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Cardiovascular Risk

e NSAIDs may cause anincreased risk of serious cardiovascular (CV) thrombotic events, myocardial
infarction (M1), and stroke, which can be fatal. This risk may increase with dose and duration of
use. Patients with CV disease or CV risk factors may be at greater risk (see WARNINGS and
CLINICAL STUDIES).

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

Gastrointestinal Risk

NSAIDs causean increased risk of seriousgastrointestinal adverse eventsincluding bleeding, ulceration,
and perforation of the stomach or intestines, which can be fatal. These events can occur at any time
during use and withoutwarning symptoms. Elderly patients are at greater risk for serious gastrointestinal
events (see WARNINGS).

Asthma and Skin Reaction
CELEBREX is contraindicated to patients who have experienced asthma, urticaria, or allergic -type
reactions after takingaspirin or other NSAIDs (see WARNINGS and PRECAUTIONS).

Congestive Heart Failure and Edema
CELEBREX should be used with caution in patients with fluid retention or heart failure (see
WARNINGS).

Hepatic Effects

Patients with symptoms and/or signs suggesting liver dysfunction, or in whom abnormal liver test has
occurred, should be evaluated forevidence of the development of a more severe hepatic reaction while
on therapy with CELEBREX (see PRECAUTIONS).

Renal Effects

Long-term administration of NSAIDs has resulted in renal papillary necrosis and other renal injury.
Renaltoxicity hasalso been seenin patients in whom renal prostaglandins have a compensatory rok in
the maintenance of renal perfusion (see WARNINGS).

DESCRIPTION

CELEBREX (celecoxib) is chemically designated as4-[5-(4-methylphenyl)-3-(trifluoromethyl)-1H-pyrazol
1-yl] benzenesulfonamideandis a diarylsubstituted pyrazole. It has the following chemical structure:
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The empirical formula for celecoxib is C17H14FsN3O.S, and themolecular weight is 381.38.
CELEBREX oral capsules contain 100 mgand 200 mg of celecoxib.

The inactive ingredients in 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 is a non-steroidal anti-inflammatory drug that exhibits anti-inflammatory, analgesic, and
antipyretic activities in animal models. The mechanism of action of CELEBREX is believed to be due to
inhibition of prostaglandin synthesis, primarily via inhibition of cyclooxygenase-2 (COX-2), and at
therapeutic concentrations in humans, CELEBREX does not inhibit the cyclooxygenase-1 (COX-1)
isoenzyme. In animal colontumor models, celecoxib reduced the incidence and multiplicity of tumors.

Platelets

In clinical trials, CELEBREX at single doses up to 800 mg and multiple doses of 600 mg BID for up to
7 days duration (higher than recommended therapeutic doses) had no effect on platelet aggregation and
bleedingtime. Because of its lack of platelet effects, CELEBREX is not a substitute foracetylsalicylic acid
for CV prophylaxis. It is not known if there are any effects of CELEBREX on platelets thatmay contribute
to the increased risk of serious CV thrombotic adverse events associated with the useof CELEBREX.

Fluid Retention

Inhibition of PGE2 synthesis may lead to sodium and water retention through increased reabsorption in the
renal 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 anti-diuretic
hormone.

Pharmacokinetics

Absorption

Peak plasma levels of celecoxib occur approximately 3 hours after an oral dose. Under fasting conditions,
both peak plasma levels (Cmax) andarea under the curve (AUC) are roughly doseproportional up to 200 mg
BID; at higher doses, there are less than proportional increases in Crmaxand AUC (see Food Effects), which
is thought tobe dueto thelow solubility of the drug in aqueous media. Absolute bioavailability studieshave
not been conducted. With multiple dosing, steady-state conditions are reached onorbefore Day 5.

The phamacokinetic parameters of celecoxib in a group of healthy subjects are shownin Table 1.
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Table 1 Summary of Single Dose (200 mg) Disposition Kinetics of Celecoxib in Healthy Subjects®
Mean (%CV) PK Parameter Values

Crax, NG/mML Tmax, hour Effectiveti, hour | V/F, L CL/F,L/hour
705 (38) 2.8(37) 11.2 (31) 429 (34) 27.7 (28)

! Subjects under fasting conditions (n = 36, 19-52 years).

Distribution
In healthy subjects, celecoxib is highly protein bound (~97%) within the clinical dose range. In vitro studies

indicate thatcelecoxib binds primarily to aloumin and, to a lesser extent, o-acid glycoprotein. The apparent
volume of distribution at steady-state (Vs/F) is approximately 400 L, suggesting extensive distribution into
the tissues. Celecoxib is not preferentially boundto red blood cells.

Metabolism

Celecoxib metabolism is primarily mediated via cytochrome P4502C9. Three metabolites, inactiveas COX-
1 or COX-2 inhibitors, have been identified in human plasma: a primary alcohol, the corresponding
carboxylic acid and its glucuronide conjugate.

Cytochrome P450 2C9 activity is reduced in individuals with genetic polymorphisms that lead to reduced
enzyme activity, such as those homozygous for the CYP2C9*3 polymorphism.

In a pharmacokinetic study of celecoxib 200 mgadministered oncedaily in healthy volunteers, genotyped as
either CYP2C9*1/*1, CYP2C9*1/*3, or CYP2C9*3/*3, themedian C max and AUC,.24 0f celecoxib on day 7
were approximately 4-fold and 7-fold, respectively, in subjects genotyped as CYP2C9*3/*3 compared to
other genotypes. In three separate single dose studies, involving a total of 5 subjects genotyped as
CYP2C9*3/*3, single-dose AUCo.24 increased by approximately 3-fold comparedto normal metabolizers. It
is estimated that the frequency of the homozygous *3/*3 genotype is 0.3% — 1.0% among different ethnic
groups.

Patients whoare known, or suspected to be CYP2C9 poor metabolizers based on previous history/experience
with other CYP2C9substratesshould be administered celecoxib with caution. Consider starting treatmentat
half the lowest recommended dose (see DOSAGE AND ADMINISTRATION and Drug Interactions).

Excretion

Celecoxib is eliminated predominantly by hepatic metabolism with little (<3%) unchanged drug recovered
in the urine and feces. Followinga single 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 lowamounts of the glucuronide also appearing in the
urine. Itappearsthatthe lowsolubility of thedrug prolongs theabsorption process making terminal half-life
(t12) determinations more variable. Theeffective half-life isapproximately 11 hours under fasted conditions.
The apparent plasmaclearance (CL/F) isabout 500 mL/min.

Food Effects

When CELEBREX capsuleswere taken with a high fatmeal, peak plasmalevels were delayed for about 1 to
2 hourswith an increase in total absorption (AUC) of 10% to 20%. Co-administration of CELEBREX with
an aluminumand magnesium-containingantacid resulted in a reduction in plasma celecoxib concentrations
with a decrease of 37% in Crnaxand 10%in AUC. CELEBREX at doses up to 200 mg BID canbeadministered
without regard to the timing of meals. Higher doses (400 mg BID) should be administered with food to
improve absorption.

In healthy adult volunteers, the overall systemic exposure (AUC) of celecoxib was equivalentwhen celecoxib
was administered as intact capsule or capsule contents sprinkled on applesauce. There were no significant
alterations in Ciax, Tmax OF T12 afteradministration of capsule contents on applesauce.
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Special Populations

Geriatric: At steady-state, elderly subjects (over 65 years old) hada 40% higher Cmaxand a 50% higher AUC
compared to the young subjects. In elderly females, celecoxib Cmaxand AUC are higher than those for elderly
males, but these increases are predominantly due to lower body weight in elderly females. Dose adjustment
in the elderly is not generally 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-analysis of pharmacokinetic studies has suggested an approximately 40% higher AUC of
celecoxib in Blacks compared to Caucasians. Thecauseand clinicalsignificance of this finding is unknown.

Hepatic Insufficiency: A pharmacokinetic study in subjects with mild (Child-Pugh Class A) and moderate
(Child-Pugh Class B) hepatic impairment has shown that steady-state celecoxib AUC is increased about 40%
and 180%, respectively, abovethat seenin healthy control subjects. Therefore, CELEBREX capsules should
be reduced by approximately 50% in patients with moderate (Child-Pugh Class B) hepatic impaiment.
Patients with severe hepatic impairment (Child-Pugh ClassC) have notbeenstudied. The use of CELEBREX
in patients with severe hepatic impairment is not recommended (see DOSAGE AND
ADMINISTRATION).

Renal Insufficiency: In a cross-study comparison, celecoxib AUC was approximately 40% lower in patients
with chronic renalinsufficiency (GFR 35-60 mL/min) thanthat seen in subjects with normal renal function.
No significant relationship was found between GFR and celecoxib clearance. Patients with severe renal
insufficiency havenot beenstudied. Similarto other NSAIDs, CELEBREX is not recommended in patients
with severe renalinsufficiency (see WARNINGS — Advanced Renal Disease).

Drug Interactions
Also see PRECAUTIONS - Drug Interactions.

General: Significant interactions may occur when celecoxib is administered together with drugs thatinhibit
P450 2C9. Invitrostudies indicate that celecoxib isnot aninhibitor of cytochrome P450 2C9,2C190r 3A4.

Clinical studies with celecoxib have identified potentially significant interactions with fluconazole and
lithium. Experience with non-steroidal anti-inflammatory drugs (NSAIDs) suggests the potential for
interactions with furosemide and ACE inhibitors.

Preclinical Safety Data
Non-clinical safety data revealed no special hazard for humans based on conventional studies of repeated
dose toxicity, mutagenicity or carcinogenicity.

Celecoxib at oral doses >150 mg/kg/day (approximately 2-fold human exposure at 200 mg twice daily as
measured by AUC,.24), caused an increased incidence of ventricular septal defects, a rare event, and fetal
alterations, such as ribs fused, sternebrae fused and sternebrae misshapen when rabbits were treated
throughout organogenesis. A dose-dependent increase in diaphragmatic hernias was observed when rats were
given celecoxibatoral doses >30 mg/kg/day (approximately 6-fold humanexposure based onthe AUC,.4 at
200 mg twice daily) throughout organogenesis. These effects are expected following inhibition of
prostaglandin synthesis. In rats, exposure to celecoxib during early embryonic development resulted in pre-
implantationand post-implantation losses, and reduced embryo/fetal survival.
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CLINICAL STUDIES

Osteoarthritis (OA): CELEBREX has demonstrated significantreductionin jointpain compared to placebo.
CELEBREX was evaluated for treatment of the signs and the symptoms of OA of the knee and hip in
approximately 4200 patients in placebo- and active-controlled clinical trials of up to 12 weeks duration. In
patients with OA, treatmentwith CELEBREX 100 mg BID or 200 mg QD resulted in improvement in
WOMAC (Western Ontario and McMaster Universities) osteoarthritis index, a composite of pain, stiffness,
and functional measuresin OA. In three 12-week studies of pain accompanying OA flare, CELEBREX doses
of 100 mgBIDand200mgBID providedsignificantreduction of pain within 24 to 48 hours of initiation of
dosing. Atdosesof 100mgBID or200 mgBID theefficacy of CELEBREX was shownto be similarto that
of naproxen500 mgBID. Doses 0of 200mgBI1D provided no additional benefit above that seenwith 100mg
BID. A total daily dose of 200mghas been shownto be equally effective whether administered as 100 mg
BIDor200 mgQD.

Rheumatoid Arthritis (RA): CELEBREX has demonstrated significant reduction in joint tenderness/pain
and joint swelling comparedtoplacebo. CELEBREX was evaluated for treatment of the signs and symptoms
of RA in approximately 2,100 patients in placebo-and active-controlled clinicaltrials of up to 24 weeks in
duration. CELEBREX was shown to be superiorto placebo in these studies, usingthe American College of
Rheumatology 20 (ACR20) Responder Index, a composite of clinical, laboratory, and functional measures
in RA. CELEBREX doses of 100 mg BID and 200 mg BID were similar in efficacy and both were
comparable to naproxen500 mgBID.

Although CELEBREX 100 mg BID and 200 mg BID provided similar overall efficacy, some patients derived
additional benefit from the 200 mg BID dose. Doses of 400 mg BID provided no additional benefit above
that seenwith 100to 200mgBID.

Ankylosing Spondylitis (AS): Celecoxibwasevaluatedin AS patientsin two placebo- and active-controlled
clinicaltrials of 6 and 12 weeks duration. Celecoxib at doses of 100 mg twice daily, 200 mgonce daily and
400 mgonce daily was shown to be statistically superiorto placebo in these studies forall three co -primary
efficacy measures assessing global pain intensity (Visual Analogue Scale), global disease activity (Visual
Analogue Scale) and functional impairment (Bath Ankylosing Spondylitis Functional Index). Inthe 12-week
study, there was no difference in the extent of improvementbetween the 200 mgand 400 mg celecoxib doses
in a comparisonof mean change from baseline, but therewas a greater percentage of patientswho responded
to celecoxib 400 mg, 53%, thanto celecoxib 200 mg, 44%, using the Assessment in Ankylosing Spondylitis
response criteria (ASAS 20). The ASAS 20 defines response as improvement from baseline of at least 20%
and an absolute improvementofatleast 10 mm, ona 0to 100 mm scale, in at leastthree of the four following
domains: patient global, pain, Bath Ankylosing Spondylitis Functional Index, and inflammation. The
responder analysis also demonstrated no change in the responder rates beyond 6 weeks.

