PRECAUTIONS sections).

CONTRAINDICATIONS

CELEBREX is contraindicated in patients with known hypersengtivity to celecoxib.

CELEBREX should not be given to patients who have demongtrated alergic-type
reactions to sulfonamides.

CELEBREX should not be given to patients who have experienced asthma, urticaria, or
dlergic-type reactions after taking aspirin or other NSAIDs. Severe, rarely fatd, anaphylactic-
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like reactions to NSAIDs have been reported in such patients (see WARNINGS —
Anaphylactoid Reactions, and PRECAUTIONS — Preexisting Asthma).

CELEBREX is contraindicated for the treatment of peri-operative pain in the setting of
coronary artery bypass graft (CABG) surgery (see WARNINGS)

WARNINGS

Cardiovascular Effects

Cardiovascular Thrombotic Events

Chronic use of CELEBREX may cause an increased risk of serious adverse cardiovascular
thrombotic events, myocardia infarction, and stroke, which can be fatd. Inthe APC trid, the
relative risk for the composite endpoint of cardiovascular desth, M1, or stroke was 3.4 (95%
Cl 1.4 —8.5) for CELEBREX 400 mg twice daily and 2.5 (95% CIl 1.0 — 6.4) for the CELEBREX
200 mg twice daily compared to placebo (see Special Studies— Adenomatous Polyp
Studies).

All NSAIDs, both COX-2 sdlective and nonselective, may have asmilar risk. Patientswith
known CV disease or risk factors for CV disease may be a greater risk. To minimize the
potentia risk for an adverse CV event in patients treasted with CELEBREX, the lowest effective
dose should be used for the shortest duration possible. Physicians and patients should remain
dert for the development of such events, even in the absence of previous CV symptoms.
Petients should be informed about the signs and/or symptoms of serious CV toxicity and the
stepsto take if they occur.

Thereis no consstent evidence that concurrent use of aspirin mitigates the increased risk of
serious CV thrombotic events associated with NSAID use. The concurrent use of aspirin and
CELEBREX doesincrease the risk of serious Gl events (see GI WARNINGS).

Two large, controlled, clinicd trids of a different COX-2 selective NSAID for the treatment of
pan in the first 10-14 days following CABG surgery found an increased incidence of
myocardid infarction and stroke (see CONTRAINDICATIONS).

Hypertension

Aswith dl NSAIDS, CELEBREX can lead to the onset of new hypertension or worsening of
pre-exigting hypertension, either of which may contribute to the increased incidence of CV
events. Patients taking thiazides or loop diuretics may have impaired response to these
therapies when taking NSAIDs. NSAIDs, including CELEBREX, should be used with caution in
patients with hypertension. Blood pressure should be monitored closdly during the initiation of
therapy with CELEBREX and throughout the course of therapy. The rates of hypertension from
the CLASS trid in the CELEBREX, ibuprofen and diclofenac treated patients were 2.4%, 4.2%
and 2.5%, respectively (see Special Studies- CLASS).
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Congestive Heart Failure and Edema

Fluid retention and edema have been observed in some patients taking NSAIDs, including
CELEBREX (see ADVERSE REACTIONYS). In the CLASS study (see Special Studies—
CLASS), the Kaplan-Meier cumulative rates at 9 months of peripherd edemain patients on
CELEBREX 400 mg twice daily (4-fold and 2-fold the recommended OA and RA doses,
respectively, and the approved dose for FAP), ibuprofen 800 mg three times daily and
diclofenac 75 mg twice daily were 4.5%, 6.9% and 4.7%, respectively. CELEBREX should be
used with caution in patients with fluid retention or heart failure,

Gadrointestinal (Gl) Effects— Risk of Gl Ulceration, Bleeding, and Perforation
NSAIDs, including CELEBREX, Can cause serious gagtrointestina eventsincluding bleeding,
ulceration, and perforation of the somach, smal intestine or large intestine, which can befad.
These serious adverse events can occur a any time, with or without warning symptoms, in
patients treated with NSAIDs. Only one in five patients who develop a serious upper Gl
adverse event on NSAID therapy is symptomatic. Complicated and symptomatic ulcer rates
were 0.78% at nine months for al patientsin the CLASStrid, and 2.19% for the subgroup on
low dose ASA. Petients 65 years of age and older had an incidence of 1.40% at nine months,
3.06% when aso taking ASA (see Special Studies- CLASS). With longer duration of use of
NSAIDs, thereisatrend for increasing the likelihood of developing a serious GI event a some
time during the course of thergpy. However, even short-term thergpy is not without risk.

NSAIDs should be prescribed with extreme caution in patients with a prior history of
ulcer disease or gastrointesting bleeding. Patients with a prior history of peptic ulcer disease
and/or gastrointestinal bleeding who use NSAIDs have a greater than 10-fold increased risk for
developing a Gl bleed compared to patients with neither of theserisk factors. Other factors
that increase therisk of Gl bleeding in patients treated with NSAIDs include concomitant use of
ord corticogteroids or anticoagulants, longer duration of NSAID therapy, smoking, use of
acohal, older age, and poor generd hedth status. Most spontaneous reports of fatd Gl events
arein dderly or debilitated patients and therefore specid care should be taken in tregting this
population.

