S I P00 sl Capsule

&

&

NON-STEROIDAL ANTI-INFLAMMATORY/ANTIRHEUMATIC

Each capsule contains:
Celecoxib 200 mg

PRODUCT DESCRIPTION:
White powder in opaque white capsule No. 1 witimigd CC 200 in red color

MECHANISM OF ACTION:

Pharmacology

Pharmacotherapeutic group: MO1AH Coxibs

The mechanism of action of Celecoxib is via inhditof prostaglandin synthesis primarily by inhibit of COX-2. At therapeutic concentrations in hurmaCelecoxib does not
inhibit cyclooxygenase 1 (COX-1). COX-2 is indudadresponse to inflammatory stimuli. This leadghe synthesis and accumulation of inflammatory tanasids, in particular
prostaglandin E2, causing inflammation, edema aaid. fCelecoxib acts as an anti-inflammatory, argifgand antipyretic agent by blocking the productaf inflammatory
prostanoids via COX-2 inhibition.

Consequently at therapeutic doses Celecoxib hasffeot on prostanoids synthesized by activatiofC6fX-1 thereby not interfering with normal COX-1atdd physiological
processes in tissues, particularly the stomacéstime and platelets.

Pharmacokinetics

Absorption

When given under fasting conditions Celecoxib i$l aiesorbed reaching peak plasma concentratioes afiproximately 2-3 hours. Oral bioavailabilitgrin capsules is about 99%
relative to administration in suspension (optimalliailable oral dosage form). Under fasting condgi both peak plasma levels,{§ and area under the curve (AUC) are roughly
dose proportional up to 200 mg twice daily; at leigtioses there are less than proportional incréasggy and AUC.

Distribution

Plasma protein binding, which is concentration petelent, is about 97% at therapeutic plasma coratimts and Celecoxib is not preferentially boun@tythrocytes in the blood.
Metabolism

Celecoxib metabolism is primarily mediated via ytmme P450 2C9. Three metabolites, inactive as - @@XCOX-2 inhibitors, have been identified in ramplasma: A primary
alcohol, the corresponding carboxylic acid andjiteuronide conjugate.

Cytochrome P450 2C9 activity is reduced in indiafuwith genetic polymorphisms that lead to redueedyme activity, such as those homozygous for GN&2C9*3
polymorphism.

Patients who are known, or suspected to be CYP209 metabolizers based on previous history/expeeiavith other CYP2C9 substrates should be admmeidt€elecoxib with
caution. Consider starting treatment at half theelst recommended doseé section Dosage and administration and section Drug interaction).

Excretion

Elimination of Celecoxib is mostly by hepatic mesédm with less than 1% of the dose excreted ungédrin urine. After multiple dosing, eliminationlfbfe is 8 to 12 hours and
the rate of clearance is about 500 mL/min. With tipld dosing steady-state plasma concentrationsreaehed before day 5. The intersubject variabitity the main
pharmacokinetic parameters (AUCy4s elimination half-life) is about 30%. The meanastg-state volume of distribution is about 500 LK@ in young healthy adults indicating
wide distribution of Celecoxib into the tissues.

Food Effects

Dosing with food (high fat meal) delays absorptiohCelecoxib resulting in a . of about 4 hours and increases bioavailabilityaput 20%(see section Dosage and
administration).

Special Populations

Elderly

In the population > 65 years there is a one andlfath two-fold increase in mean.& and AUC for Celecoxib. This is a predominantly gigirelated rather than age-related
change, Celecoxib levels being higher in lower Weigdividuals and consequently higher in the dideopulation who are generally of lower mean weitian the younger
population. Therefore, elderly females tend to Haigker drug plasma concentrations than elderlyemallo dosage adjustment is generally necessavyev, for elderly patients
with a lower than average body weight (< 50 Kgitiate therapy at the lowest recommended dose.

Race

An approximately 40% AUC of Celecoxib is highettlie black population compared to caucasians. Thsecand clinical significance of this finding iskmoewn.