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 post-marketing in approximately 5,800 OA patients and 2,200 RA patients. Patients received
CELEBREX400mgBID (4-fold and 2-fold the recommended OA and RA doses, respectively), ibuprofen
800mg TID or diclofenac 75 mg BID (common therapeutic 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 (gastrointestinal bleeding, perforation
or obstruction). Patients were allowed to take concomitant low-dose (<325 mg/day) acetyl salicylic acid
(ASA) for CV prophylaxis (ASA subgroups: CELEBREX, n =882; diclofenac, n =445; ibuprofen,n =412).
Differences in the incidence of complicated ulcers between CELEBREX and the combined group of
ibuprofen and diclofenac were not statistically significant.
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Those patients on CELEBREX and concomitant low-dose ASA (N = 882) experienced 4-fold higher rates of
complicated ulcerscompared to thosenot on ASA (N = 3105). The Kaplan Meier rate for complicated ulcers
at 9 monthswas 1.12% versus 0.32% for those on low dose ASA and those not on ASA, respectively (see
WARNINGS — Gastrointestinal (GI) Effects).

The estimated cumulativerates at9 months of complicated and symptomatic ulcers for patients treated with
CELEBREX 400 mg BID are described in Table 2. Table 2 also displays results for patients less than or
greaterthan 65 yearsofage. Thedifference in rates between CELEBREX aloneand CELEBREX with ASA
groups may be due to the higherrisk for Gl events in ASA users.

Table 2. Complicated and Symptomatic Ulcer Rates in Patients Taking CELEBREX 400 mg BID
(Kaplan-Meier Rates at 9 months [%6]) Based on Risk Factors

Complicatedand

Symptomatic
Ulcer Rates
All Patients
Celebrex alone (n=3105) 0.78
Celebrex with ASA (n =882) 2.19
Patients <65 Years
Celebrex alone (n =2025) 0.47
Celebrex with ASA (n =403) 1.26
Patients>65 Years
Celebrex alone (n=1080) 1.40
Celebrex with ASA (n =479) 3.06

Ina smallnumber of patients with a history of ulcer disease, the complicated and symptomatic ulcer rates in
patientstaking CELEBREX aloneor CELEBREX with ASAwere, respectively, 2.56% (n =243)and 6.85%
(n =91) at 48 weeks. These results are to be expected in patients with a prior history of ulcer disease (see
WARNINGS - Gastrointestinal (GI) Effects — Risk of GI Ulceration, Bleeding, and Perforation and
ADVERSE REACTIONS - Safety Data from CLASS Study — Hematological Events).

Celecoxib versus Omeprazoleand Diclofenac for At-risk Osteoarthritis and Rheumatoid Arthritis Patients
(CONDOR) Trial

In this prospective, 24-week study in patients with age >60 years or history of gastroduodenal ulcers (users
of low-dose aspirin excluded), the percentage of patients with clinically significant Gl events (composite
primary endpoint) was lower in patients treated with celecoxib 200 mg twice daily compared to patients
treated with diclofenac SR 75 mgtwice daily plus omeprazole 20 mgoncedaily. This difference was driven
by clinically significant decreases in hemoglobin (>2 g/dL) and/or hematocrit (>10%) of defined or presumed
Gl origin. Results forthe individual components of this composite endpoint were as follows:

Celecoxib Diclofenac SR 75 mg Twice
200 mg Twice Daily

Daily + Omeprazole 20 mg Once
(N=2238) Daily

Predefined Composite Gl Endpoint (N =2246)

Components N (%) of Patients

Gastroduodenal hemorrhage 3(0.1) 3(0.1)

Large bowelhemorrhage 1(<0.1) 1(<0.1)

Acute Gl hemorrhage of unknown origin 1(<0.1) 0(0.0)

Clinically significant decreases in hemoglobin (>2 g/dL) 5 (0.2) 24(1.1)

and/or hematocrit (>10%) of defined Gl origin
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Clinically significant decreases in hemoglobin (>2 g/dL) 10 (0.4) 53(2.3)
and/or hematocrit (>10%) of presumed occult GI origin

Total* 20(0.9) 81(3.6)

For the following components of the predefined composite Gl endpoint, there were no events in either treatment group: gastric outlet
obstruction; gastroduodenal, small bowel, or large bowel perforation; small bowel hemorrhage. All events comprising the com posite
Gl endpoint were adjudicated by an independent, expert panel blinded to randomized treatment assignments.

* Ina time-to event analysis using life-table techniques, p<0.0001 for the comparison between the celecoxib treatment group and the

diclofenac plus omeprazole treatment group for this endpoint.

Cardiovascular Safety

CV safety outcomes were also evaluated in the CLASS trial. Kaplan-Meier cumulative rates for investigator-
reported serious CV thromboembolic adverse events (including M1, pulmonary embolism, deep venous
thrombosis, unstable angina, transient ischemic attacks, and ischemic cerebrovascular accidents)
demonstrated no differences between the CELEBREX, diclofenac, or ibuprofen treatment groups. The
cumulative rates in allpatientsat ninemonths for CELEBREX, diclofenac, and ibuprofenwere 1.2%, 1.4%,
and 1.1%, respectively. The cumulativerates in non-ASA users at ninemonths in each of the three treatment
groupswere less than 1%. The cumulative rates for myocardial infarction in non-ASA users atnine months
in each of the three treatment groups were less than 0.2%. There was no placebo group in the CLASS trial,
which limits the ability to determine whether the three drugs tested had no increasedrisk of CV events or if
they allincreased the risk to a similar degree.

Prospective Randomized Evaluation of Celecoxib Integrated Safety vs. Ibuprofen Or Naproxen
(PRECISION)

Design

The PRECISION study was a double-blind study of cardiovascular safety in OA or RA patients with or at
high risk for cardiovascular disease comparing Celecoxib (200-400 mg daily) with Naproxen (750-1000 mg
daily) and Ibuprofen (1800-2400 mg daily). The primary endpoint, Antiplatelet Trialists Collaboration
(APTC), wasanindependently adjudicated composite of cardiovascular death (including hemorrhagic death),
non-fatal myocardial infarction or non-fatal stroke. The study was planned with 80% power to evaluate non-
inferiority. All patients were prescribed open-label esomeprazole (20-40mg) for gastro protection. Patients
who were taking low-dose Aspirin were permitted to continue therapy.

Other independently adjudicated secondary and tertiary endpoints included cardiovascular, gastrointestinal
and renal outcomes. Additionally, there was a 4-month sub study focusing on the effects of the three drugs
on blood pressure as measured by ambulatory monitoring (ABPM).

Results
Table 3. Populationand T reatment Dose
Analysis Set Celecoxib Ibuprofen Naproxen Total
100-200 mg bid | 600-800 mgtid | 375-500 mg bid
Randomized (ITT) 8,072 8,040 7,969 24,081
On-Treatment (MITT) 8,030 7,990 7,933 23,953
Average Dose* (mg/day) 209437 2,045+246 852+103 NA

' Average dose dispensed

ITT — Intent to Treat; All randomized subjects

mITT —Modified Intent to Treat: All randomized subjects with at least one dose of study medication and one post baseline visit
bid — Twice a day

tid — Thrice a day

NA —Not Applicable

Primary Endpoint
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*  Celecoxib, as comparedwith either naproxenor ibuprofen, metall four prespecified non-inferiority
requirements (p<0.001 for non-inferiority in both comparisons). Non-inferiority is established when
the hazard ratio (HR) <1.12 in both ITT and mITT analyses, and upper 95% CI <1.33 for ITT

analysis and <1.40 formITTanalysis.

The primaryanalysisfor ITT andmITTare described belowin Table 4.

Table 4. Primary Analysis of the Adjudicated APTC composite endpoint

Intent-To-Treat Analysis (ITT, through month 30)

Celecoxib100-200mg | Ibuprofen600-800mg | Naproxen375-500 mg
bid tid bid
N 8,072 8,040 7,969
Subjects with Events 188 (2.3%) 218 (2.7%) 201 (2.5%)
Pairwise Celecoxibvs. Naproxen Celecoxibvs. Ibuprofenvs.
Comparison Ibuprofen Naproxen

HR (95% Cl)

0.93(0.76,1.13)

0.86 (0.70, 1.04)

1.08(0.89,1.31)

Modified Intent-To-Treat Analysis (mITT, ontreatment through month 43)

Celecoxib100-200mg | Ibuprofen600-800mg | Naproxen375-500 mg
bid tid bid
N 8,030 7,990 7,933
Subjects with Events 134 (1.7%) 155 (1.9%) 144 (1.8%)
Pairwise Celecoxibvs. Naproxen Celecoxibvs. Ibuprofenvs.
Comparison Ibuprofen Naproxen

HR (95%Cl)

0.90(0.72,1.14)

0.81(0.64,1.02)

1.12 (0.889, 1.40)

Key Secondary and Tertiary Endpoints

The analysis of Major Adverse Cardiovascular Events (MACE)* formITT are described below in Table 5.

Table 5. On-treatment Adjudicated Major Adverse CV Events

Celecoxib100-200mg

Ibuprofen 600-800

Naproxen 375-500

bid mg tid mg bid
Intent to Treat Analysis (ITT, through month 30)
N 8,072 8,040 7,969
Subjects with events (%) 377 (4.2%) 384 (4.8%) 346 (4.3%)
Pairwise Comparison CELEBREXVvs. CELEBREXVvs. Ibuprofenvs.
Naproxen Ibuprofen Naproxen

CV-related death?

68 (0.8%)vs. 86 (1.1%)

68 (0.8%)vs. 80
(1.0%)

80 (1.0%)vs. 86
(1.1%)

Fatalornon-fatalMIP

78 (1.0%)vs. 71 (0.9%)

78 (1.0%)Vs. 92
(1.1%)

92 (1.1%)vs. 71
(0.9%)

Fatalornon-fatal stroke®

54 (0.7%) vs. 65 (0.8%)

54 (0.7%)Vs. 53
(0.7%)

53 (0.7%)Vs. 65
(0.8%)

Revascularization?

(2.0%)

174 (2.2%)vs. 161

174 (2.2%)vs. 198
(2.5%)

198 (2.5%)vs. 161
(2.0%)

Hospitalization for UA?

55 (0.7%)vs. 64 (0.8%)

55 (0.7%)Vs. 65
(0.8%)

65 (0.8%)Vs. 64
(0.8%)

Hospitalization for TIA?

18 (0.2%) vs. 18 (0.2%)

18 (0.2%) vs. 27
(0.3%)

27 (0.3%)vs. 18
(0.2%)
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Pairwise Comparison HR | CELEBREXvs. CELEBREXVvs. Ibuprofenvs.
(95% ClI) Naproxen Ibuprofen Naproxen
MACE 0.97(0.83,1.12) 0.87(0.75,1.01) 1.11(0.69,1.29)
CV death? 0.78(0.57,1.07) 0.84(.0.61,1.16) 0.93(0.69,1.26)

Fatalornon-fatal MIP

1.09(0.79,1.50)

0.84(0.62,1.14)

1.29(0.95,1.76)

Fatalornon-fatal stroke®

082(057,1.18)

1.01(0.69,1.47)

0.81(0.56,1.17)

Revascularization?

1.07 (0.87,1.33)

0.87(0.71,1.07)

1.23(1.00,1.52)

Hospitalization for UA?

0.86 (0.60, 1.23)

0.84(0.59,1.21)

1.02(0.72,1.44)

Hospitalization for TIA?

0.99(0.51,1.90)

0.66(0.37,1.20)

150(0.83,2.73)

Modified Intentto Treat Analysis (mITT, ontreatmentthrough month 42 and 30 days)

N | 8,030 | 7,990 | 7,933

Number of Subjects with Events (%0)

MACE 247 (3.1%) 284 (3.6%) 253 (3.2%)
CV death 35(0.4%) 51 (0.6%) 49 (0.6%)
Nonfatal M| 58 (0.7%) 76 (1.0%) 53 (0.7%)
Nonfatal stroke 43 (0.5%) 32 (0.4%) 45 (0.6%)
Hospitalization for 46 (0.6%) 49 (0.6%) 44 (0.6%)
unstable angina
Revascularization 132 (1.6%) 158 (2.0%) 122 (1.5%)
Hospitalization for TIA 12 (0.1%) 21(0.3%) 16 (0.2%)

Pairwise Comparison Celecoxibvs. Celecoxibvs. Ibuprofenvs.