To minimize the potentid risk for an adverse Gl event, the lowest effective dose should
be used for the shortest possible duration. Physicians and patients should remain dert for Sgns
and symptoms of GI ulceration and bleeding during CELEBREX thergpy and promptly initiate
additiona evauation and trestment if a serious Gl adverse event is suspected. For high-risk
patients, dternate therapies that do not involve NSAIDs should be considered.

Renal Effects

Long-term administration of NSAIDs has resulted in rend papillary necrosis and other renal
injury. Rend toxicity has aso been seen in patients in whom rend prostaglandins have a
compensatory rolein the maintenance of rend perfuson. In these patients, administration of an
NSAID may cause a dose-dependent reduction in prostaglandin formation and, secondarily, in
rena blood flow, which may precipitate overt renal decompensation. Patients at grestest risk of



this reaction are those with impaired rend function, heart failure, liver dysfunction, those taking
diuretics and ACE inhibitors, and the elderly. Discontinuation of NSAID therapy is usudly
followed by recovery to the pretreatment state. Clinical trialswith CELEBREX have shown rendl
effects smilar to those observed with comparator NSAIDs.

Advanced Renal Disease

No information is available from controlled clinical studies regarding the use of
CELEBREX in patients with advanced rena disease. Therefore, treatment with CELEBREX is not
recommended in these patients with advanced rend disease. If CELEBREX thergpy must be
initiated, close monitoring of the patient's rend function is advisable.

Anaphylactoid Reactions

Aswith NSAIDs in generd, anaphylactoid reactions have occurred in patients without known
prior exposure to CELEBREX. |n post-marketing experience, rare cases of angphylactic
reactions and angioedema have been reported in patients recelving CELEBREX. CELEBREX
should not be given to patients with the aspirin triad. This symptom complex typicaly occursin
asthmatic patients who experience rhinitis with or without nasal polyps, or who exhibit severe,
potentidly fatal bronchospasm after taking aspirin or other NSAIDs (see
CONTRAINDICATIONS and PRECAUTIONS — Preexisting Asthma). Emergency
help should be sought in cases where an angphylactoid reaction occurs.

Skin Reactions

CELEBREX isasulfonamide and can cause serious skin adverse events such as exfoligtive
dermatitis, Stevens Johnson syndrome (SJS), and toxic epiderma necrolysis (TENS), which
can befatd. These serious events can occur without warning and in patients without prior
known sulfadlergy. Patients should be informed about the Sgns and symptoms of serious skin
manifestations and use of the drug should be discontinued at the first gppearance of skin rash or
any other sgn of hypersengtivity.

Pregnancy
Inlate pregnancy CELEBREX should be avoided because it may cause premature closure of the
ductus arteriosus (see PRECAUTIONS — Pregnancy).

Familial Adenomatous Polyposis (FAP): Treatment with CELEBREX in FAP has not been
shown to reducetherisk of gastrointestinal cancer or the need for prophylactic
colectomy or other FAP-related surgeries. Therefore, the usual care of FAP patients
should not be altered because of the concurrent administration of CELEBREX. In
particular, the frequency of routine endoscopic surveillance should not be decr eased
and prophylactic colectomy or other FAP-related surgeries should not be delayed.

PRECAUTIONS
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General: CELEBREX cannot be expected to substitute for corticosteroids or to treat
corticogteroid insufficiency. Abrupt discontinuation of corticosteroids may lead to exacerbation
of corticosteroid-responsveillness. Patients on prolonged corticosteroid therapy should have
their therapy tapered dowly if adecison is made to discontinue corticosteroids.

The pharmacologicd activity of CELEBREX in reducing inflammeation, and possibly fever,
may diminish the utility of these diagnostic Sgns in detecting infectious complications of
presumed noninfectious, painful conditions.

Hepatic Effects: Borderline eevations of one or more liver associated enzymes may occur in
up to 15% of patients taking NSAIDs, and notable elevations of ALT or AST (gpproximately 3
or more times the upper limit of normal) have been reported in gpproximately 1% of patientsin
clinica tridlswith NSAIDs. These laboratory aonormalities may progress, may remain
unchanged, or may be trandgent with continuing therapy. Rare cases of severe hepatic reactions,
including jaundice and fatd fulminant hepatitis, liver necross and hepatic failure (some with fatal
outcome) have been reported with NSAIDSs, including CELEBREX (see ADVERSE
REACTIONS — post-marketing experience). In controlled dlinical trials of CELEBREX, the
incidence of borderline devations (greater than or equal to 1.2 times and less than 3 times the
upper limit of norma) of liver associated enzymes was 6% for CELEBREX and 5% for placebo,
and approximately 0.2% of patients taking CELEBREX and 0.3% of patients taking placebo had
notable devationsof ALT and AST.