Hepatic impairment

Plasma concentrations of Celecoxib in patients withl hepatic impairment (Child-Pugh Class A) ant significantly different from those of age andcseatched controls. In
patients with moderate hepatic impairment (Child#PuClass B) Celecoxib plasma concentrations areutabsice those of matched contro(see section Dosage and
administration).

Renal impairment

In the elderly with age-related reductions in gloater filtration rate (GFR) (mean GFR > 65 mL/mif3 nf) and in patients with chronic stable renal insiiéincy (GFR 35-60
mL/min/1.73 nf) Celecoxib pharmacokinetics is comparable to thess in patients with normal renal function. Ngnificant relationship can be found between seruzatinine
(or creatinine clearance) and Celecoxib clearaBegere renal insufficiency is expected to alteadace of Celecoxib since the main route of elitimeais via hepatic metabolism
to inactive metabolites.

Renal effects

The relative roles of COX-1 and COX-2 in renal pbiegy are not completely understood. Celecoxibuoes the urinary excretion of PGE2 and 6-keto-RG@lprostacyclin
metabolite) but leaves serum thromboxan€BXB,) and urinary excretion of 11-dehydro-TXE thromboxane metabolite (both COX-1 productsiffected. Celecoxib produces
no decreases in GFR in the elderly or those witbruh renal insufficiency. It will also show traesit reductions in fractional excretion of sodium.

INDICATION:

- For the management of acute pain in adults anthéotreatment of primary dysmenorrhea

- Relief of the acute and chronic pain and inflamorabf rheumatoid arthritis and osteoarthritis
- Relief of signs and symptoms of ankylosing sporiyli

- For the management of low back pain (100 mg andr2@@nly)

DOSAGE AND ADMINISTRATION:

Oral

Posology

Celecoxib capsules can be taken with or withoutifoo

Given the association between cardiovascular (@K)and exposure to COX-2 inhibitors, doctors ateiged to use the lowest effective dose for thetelbpossible duration of
treatment.

Adults

Symptomatic Treatment of Osteoarthritis (OA)

The recommended dose of Celecoxib is 200 mg adtaieid as a single dose or as 100 mg twice per day.

Symptomatic Treatment of Rheumatoid Arthritis (RA)

The recommended dose of Celecoxib is 100 mg om2§@wvice per day.

Ankylosing Spondylitis (AS)

The recommended dose of Celecoxib is 200 mg adteieis as a single dose or 100 mg twice per dayeSmatients may benefit from a total daily dose@d ang.

Management of Acute Pain

The recommended dose of Celecoxib is 400 mg, ilyititollowed by an additional 200 mg dose, if neddn the first day. On subsequent days, the reeomded dose is 200 mg
twice daily, as needed.

Treatment of Primary Dysmenorrhea

The recommended dose of Celecoxib is 400 mg, liyititollowed by an additional 200 mg dose, if neddn the first day. On subsequent days, the reesrded dose is 200 mg
twice daily, as needed.

Low Back Pain (LBP)

Usual dosage for adults is 100 mg of Celecoxiblypralice daily, morning and evening, or 200 mg odedly (100 mg and 200 mg only).

Elderly

No dosage adjustment is generally necessary. Hawéseelderly patients with a lower than averagelp weight (< 50 Kg), it is advisable to initiateetapy at the lowest
recommended dose.
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Hepatic | mpairment

No dosage adjustment is necessary in patients miith hepatic impairment (Child-Pugh Class A). Imtuge Celecoxib at half the recommended dose inistbr pain patients
with moderate hepatic impairment (Child-Pugh CBgsPatients with severe hepatic impairment (CRlggh Class C) have not been studse section Warning and Precaution -
Hepatic Effects).

Renal | mpairment

No dosage adjustment is necessary in patientsmilthor moderate renal impairment. There is noiciihexperience in patients with severe renal impeant(see section Warning
and Precaution - Renal Effects).