HR (95% CI) Naproxen Ibuprofen Naproxen

MACE 0.95(0.80,1.13) 0.82(0.69,0.97) 1.17(0.98,1.38)
CV death 0.69 (0.45,1.07) 0.64 (0.42,0.99) 1.08(0.73,1.60)
Nonfatal M 1.06 (0.73,1.54) 0.72(051,1.01) 1.48(1.04,2.11)

Nonfatal stroke

0.93(0.61,1.42)

1.26(0.79,1.98)

0.74(0.47,1.16)

Hospitalization for
unstable angina

1.02(0.67,1.54)

0.89(0.59,1.33)

1.16(0.77,1.74)

Revascularization

1.06 (0.83, 1.35)

0.78 (0.62,0.99)

1.35(1.07,1.72)

Hospitalization for TIA

0.73(0.35,1.55)

0.54 (0.26, 1.09)

1.38(0.72,2.64)

Abbreviations: BD = twice a day; Cl = confidence interval; CV - cardiovascular; HR = Hazard ratio; ITT = intent to-treat, MACE =
major adverse cardiovascular event; Ml = myocardial infarction; mITT = modified intent-to-treat; N = number of subjects in group;
TIA = transient ischaemic attack (APTC composite endpoint plus coronary revascularisation, or hospitalisation for unstable angina
or transient ischaemic attack); TDS = three times daily; UA = unstable angina.

*MACE = APTC composite endpoint plus coronary revascularization, or hospitalization for unstable angina or transient ischaemic
attack.

In the ITT population for the MACE endpoint there were no significant differences, in the pairwise comparisons between treatment
regimens.

* MACE component endpoints

® Overlap of component endpoints = MACE composite endpoints that include fatal/non-fatal outcome (tertiary endpoint).

The analysis of Gastrointestinal Events for ITTandmITT are described below in Table 6.

Table 6. On-treatment Adjudicated Gastrointestinal Endpoints

Celecoxib100-200mg | Ibuprofen600-800mg | Naproxen375-500 mg
bid tid bid
Intent-to-Treat Analysis (ITT, through month 30)
2019-0053572 Page 9 of 30
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N 8,072 8,040 7,969
Subjectswith
Events, n(%o)
CSGIE 55(0.7%) 72 (0.9%) 56 (0.7%)
IDA of Gl Origin 33(0.4%) 64 (0.8%) 69 (0.9%)
Pairwise Celecoxibyvs. Celecoxibvs. Ibuprofen Ibuprofenvs.
Comparison, Naproxen Naproxen
HR (95% ClI)
CSGIE 0.97 (0.67,1.40) 0.76 (0.53,1.08) 1.27(0.90,1,81)
IDA of Gl Origin 0.47(0.31,0.71) 0.51(0.33,0.77) 0.92(0.65,1.29)
Modified Intent-to-Treat Analysis (mITT, ontreatment through month 42 and 30 days)
N | 8,030 | 7,990 | 7,933
Subjects with Events, n(%o)
CSGIE 27 (0.3%) 59 (0.7%) 52 (0.7%)
IDA of Gl Origin 27 (0.3%) 58 (0.7%) 66 (0.8%)
Pairwise Celecoxibvs. Celecoxibvs. Ibuprofen Ibuprofenvs.
Comparison, Naproxen Naproxen
HR (95% CI)
CSGIE 0.51(0.32,0.81) 0.43(0.27,0.68) 1.16(0.80,1.69)
IDA of Gl Origin 0.39(0.25,0.62) 0.43(0.27,0.68) 0.91(0.64,1.29)

*CSGIE (Clinically Significant Gastrointestinal Events) = composite of the following; gastroduodenal hemorrhage; gastric outlet
obstruction; gastroduodenal, small bowel or large bowel perforation; large bowel hemorrhage; small bowel hemorrhage; Acute Gl
hemorrhage of unknown origin, including presumed small bowel hemorrhage; symptomatic gastric or duodenal ulcer.

**IDA (Iron Deficiency Anemia) = clinically significant iron deficiency anemia of Gl origin or decrease in Hct (Hematocrit) and/or
Hgb (Hemoglobin) (defined as Hct >10 points and or Hgb of >2 g/dL from baseline.

In the ITT population for the CSGIE endpoint there were no significant differences, in the pairwise
comparisons between treatment regimens(data notshown). For the endpoint of iron deficiency anemia of Gl
origin, significant differences (celecoxib vs. naproxen; celecoxib vs. ibuprofen) and non-significant
differences (ibuprofen vs. naproxen) were observed in a manner consistent with the data presented above.

The analysis of clinically significant renal events*, hospitalization for CHF and hypertension for mITT are
described belowin Table 7.

Table 7. On-treatment Adjudicated Renal Events, Hospitalization for CHF and Hypertension

Celecoxib100-200mg | Ibuprofen600-800mg [ Naproxen375-500 mg
bid tid bid

Intent-to-treat Analysis (ITT, through month 30)
N 8,072 8,040 7,969
Subjects with first 118 (1.5%) 166 (2.1%) 139 (7.1%)
event
Subjects with events, n(%o)
Renalevents® 57 (0.7%) 92 (1.1%) 71(0.9%)
Hospitalizationfor 45 (0.6%) 46 (0.6%) 48 (0.6%)
CHF
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Table 7. On-treatment Adjudicated Renal Events, Hospitalization for CHF and Hypertension

Celecoxib100-200mg | Ibuprofen600-800mg | Naproxen375-500 mg
bid tid bid

Hospitalizationfor 24 (0.3%) 40 (0.5%) 34 (0.4%)
hypertension
Pairwise Celecoxibvs. Celecoxibvs. Ibuprofenvs.
comparison HR Naproxen Ibuprofen Naproxen
(95% ClI)
Subject with any 0.83(0.65,1.07) 0.70(0.55,0.89) 1.19(0.95,1.49)
event

Renalevents?

0.79(0.56,1.12)

0.61 (0.44,0.85)

1.29(0.95,1.76)

Hospitalizationfor
CHF

0.92(0.61,1.39)

0.98 (0.65,1.47)

0.95(0.63,1.42)

Hospitalizationfor

0.69(041,1.17)

0.59(0.36,0.99)

1.17(0.74, 1.84)

HR (95% CI)

hypertension
Modified Intentto Treat Analysis (mITT, on treatment through month 42 and 30 days)
N | 8,030 | 7,990 | 7,933
Subjects with Events, n (%)
Renalevents 42 (0.5%) 73 (0.9%) 62 (0.8%)
Hospitalization for 28 (0.3%) 38 (0.5%) 35 (0.4%)
CHF
Hospitalization for 25 (0.3%) 37 (0.5%) 32 (0.4%)
hypertension
Any of the Above 89 (1.1%) 139 (1.7%) 120 (1.5%)
Pairwise Celecoxibvs. Celecoxibyvs. Ibuprofenvs.
Comparison, Naproxen Ibuprofen Naproxen

Renalevents

0.66 (0.44,0.97)

0.54(0.37,0.79)

1.21(0.86,1.70)

Hospitalization for
CHF

0.77(0.47,1.27)

0.70(0.43,1.13)

1.12(0.71,1.77)

Hospitalization for
hypertension

0.76 (0.45,1.28)

0.64(0.39,1.07)

1.18(0.74,1.90)

Any of the Above

0.72 (0.55,0.95)

0.60 (0.46,0.79)

1.19(0.93,1.52)

*N.B: Renal events included a composite of predefined rises in creatinine levels (verified serum creatinine of >2.0 mg/dL
(177 ymol/L) and an increase of >0.7 mg/mL (62 pmol/L)), or hospitalization for acute renal failure (defined as a doubling in serum
creatinine, or confirmation of hyperkalemia with >50% elevation in serum creatinine), or the initiation of hemodialysis or peritoneal
dialysis.

In the ITT population for the endpoint of clinically significant renal events, only the pairwise comparison
between celecoxib and ibuprofen was significant, HR 0.61 (0.44, 0.85), no significant differences were
observed between treatment regimens in the incidence of hospitalization for congestive heart failure, and a
significantly lower incidence of hospitalization for hypertension was observed between celecoxib and
ibuprofen,HR0.59(0.36,0.99).
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All-cause mortality

Inthe mITT populations celecoxib, naproxenand ibuprofen were associated with 53 (0.7%), 79 (1.0%), and
73 (0.9%) deaths, respectively. In the ITT populationthe celecoxib, naproxenand ibuprofen were associated
with 132 (1.6%), 163 (2.0%) and 142 (1.8%) deaths, respectively. No significant differences were observed
in pairwise comparisonsbetween treatments. All-cause mortality wasanalyzedas1 componentofthetertiary
composite endpointalthough it should be noted thatthe analysis was not adjusted for multiplicity.

ABPM Substudy

In the PRECISION-ABPM substudy, among the total of 444 analyzable patients, at Month 4, celecoxib-
treated patients had the smallest change in 24-hour ambulatory systolic blood pressure (SBP) compared to
ibuprofen and naproxen: celecoxib produced a slight reductionof 0.3 mmHgwhile ibuprofenand naproxen
increased mean 24-hour SBP by 3.7 and 1.6 mmHg, respectively. These changes resulted in a statistically
significant and clinically meaningful difference of -3.9 mmHg (p=0.0009) between celecoxib and ibuprofen;
a non-significantdifference of-1.8 (p=0.119) mmHg between celecoxib and naproxen, and a non-significant
difference of-2.1 mmHg (p=0.0787) between naproxen and ibuprofen.

Cardiovascular Safety— Long-term Studies Involving Patients with Sporadic Adenomatous Polyps

Two studies involving patients with sporadic adenomatous polypswere conducted with celecoxib i.e., the
APC trial (Prevention of Sporadic Colorectal Adenomas with Celecoxib) and the PreSAP trial (Prevention
of Colorectal Sporadic Adenomatous Polyps). In the APC trial, there was a dose-related increase in the
composite endpoint of CV death, myocardial infarction, or stroke (adjudicated) with celecoxib comparedto
placeboover 3 yearsof treatment. The PreSAP trial did not demonstrate a statistically significant increased
risk forthe same compositeendpoint.

In the APC trial, the hazard ratios compared to placebo for a composite endpoint of CV death, myocardial
infarction, or stroke (adjudicated) were 3.4 (95% CI 1.4 - 8.5) with celecoxib 400 mg twice daily and
2.8(95%CI 1.1 -7.2) with celecoxib 200 mgtwice daily. Cumulative rates for this composite endpoint over
3years were 3.0% (20/671) and 2.5% (17/685) for 400 mg twice daily and 200 mg twice daily celecoxib
treatment groups, respectively, compared with 0.9% (6/679) for placebo group. The increases for both
celecoxib dose groups versus placebowere mainly driven by myocardial infarction.

In the PreSAP trial, the hazard ratios compared to placebo for this same composite endpoint was 1.2 (95%
C10.6 -2.4) with celecoxib 400 mgoncedaily (cumulative rate for this composite endpointover 3 years was
2.3%[21/933 subjects] compared with 1.9% [12/628 subjects] for placebo).

Cardiovascular Safety — Long-term Study of Alzheimer's Disease Anti-inflammatory Prevention Trial
(ADAPT)

Data from the ADAPT study did not show a significantly increased CV risk with celecoxib 200 mg twice
daily compared to placebo. Therelative risk comparedto placebo fora similar composite endpoint (CV death,
M1, stroke)was 1.14(95%CI 0.61 - 2.15) with celecoxib 200 mgtwice daily.

Cardiovascular Safety - Meta-analysis from Chronic Usage Studies

A meta-analysis of safety data (adjudicated, investigator-reported serious adverse events) from 39 completed
celecoxib clinical studies of up to 65 weeks duration has been conducted, representing 41,077 patients:
[23,030 (56.1%) patients exposed to celecoxib 200 mg to 800 mg total daily dose (TDD); 13,990 (34.1%)
patients exposedto non-selective NSAIDs; and 4,057 (9.9%) patients exposed to placebo].

In this analysis, the adjudicated event rate for the composite endpoint of CV death, non-fatal myocardial
infarction and non-fatal stroke was similar between celecoxib (N = 19,773; 0.96 events/100 patient-years)
and non-selective NSAIDs (N=13,990; 1.12 events/100 patient-years) treatment (RR =0.90,95%CI 0.60 -
1.33). This pattern of effect was maintained with or without ASA use (<325 mg). The adjudicated eventrate
of non-fatal myocardial infarction trended higher (RR =1.76,95% C10.93 - 3.35); however, that of non-fatal
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stroke trended lower (RR =0.51, 95% C10.23 - 1.10), and that of CV death was comparable (RR =057,
95% C1 0.28 -1.14) for celecoxib compared to combined non-selective NSAIDs.

In this analysis, the adjudicated event rate for the composite endpoint of CV death, non-fatal myocardial
infarction and non-fatal stroke was 1.42/100 patient-years for celecoxib (N = 7,462) and 1.20/100 patient-
years for placebo (N = 4,057) treatment (RR = 1.11,95% CI 0.47 - 2.67). This pattern of effect was
maintained with or without ASA use (<325 mg). The incidence of non-fatal myocardial infarction trended
higher (RR=1.56,95% CI10.21 -11.90), as did that of CV death(RR =1.26,95% C1 0.33-4.77),and that
of non-fatal strokewas similar (RR =0.80,95%Cl1 0.19 - 3.31) for celecoxib compared to placebo.