A patient with symptoms and/or Sgns suggesting liver dysfunction, or in whom an
abnormd liver test has occurred, should be monitored carefully for evidence of the devel opment
of amore severe hepatic reaction while on therapy with CELEBREX. If dinica Sgnsand
symptoms consistent with liver disease develop, or if systemic manifestations occur (eg.,
eosinophilia, rash, etc.), CELEBREX should be discontinued.

Hematological Effects: Anemiais sometimes seen in patients recelving CELEBREX. In
controlled dlinicd trids the incidence of anemiawas 0.6% with CELEBREX and 0.4% with
placebo. Petients on long-term trestment with CELEBREX should have their hemoglobin or
hematocrit checked if they exhibit any signs or symptoms of anemiaor blood loss. CELEBREX
does not generally affect platelet counts, prothrombin time (PT), or partia thromboplastin time
(PTT), and does not inhibit platelet aggregation at indicated dosages (see CLINICAL
PHARMACOLOGY—PIlatelets).

Preexisting Asthma: Patients with asthma may have aspirin-senstive athma. The use of
agoirin in patients with aspirin-sengtive asthma has been associated with severe bronchospasm,
which can befata. Since cross reactivity, including bronchospasm, between aspirin and other
nongteroida anti-inflammatory drugs has been reported in such aspirin-sengitive patients,
CELEBREX should not be administered to patients with this form of agpirin sengtivity and should
be used with caution in patients with preexigting asthma.
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Information for Patients

Petients should be informed of the following information before initiating thergpy with CELEBREX
and periodicaly during the course of ongoing therapy. Patients should also be encouraged to
read the NSAID Medication Guide that accompanies each prescription dispensed.

1. CELEBREX, like other NSAIDs, may cause serious CV side effects such as Ml or
gtroke, which may result in hospitalization and even deeth. Although serious CV events
can occur without warning symptoms, patients should be dert for the signs and
symptoms of chest pain, shortness of breath, weakness, durring of speech, and should
ask for medical advice if they observe any of these Sgns or symptoms. Patients should
be gpprised of the importance of this follow-up (see WARNINGS - Car diovascular
Effects).

2. CELEBREX, like other NSAIDs, can cause gagtrointestina discomfort and, rarely, more
serious Sde effects, such as ulcers and bleeding, which may result in hospitaization and
even death. Although serious Gl tract ulcerations and bleeding can occur without
warning symptoms, patients should be dert for the sgns and symptoms of ulcerations
and bleeding, and should ask for medica advice when they observe any sgns or
symptoms that are indicative of these disorders, including epigastric pain, dyspepsa,
melena, and hematemesis. Patients should be gpprised of the importance of this follow-
up (see WARNINGS — Gadtrointestinal (Gl) Effects— Risk of Gastrointestinal
Ulceration, Bleeding, and Perforation).

3. Patients should be advised to sop the drug immediately if they develop any type of rash
and contact their physicians as soon as possible. CELEBREX isasulfonamide and can
cause serious skin side effects such as exfoliative dermétitis, SIS, and TENS, which
may result in hospitalizations and even deeth. These reactions can occur with all
NSAIDs, even non-sulfonamides. Although serious skin reactions may occur without
warning, patients should be dert for the Signs and symptoms of skin rash and bligters,
fever, or other Sgns of hypersengtivity such asitching, and should ask for medica
advice when obsarving any indicative Sgns or symptoms. Patients with prior history of
sulfadlergy shoud not take CELEBREX.

4. Pdients should promptly report Sgns or symptoms of unexplained weight gain or edema
to their physcians.

5. Patients should be informed of the warning signs and symptoms of hepatotoxicity (e.g.,
nauseg, fatigue, lethargy, pruritus, jaundice, right upper quadrant tenderness, and "flu-
like" symptoms). Patients should be ingtructed that they should stop thergpy and seek
immediate medica therapy if these Sgns and symptoms occur.

6. Patients should be informed of the Sgns and symptoms of an angphylactoid reaction
(e.g. difficulty breething, swelling of the face or throat). Patients should be ingtructed to
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seek immediate emergency assstance if they develop any of these sgns and symptoms
(see WARNINGS — Anaphylactoid Reactions).

7. Patients should be informed that in late pregnancy CELEBREX should be avoided
because it may cause premature closure of the ductus arteriosus.

8. Patientswith familid adenomatous polyposs (FAP) should be informed that CELEBREX
has not been shown to reduce colorectal, duodend or other FAP-related cancers, or
the need for endoscopic surveillance, prophylactic or other FAP-related surgery.
Therefore, dl patients with FAP should be ingtructed to continue their usua care while
recalving CELEBREX.

Laboratory Tests: Because serious Gl tract ulcerations and bleeding can occur without
warning symptoms, physcians should monitor for Sgns or symptoms of Gl bleeding. Patients on
long-term treatment with NSAIDs, should have a CBC and a chemistry profile checked
periodicaly. If abnormal liver tests or rend tests persist or worsen, CELEBREX should be
discontinued.

In controlled clinicd trids, devated BUN occurred more frequently in patients receiving
CELEBREX compared with patients on placebo. This laboratory abnormality wasaso seenin
patients who received comparator NSAIDs in these studies. The clinica significance of this
abnormdlity has not been established.