Children

Celecoxib is not indicated for use in children.

CYP2C9 Poor Metabolizers

Patients who are known, or suspected to be CYP209 metabolizers based on genotyping or previostwhj/experience with other CYP2C9 substrates shbaladministered
Celecoxib with caution as the risk of dose-dependdmerse effects is increased. Consider redutieglose to half the lowest recommended dseesection Mechanism of action
- Metabolism).

WARNING AND PRECAUTION:

WARNINGS AND PRECAUTIONS

Risk of Gl Ulceration, Bleeding and PerforationiwSAID

Serious Gl toxicity such as bleeding, ulceratiod parforation can occur at any time with or witheuirning symptoms in patients treated with NSAIBrépy. Although minor|
upper Gl problems (e.g. dyspepsia) are common,llysieveloping early in therapy, prescribers shaalthain alert for ulceration and bleeding in pasereated with NSAIDs
even in the absence of previous Gl tract symptoms.

Studies to date have not identified any subse@atiEpts not at risk of developing peptic ulcerat@m bleeding. Patients with prior history of saesds! events and other ris|
factors associated with peptic ulcer disease gcgholism, smoking and corticosteroid therapy)aricreased risk. Elderly or debilitated patiesgem to tolerate ulceration qr
bleeding less than other individuals and accounirfost spontaneous reports for fatal Gl events.

Cardiovascular Effects

Cardiovascular Thrombotic EveniCelecoxib may cause an increased risk of se@vishrombotic events, myocardial infarction (Ml)castroke, which can be fatal. All NSAIDs

may have a similar risk. This risk may increasenwdbse and duration of use. The relative incredski®risk appears to be similar in those withagthout known CV disease or

CV risk factors. However, patients with CV diseaseCV risk factors may be at greater risk in tewhabsolute incidence, due to their increased aateaseline. To minimize the

potential risk for an adverse CV event in patigreated with Celecoxib, the lowest effective doseud be used for the shortest duration possiliigsieians and patients should

remain alert for the development of such eventenen the absence of previous CV symptoms. Pati&misid be informed about the signs and symptonsenbus CV toxicity

and the steps to take if they oc¢see section Mechanism of action).

Celecoxib is not a substitute for Acetylsalicylicichfor prophylaxis of CV thromboembolic diseasesduse of the lack of effect on platelet functiBacause Celecoxib does not

inhibit platelet aggregation, anti-platelet theesp{e.g. Acetylsalicylic acid) should not be digtmured.

Hypertension

As with all NSAIDS, Celecoxib can lead to the onskhew hypertension or worsening of pre-existiygértension, either of which may contribute to itheeased incidence of CV

events. Patients taking angiotensin converting eez¢ACE) inhibitors, Thiazide diuretics or Loop ditics may have impaired response to these therayhien taking NSAIDs.

NSAIDs, including Celecoxib, should be used withitéan in patients with hypertension. Blood pressshieuld be monitored closely during the initiatmfrtherapy with Celecoxib

and throughout the course of therggge section Mechanism of action).

Fluid Retention and Edema

As with other drugs known to inhibit prostaglandiynthesis, fluid retention and edema have beemeddén some patients taking Celecoxib. Therefpegients with pre-existing

congestive heart failure (CHF) or hypertension &hdae closely monitored. Celecoxib should be usdith waution in patients with compromised cardiandhion, pre-existing

edema, or other conditions predisposing to, or emed by, fluid retention including those takingretiic treatment or otherwise at risk of hypovolemia

Gastrointestinal (Gl) Effects

Upper and lower GI perforations, ulcers or bleeds occur in patients treated with Celecoxib. Thesgous adverse events can occur at any time, avitithout warning

symptoms in patients treated with Celecoxib. Péienost at risk of developing these types of Gl plications with NSAIDs are the elderly, patientstwCV disease, patients

using concomitant glucocorticoids, antiplateletgirysuch as Aspirin), or other NSAIDs, patientsgsalcohol or patients with a prior history of, awtive, Gl disease, such as

ulceration, Gl bleeding or inflammatory conditiother factors that increase the risk of GI blegdmpatients treated with NSAIDs include longeration of NSAID therapy;

concomitant use of oral corticosteroids, antipkttefugs (such as Aspirin), anticoagulants; orcéle serotonin reuptake inhibitors (SSRIs); smgkinse of alcohol; older age; and

poor general health status. Most spontaneous sepbfatal Gl events have been in elderly or detiéd patients.