Endoscopic Studies
The correlation between findings of short-term endoscopic studies with CELEBREX and the relative
incidence of clinically significant serious upper Gl events with long-term use has not been established.

Figure 1 and Table 8 summarize the incidence of endoscopic ulcers in two 12-week studies that enrolled
patients in whom baseline endoscopies revealed no ulcer.

Figurel

Incidence of Endoscopically Observed Gastroduodenal
Ulcers after Twelve Weeks of Treatment
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* Significantly different from all other treatments; p<0.05.

Celebrex 100mgBIDand200mgQD, BID are the recommended doses.

These studies were notpowered to compare the endoscopic ulcer rates of Celebrex vs. placebo.
Study 1: placeboulcerrate =2.3%

Study 2: placeboulcerrate =2.0%

Table 8. Incidence of Gastroduodenal Ulcers from Endoscopic Studies in Osteoarthritis and
Rheumatoid Arthritis Patients

3-Month Studies
Study 1 (N =1108) Study 2 (N =1049)
Placebo 2.3% (5/217) 2.0% (4/200)
Celecoxib 50 mgtwice daily 3.4% (8/233)
Celecoxib 100 mgtwice daily 3.1% (7/227) 4.0% (9/223)
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Table 8. Incidence of Gastroduodenal Ulcers from Endoscopic Studies in Osteoarthritis and
Rheumatoid Arthritis Patients

Celecoxib 200 mgtwice daily 5.9% (13/221) 2.7%(6/219)
Celecoxib 400 mgtwice daily 4.1% (8/197)
Naproxen500 mgtwice daily 16.2% (34/210)* 17.6% (37/210)*

*p <0.05 vs. all other treatments

Figure 2 and Table 8 summarize data from two 12-week studies that enrolled patients in whom baseline
endoscopies revealed no ulcers. Patients underwent interval endoscopies every 4 weeks to give information
on ulcerrisk overtime.

Figure 2. Cumulative Incidence of Gastroduodenal Ulcers Based on 4 Serial Endoscopies over

12 Weeks
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Table 9. Incidence of Gastroduodenal Ulcers from 3-Month Serial Endoscopy Studies in
Osteoarthritis and Rheumatoid Arthritis Patients

| Week 4 | Week8 | Week 12 | Final
Study 3 (N =523)
Celecoxib 4.0% 2.2% 1.5% 7.5%
200 mg twice daily (10/252)* (5/227)* (3/196)* (20/266)*
Naproxen 19.0% 14.2% 9.9% 34.6%
500 mg twice daily (471247) (26/182) (14/141) (89/257)
Study 4 (N =1062)
Celecoxib 3.9% 2.4% 1.8% 7.0%
200 mg twice daily (13/337)t (7/296)t (5/274)t (25/356)t
Diclofenac 5.1% 3.3% 2.9% 9.7%
75 mg twice daily (18/350) (10/306) (8/278) (36/372)
Ibuprofen 13.0% 6.2% 9.6% 23.3%
800 mg threetimesdaily | (42/323) (15/241) (21/219) (78/334)

* p<0.05 celecoxib vs. naproxen based on interval and cumulative analyses
T p <0.05 celecoxib vs. ibuprofen based on interval and cumulative analyses
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One randomized and double-blinded 6-month study in 430 RA patients was conducted in which an
endoscopic examinationwas performedat6 months. The results are shownin Figure 3.

Figure3
Prevalence of Endoscopically Observed Gastroduodenal Ulcers after
Six Months of Treatment in Patients with Rheumatoid Arthritis
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* Significantly different from Celebrex; p<0.001

Gastrointestinal Safety Meta-analysis from Osteoarthritis and Rheumatoid Arthritis Studies

An analysis of 31 randomized controlled clinical studies in OAand RA, involving 39,605 patients with OA
(N =25,903), RA(N = 3,232), or patients with either condition (N =10,470) comparedthe incidence of Gl
adverse events in celecoxib-treated patients to the incidence in patients administered placebo or NSAIDs
(including naproxen, diclofenac and ibuprofen). The incidence of clinical ulcers and ulcer bleeds with
celecoxib 200 mgto 400 mgtotal daily dose was0.2% compared toanincidence of 0.6% with NSAIDs (RR
=0.35;95% C10.22-0.56).

Use with acetyl salicylic acid: Approximately 11% of patients (440/4,000) enrolled in 4 of the 5 endoscopic

studies were taking acetyl salicylic acid (<325 mg/day). In the CELEBREX groups, the endoscopic ulcer
rate appeared to be higher in acetyl salicylic acid users than in non-users. However, the increased rate of
ulcers in these acetyl salicylic acid users was less than the endoscopic ulcer rates observed in the active
comparator groups, with or without acetyl salicylicacid.

INDICATIONS AND USAGE

Carefully consider the potential benefits and risks of CELEBREX and other treatment options before

decidingto use CELEBREX. Use the lowest effective dose for the shortest duration consistentwith individual
patienttreatmentgoals (see WARNINGS).

CELEBREX sindicated:

1) Forrelief of the signsand symptoms of osteoarthritis (OA).

2) Forrelief of the signsandsymptoms of rheumatoid arthritis (RA) in adults.

3) For relief of signsand symptoms of ankylosing spondylitis (AS).

4) Forthe short-treatment of acute pain in adults following surgery or musculoskeletal injury.
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CONTRAINDICATIONS

CELEBREX s contraindicated in patients with known hypersensitivity to celecoxib orany other ingredient
of the product.

CELEBREX should not begiven to patientswho have demonstrated allergic-type reactions to sulfonamides.

CELEBREX should not be given to patients who have experienced asthma, urticaria, or allergic -type
reactions after takingacetylsalicylic acid (ASA [aspirin]) or other NSAIDs, including other COX-2 specific
inhibitors. Severe, rarely fatal, anaphylactic-like reactions to NSAIDs have been reported in such patients
(see WARNINGS - Anaphylactoid Reactions,and PRECAUT IONS — Pre-existing 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 Thrombotic Events

Chronic use of CELEBREX may cause an increased risk of serious adverse CV thrombotic events,
myocardial infarction (M1), and stroke, which canbe fatal. In the APC trial, the relative risk for the composite
endpoint of CV death, M1, or stroke was3.4 (95%ClI 1.4—8.5) for CELEBREX 400 mgtwice daily and 2.8
(95% CI 1.1 — 7.2) for the CELEBREX 200 mg twice daily compared to placebo (see Special Studies—
Cardiovascular Safety — Long-term Studies Involving Patients with Adenomatous Polyp Studies).

All NSAIDs, both COX-2 selective and non-selective, may have a similar risk. Thisrisk may increase with
dose and duration of use. The relative increase of this risk appears to be similar in those with or without
known CV disease or CV risk factors. However, patients with CV disease or CV risk factors may beat greater
risk in termsof absolute incidence, due to their increasedrate atbaseline. To minimize the potential risk for
anadverse CVevent in patients treated with CELEBREX, the lowest effective dose should be used for the
shortest duration possible. Physicians and patients should remain alert for the development of such events,
even in the absence of previous CV symptoms. Patients should be informedabout the signsand symptoms
of serious CV toxicity andthestepstotakeif they occur (see CLINICAL STUDIES).

There is no consistent evidence that concurrent use of acetyl salicylic acid mitigates the increased risk of
serious CV thrombotic events associated with NSAID use. The concurrent use of acetyl salicylic acid and
CELEBREX does increase the risk of serious Gl events (see WARNINGS, Gastrointestinal (Gl)
Effect-Risk of Gl Ulceration, Bleeding and Perforation).

Two large, controlled, clinical trials of a different COX-2 selective NSAID for the treatment of pain in the
first 10 to 14 days following CABG surgery found an increased incidence of myocardial infarction and stroke
(see CONTRAINDICATIONS).

Hypertension

As with all NSAIDS, CELEBREX can lead to the onset of new hypertension or worsening of pre-existing
hypertension, either of which may contribute to the increased incidence of CV events. Patients taking
thiazidesor 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 closely during the initiation of therapy with CELEBREX and throughout the course of therapy
(see Clinical Studies — ABPM Substudy). The rates of hypertension from the CLASS trial in the
CELEBREX, ibuprofenand diclofenac treated patients were 2.4%, 4.2% and 2.5%, respectively (see Special
Studies - CLASS).
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CongestiveHeartFailure and Edema

Fluid retention and edemahave been observed in some patients taking NSAIDs, including CELEBREX (see
ADVERSE REACTIONS). In the CLASS study (see Special Studies — CLASS), the Kaplan-Meier
cumulative ratesat9 months of peripheral 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. Celecoxib should be used with
cautionin patientswith compromised cardiac function, pre-existing edema, or other conditions predisposing
to, or worsened by, fluid retention including those taking diuretic treatment or otherwise at risk of
hypovolemia.

Gastrointestinal (GI) Effects - Risk of Gl Ulceration, Bleeding, and Perforation

NSAIDs, including CELEBREX, can cause serious Gl events including bleeding, inflammation, ulceration,
and upper and lower Gl perforation, small intestine or large intestine, which can be fatal. These serious
adverse events can occuratany time, with orwithout warning symptoms, in patients treated with NSAI Ds.
Only onein five patientswho developa serious upper Gl adverse event on NSAID therapy is sym ptomatic.
Complicated and symptomatic ulcer rates were 0.78% atnine monthsforall patients in the CLASS trial, and
2.19% forthesubgrouponlowdose ASA. Upper Gl ulcers, gross bleeding, or perforation caused by NSAIDs
occurin approximately 1% of patients treated for 3-6 months, and in about 2%-4% of patients treated for one
year. Patients 65 years of age and older had an incidence of 1.40% at nine months, 3.06% whenalso taking
ASA (see Special Studies - CLASS). With longer duration of useof NSAIDs, there is a trend for increasing
the likelihood of developing a serious Gl event at some time during the course of therapy. However, even
short-term therapy is not without risk.

NSAIDs should be prescribed with extreme caution in patients with a prior history of ulcer disease or
gastrointestinal bleeding. Patients with a prior history of peptic ulcer disease and/or gastrointestinal bleeding
and whouse NSAIDs, havea greater than 10-fold higher risk for developinga Gl bleed compared to patients
with neither of these risk factors. Other factors that increase the risk of Gl bleedingin patients treated with
NSAIDs include CV disease, concomitant use of oral corticosteroids, glucocorticoids, antiplatelet drugs
(such as aspirin) or anticoagulants, longer duration of NSAID therapy, smoking, use of alcohol, older age,
and poor general health status.

Most spontaneous reports of fatal Gl eventsare in elderly or debilitated patients and therefore, special care
should be taken in treating this population.

To minimize the potential risk foran adverse Gl eventin patients treated with NSAIDs, the lowest effective
dose should be used forthe shortest possible duration. Physicians and patients should remain alert for signs
and symptoms of Gl ulceration and bleeding during CELEBREX therapy and promptly initiate additional
evaluation and treatment if a serious Gl adverse event is suspected. This should include discontinuation of
the NSAID untila serious Gl adverse event is ruled out. For high-risk patients, alternate therapies that do not
involve NSAIDs should be considered.

Use with Other NSAIDs
The concomitantuse of celecoxib anda non-aspirin NSAID should be avoided.

Renal Effects

Long-term administration of NSAIDs has resulted in renal papillary necrosis and other renal injury. Renal
toxicity has also been seen in patients in whom renal prostaglandins have a compensatory role in the
maintenance of renal perfusion. In these patients, administration of an NSAID may cause a dose-dependent
reductionin prostaglandin formation and, secondarily, in renal blood flow, which may precipitate overtrenal
decompensation. Patients at greatestrisk of this reactionare those with impaired renal function, heart failure,
liver dysfunction, those taking diuretics and ACE inhibitors, and theelderly. Such patients should be carefully
monitored while receiving treatment with celecoxib. Discontinuation of NSAID therapy is usually followed
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by recovery to the pre-treatment state. Clinical trials with CELEBREX have shown renal effects similar to
those observed with comparator NSAIDs.

Caution should be used when initiating treatment in patients with dehydration. It is advisable to rehydrate
patients first and then start therapy with celecoxib.

Advanced Renal Disease

No information is available regarding the use of CELEBREX in patients with advanced renal disease.
Therefore, treatment with CELEBREX is not recommended in these patients with advanced renal disease. If
CELEBREX therapy must be initiated, close monitoring of the patient's renal function is advisable (see
DOSAGE AND ADMINISTRATION).

Anaphylactoid Reactions

As with NSAIDs in general, anaphylactoid reactionshave occurred in patientswithout known prior exposure
to CELEBREX. In post-marketing experience, rare cases of anaphylactic reactions and angioedema have
been reportedin patients receiving CELEBREX. CELEBREX should not be given to patients with theacetyl
salicylic acid triad. This symptom complex typically occurs in asthmatic patients who experience rhinitis
with or without nasal polyps, or who exhibit severe, potentially fatal bronchospasm after taking acetyl
salicylic acid or other NSAIDs (see CONTRAINDICATIONS and PRECAUTIONS — Pre-existing
Asthma). Emergency help should be sought in cases where an anaphylactoid reactionoccurs.