Drug Interactions

General: Cdecoxib metabolism is predominantly mediated via cytochrome P450 2C9 in the
liver. Co-adminigtration of celecoxib with drugs that are known to inhibit 2C9 should be done
with caution.

In vitro sudies indicate that celecoxib, dthough not a subgrate, is an inhibitor of
cytochrome P450 2D6. Therefore, thereis apotentid for an in vivo drug interaction with
drugs that are metabolized by P450 2D6.

ACE-inhibitors: Reports suggest that NSAIDs may diminish the antihypertensive effect of
Angiotenan Converting Enzyme (ACE) inhibitors. Thisinteraction should be given
condderation in patients taking CELEBREX concomitantly with ACE-inhibitors.

Aspirin: CELEBREX can be used with low-dose aspirin. However, concomitant administration
of aspirin with CELEBREX increases the rate of Gl ulceration or other complications, compared
to use of CELEBREX aone (see CLINICAL STUDIES — Special Studies— CLASS,
WARNINGS - Gastrointestinal (Gl) Effects— Risk of GI Ulceration, Bleeding, and
Perforation, and WARNINGS — Cardiovascular Effects).
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Because of itslack of platelet effects, CELEBREX isnot a substitute for aspirin for
cardiovascular prophylaxis.

Fluconazole: Concomitant adminigtration of fluconazole at 200 mg QD resulted in atwo-fold
increase in celecoxib plasma concentration. Thisincrease is due to the inhibition of celecoxib
metabolism via P450 2C9 by fluconazole (see Phar macokinetics — M etabolism).
CELEBREX should be introduced at the lowest recommended dose in patients receiving
fluconazole.

Furosemide: Clinicd sudies, aswel as post marketing observations, have shown that
NSAIDs can reduce the natriuretic effect of furosemide and thiazides in some patients. This
response has been attributed to inhibition of rend prostaglandin synthesis.

Lithium: Inasudy conducted in hedthy subjects, mean steady-date lithium plasmaleves
increased gpproximatdy 17% in subjects receiving lithium 450 mg BID with CELEBREX 200 mg
BID as compared to subjects receiving lithium aone. Patientson lithium trestment should be
closdy monitored when CELEBREX isintroduced or withdrawn.

Methotrexate: In aninteraction sudy of rheumatoid arthritis patients taking methotrexate,
CELEBREX did not have a significant effect on the pharmacokinetics of methotrexate.

Warfarin: Anticoagulant activity should be monitored, particularly in the first few days, after
initigting or changing CELEBREX therapy in patients receiving warfarin or Smilar agents, snce
these patients are at an increased risk of bleeding complications. The effect of celecoxib on the
anticoagulant effect of warfarin was studied in agroup of hedthy subjects receiving daily doses
of 2-5 mg of warfarin. In these subjects, celecoxib did not ater the anticoagulant effect of
warfarin as determined by prothrombin time. However, in post-marketing experience, serious
bleeding events, some of which were fatd, have been reported, predominantly in the ederly, in
association with increases in prothrombin time in patients receiving CELEBREX concurrently with
warfarin.

Carcinogenesis, mutagenesis, impairment of fertility: Celecoxib was not carcinogenicin
rats given ord doses up to 200 mg/kg for maes and 10 mg/kg for femaes (approximately 2- to
4-fold the human exposure as measured by the AUC,.,4, a 200 mg BID) or in mice given ord
doses up to 25 mg/kg for maes and 50 mg/kg for females (approximatdy equa to human
exposure as measured by the AUC,,4 a 200 mg BID) for two years.

Cedecoxib was not mutagenic in an Ames test and a mutation assay in Chinese hamster
ovary (CHO) cdls, nor clastogenic in achromosome aberration assay in CHO cdlsand an in
Vivo micronucleustest in rat bone marrow.

Ceecoxib did not impair mae and femae fertility in rats a ord doses up to 600
mg/kg/day (approximately 11-fold human exposure at 200 mg BID based on the
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AUCq.2).

Pregnancy

Teratogenic effects. Pregnancy Category C. Celecoxib at oral doses3 150 mg/kg/day
(approximately 2-fold human exposure at 200 mg BID as measured by AUC 24), caused an
increased incidence of ventricular septal defects, arare event, and fetd dterations, such asribs
fused, sternebrae fused and sternebrae misshapen when rabbits were treated throughout
organogenesis. A dose-dependent increase in digphragmatic hernias was observed when rats
were given celecoxib at ord doses 2 30 mg/kg/day (approximately 6-fold human exposure
based on the AUC,,4 @ 200 mg BID) throughout organogenesis. There are no studiesin
pregnant women. CELEBREX should be used during pregnancy only if the potentid benefit
judtifiesthe potentid risk to the fetus.

Nonteratogenic effects. Celecoxib produced pre-implantation and post-implantation losses
and reduced embryof/fetal survivd inrats a ord dosages 3 50 mg/kg/day (approximately 6-fold
human exposure based on the AUC,.,4 a 200 mg BID). These changes are expected with
inhibition of prostaglandin synthesis and are not the result of permanent dteration of femae
reproductive function, nor are they expected at clinica exposures. No studies have been
conducted to evauate the effect of celecoxib on the closure of the ductus arteriosus in humans.
Therefore, use of CELEBREX during the third trimester of pregnancy should be avoided.

