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(Celecoxib)200mg

DESCRIPTION
Ciexib {Celecoxib) belongs to a new class of ar medication called
"COXIBS". Its used In the treatment of teumatold arfhritis, cstaoarthrtls, acute pain
wnrlbn am in the adjunctive Iraﬂ'numafaﬁnmms wiml polyps. cum

m bemlifmmldn mdlsaciaryl-mﬁmmd pymob. The mtiamlar
for celecoudd Is C,;H,,F;N,0,S and the structural formuta is:
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i Celecoxib

QUALITATIVE AND QUANTITATIVE COMPOSITION
Clexdb {C llabla for oral as

2. Cicxib (Calecoxib) Capsuies 200mg
Each capsule contains:
Celecoxib...200mg

(BP Specifications)

CLINICAL PHARMACOLOGY

Mechanism of Action

Celecoxdb |s a nonsteroidal antiHnflam matory drug that exhibits anti-inflammatory,
analgesic, and anfipyrefic actvies. The mechanism of action of celecaxh s befieved

2 {COX-2), and at therapeutic concantrations in humans, calecoxdt doss not inhibit the
cydlooxygenase-1 (COX-1) isoenzyme.

Pharmacokinetics
Absorplion

3 hours after an oral dase. Under

mﬂim&hnhpnldanahv&ﬁc."livlimmhﬂnm IC)are

dose proportional upm!ﬂhub..d‘; at higher doses there are than

proportional Inceases In G and AUC. With multiple dosing, steady state conditions
are reached on or before day 5.

Effect of Food and Anfacid

When celecoxib was taken with a high fat meal, peak plasma levels ware delayed for
about 102 mmanlmmamwﬂwurﬂnéﬂ )anmwm. Under
fasting condillans, at doses above nal Increase in
Cona 8N AUC, which ks thought to be: duehlmluwsomh\llvulll dug in aqueous
meia. Co-administration of oelawxb with an dLInhLln and magnesium wmahhﬂ

i l’ob =

¢ (,q}’?._lc')
In pafients with chronic renal insufficiency (GFR 35-80mLimin) than that seen in subjects

with nommal remllumﬁln No a\nrllloam relationship was found between GFR and

celecaxlb Patlents with severe renal nsufficiency have not been studled.

Ci (Celecoxib) s Indicated:
1. For relief of the signs and symptoms of ostecarthiits.
g. Fumludmam&mhwmnm&n%dnpmhmh
. For the symipom treatment of ankylosing spondylitis.
4. For relief of the signs % arthritis (JRA) in petk
2 years and older.
5. For the management of acute pain In adults especially in post operative pain.
6. For the treatment of primary
T. To reduce the number of adenomatous colorsctal polyps In famillal adenomatous

polyposis (FAP), as an adjunct to usual care (e.g., endoscopic survellance, surgery).

DOSAGE AND AD"TRATIGH
For arthritis, the of Clcxib (Gelecoxb)
should be nmgmlnru-:h patient. These doses can be given without regard to timing
of meals. Cicxib (Celecoxib) can be taken with or without food.

M:mehfdh:msamgpn 's of osteoarthritis the recommended
aral doss is 200m day adminis| as a single dose or as twica daily. if
necessary a dose of 21 twice daily may be used. Inmuabsmnflnnnﬁsum
tw o wesks, other nskered.

Rheumatold arthritis: For lalbefnl'ihs ltmsndqmplum uimmnmﬂ arthritis the
oral dose of an
n wulis.unu P ¥ should be

Ankylosing spondylits: The dally dose s Iy ofin

two divided doses. Dase can be increasad o mnedsllymnhmdmtdﬂnms
redisf of symptoms. In the of an increass

beneiit after two weeks, oihr therapeulic oplions should be considered.

Juveniia rheumatoid arthnitls: For the relief of the lhm and nyrrglmm of JRA the

recommended oral dose for pediatric: ind older) on welght.
For| 2>10kg ko the recomm deddouhs(mgmluda . For patients
>25kg the récommen s mnmgm:a daily. For patients wha have dificulty

the contents of a Cl can be addad

1o The mﬁxlyu'npﬂu!wmalwdbﬂpwn
of cool or room temperatire apple sauce and mmediately with water. The:
sprinkled capsule conterts on apple sauce are wbﬂhmmdermmd
conditions (2'C-8C).

?:ud{:mug Dslsmmh) mmmgmm'iy rnl’mnahymaunmmwm
dﬂyanosdadu-loﬂmu onge daily.