Skin Reactions

CELEBREX is a sulfonamide and can cause serious skin adverse events, such as drug reaction with
eosinophilia and systemic symptoms (DRESS) syndrome, exfoliative dematitis, Stevens-Johnson syndrome
(SJS), and toxic epidermal necrolysis (TENS), which can be fatal. These serious events can occur without
warning and in patients without prior known sulfa allergy. Patients appear to be at highest risk for these
eventsearly in the course of therapy, the onset of theeventoccurring in the majority of cases within the first
month of treatment. Patients should be informed aboutthe signs and symptoms of serious skin manifestations
and use of the drug should be discontinued at the first appearance of skin rash or any other sign of
hypersensitivity.

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

PRECAUTIONS

General: CELEBREX cannot be expected to substitute for corticosteroids or to treat corticosteroid
insufficiency. Abrupt discontinuation of corticosteroids may lead to disease exacerbation of
corticosteroid-responsive illness. Patients on prolonged corticosteroid therapy should have their therapy
taperedslowly if a decision is madeto discontinue corticosteroids.

The pharmacological activity of CELEBREX in reducing inflammation, and possibly fever, may diminish
the utility of these diagnostic signs in detecting infectious complications of presumed non-infectious, painful
conditions.

Hepatic Effects: Borderline elevations of one or more liver tests may occur in up to 15% of patients taking
NSAIDs, and notable elevations of ALT or AST (approximately three or more times the upper limit of
normal) have beenreported in approximately 1% of patients in clinicaltrials with NSAIDs. These laboratory
abnormalities may progress, may remain unchanged, or may betransientwith continuing therapy. Rare cases
of severe hepatic reactions, including jaundice and fatal fulminant hepatitis, liver necrosis and hepatic failure
(some with fatal outcome) have been reported with NSAIDs, including CELEBREX (see ADVERSE
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REACTIONS — Post-marketing experience). In controlled clinical trials of CELEBREX, the incidence of
borderline elevations (greater than orequalto 1.2 timesand less than 3 times the upper limit of normal) of
liver tests was 6% for CELEBREX and 5% for placebo, and approximately 0.2% of patients taking
CELEBREXand0.3%of patients taking placebo had notable elevations of ALT and AST.

A patient with symptoms and/or signs suggesting liver dysfunction, or in whom an abnormal liver test has
occurred, should be monitored carefully forevidence of the development of a more severe hepatic reaction
while on therapy with CELEBREX. If clinical signs and symptoms consistent with liver disease develop, or
if systemic manifestations occur (e.g., eosinophilia, rash, etc.), CELEBREX should be discontinued.

Rare cases of severe hepatic reactions, including fulminant hepatitis (some with fatal outcome), liver necrosis,
hepatic failure (some with fatal outcomeor requiring liver transplant), have been reported with celecoxib).

Hematological Effects: Anemia is sometimes seenin patients receiving CELEBREX. Incontrolled clinical
trials the incidence of anemia was 0.6% with CELEBREX and 0.4% with placebo. Patients on long-term
treatmentwith CELEBREX should have their hemoglobin or hematocrit checked if they exhibit any signs or
symptoms ofanemia orblood loss. CELEBREX does not generally affect platelet counts, prothrombin time
(PT), or partial thromboplastin time (PTT), and doesnot appear to inhibit platelet aggregation at indicated
dosages (see CLINICAL PHARMACOLOGY-Special Studies-Platelets).

Pre-existing Asthma: Patients with asthmamay haveacetyl salicylic acid-sensitive asthma. The use of acetyl
salicylic acid in patients with acetyl salicylic acid-sensitive asthma has been associated with severe
bronchospasm which can be fatal. Since cross reactivity, including bronchospasm, between acetyl salicylic
acid and other non-steroidal a nti-inflammatory drugs has been reported in such acetyl salicylic acid - sensitive
patients, CELEBREX should notbeadministered to patients with this form of acetyl salicylic acid sensitivity
and should be used with caution in patients with pre-existingasthma.

CYP2De6 Inhibition: Celecoxib has shownto be a moderately potent CYP2D6 inhibitor. For drugs thatare
metabolized by CYP2D6, a dose reduction during initiation of celecoxib treatment ora dose increase upon
termination of celecoxib treatment may be necessary (see Drug Interactions).

Information for Patients: Patients should be informed ofthe following information before initiating therapy
with CELEBREX and periodically 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 M1 or stroke, which may
resultin hospitalization and evendeath. Although serious CV events can occur without warning symptoms,
patients should be alertforthe signsand symptoms of chest pain, shortness of breath, weakness, slurring of
speech, and should ask for medical advice if they observe any of these signs or symptoms. Patients should
be apprised of theimportance of this follow-up (see WARNINGS - Cardiovascular Thrombotic Effects).

2. CELEBREX, like other NSAIDs, can cause gastrointestinal discomfort and, rarely, more serious side
effects, suchasulcersandbleeding, which may result in hospitalizationand even death. Although serious Gl
tract ulcerations and bleeding can occur without warning symptoms, patients should be alert for the signs and
symptoms of ulcerations and bleeding, and should ask for medical advice when they observe any signs or
symptoms that are indicative of these disorders, including epigastric pain, dyspepsia, melena, and
hematemesis. Patients should be apprised of the importance of this follow-up (see WARNINGS —
Gastrointestinal (GI) Effects — Risk of Gastrointestinal Ulceration, Bleeding, and Perforation).

3. Patients should be advised to stop thedrugimmediately if they developany type of rash and contact their
physicians as soon as possible. CELEBREX is a sulfonamide and can cause serious skin side effects, such as
exfoliative dermatitis, SJS, and TENS, which may result in hospitalizations and even death. These reactions
can occur with all NSAIDs, even non-sulfonamides. Although serious skin reactions may occur without
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warning, patientsshould be alert for the signs and symptoms of skin rash and blisters, fever, or other signs
of hypersensitivity, such as itching, and should ask for medical advice when observingany indicative signs
or symptoms. Patients with prior history of sulfaallergy should not take CELEBREX.

4. Patients should promptly report signs or symptoms of unexplained weight gain or edema to their
physicians.

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

6. Patients should be informed of the signs and symptoms of an anaphylactoid reaction (e.g., difficulty
breathing, swelling of the face or throat). Patients should be instructed to seek immediate emergency
assistance if they developany of these signs 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.

Laboratory Tests: Becauseserious Gl tractulcerations and bleeding can occur without warning symptoms,
physicians should monitor for signs or symptoms of Gl bleeding.

Patients on long-term treatment with NSAIDs, should have a CBC and a chemistry profile checked
periodically. If clinical signs and symptoms consistent with liver or renal disease develop, systemic
manifestations occur (e.g., eosinophilia, rash, etc.) or if abnormal liver tests or renal tests persist or worsen,
CELEBREX should be discontinued.

In controlled clinical trials, elevated BUN occurred more frequently in patients receiving CELEBREX
compared with patients on placebo. This laboratory abnormality was also seen in patients who received
comparator NSAIDs in these studies. Theclinicalsignificance of thisabnormality has not been established.

Drug Interactions
General: Celecoxib metabolism is predominantly mediated via cytochrome P4502C9in the liver.

Patients whoare known or suspected to be poor CYP2C9 metabolizers based on previous history/experience
with other CYP2C9substrates should be administered celecoxib with caution as they may have abnomally
high plasma levels due to reduced metabolic clearance. Consider starting treatment at half the lowest
recommended dose (see DOSAGE AND ADMINISTRATION and Pharmacokinetics, Metabolism).

Co-administration of celecoxib with drugs that are known to inhibit 2C9 should be done with caution.

Concomitant administration of celecoxib with inhibitors of CYP2C9 can lead to increases in plasma
concentrations of celecoxib. Therefore, a dose reduction of celecoxib may be necessary when celecoxib &
co-administered with CYP2C9inhibitors.

Concomitant administration of celecoxib with inducers of CYP2C9, suchas rifampicin, carbamazepine and
barbiturates can lead to decreases in plasma concentrations of celecoxib. Therefore, a dose increase of
celecoxib may be necessary when celecoxib is co-administered with CYP2C9 inducers.

Clinical pharmacokinetics study and in vitro studies indicate that celecoxib, although not a substrate, is an
inhibitor of cytochrome P450 2D6. Therefore, there isa potential foran in vivodruginteraction with drugs
thatare metabolized by P450 2D6.
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Anti-hypertensives including Angiotensin-converting enzyme inhibitors (ACEIs), Angiotensin 11
antagonists (also known as angiotensin receptor blockers [ARBs], diuretics and beta-blockers: Inhibition
of prostaglandins may diminish theeffect of anti-hypertensives including ACEls, and/or ARBS, diuretics and
beta-blockers. This interaction should be given consideration in patientstaking celecoxib concomitantly with
ACElsand/or ARBs, diuretics and beta-blockers.

In patients who are elderly, volume-depleted (including those on diuretic therapy), or with compromised
renal function, co-administration of NSAIDs, including selective COX-2 inhibitors, with ACE inhibitors,
angiotensin Il antagonists or diuretics, may result in deterioration of renal function, including possible acute
renalfailure. These effectsare usually reversible. Therefore, the concomitant administration of these drugs
should be done with caution. Patients should be adequately hydrated and the clinical need to monitor the
renalfunctionshould be assessed at thebeginning of the concomitanttreatment and periodically thereafter.

Results from lisinopril study: In a 28-day clinical study in patients with lisinopril-controlled Stage | and Il
hypertension, administration of celecoxib 200 mg BID resulted in no clinically significant increases, when
compared to placebo treatment, in mean daily systolic or diastolic blood pressure as determined using 24-
hour ambulatory blood pressure monitoring. Among patients co-administered with celecoxib 200 mg BID,
48% were considered unresponsive to lisinoprilat the final clinic visit (defined as either cuff diastolic blood
pressure >90 mmHg or cuff diastolic blood pressure increased >10% compared to baseline), compared to 27%
of patients co-administered with placebo; this difference was statistically significant.

Cyclosporine: Because of their effect on renal prostaglandins, NSAIDs may increase the risk of
nephrotoxicity with cyclosporine.

Diuretics: Clinical studies, aswell as post-marketing observations, have shown that NSAIDs can reduce the
natriuretic effect of furosemide and thiazidesin some patients. This response has been attributed to inhibition
of renal prostaglandin synthesis.

Acetyl salicylicacid: CELEBREX can be used with low dose acetyl salicylic acid. However, concomitant
administration of acetyl salicylic acid with CELEBREX may result in an increased rate of Gl ulcerationor
other complications, compared to use of CELEBREX alone (see CLINICAL PHARMACOLOGY —
Special Studies — CLASS, WARNINGS - Gastrointestinal (GI) Effects — Risk of GI Ulceration,
Bleeding, and Perforation, and WARNINGS - CV Effects).

Because of its lack of platelet effects, CELEBREX is not a substitute for a cetyl salicylic acid for CV
prophylaxis.

Fluconazole and ketoconazole: Concomitantadministration of fluconazole at200 mg QD resulted in a two-
fold increase in celecoxib plasma concentration. This increase is due to the inhibition of celecoxib
metabolism via CYP2C9 by fluconazole (see Pharmacokinetics - Metabolism). CELEBREX should be
introduced at half the recommended dose in patients receiving fluconazole (see DOSAGE AND
ADMINISTRATION). Ketoconazole,a CYP3A4 inhibitor, showed no clinically relevant inhibition in the
metabolism of celecoxib.

Dextromethorphan and metoprolol: Concomitant administration of celecoxib 200 mg twice daily resuled
in a 2.6-fold and a 1.5-fold increases in plasma concentrations of dextromethorphan and metoprolol
(CYP2D6 substrates), respectively. Theseincreases are dueto celecoxib inhibition tothe CYP2D6 substrate
metabolism via CYP2D6. Therefore, the dose of drugs as CYP2D6 substrate may need to be reduced when
treatment with celecoxib is initiated or increased when treatment with celecoxib is terminated (see
PRECAUTIONS).
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Lithium: In a study conducted in healthy subjects, mean steady-state lithium plasma levels increased
approximately 17% in subjects receiving lithium 450 mg B1D with CELEBREX 200 mgBID as compared
to subjects receiving lithium alone. Patients on lithium treatment should be closely monitored when
CELEBREX s introduced orwithdrawn.

Methotrexate: No pharmacokinetic and clinically important interactions have been observed in a clinical
study between celecoxib and methotrexate.

Use with oral anticoagulants: The concomitant use of NSAIDs with oral anticoagulants increases the risk
of bleedingand should be given with caution. Oralanticoagulants include warfarin/coumarin -type and novel
oralanticoagulants (e.g., apixaban, dabigatran, and rivaroxaban). Anticoagulation/INR should be monitored,
particularly in the first few days, after initiating or changing CELEBREX therapy in patientsreceiving
warfarin/coumarin-type anticoagulant, sincethese patients are at an increased risk of bleeding complications.
The effect of celecoxib on the anticoagulant effect of warfarin was studied in a group of healthy subjects
receivingdaily doses of 2 mgto 5 mgof warfarin. In thesesubjects, celecoxib did notalter the anticoagulant
effect of warfarin as determined by prothrombin time. However, in post-marketing experience, serious
bleedingevents,some of which were fatal, have been reported, predominantly in the elderly, in association
with increases in prothrombin time in patients receiving CELEBREX concurrently with warfarin.