Labor and ddlivery: Ceecoxib produced no evidence of delayed labor or parturition at oral
doses up to 100 mg/kg in rats (gpproximately 7-fold human exposure as measured by the
AUC, », a 200 mg BID). The effects of CELEBREX on labor and ddlivery in pregnant women
are unknown.

Nursing mothers. Ceecoxib is excreted in the milk of lactating rats at concentrations Smilar
tothosein plasma. Limited data from one subject indicate that celecoxib is aso excreted in
human milk. Because many drugs are excreted in human milk and because of the potentid for
serious adverse reections in nuraing infants from CELEBREX, a decision should be made whether
to discontinue nursing or to discontinue the drug, taking into account the importance of the drug
to the mother.

Pediatric Use
Safety and effectiveness in pediatric patients below the age of 18 years have not been
evauated.

Geriatric Use

Of the total number of patients who recelved CELEBREX in clinicd trids, more than 3,300 were
65-74 years of age, while approximately 1,300 additional patients were 75 years and over. No
subgtantia differences in effectiveness were observed between these subjects and younger
subjects. In clinical studies comparing rend function as measured by the GFR, BUN and
cregtinine, and plateet function as measured by bleeding time and platelet aggregeation, the
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results were not different between ederly and young volunteers. However, as with other
NSAIDs, incuding those that sdlectively inhibit COX-2, there have been more spontaneous
post-marketing reports of faid Gl events and acute rend falure in the ederly than in younger
patients (se.e WARNINGS — Gastrointestinal (Gl) Effects— Risk of Gl Ulceration,
Bleeding, and Perforation).

ADVERSE REACTIONS

Of the CELEBREX treated patientsin the premarketing controlled dlinicd trids, approximately
4,250 were patients with OA, approximately 2,100 were patients with RA, and approximately
1,050 were patients with post-surgica pain. More than 8,500 patients have received atota
daily dose of CELEBREX of 200 mg (100 mg BID or 200 mg QD) or more, including more than
400 treated at 800 mg (400 mg BID). Approximately 3,900 patients have received CELEBREX
at these doses for 6 months or more; approximately 2,300 of these have received it for 1 year
or more and 124 of these have received it for 2 years or more.

Adver se eventsfrom CELEBREX premarketing controlled arthritistrials. Table 3 ligsdl
adverse events, regardless of causdlity, occurring in 3 2% of patients recelving CELEBREX from
12 controlled studies conducted in patients with OA or RA that included a placebo and/or a
positive control group. Since these 12 trids were of different durations, and patientsin the trids
may not have been exposed for the same duration of time, these percentages do not capture
cumulative rates of occurrence.

Table3

Adver se Events Occurringin 2 2% of CELEBREX Patients
From CeLeBREX Premarketing Controlled Arthritis Trials

Celebrex Placebo Naproxen Diclofenac Ibuprofen
(100-200 mg BID 500 mg BID 75 mg BID 800 mg TID
or 200 mg QD)

(n=4146) (n=1864) (n=1366) (n=387) (n=345)
Gastrointestinal
Abdominal pain 4.1% 2.8% 7.7% 9.0% 9.0%
Diarrhea 5.6% 3.8% 5.3% 9.3% 5.8%
Dyspepsia 8.8% 6.2% 12.2% 10.9% 12.8%
Flatulence 2.2% 1.0% 3.6% 4.1% 3.5%
Nausea 3.5% 4.2% 6.0% 3.4% 6.7%
Body as awhole
Back pain 2.8% 3.6% 2.2% 2.6% 0.9%
Peripheral edema 2.1% 1.1% 2.1% 1.0% 3.5%
Injury-accidental 2.9% 2.3% 3.0% 2.6% 3.2%
Central and peripheral nervous system
Dizziness 2.0% 1.7% 2.6% 1.3% 2.3%
Headache 15.8% 20.2% 14.5% 15.5% 15.4%
Psychiatric
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Insomnia 2.3%

Respiratory

Pharyngitis 2.3%
Rhinitis 2.0%
Sinusitis 5.0%

Upper respiratory

tract infection  8.1%
Skin
Rash 2.2%

2.3% 2.9% 1.3% 1.4%
1.1% 1.7% 1.6% 2.6%
1.3% 2.4% 2.3% 0.6%
4.3% 4.0% 5.4% 5.8%
6.7% 9.9% 9.8% 9.9%
2.1% 2.1% 1.3% 1.2%

In placebo- or active-controlled clinicd trids, the discontinuation rate due to adverse events was
7.1% for patients recelving CELEBREX and 6.1% for patients receiving placebo. Among the most
common reasons for discontinuation due to adverse eventsin the CELEBREX treatment groups were
dyspepsia and abdomina pain (cited as reasons for discontinuation in 0.8% and 0.7% of CELEBREX
patients, respectively). Among patients recelving placebo, 0.6% discontinued due to dyspepsaand
0.6% withdrew due to abdomina pain.