Strategies to Minimize the Gl Risks in NSAID-tredfeatients

« Use the lowest effective dosage for the shortessip&® duration.

« Avoid administration of more than one NSAID atraei

« Avoid use in patients at higher risk unless begefie expected to outweigh the increased riskeddihg. For such patients, as well as those witlkea&l bleeding, consider
alternate therapies other than NSAIDs.

« Remain alert for signs and symptoms of Gl ulceratind bleeding during NSAID therapy.

« If a serious Gl adverse event is suspected, prgmptiate evaluation and treatment, and discorgi@elecoxib until a serious G| adverse event isdralut.

< In the setting of concomitant use of low-dose Aspior cardiac prophylaxis, monitor patients molesely for evidence of Gl bleeding.

Renal Effects

NSAIDs including Celecoxib may cause renal toxicBatients at greatest risk for renal toxicity #rese with impaired renal function, heart failuliger dysfunction and the

elderly. Such patients should be carefully monidonenile receiving treatment with Celecoxib. Caut&hould be used when initiating treatment in pasievith dehydration. It is

advisable to rehydrate patients first and thert serapy with Celecoxib.

Advanced Renal Disease

Renal function should be closely monitored in paevith advanced renal disease who administeréec@eb (see section Dosage and administration).

Anaphylactoid Reactions

As with NSAIDs in general, anaphylactoid reactieas occur in patients exposed to Celecdsde section Contraindication).

Serious Skin Reactions

Serious skin reactions, some of them fatal, inclgdirug reaction with eosinophilia and systemic stgms (DRESS syndrome), exfoliative dermatitis v&tes-Johnson syndrome

and toxic epidermal necrolysis can be observed vamyly in association with the use of Celecoxihtiéhts appear to be at highest risk for these tevearly in the course of

therapy, the onset of the event occurring in th@ritg of cases within the first month of treatme@elecoxib should be discontinued at the firstegspnce of skin rash, mucosal

lesions, or any other sign of hypersensitivity.

Hepatic Effects

Patients with severe hepatic impairment (Child-P@ass C) have not been studied. The use of Celedoxpatients with severe hepatic impairment is recommended.

Celecoxib should be used with caution when treapagients with moderate hepatic impairment (Child#® Class B) and initiated at half the recommendiesk (see section

Dosage and administration). Rare cases of severe hepatic reactions, incluftiiminant hepatitis (some with fatal outcome).elivnecrosis and hepatic failure (some with fatal

outcome or requiring liver transplant), have cambserved with Celecoxib.

A patient with symptoms and/or signs of liver dysdtion, or in whom an abnormal liver function tess occurred, should be monitored carefully fodertce of the development

of a more severe hepatic reaction while on theraifty Celecoxib.

Use with Oral Anticoagulants

The concomitant use of NSAIDs with oral anticoagtsdaincreases the risk of bleeding and should engivith caution. Oral anticoagulants include wanf@oumarin-type and

novel oral anticoagulants (e.g. Apixaban, Dabigatad Rivaroxaban). In patients on concurrent fhereith warfarin or similar agents, serious blegd@vents, some of them fatal

may occur. Because of increase in prothrombin (ilN&) have been reported, anticoagulation/INR stidad monitored in patients taking a warfarin/couméype anticoagulant

after initiating treatment with Celecoxib or chamgithe dosésee section Drug interaction).