Oral contraceptives: In an interaction study, celecoxib had no clinically relevant effects on the
pharmacokinetics of a prototype combination oral contraceptive (1 mg norethindrone/0.035mg ethinyl
estradiol).

Other drugs: The effects of celecoxib on the phamacokinetics and/or phamacodynamics of glyburide,
antacids (aluminum and magnesium), omeprazole, phenytoin, andtolbutamide have been studied invivoand
clinically importantinteractions have not beenfound.

Carcinogenesis, mutagenesis, impairment of fertility: Celecoxib was not carcinogenic in rats given oral
doses up to 200 mg/kg formalesand 10 mg/kg for females (approximately 2 - to 4-fold the human exposure
as measured by the AUCo.24 at 200 mg BID) or in mice given oral doses up to 25 mg/kg for malesand
50 mg/kgforfemales (approximately equal to humanexposure as measured by the AUC..4at200mgBID)
fortwo years.

Celecoxib was not mutagenic in an Ames test and a mutation assay in Chinese hamster ovary (CHO) cells,
norclastogenic in a chromosome aberration assay in CHO cellsand anin vivo micronucleus testin rat bone
marrow.

Celecoxib did not impair male and female fertility in rats at oral doses up to 600 mg/kg/day (approximately
11-fold humanexposure at200 mgBID based onthe AUCo.24).

Fertility

Based on the mechanism of action, the use of NSAIDs, may delay or prevent rupture of ovarian follicles,
which has been associated with reversible infertility in some women. In women who have difficulties
conceiving or who are undergoing investigation of infertility, withdrawal of NSAIDs, including celecoxib,
should be considered.

Pregnancy
Teratogenic effects: Pregnancy Category C. Pregnancy Category D from 30 weeks of gestation onward.

Risk Summary

Use of NSAIDs, including CELEBREX, during the third semester of pregnancy increases the risk of
premature closure of the fetal ductusarteriosus. Avoid use of NSAIDs, including CELEBREX, in pregnant
women startingat 30 weeks of gestation.
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Celecoxib was not teratogenic in rabbits up to an oral dose of 60 mg/kg/day (equal to human exposure at
200 mgBID as measured by AUCo.24); however, at oral doses >150 mg/kg/day (approximately 2-fold human
exposure at 200 mg BID as measured by AUCq.24), caused an increased incidence of ventricular septal
defects, a rare event, and fetal alterations, such as ribs fused, sternebrae fused and sternebrae misshapen, was
observed. Adose-dependent increase in diaphragmatic hernias wasobserved in one of two rat studies at oral
doses >30 mg/kg/day (approximately 6-fold human exposure based on the AUC.24at 200 mgBID). There
are no studies in pregnant women. CELEBREX should be used during pregnancy only if the potential benefit
justifiesthe potential risk to the fetus.

Non-teratogenic effects: Celecoxib produced pre-implantation and post-implantation losses and reduced
embryo/fetal survivalin rats atoral dosages >50 mg/kg/day (approximately 6-fold human exposurebased on
the AUCo.24at 200 mgBID). These changes are expected with inhibition of prostaglandin synthesis and are
not the result of permanent alteration of female reproductive function, nor are they expected at clinical
exposures. No studies have been conducted to evaluate the effect of celecoxib on the closure of the ductus
arteriosus in humans.

If used during second or third trimester of pregnancy, NSAIDs may cause fetal renal dysfunction which may
result in reduction of amniotic fluid volume or oligohydramnios in severe cases. Such effects may occur
shortly after treatment initiationandare usually reversible. Pregnant women on celecoxib should be closely
monitored foramniotic fluid volume.

Labor and delivery: Celecoxib produced noevidence of delayed labor or parturitionatoral doses up to 100
mg/kgin rats (approximately 7-fold human exposure as measured by the AUCo.2: at 200 mg BID). Theeffects
of CELEBREX on laborand delivery in pregnant women are unknown.

Inhibition of prostaglandin synthesis might adversely affect pregnancy. Data from epidemiological studies
suggest an increased risk of spontaneous abortion after use of prostaglandin synthesis inhibitors in eary
pregnancy. In animals, administration of prostaglandin synthesis inhibitors has been shown to result in
increased pre-and post-implantation loss.

Nursing mothers

Celecoxib isexcreted in themilk of lactating rats at concentrations similar to those in plasma. Itis not known
whetherthis drugis excreted in human milk. Administration of celecoxib to lactating women has shown very
low transfer of celecoxib into breast milk. Because of the potential for serious adverse reactions in nursing
infants from CELEBREX, a decision should be made whether to discontinue nursing or to discontinue the
drug, takinginto account theimportance of the drugto the mother.

Pediatric use
Safetyand effectiveness in pediatric patients belowtheage of 18 years havenotbeenevaluated.

Geriatricuse

Of the totalnumber of patients who received CELEBREX in clinical trials, morethan 3,300 were 65-74 years
of age, while approximately 1,300 additional patients were 75 years and over. No substantial differences in
effectiveness were observed between these subjects and younger subjects.

In clinical studies comparing renal function as measured by the GFR, BUN and creatinine, and platelet
function as measured by bleeding timeand plateletaggregation, the results were notdifferent between eldery
and youngvolunteers.

However, as with other NSAIDs, including those that selectively inhibit COX-2, there have been more
spontaneous post-marketing reports of fatal Gl eventsand acute renal failure in the elderly than in younger
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patients (see WARNINGS - Gastrointestinal (GI) Effects — Risk of GI Ulceration, Bleeding, and
Perforation).

ADVERSE REACTIONS

Clinical Trials Experience

The followingadverse drugs reactions (ADRs) in Table 10 were identified with incidence rates greater than
0.01% in celecoxib groupand greater than those reported in placebo group, during 12 placebo-and/or active-
controlled clinical trials of treatment duration up to 12 weeks at daily doses from 100 mg up to 800 mg in
adults.

The frequencies on the ADRs in Table 10 are updated based on a more recent pooling of 89 randomized,
controlled clinical trials data representing clinical exposure in 38,102 patients taking celecoxib. ADR
frequencies are defined as: very common (>10%), common (>1%and <10%), uncommon (>0.1%and <1%),
rare (>0.01% and <0.1%), very rare (<0.01%). The ADRsin Table 10 are listed by system organ class and
ranked by frequency in descendingorder.

Table 10. Adverse Drug Reactions (ADRs)in 12 placebo-and/or active-controlled clinical trials and
ADR frequency from89 Pain and Inflammation Randomized, Controlled Clinical Trials with Daily
Dosesof 25 mg to 800 mg, in Adult Populations

System Organ Class Adverse Drug Reaction

Frequency

Infections and infestations

Common Bronchitis, rhinitis, sinusitis, upper respiratory tract
infection, urinary tractinfection

Uncommon Pharyngitis, rhinitis

Blood and lymphaticsystemdisorders

Uncommon Anaemia,

Rare Thrombocytopenia

Immune system disorders

Uncommon Hypersensitivity

Psychiatric disorders

Common Insomnia

Uncommon Anxiety

Rare Confusional state

Nervous system disorders

Common Dizziness

Uncommon Hypertonia, somnolence

Eyedisorders

Uncommon Vision blurred

Earand labyrinth disorders

Uncommon Tinnitus

Cardiacdisorders

Uncommon Palpitations

Rare Cardiac failure congestive, arrhythmia, tachycardia

Vascular disorders

Common Hypertension (including aggravated hypertension)

Rare Flushing

Respiratory, thoracic and mediastinal disorders
Common

Coughing (cough)
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Table 10. Adverse Drug Reactions (ADRs)in 12 placebo-and/oractive-controlled clinical trials and
ADR frequency from89 Pain and Inflammation Randomized, Controlled Clinical Trials with Daily

Doses of 25 mg to 800 mg, in Adult Populations

System Organ Class

Adverse Drug Reaction

Frequency

Gastrointestinal disorders

Common Vomiting, abdominal pain, diarrhoea, dyspepsia,
flatulence

Uncommon Gastric ulcer, toothdisorder

Rare Duodenal ulcer, oesophageal ulcer

Very rare Intestinal perforation, pancreatitis

Hepatobiliary disorders
Uncommon

Hepatic enzyme increased (includes alanine
aminotransferase  increased and  asparate
aminotransferase increased)

Skinand subcutaneous tissue disorders

Common Pruritus (includes pruritus generalized), rash
Uncommon Urticaria, ecchymosis

Rare Angioedema, alopecia

Very rare Dermatitis bullous

General disorders and administration site

conditions

Common Oedema peripheral

Uncommon Face edema, influenza like iliness

Injury, poisoning and procedural conditions

Uncommon Injury

The followingadditional adverse drug reactions in Table 11 were identified with incidence rates greater than
placebo in long-term polyp prevention studies of duration up to 3 years at daily doses from 400 mg up to
800 mg. (see CLINICAL STUDIES, CV Safety — Long-Term Studies Involving Patients with Sporadic

Adenomatous Polyps)

Frequenciesof ADRs in Table 11 were determined based on these long-term polyp prevention studies and
defined as: very common (=10%), common (=1% and <10%), uncommon (>0.1% and <1%). The ADRs in
Table 11 are listed by system organ class and ranked by frequency in descending order.

Table 11. Adverse Reactions from Polyp Prevention Studies of Duration up to 3 Years and Daily

Doses of 400 mg to 800mg

System Organ Class Adverse Drug Reaction

Frequency

Infections and infestations

Common Earinfection, fungalinfection™

Uncommon Helicobacter infection, herpes zoster, erysipelas,

wound infection, gingivitis, labyrinthitis, bacterial
infection

Neoplasms benign, malignant, and unspecified
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Table 11. Adverse Reactions from Polyp Prevention Studies of Duration up to 3 Years and Daily

Doses of 400 mg to 800mg

System Organ Class Adverse Drug Reaction

Frequency

Uncommon Lipoma

Psychiatric disorders

Uncommon Sleep disorder

Nervous system disorders

Uncommon Cerebralinfarction

Eyedisorders

Uncommon Vitreous floaters, conjunctival hemorrhage
Ear and labyrinthdisorders

Uncommon Hypoacusis

Cardiac disorders

Common Angina pectoris, myocardial infarction
Uncommon Angina unstable, aortic valve incompetence,

arteriosclerosis coronary artery, sinus bradycardia,
ventricular hypertrophy

Vascular disorders
Very common
Uncommon

Hypertension*
Deep vein thrombosis, haematoma

Respiratory, thoracic and mediastinal disorders

Common Dyspnoea

Uncommon Dysphonia

Gastrointestinal disorders

Very common Diarrhoea*

Common Nausea, gastrooesophageal reflux disease,
diverticulum, vomiting*, dysphagia, irritable
bowel syndrome

Uncommon Hemorrhoidal haemorrhage, frequent bowel

movements, mouth ulceration, stomatitis

Hepatobiliary disorders
Common

Hepatic enzyme increased (includes alanine

aminotransferase increased and aspanate
aminotransferase increased)*

Skinand subcutaneous tissue disorders

Uncommon Dermatitis allergic

Musculoskeletaland connective tissue disorders

Common Muscle spasms

Uncommon Synovial cyst

Renal and urinary disorders

Common Nephrolithiasis

Uncommon Nocturia

Reproductivesystem and breast disorders

Common Vaginal haemorrhage, benign  prostatic

Uncommon

hyperplasia, prostatitis
Breast tenderness, dysmenorrhoea, ovarian cyst,
menopausal symptoms
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Table 11. Adverse Reactions from Polyp Prevention Studies of Duration up to 3 Years and Daily

Doses of 400 mg to 800mg

System Organ Class Adverse Drug Reaction

Frequency

General disorders and administration site

conditions

Uncommon Oedema

Investigations

Common Blood creatinine increased, prostatic specific
antigen increased, weight increased

Uncommon Blood potassium increased, blood sodium

increased, blood testosterone  decreased,
haematocrit decreased, haemoglobin increased

Injury, poisoning and procedural complications
Uncommon Foot fracture, lower limb fracture, epicondylitis,

tendon rupture, fracture
* Hypertension, vomiting, diarrhoea and hepatic enzyme increased are included in Table 11 because these events were reported more
frequently in these studies, which were of 3-year duration, compared to Table 10, which includes adverse reactions from studies of 12-
week duration.
** Fungal infections were primarily non-systemic.

Post-marketing Experience

Adverse reactions identified from post-marketing experience are provided below. Even though these were
identified as reactions from post-marketing reports, trial data was consulted to estimate frequency. As above,
frequencies are based ona pooling oftrials representing exposurein 38,102 patients. Frequencies are defined
as: very common (>10%), common (>1% and <10%), uncommon (>0.1% and <1%), rare (>0.01% and
<0.1%), very rare (<0.01%), notknown (cannotbe estimated from the available data).