The following adverse events occurred in 0.1 - 1.9% of patients regardless of causdlity.

CELEBREX

(100 - 200 mg BID or 200 mg QD)

Gastrointestinal:
gastroesophageal

Cardiovascular:
General:

pain

Resistance mechanism
disorders

Central, peripheral
nervous system:

Female reproductive:
hemorrhage,

Male reproductive:

Hearing and
vestibular:

Heart rate and rhythm:

Constipation, diverticulitis, dysphagia, eructation, esophagitis, gastritis, gastroenteritis,
reflux, hemorrhoids, hiatal hernia, melena, dry mouth, stomatitis, tenesmus, tooth disorder, vomiting

Aggravated hypertension, angina pectoris, coronary artery disorder, myocardial infarction

Allergy aggravated, allergic reaction, asthenia, chest pain, cyst NOS,
edema generalized, face edema, fatigue, fever, hot flushes, influenza-like symptoms, pain, peripheral

Herpes simplex, herpes zoster, infection bacterial, infection
fungal, infection soft tissue, infection viral, moniliasis, moniliasis genital, otitis media

Leg cramps, hypertonia, hypoesthesia, migraine, neuralgia, neuropathy,

paresthesia, vertigo

Breast fibroadenosis, breast neoplasm, breast pain, dysmenorrhea, menstrual disorder, vaginal

vaginitis

Prostatic disorder

Deafness, ear abnormality, earache, tinnitus

Palpitation, tachycardia
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Liver and biliary

System: Hepatic function abnormal, SGOT increased, SGPT increased

Metabolic and

nutritional: BUN increased, CPK increased, diabetes mellitus, hypercholesterolemia, hyperglycemia,
hypokalemia, NPN increase, creatinine increased, alkaline phosphatase increased, weight increase
Musculoskeletal: Arthralgia, arthrosis, bone disorder, fracture accidental, myalgia, neck

stiffness, synovitis, tendinitis

Platelets (bleeding
or clotting): Ecchymosis, epistaxis, thrombocythemia
Psychiatric: Anorexia, anxiety, appetiteincreased, depression,
nervousness, somnolence
Hemic: Anemia
Respiratory: Bronchitis, bronchospasm, bronchospasm aggravated, coughing, dyspnea,
laryngitis, pneumonia
Skin and appendages: Alopecia, dermatitis, nail disorder, photosensitivity reaction, pruritus, rash erythematous, rash

maculopapular, skin disorder, skin dry, sweating increased, urticaria

Application site disorders: Cellulitis, dermatitis contact, injection site reaction,

skin nodule
Special senses: Taste perversion
Urinary system: Albuminuria, cystitis, dysuria, hematuria, micturition

frequency, renal calculus, urinary incontinence, urinary tract infection

Vision: Blurred vision, cataract, conjunctivitis, eye pain, glaucoma

Other serious adver se reactions which occur rarely (estimated <0.1%), regar dless of
causality: Thefollowing serious adverse events have occurred rarely in patients taking CELEBREX.
Cases reported only in the post-marketing experience are indicated in itdics.

Cardiovascular: Syncope, congestive heart failure, ventricular fibrillation, pulmonary embolism,
cerebrovascular accident, peripheral gangrene, thrombophlebitis, vasculitis, deep venous

thrombosis

Gastrointestinal: Intestinal obstruction, intestinal perforation, gastrointestinal bleeding, colitis with bleeding,
esophageal perforation, pancreatitis, ileus

Liver and hiliary system: Cholelithiasis, hepatitis, jaundice, liver failure

Hemic and

lymphatic: Thrombocytopenia, agranulocytosis, aplastic anemia,

pancytopenia, leukopenia
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Metabolic: Hypoglycemia, hyponatremia

Nervous system: Ataxia, suicide, aseptic meningitis, ageusia, anosmia, fatal intracranial hemorrhage (see
PRECAUTIONS - Drug Interactions — Warfarin)

Renal: Acute renal failure, interstitial nephritis

Skin: Erythema multiforme, exfoliative dermatitis, Stevens
Johnson syndrome, toxic epidermal necrolysis

General: Sepsis, sudden death, anaphylactoid reaction, angioedema
Safety Data from CLASS Study:

Hematological Events:

During this sudy (see Special Studies— CLASS), theincidence of dinicdly sgnificant
decreasesin hemoglobin (>2 g/dL) confirmed by repeat testing was lower in patients on
CELEBREX 400 mg BID (4-fold and 2-fold the recommended OA and RA doses, respectively,
and the gpproved dose for FAP) compared to patients on ether diclofenac 75 mg BID or
ibuprofen 800 mg TID: 0.5%, 1.3% and 1.9%, respectively. The lower incidence of events with
CELEBREX was maintained with or without ASA use (see CLINICAL PHARMACOLOGY -
Platelets).