General

By reducing inflammation, Celecoxib may diminisle tltility of diagnostic signs, such as fever, itegéing infections. The concomitant use of Celeb@d a non-Aspirin NSAID

should be avoided.

CYP2D6 I nhibition

Celecoxib inhibits CYP2D6. Although it is not aatg inhibitor of this enzyme, a dose reduction rbaynecessary for individually dose-titrated meditiproducts that are

metabolized by CYP2Dsee section Drug interaction).

Warning to prescriber when prescribing COX-2 intuls to patients with risk factors of heart disedsgpertension (high blood pressure), hyperlipidendiabetes, smoking

patients and patient with peripheral arterial disea

PREGNANCY AND LACTATION:

Fertility

Based on the mechanism of action, the use of NSAHtuding Celecoxib, may delay or prevent ruptof@varian follicles, which has been associatetth weversible infertility in
some women. In women who have difficulties conaegver who are undergoing investigation of infetgiliwithdrawal of NSAIDs, including Celecoxib, sHdie considered.
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Pregnancy

There are no studies in pregnant women. The retevafthese data for humans is unknown. Celecashwyith other drugs inhibiting prostaglandin sysisemay cause uterine
inertia and premature closure of the ductus agesand should be avoided during the third trimesfteregnancy. Celecoxib should be used duringmaecy only if the potential
benefit to the mother justifies the potential riskthe fetus. Inhibition of prostaglandin synthesight adversely affect pregnancy. If used duriegasnd or third trimester of
pregnancy, NSAIDs may cause fetal renal dysfunatibich may result in reduction of amniotic fluidlume or oligohydramnios in severe cases. Such tsfi@ay occur shortly
after treatment initiation and are usually revdesiPregnant women on Celecoxib should be closelgitored for amniotic fluid volume.

Lactation

Administration of Celecoxib to lactating women sheery low transfer of Celecoxib into breast milkedause of the potential for adverse reactions msimgy infants from
Celecoxib, a decision should be made whether wodtinue nursing or to discontinue the drug, takitig account the expected benefit of the drughéorhother.

SIDE EFFECT:

Adverse reactions are listed by system organ atefable 1.
Table 1: Adversedrug reactionsin Celecoxib (MeDRA Preferred Terms)

| Anemia |

thrombocytopenia

Very Common Common Uncommon Rare Veryrare
Frequency not known

Infections and infestations

Sinusitis, upper

respiratory tract infection,

pharyngitis, urinary tract

infection
Blood and lymphatic system disorders

Leucopenia,

Pancytopenia |

Immune system disorders

‘ Insomnia

fatigue

hallucinations

Hypersensitivity Anaphylactic shock,
anaphylactic reaction
M etabolism and nutrition disorders
| | Hyperkalemia | | |
Psychiatric disorders
Anxiety, depression, Confusional state,

Nervous system disorders

Dizziness, hypertonia,
headache

Cerebral infarction,
paraesthesia, somnolenc

Ataxia, Dysgeusia

Hemorrhage intracranial
(including fatal
intracranial hemorrhage),
meningitis aseptic,
epilepsy (including
aggravated epilepsy),
ageusia, anosmia

Eyedisorders

‘ ‘ Vision blurred, ‘ Eye | Retina artery occlusion, |
conjunctivitis hemorrhage retinal vein occlusion
Ear and labyrinth disorders
| | Tinnitus, hypoacusis | | |
Cardiac disorders

‘ Myocardial infarction

Cardiac failure,
palpitations, tachycardia

Arrhythmia |

Vascular disorders

Hypertensiorfincluding Pulmonary embolism, Vasculitis
aggravated hypertension flushing
Respiratory, thoracic and mediastinal disorders
| Rhinitis, cough, dyspnea | Bronchospasm | Pneumonitis | |

Gastrointestinal disorders

Nausea, abdominal pain,
diarrhea, dyspepsia,
flatulence, vomiting,
dysphagia

Constipation, gastritis,
stomatitis, gastrointestina
inflammation (including
aggravation of
gastrointestinal
inflammation) eructation