Immune systemdisorders: Very rare: anaphylactic reaction.

Psychiatric disorders: Rare: hallucination.

Nervous systemdisorders: Very rare: cerebral haemorrhage, meningitis aseptic, ageusia, anosmia.
Eye disorders: Uncommon: conjunctivitis.

Vascular disorders: Very rare: vasculitis.

Respiratory, thoracic and mediastinal disorders: Rare: pulmonary embolism, pneumonitis.
Gastrointestinal disorders: Rare: gastrointestinal haemorrhage.

Hepato-biliary disorders: Rare: hepatitis; Very rare: hepatic failure, hepatitis fulminant, hepatic necross,
cholestasis, hepatitis cholestatic, jaundice.

Skin and subcutaneous tissue disorders: Rare: photosensitivity reaction; Very rare: Stevens-Johnson
syndrome, erythema multiforme, toxic epidemmal necrolysis, drug reaction with eosinophilia and systemic
symptoms (DRESS), acute generalised exanthematous pustulosis (AGEP), dermatitis exfoliative.

Renal and urinarydisorders: Rare: renal failure acute (see WARNINGS — Renal Effects), hyponatraemia;
Very rare: tubulointerstitial nephritis, nephrotic syndrome, glomerulonephritis minimal lesion.
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Reproductive systemand breast disorders: Rare: menstrual disorder; Not known: infertility female (female
fertility decreased).t

General disorders and administration site conditions: Uncommon: chest pain.

fWomen intending to become pregnant are excluded from all trials, thus consultation of the trial database for the frequency of this event
was not reasonable.

Safety Data from CLASS Study:

Hematological Events:

During this study (see Special Studies — CLASS), the incidence of clinically significant decreases in
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, andthe approved dose for FAP) comparedto
patientson either diclofenac 75mgBID oribuprofen 800 mg TID: 0.5%, 1.3%and 1.9%, respe ctively. The
lower incidence of events with CELEBREX was maintained with or without ASA use (see CLINICAL
PHARMACOLOGY -Platelets).

Withdrawals/Serious Adverse Events:

Kaplan-Meier cumulative rates at 9 months for withdrawals due to adverse events for CELEBREX,
diclofenacand ibuprofenwere 24%, 29%, and 26%, respectively. Rates for serious adverse events (i.e., those
causing hospitalization or felt to be life-threatening or otherwise medically significant) regardless of causality
were not different across treatmentgroups, respectively, 8%, 7%, and 8%.

Adverse events fromankylosing spondylitis studies: Atotal 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.

Adverse events from analgesia and dysmenorrhea studies: Approximately 1,700 patients were treated
with CELEBREX in analgesia and dysmenorrhea studies. All patients in post-oral surgery pain studies
received a single dose of study medication. Doses upto 600 mg/day of CELEBREX were studied in primary
dysmenorrhea and post-orthopedic surgery pain studies. The types of adverse events in the analgesia and
dysmenorrhea studies were similar to those reported in arthritis studies. The only additional adverse event
reported was post-dental extractionalveolar osteitis (dry socket) in the post-oral surgery pain studies.

Adverse events from the controlled trial in familial adenomatous polyposis: The adverse event profile
reported for the 83 patients with familial adenomatous polyposis enrolled in the randomized, controlled
clinical trial was similar to that reported for patientsin the arthritis controlled trials. Intestinal anastomotic
ulcerationwas the only new adverse eventreported in the FAP trial, regardless of causality, and was observed
in 3 of 58 patients (one at 100 mgBID, and two at 400 mg BID) who had prior intestinal surgery.

OVERDOSAGE

No overdoses of CELEBREX were reported during clinical trials. Doses up to 2400 mg/day for up to 10 days
in 12 patients did not result in serious toxicity. Symptoms following acute NSAID overdoses are usually
limited to lethargy, drowsiness, nausea, vomiting, and epigastric pain, which are generally reversible with
supportive care. Gastrointestinal bleeding can occur. Hypertension, acute renal failure, respiratory depression
and comamay occur, butare rare. Anaphylactoid reactions have been reported with therapeutic ingestion of
NSAIDs, and may occur followingan overdose.

Patients should be managed by symptomatic and supportive care followingan NSAID overdose. There are
no specific antidotes. No information is available regarding the removal of celecoxib by hemodialysis, but
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based on its high degree of plasma protein binding (>97%) dialysis is unlikely to be useful in overdose.
Emesis and/or activated charcoal (60 to 100 gin adults, 1 to 2 g/kgin children) and/or osmotic cathartic may
be indicated in patients seen within 4 hours of ingestion with symptoms or following a large overdose. Forced
diuresis, alkalinization of urine, hemodialysis, or hemoperfusion may not be useful due to high protein
binding.

DOSAGE AND ADMINISTRATION

Carefully consider the potential benefits and risks of CELEBREX and other treatment options before
decidingto use CELEBREX. Use the lowest effective dose for the shortest duration consistentwith individual
patienttreatmentgoals (see WARNINGS).

For osteoarthritis and rheumatoid arthritis, the lowest dose of CELEBREX should be soughtfor each patient.
These doses canbe given withoutregard totiming of meals.

Osteoarthritis: For relief of the signs and symptoms of osteoarthritis the recommended oral dose is 200 mg
perday administeredas a single dose oras 100 mgtwice per day.

Rheumatoid Arthritis: Forrelief of the signs and symptoms of rheumatoid arthritis the recommended oral
dose is 100 to 200mgtwice perday.

Ankylosing Spondylitis (AS): The recommended dose of celecoxib is 200 mgadministered as a single dose
or as 100 mgtwice perday. Somepatients may benefit from a total daily dose of 400 mg.

Managementof Acute Pain: The recommended doseis 400 mg, initially, followed by anadditional 200 mg
dose, if needed onthe first day. On subsequentdays, the recommended dose is 200 mg twice daily maximum
7 days.

Method of Administration

For patients who have difficulty swallowing capsules, the contents of a celecoxib capsule can be added to
applesauce, rice gruel, yogurt or mashed banana. To do so, the entire capsule contents must be carefully
emptied ontoa levelteaspoonof cool orroom temperature applesauce, rice gruel, yogurt or mashed banana
and should be ingested immediately with water. The sprinkled capsule contents on applesauce, rice gruel or
yogurt are stable forupto 6 hours under refrigerated conditions (2°C-8°C/35°F-45°F). Thesprinkled capsule
contents on mashed banana should not be stored under refrigerated conditions and should be ingested
immediately.

Special Populations

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

CYP2C9 Poor Metabolizers: Patientswho are known, or suspected to he CYP2C9 poor metabolizers based
on previous history/experience with other CYP2C9 substrates should be administered celecoxib with caution.
Consider starting treatment at half the lowest recommended dose (see Drug Interactions and
Pharmacokinetics Metabolism.)

Renal Impairment: There is no clinical experience in patients with severe renal impaiment
(see WARNINGS).
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PHARMACEUTICAL PARTICULARS

Incompatibilities
None known.

Special Precautions for Storage
Store below 25°C

Supply

Celebrex 100mg; carton of 3 blisters @ 10 capsules; Reg. No.: DKL1919809701A1
Celebrex 100mg; cartonof 10blisters @ 10 capsules; Reg. No.: DKL1919809701A1
Celebrex 200mg; carton of 3 blisters @ 10 capsules; Reg. No.: DKL2019809701B1
Celebrex 200mg; cartonof 10blisters @ 10 capsules; Reg. No.: DKL2019809701B1

HARUS DENGAN RESEP DOKTER

Manufactured by:
Pfizer Pharmaceuticals LLC, Vega Baja, Puerto Rico

Importedand Packed by:
PT. Pfizer Indonesia
Jakarta, Indonesia
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Kapsul CELEBREX®

Celecoxib

Leaflet Kemasan: Informasi bagi pengguna

Isi leaflet ini

Leaflet inimenjawab beberapa pertanyaan umum mengenai Celebrex. Tetapi leaflet tidak memuat semua informasi yang
tersedia.

Leaflet initidak menggantikan konsultasi dengan dokter atau apoteker Anda.

Semua obat memiliki risiko dan manfaat. Dokter Anda telah mempertimbangkan risiko pemberian Celebrex terhadap manfaat
yangdiharapkan akan Anda terima.

Jika Anda memiliki kekhawatiran terkait penggunaan obat ini, kemukakan kepadadokter atau apoteker Anda.
Baca leafletini dengan cermat sebelum mulai menggunakan Celebrex dan simpan leaflet bersamadengan obat.
Anda mungkin perlu membacanya kembali.

Kegunaan CELEBREX

CELEBREX digunakan untuk:

e meredakantanda dangejala osteoartritis

¢ meredakantanda dangejala artritis reumatoid pada orang dewasa

¢ meredakantanda dangejala spondilitis ankilosis

¢ nyeriakutdengan pengobatan jangka pendek pada orang dewasa setelah pembedahan atau cedera muskuloskeletal

Celebrex termasuk dalam kelompok obat yang disebut Coxib yang digunakan untuk meredakan nyeridan peradangan dalam
beberapa kondisi.

Meskipun Celebrex dapat meredakan gejala nyeridanperadangan, tetapi tidak akan menyembuhkan kondisi Anda.
Namundemikian, dokter Anda mungkin meresepkan Celebrex untuk tujuan lain.

Tanyakan kepadadokter jika Anda memiliki pertanyaan apapun mengenai alasan diresepkannya Celebrex kepada
Anda.

Keamanan dan efektivitas Celebrex pada pasienanak-anak dibawahusia 18 tahun belum dievaluasi.
Obatinidapat diperoleh hanya dengan resep dokter.

Sebelum meminum CELEBREX

Kapan Anda dilarang meminumnya
Jangan meminum Celebrexjika:

¢ mengalaminyeri perioperatif dalam pembedahan jantung yang disebut coronary arterybypass graft (CABG)

CELEBREX®
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e pernahmengalamiserangan asma, urtikaria, atau reaksi alergi setelah meminumaspirin atau Obat Anti Inflamasi
Nonsteroid (AINS, obat yang digunakan untuk mengobati nyeridan peradangan), termasuk obat-obatan Coxib
lainnya

Banyak obat yang digunakan untuk mengobati sakit kepala, nyeri haid, dan rasa sakit dan nyeri lainnya yang mengandung
aspirin atau AINS.

Jika Andaalergiterhadapaspirin, AINS, atau obat-obatan Coxib lainnya lalumeminum Celebrex, maka gejala ini dapat
bertambah parah.

e Andaalergiterhadap:
e Celebrex
e bahanapapunyangtercantumdibagianakhir leafletini

e sulfonamida, kelompok obat yang mencakup, misalnya, antibiotik jenis tertentu (jika Anda tidak yakin apakah Anda
mem inum salah satu obat ini, tanyakan kepada Apoteker).

Gejala reaksialergiterhadap obat-obatan inidiantaranya:

e asma, mengi,atausesak napas

o urtikaria

e pembengkakan wajah atau tenggorokan, kesulitan bernapas, gatal-gatal atau ruam kulit.

Jika Andaalergiterhadap sulfonamida atau salah satu bahan pembuat kapsul lalu Anda meminum Celebrex, makagejala ini
akan bertambah parah.

Tanyakan kepadadokter atau apoteker apakah halini berlaku juga pada Anda.

e jika Andasudah meminum AINS

e jika Anda menderita tukak atau perdarahanlambung

o jika Anda menderita penyakitiritasiusus

¢ jika Anda menderita gagal jantung

e jikatanggal kedaluwarsa yang tercetak pada kemasan sudah lewat, meskipun kapsul tampak dalam kondisi baik
Jika Anda meminum obat inisetelahtanggal kedaluwarsa lewat, obat mungkin tidak akan bekerja dengan baik.

o jika kemasan sobek atau menunjukkan tanda-tanda kerusakan.

Jika Anda tidak yakin apakah Anda harus meminum Celebrex, konsultasikan dengan dokter Anda.

Sebelum Anda meminumnya dan secara berkala selama masa terapi

Anda harus memberi tahu dokter jika:

e menunjukkantanda dangejalanyeri dada, sesak napas, lemah, bicaracadel, dan harus memintasaran medis jika
mereka mengamati adanyatanda atau gejala ini

¢ menunjukkantanda dangejalaulserasidan perdarahan, dan harus memintasaran medis jika mengamatiadanya
tanda atau gejalayang merupakan indikasi gangguan ini, di antaranya nyeri epigastrium, dispepsia, melena, dan
hematemesis

e mengalamiruamkulitdan lepuh dalambentuk apa pun, demam, atau tanda-tanda hipersensitivitas lainnyaseperti
gatal-gatal

¢ menunjukkan tanda atau gejala penambahan beratbadanyangtidak wajaratau edema

¢ menunjukkan tanda dan gejalahepatoksisitas (misal mual, kelelahan, lemah, pruritus, penyakit kuning, nyeri tekan
pada kuadran kanan atas, dan gejala “seperti flu”)

¢ menunjukkantanda dan gejalareaksi anafilaktoid (misal sulit bernapas, pembengkakan wajah, atau tenggorokan)

¢ saatini menderita diabetes, tekanan darah tinggi, kadar kolesterol tinggi, penyakit kardiovaskuler, faktor risiko
kardiovaskuler, gagal jantung, atau memiliki riwayat gangguan jantung atau stroke, atau gangguan sirkulasi pada
anggotagerak Anda

CELEBREX®
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o dokter telah memberi tahu bahwa Anda menderitapenyakit jantung atau pembuluh darah beratyang
mempengaruhisirkulasi darah di otak atau anggota gerak

e menderita gangguan hati berat
Dokter Anda akan memutuskan apakah kondisi Anda terlaluberat untuk dapatmeminum obat ini.
e menderita gangguan fungsi ginjal
o alergiterhadap:
e (obat-obatanlain
e zatlain sepertimakanan, pewarna, atau bahan pengawet.
¢ sedang hamil atau bermaksud untuk hamil
Celebrex dapat menyebabkan penutupan duktus arteriosus secara prematur.
Penggunaan Celebrextidak disarankan dalam kehamilan kecuali dokter menganggapnya penting.