Withdrawal §/Serious Adver se Events:

Kaplan-Meer cumulative rates at 9 months for withdrawals due to adverse events for
CELEBREX, diclofenac and ibuprofen were 24%, 29%, and 26%, respectively. Rates for serious
adverse events (i.e. those causing hospitdization or felt to be life threatening or otherwise
medicaly sgnificant) regardless of causdlity were not different across treatment groups,
respectively, 8%, 7%, and 8%.

Adver se events from ankylosing spondylitis studies: A total of 378 patients were treated
with CELEBREX in placebo- and active- controlled ankylosing spondylitis studies. Doses up to
400 mg QD were studied. The types of adverse events reported in the ankylosing spondylitis
studies were similar to those reported in the arthritis studies.

Adver se events from analgesia and dysmenorrhea studies: Approximately 1,700 patients
were treated with CELEBREX in analgesia and dysmenorrhea studies. All patientsin post-ord
surgery pain studies received a single dose of study medication. Doses up to 600 mg/day of
CELEBREX were dudied in primary dysmenorrhea and post-orthopedic surgery pain studies.
The types of adverse events in the andgesia and dysmenorrhea sudies were smilar to those
reported in arthritis studies. The only additiona adverse event reported was post-denta
extraction dveolar ogetis (dry socket) in the post-ord surgery pain studies.



Adver se events from the controlled trial in familial adenomatous polyposis: The adverse
event profile reported for the 83 patients with familid adenomatous polyposis enrolled in the
randomized, controlled dlinicd trid was smilar to that reported for patients in the arthritis
controlled trids. Intestind anastomotic ulceration was the only new adverse event reported in
the FAP trid, regardless of causdlity, and was observed in 3 of 58 patients (one a 100 mg

BID, and two a 400 mg BID) who had prior intestina surgery.

OVERDOSAGE

No overdoses of CELEBREX were reported during clinical trials. Doses up to 2400 mg/day for
up to 10 daysin 12 patients did not result in serious toxicity. Symptoms following acute
NSAID overdoses are usudly limited to lethargy, drowsiness, nausea, vomiting, and epigastric
pain, which are generaly reversble with supportive care. Gastrointestina bleeding can occur.
Hypertension, acute rend falure, respiratory depression and coma may occur, but are rare.
Anaphylactoid reactions have been reported with therapeutic ingestion of NSAIDs, and may
occur following an overdose.

Patients should be managed by symptomatic and supportive care following an NSAID
overdose. There are no specific antidotes. No information is available regarding the remova of
celecoxib by hemodiayss, but based on its high degree of plasma protein binding (>97%)
didyssisunlikely to be useful in overdose. Emesis and/or activated charcod (60to 100 gin
adults, 1 to 2 g/lkg in children) and/or csmotic cathartic may be indicated in patients seen within
4 hours of ingestion with symptoms or following alarge overdose. Forced diuresis, dkainization
of urine, hemodiays's, or hemoperfuson may not be useful due to high protein binding.

DOSAGE AND ADMINISTRATION
Carefully congder the potentid benefits and risks of CELEBREX and other treatment options
before deciding to use CELEBREX. Use the lowest effective dose for the shortest duration
conggtent with individua patient treetment gods (sse WARNINGS).

For osteoarthritis and rheumatoid arthritis, the lowest dose of CELEBREX should be sought for
each patient. These doses can be given without regard to timing of medls.

Osteoarthritis: For relief of the sgns and symptoms of osteoarthritis the recommended ora
doseis200 mg per day administered as asingle dose or as 100 mg twice per day.

Rheumatoid arthritis. For rief of the 9gns and symptoms of rheumatoid arthritis the
recommended oral doseis 100 to 200 mg twice per day.

Ankylosing Spondylitis (AS): For the management of the sgns and symptoms of AS, the
recommended dose of CELEBREX is 200 mg daily single (once per day) or divided (twice per
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day) doses. If no effect is observed after 6 weeks, atria of 400 mg daly may be worthwhile.
If no effect is observed after 6 weeks on 400 mg daily, aresponseis not likely and
consderation should be given to aternate trestment options.

Management of Acute Pain and Treatment of Primary Dysmenorrhea: The
recommended dose of CELEBREX is400 mg initidly, followed by an additiond 200 mg dose if
needed on the first day. On subsequent days, the recommended dose is 200 mg twice daily as
needed.

Familial adenomatous polyposis (FAP): Usud medical care for FAP patients should be
continued while on CELEBREX. To reduce the number of adenomatous colorectal polypsin
patients with FAP, the recommended ora dose is 400 mg twice per day to be taken with food.

Special Populations

Hepatic insufficiency: The daily recommended dose of CELEBREX cgpsulesin patients with
moderate hepatic impairment (Child-Pugh Class B) should be reduced by approximately 50%.
The use of CELEBREX in patients with severe hepatic imparment is not recommended (see
CLINICAL PHARMACOLOGY - Special Populations).