Gastrointestinal
hemorrhage, duodenal
ulcer, gastric ulcer,
esophageal ulcer, intestinal
ulcer, intestinal perforation
esophagitis, melaena,
pancreatitis, colitis

Hepato-biliary disorders

Hepatic function
abnormal, hepatic enzym
increased (including
increased SGOT and
SGPT)

h

Hepatitis

Hepatic failure (sometimes
fatal or requiring liver
transplant), hepatitis
fulminant

(some with fatal outcome),
hepatic necrosis,
cholestasis, hepatitis
cholestatic jaundice

Skin and subcutaneous tissue disorders

Rash, pruritus (includes
pruritus generalized)

Urticaria, ecchymosis

Angioedema, alopecia,
photosensitivity

Dermatitis exfoliative,
erythema multiforme,
Stevens-Johnson syndrom
toxic epidermal necrolysis,
drug reaction with
eosinophilia and systemic
symptoms (DRESS), acute|
generalized exanthematous
pustulosis (AGEP),
dermatitis bullous
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M usculoskeletal ad connective tissue disor ders

Arthralgia Muscle spasms Myositis
(Leg cramps)

Renal and urinary disorders

Blood creatine increased,| Renal failure acute, . .
] - Tubulo interstitial
blood urea increased hyponatremia o .
nephritis, nephrotic
syndrome, glomerulo-
nephritis minimal lesion
Reproductive system and breast disorders
Menstrual disorder Infertility
female (female infertilit
decreased)
General disordersand administrative site conditions
Influenza-like illness, Face edema, chest pain
edema peripheral/fluid
retention

Injury, poisoning and procedural complications

Injury (Accidental injury)

& EFFECT ONABILITY TO DRIVE AND USE MACHINES:
The effect of Celecoxib on ability to drive or usechinery has not been studied, but based on #&mptodynamic properties and overall safety prdfile unlikely to have an
effect.

& CONTRAINDICATION:
Celecoxib is contraindicated in:
« Patients with known hypersensitivity to Celecoxitaay other ingredient of the product
« Patients with known sulfonamide hypersensitivity
« Patients who have experienced asthma, urticariallergic-type reactions after taking Acetylsalicylcid [ASA (Aspirin)] or other non-steroidal amiflammatory drugs
(NSAIDs), including other cyclooxygenase-2 (COXspgcific inhibitors
Treatment of perioperative pain in the settingaboary artery bypass graft (CABG) surgésse section Warning and Precaution).
Patients who have established CV disease (ischiesaid disease and stroke)
Patients who have increased risk of cardiovasdit@ase (ischemic heart disease and stroke)