Celebrex dapatmenyebabkan disfungsi ginjal pada janin yang dapat mengakibatkan penurunan volume cairan amnionatau
oligohidramniondalam kasus yang berat jika digunakan dalam trimester kedua atau ketiga semasa kehamilan.

Diskusikan hal ini dengan dokter Anda.
e sedang menyusuiatau bermaksud menyusui

Sejumlahkecil Celebrexakan masuk ke dalam ASI, oleh karena itu meminum Celebrex selama menyusui harus
didiskusikanterlebih dahulu dengandokter.

¢ menderita gangguan kesehatan lainnya seperti:
e gangguan hatiatau ginjal
e asma,urtikaria, gatal-gatal, ruam kulit, atau hidung berair
e tekanandarahtinggiatauretensicairan

e tukaklambung (yaitutukak pada lambungatau usus dua belas jari), memiliki riwayat tukak lambung, atau pernah
menderita tukak lambung sebelumnya

e muntah darah atau materi yang menyerupai ampas kopi
e perdarahan darirektum (anus), mengeluarkan feses hitam pekat, atau diare berdarah

¢ meminum Celebrex bersamaobatapa punyang digunakan untuk mengobati tekanan darah tinggi dan gangguan
jantung lainnya seperti inhibitor ACE, antagonis reseptor angiotensin, penghambat beta, dan diuretik

Jika diminum bersamaobat-obatan ini dapat menyebabkan gangguan ginjal.
¢ meminum alkohol dalam jumlah besar
e Anda perokok
e saatini menderita infeksi.

Jika Andadiberi Celebrex saat Anda menderita infeksi, maka obat ini dapat menyembunyikan beberapa tanda adanya
infeksi.

Jika Anda belum memberi tahu dokter atau apoteker mengenai hal ini, sampaikan hal tersebut sebelummeminum
Celebrex.

Meminum obat-obatan lain

Laporkan kepada dokter atau apoteker jika Anda meminum obat-obatan lain, termasuk obat-obatan yang Anda beli
tanpa resep dokter dari apotek, supermarket, atau toko obat.

Beberapa obat dan Celebrex dapatsaling menghambat. Di antaranya:

e obatapapunyangdigunakan untuk mengobati tekanan darah tinggi dan gangguan jantung lainnya sepertiinhibitor ACE,
antagonis reseptor angiostensin, penghambatbeta, ataudiuretik

o flukonazolatau ketonazol, obat antijamur

CELEBREX®
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¢ litium, obat yangdigunakanuntuk mengobati beberapa jenis depresi

o warfarin atauobat serupa, obat-obatan yang digunakan untuk menghentikan pembekuan darah

e aspirin atausalisilat, obat-obatan yang digunakan untuk mengobati nyeri

o metotreksat, obatyang digunakan untuk mengobatiartritis reumatoid dan beberapa jenis kanker

o obat-obatantertentuyang digunakanuntuk mengobatinyeri dan peradanganyang disebut obat anti inflamasi nonsteroid
(AINS) atau (kortiko) steroid

o diuretik, digunakanuntuk mengobati hipertensi dan edema.
o rifampisin, karbamazepin, danbarbiturat

o lisinopril

e siklosporin

o dekstrometorfandanmetoprolol

e obat-obatanantiplatelet (sepertiaspirin)

Dokter mungkinperlu menyesuaikan dosis obat-obatan ini, atau memberikan sarantambahan jika Anda juga meminum
Celebrex.

Cara meminum CELEBREX

Ikuti semua petunjuk yang diberikan dokter atau apoteker kepada Anda dengan cermat.
Petunjuk tersebut mungkin berbeda dengan informasi didalam leaflet ini.
Jika Anda tidak memahami petunjuk pada label, mintalah bantuan dokter atau apoteker.

Dosis yang harus diminum

Osteoartritis

200 mgsatukalisehariatau 100 mgdua kalisehari.

Artritis reumatoid

100 mgdua kaliseharihingga 200 mgdua kali sehari.

Spondilitisankilosis

200 mgsatukalisehariatau100 mgdua kalisehari, beberapa pasien mungkin mendapatkan manfaatdari total dosis harian 400
mg

Penanganan nyeri akut

400 mgsebagai dosis awal diikutidengan200 mg, jika diperlukan pada hari pertama. Pada hariberikutnya, dosis yang
disarankanadalah200mgdua kaliseharimaksimum 7 hari.

Carameminum

Telanseluruh kapsul dengan segelas cairan. Anda dapat meminum Celebrex sebelumatau sesudah makan.

Durasi meminum obat

Bergantung kondisi, Anda mungkin perlu meminum Celebrex selama beberapa hari atau selama periode yang lebih panjang.
Khusus untuk nyeri akut, Anda mungkin perlu meminum Celebrex hingga maksimum 7 hari.

Celebrex tidak akan menyembuhkan kondisi Anda tetapi da pat membantu mengendalikan rasa sakit, pembengkakan, dan
kekakuan.

Gunakan Celebrexsesuaianjurandokter.

CELEBREX®
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Jangan melebihi dosis yang disarankan oleh dokter.

Jika Anda lupa meminum obat

Jika sudah hampir mencapai waktu untuk meminum dosis berikutnya, lompati dosis yang terlewat dan minumlah
dosis berikutyang diharuskan. Jika tidak, minumlah segera setelah Anda ingat, kemudian lanjutkan meminum kapsul
Anda seperti biasanya.

Jangan meminumdosis ganda untuk mengejar dosis yang terlewat.

Jika Anda meminum obat terlalu banyak (overdosis)

Segera hubungi dokter untuk meminta saran, atau datanglah ke Unit Gawat Darurat di rumah sakit terdekat di
wilayah Anda jika merasabahwa diri Anda atau orang lain telah meminum terlalu banyak Celebrex. Lakukan hal ini
sekali puntidak ada tanda-tanda ketidaknyamanan atau keracunan. Anda mungkin memerlukan penanganan medis
segera.

Jika meminum terlalu banyak Celebrex, Anda mungkinmerasa lelah, mengantuk, mual, muntah, dan sakit perut. Anda
mungkin juga mengalami kesulitan bernapas dan merasa ingin pingsan.

Selama meminum obat

Yang harus Anda lakukan
Jika Anda hamil saat meminum Celebrex, sampaikan segera ke dokter Anda.

Jika Anda akan memulai obat baruapa pun, sampaikan kepada dokter atau apoteker bahwa Anda sedang meminum
Celebrex.

Sampaikan kepada semua dokter, dokter gigi, dan apoteker yang merawat Anda bahwa Anda sedang meminum
Celebrex.

Jika Anda mengalami ruam kulit (misal urtikaria, bintik-bintik) saat diobati dengan Celebrex, segera hubungidokter.
Munculnya gangguan ini, jika terjadi, dapatterjadi kapansaja, tetapi paling sering terjadi dalam bulan pertama pengobatan.

Yang tidak boleh Andalakukan

Jangan berikan Celebrex kepadasiapa pun, sekali pun mereka mengalami gejalaatau kondisi yang sama seperti Anda.
Jangan meminum Celebrex untuk mengobati keluhan lain kecuali diperintahkan oleh dokter Anda.

Efek samping

Periksakan ke dokter segera setelah Anda mengalamigangguan apa pun selamameminum Celebrex, sekali pun Anda
tidak merasa bahwagangguan tersebut terkait dengan obat ini atau tidak tercantum dalam leafletini.

Sepertiobat-obatan lain, Celebrex dapat menimbulkan sejumlah efek samping. Jika terjadi efek samping maka kemungkinan
sifatnya ringan dan sementara.

Jika Anda memiliki pertanyaan apa pun, tanyakan kepada dokteratau apoteker.
Beri tahu dokter jika Anda mengamati adanyaberikutini:

¢ alergi yangbertambah parah

e batuk

o sakit perut, diare, dispepsia, kembung
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e pruritus,ruam

o gejala sepertiflu,edemaperifer

e cedera

o infeksitelinga, infeksijamur

e angina pectoris, infark miokardium

e hipertensi

e (dispnea

e spasme otot

o nefrolitiasis

¢ hiperplasia prostatjinak, prostatitis

¢ peningkatankreatinin darah, peningkatan antigen spesifik prostatik, penambahan beratbadan yang tidak wajar
e pusing, hipertonia

e bronkitis, faringitis, rinitis, sinusitis, infeksisaluran pernapasanatas

¢ infeksisalurankencing

e insomnia

e gangguan gigi.

Beritahu dokter segerajika Anda mengamati salah satu yangberikutini:

o reaksikulit yangserius sepertisindrom reaksiobat dengan eosinofilia dan gejala sistemik (DRESS), dermatitis eksfoliatif,
sindrom Stevens-Johnson, dan nekrolisis epidermal toksik

o tandadangejalanyeridada, sesak napas, lemah, bicara cadel

o tandadangejalaulserasidan perdarahan

e ruam kulit danbisul, demam, atau tanda hipersensitivitas lainnya seperti gatal-gatal

e menunjukkantanda atau gejala penambahan berat badan yangtidak wajaratau edema

¢ tandadangejala hepatoksisitas (misal mual, kelelahan, lemah, pruritus, penyakit kuning, nyeri tekan pada kuadran kanan
atas, dan gejala “seperti flu”)

o tandadangejalareaksianafilaktoid (misal kesulitan bernapas, pembengkakan wajahatau tenggorokan)
Inisemua merupakan efek samping serius. Anda mungkin memerlukan penanganan medis segera.

Tidak semua efek samping dengan Celebrextelah dilaporkan tetapi diamati pada obat -obatan sejenis.

Efek samping lain yangtidak tercantum diatas mungkin dialami oleh beberapa orang.

Janganterlalu khawatir dengan daftar kemungkinan efek sampingini.

Anda mungkin tidak akan mengalaminya.

Sampaikan dokter jika mengamati hal-hal lain yang membuat Anda merasa kurang nyaman, sekali pun tidak
tercantum di dalam daftar.

Setelah meminum CELEBREX

Penyimpanan
Simpan di bawah suhu25°C
HARUS DENGAN RESEP DOKTER
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Pembuangan

Jika dokter memberi tahu Anda untuk menghentikan Celebrex, atau kapsul telah melewati tanggal kedaluwarsa,
tanyakan kepadaapoteker mengenai tindakan yang harus dilakukan terhadap sisaobat.

Deskripsi produk

Bentuknya

e Celebrex 100mg— Kapsul gelatin keras berwarna putih legap dengan tinta biru bertuliskan “100” warna putih. Ka psul
putih legap dengantinta biru bertuliskan “7767” warna putih.

Kapsul 100 mgdikemas dalam kartonberisi 3 blister @ 10 kapsul; No. Reg.: DKL1919809701A1.
Kapsul 100 mgdikemas dalam kartonberisi 10 blister @ 10 kapsul; No. Reg.: DKL1919809701A1.

e Celebrex 200mg— Kapsul gelatin keras berwarna putih legap dengan tinta emas bertuliskan “200” warna putih. Kapsul
putih legap dengantinta emas bertuliskan “7767” warna putih.

Kapsul 200 mgdikemas dalam kartonberisi 3 blister @ 10 kapsulNo. Reg.: DKL2019809701B1.
Kapsul 200 mgdikemas dalam kartonberisi 10 blister @ 10 kapsul No. Reg.: DKL2019809701B1.

Kandungan bahan

Bahanaktif

Bahanaktif dalam Celebrex adalah celecoxib.

e Celebrex 100mg-100 mgcelecoxib/kapsul
e Celebrex200mg-200 mgcelecoxib/kapsul
Zattambahan

¢ laktosa monohidrat

e natrium laurilsulfat

e povidonem K30

e natrium croscarmellose

e magnesium stearat

e airdemineralisasi

Celebrex tidak mengandung sukrosa, gluten, tartrazin atau pewarnaazo lainnya.

Diimpor dan Dikemas oleh:
PT. Pfizer Indonesia
Jakarta, Indonesia

Produsen:

Pfizer Pharmaceuticals LLC
Vega Baja,

Puerto Rico
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