HOW SUPPLIED
CELEBREX 100-mg capsules are white, reverse printed white on blue band of body and cap
with markings of 7767 on the cap and 100 on the body, supplied as:

NDC Number Sze

0025-1520-31 bottle of 100
0025-1520-51 bottle of 500
0025-1520-34 carton of 100 unit dose

CELEBREX 200-mg capsules are white, with reverse printed white on gold band with markings
of 7767 on the cap and 200 on the body, supplied as:

NDC Number Size

0025-1525-31 bottle of 100
0025-1525-51 bottle of 500
0025-1525-34 carton of 100 unit dose

CELEBREX 400-mg capsules are white, with reverse printed white on green band with
markings of 7767 on the cap and 400 on the body, supplied as.

NDC Number Size
0025-1530-02 bottle of 60
0025-1530-01 carton of 100 unit dose

Store at 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled
Room Temperature].
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Medication Guide
for
Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)
(See the end of this Medication Guide for alist of prescription NSAID medicines.)

What isthe most important information | should know about medicines called Non-Ster oidal Anti-
Inflammatory Drugs (NSAIDs)?

NSAID medicines may increase the chance of a heart attack or strokethat can lead to death. This
chance increases:
with longer use of NSAID medicines
in people who have heart disease

NSAID medicines should never be used right before or after aheart surgery called a“coronary artery
bypassgraft (CABG)."

NSAID medicines can cause ulcer sand bleeding in the stomach and intestines at any time during
treatment. Ulcersand bleeding:

can happen without warning symptoms

may cause death

The chance of a person getting an ulcer or bleeding increaseswith:
taking medicines called “ corticosteroids’ and “ anticoagul ants’
longer use
smoking
drinking alcohol
older age
having poor health

NSAID medicines should only be used:
exactly as prescribed
at the lowest dose possible for your treatment
for the shortest time needed

What are Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)?
NSAID medicines are used to treat pain and redness, swelling, and heat (inflammation) from medical
conditions such as:

different types of arthritis

menstrual cramps and other types of short-term pain

Who should not take a Non-Ster oidal Anti-Inflammatory Drug (NSAID)?

Do not take an NSAID medicine:
if you had an asthma attack, hives, or other allergic reaction with aspirin or any other NSAID
medicine
for pain right before or after heart bypass surgery

Tdl your healthcare provider:
about al of your medical conditions.
about all of the medicines you take. NSAIDs and some other medicines can interact with each
other and cause serious side effects. Keep alist of your medicinesto show to your healthcare
provider and pharmacist.
if you are pregnant. NSAID medicines should not be used by pregnant women latein their

26



pregnancy.
if you are breastfeeding. Talk to your doctor.

What arethe possible side effects of Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)?

Serious side effectsinclude: Other side effectsinclude:

- heart attack - stomach pain
stroke - constipation
high blood pressure - diarrhea
heart failure from body swelling (fluid retention) - gas
kidney problemsincluding kidney failure - heartburn
bleeding and ulcersin the stomach and intestine - nausea
low red blood cells (anemia) - vomiting
life-threatening skin reactions - dizziness
life-threatening allergic reactions
liver problemsincluding liver failure
asthma attacks in people who have asthma

Get emergency help right away if you have any of the following symptoms:

shortness of breath or trouble breathing body
chest pain - slurred speech
weakness in one part or side of your - swelling of the face or throat

Stop your NSAID medicineand call your healthcare provider right away if you have any of thefollowing
symptoms:

nausea - vomit blood

more tired or weaker than usual - thereisblood in your bowel
itching movement or it is black and
your skin or eyes ook yellow sticky liketar

stomach pain - skinrash or blisterswith fever
flu-like symptoms - unusual weight gain

swelling of the arms and legs,
hands and feet

These are not all the side effects with NSAID medicines. Talk to your healthcare provider or
pharmacist for more information about NSAID medicines.

Other information about Non-Steroidal Anti-Inflammatory Drugs (NSAIDs)
- Aspirinisan NSAID medicine but it does not increase the chance of a heart attack.
Aspirin can cause bleeding in the brain, stomach, and intestines. Aspirin can also cause
ulcersin the stomach and intestines.

Some of these NSAID medicines are sold in lower doses without a prescription (over —the
—counter). Talk to your healthcare provider before using over —the —counter NSAIDs for
more than 10 days.

NSAID medicinesthat need a prescription

Generic Name Tradename

Celecoxib Celebrex

Diclofenac Cataflam, Voltaren, Arthrotec (combined with misoprostol)
Diflunisal Dolobid

Etodolac Lodine, Lodine XL
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Generic Name Tradename

Fenoprofen Nalfon, Nalfon 200

Flurbiprofen Ansaid

Ibuprofen Motrin, Tab-Profen, Vicoprofen (combined with hydrocodone), Combunox (combined
with oxycodone)

Indomethacin Indocin, Indocin SR, Indo-Lemmon, Indomethagan

Ketoprofen Oruvail

Ketorolac Toradol

Mefenamic Acid Ponstel

Meloxicam Mabic

Nabumetone Relafen

Naproxen Naprosyn, Anaprox, Anaprox DS, EC-Naproxyn, Naprelan, Naprapac (copackaged with
lansoprazole)

Oxaprozin Daypro

Piroxicam Feldene

Sulindac Clinoril

Tolmetin Tolectin, Tolectin DS, Tolectin 600

This Medication Guide has been approved by the U.S. Food and Drug Administration.
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