% DRUG INTERACTION:
General
Celecoxib metabolism is predominantly mediated oyitochrome P450 (CYP) 2C9 in the liver. Patientovane known or suspected to be poor CYP2C9 metaslibased on
previous history/experience with other CYP2C9 suates should be administered Celecoxib with cau®they may have abnormally high plasma levelstdueduced metabolic
clearance. Consider starting treatment at halfatvest recommended dogme section Dosage and administration and section Mechanism of action - Metabolism).
Concomitant administration of Celecoxib with inidrs of CYP2C9 can lead to increases in plasmaergnations of Celecoxib. Therefore, a dose rednadioCelecoxib may be
necessary when Celecoxib is co-administered witPB39 inhibitors. Concomitant administration of @eleib with inducers of CYP2C9, such as Rifampi€iarbamazepine and
Barbiturates can lead to decreases in plasma ctatens of Celecoxib. Therefore, a dose increds€alecoxib may be necessary when Celecoxib isdrokaistered with
CYP2C9 inducers.
Drug-specific
Interaction of Celecoxib with Warfarin or similar agents
See section Warning and Precaution - Use with @néitoagulants.
Lithium
Patients on Lithium treatment should be closely itooed when Celecoxib is introduced or withdrawn.
Aspirin
Celecoxib does not interfere with the anti-platelfiéct of low-dose AspirifSee section Warnings and Precautions - Gl Effects). Because of its lack of platelet effects, Celebasi
not a substitute for Aspirin in the prophylactieatment of CV disease.
Antihypertensives including Angiotensin-converting enzyme inhibitors (ACEIl's), Angiotensin |1 antagonists (also known as angiotensin receptor blockers, [ARBs]), diuretics and
beta-blockers
Inhibition of prostaglandins may diminish the effe¢ antihypertensives including ACEls and/or ARB#&jretics and beta-blockers. This interaction dthdne given consideration
in patients taking Celecoxib concomitantly with AGEnd/or ARBs, diuretics and beta-blockers.
In patients who are elderly, volume-depleted (idalg those on diuretic therapy), or with comprordisenal function, co-administration of NSAIDs, inding selective COX-2
inhibitors, with ACE inhibitors, angiotensin Il agonists or diuretics, may result in deterioratidmenal function, including possible acute reralufre. These effects are usually
reversible. Therefore, the concomitant administratf these drugs should be done with cautioneRetishould be adequately hydrated and the clinieadl to monitor the renal
function should be assessed at the beginning afdheomitant treatment and periodically thereafter.
Cyclosporine
Because of their effect on renal prostaglandinsAlRS may increase the risk of nephrotoxicity witiiasporine.
Fluconazole and Ketoconazole
Since Celecoxib is predominantly metabolized by @€® it should be used at half the recommended idgsatients receiving Fluconazole. Concomitantafs200 mg single dose
of Celecoxib and 200 mg once daily of Fluconazalg@otent CYP2C9 inhibitor, may result in a mearréase in Celecoxib £y of 60% and in AUC of 130%. Ketoconazole, a
CYP3A4 inhibitor, shows no clinically relevant imition in the metabolism of Celecoxib.
Dextromethorphan and Metoprolol
Concomitant administration of Celecoxib 200 mg &wviaily resulted in a 2.6-fold and a 1.5-fold ires in plasma concentrations of Dextromethorphdrietoprolol (CYP2D6
substrates), respectively. These increases aréodDelecoxib inhibition to the CYP2D6 substrate aetism via CYP2D6. Therefore, the dose of drug€¥B2D6 substrate may
need to be reduced when treatment with Celecoxihitimted or increased when treatment with Celézas terminatedsee section Warning and Precaution - Use with Oral
Anticoagulants).
Diuretics
NSAIDs in some patients can reduce the natriuedtect of Furosemide and Thiazides by inhibitionreral prostaglandin synthesis.
Methotrexate
No pharmacokinetic and clinically important intetfans can be observed in Celecoxib and Methotrexate
Oral contraceptives
Celecoxib have no clinically relevant effects oa fharmacokinetics of a prototype combination ooaltraceptive (1 mg Norethindrone/ 0.035 mg Ethésttadiol).
Other drugs
No clinically important interactions can be observéth Celecoxib and antacids (Aluminum and Maguaegi Omeprazole, Glibenclamide (Glyburide), Pheimytor Tolbutamide.

& OVERDOSE AND TREATMENT:
Clinical experience of overdose is limited. Sindeses up to 1200 mg and multiple doses up to 12f®wice daily have been administered to healthyesb without clinically
significant adverse effects. In the event of susggeoverdose, appropriate supportive medical daoeld be provided. Dialysis is unlikely to be afi@ént method of drug removal
because of high protein binding of the drug.

# STORAGE:
Store at temperature of not more than 30°C.
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DOSAGE FORM AND PACKAGING AVAILABLE:
200 mg Capsule, Blister (Alu-PVC/ PVdC) 10x10’s

DATE OF REVISION:

April 27, 2022
Manufactured by:
UNISON LABORATORIESCO., LTD.
39 Moo 4, Klong Udomcholjorn, Muang Chachoengsao,
Chachoengsao 24000 Thailand
Font size: 7
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