Familiel adenomatous, polyposis (FAP): Usual medical care for FAP patients should
be continued while on Clexib (mlam} To reduce the number of adenomatous
colorectal polyps In paflents with FAP, the oral dose Is

day to be taken with food.

Eieogmmﬁ rs): As: In younger adults, 200m; should be used
initial Trn&zu( myﬁar-)u!sd hﬁ’r Filmusu: Mmdﬂy twice dally. Particular
caution shoukd be exerclsed In elderdy with a body welght less than 50kg.

Hepatic insuffiiclent patiants: The dally recommended umofcmdb(cm}:)

Gwsllesllplﬂel’ﬂswlh admmm Impalrment (Child-Pugh Class B) sl
reduced by approximalely 50!
Poar

antacid resulled in a with
% in c...ammsmuc.
hout regard to fiming of

10 200mg b.i.
meals, thsr dases (400mg bl d) 'should be admlnlsmd leh food to Improve
absorption.

Distribution
In hsalﬁy subjects, mlaooxh 5 highly protein bound [-g_mm the clinical dclse
mwslm mmml dldrhmm into the tissues. Gd-:mh 15 not preferentially Inni

izors of CYP2C9 Ce
the lowast dosan
IRA

hould be g i
'_buwiulu q

ADVERSE REACTIONS
The following reactions have i py of celecoxib:

Most common

Gastroiniestinal: Abdominal pain, diarrhea, dyspapsia, flatulence, nausea.
Central and peripharal nervous system: Dizziness, headache, hypertonia,
Resplratory: Pharyngitis, rhinifls, sinusitis, upper respiratory tract infection.
Others: Back pain, insomnia, .

Less common

Metabofism
thmdahwsmhmﬂw medialed via cylochrome P450 2C8.
the comresponding

a primeary alcohol, carboxylc acid and Its giucuronide conjugate, have
as COX-1 or COX-2
inhibitors.
Excretion
Celecoxlh is eliminaled

<
drug recovered I the wrine and fecss, The prmary melabollle In both wine and feces

wnsmmmmcmuwmmmmfmmnm:mmmmmm

also appearing in the urine. The effective halkife is approximately 11 hours under fasting

conditions. The apparent p\umm(cmlsmmnlﬂnln

Gwh;ilcm \dulyd: {over 65 40% higher C
slate, gl 8 over 65 years a r

and a 50% hi I‘nycmgwmm Inﬂallyfem\

C_ mmnmmmmhmm r-w
dmm\mmmﬁhdﬂnmmD iduﬁnﬂ'ﬂhhdﬂhﬁyhm
generally nm for patients of less than 50kg in body weigir, initizle
therapy at the lowest recommended dose.

C sphagia,
gastroesophageal reflux, hemmmm ids, melena, dry mt;l'.in mmultla vomiting.
Cardiovascutar: Aggravaled hyperiension, angina pecloris, coronary artery disarder,
nwadh\hfzdmmhﬂm hycardia. .

laryngitis, pnmmmh

narvous system: Leg cramps, hyperionia, hypoesthesia, migraine,
neuralgla, neuropathy, paresthesia, vertigo.
:’wmi: ‘anxiety, appelite Increased, depression, nervousness, samnalence,

Reproductive: Breast flbroadenosis, breest neoplasm, !Iunlplln, dysmenorrhea,
menstrual disorder, vaginal haﬂmhm vaginitis, prostatic disorder.
Liver: : H

increased.
Muscuioskeletal: Arthralgla, bone disorder, myalgn, neck stiffness, tendonifls.
Metabollc and mrmm BUN Inereased, CPK Increased, diabstes mallitus,
hypercholesterclemla, hyperglycamia, hypokalemia, NPN increase, creatinine Increased,
alkaline phosphatase increased, welght increase.
‘General: Alletgy aggravated, allorgic reacion, asthenla, chest paln, cyst NOS, edema
generalized, face edema, fatigue, fever, hot flushes, Influenza-like symptoms, pain,
peripheral pain, anemia, ear abnormality, earache, photosensitivity reaction, pruritus,
dermetitis, taste parversion, ofitis media, blured vision, eye pain, glau coma, urinary

Pediatric: Celecoxib has not invesl in JRA pediatric patients below 2 years
mm\nmmmmmmﬁmlmarmmmm.

Hapatic impalrment: Steady state celecoxlb ALC I increased about 40% and 180% in
subjects with mild (Child-Pugh Class A} and moderate (Child-Pugh Class B) hepalic
impalment respectively, as compared ko healthy control subjects. Therefore, the dally-
mmmmaouNMamldqummwmmmsu%mm

Very rare:

Omgasm heart failure, pulms embolism, vasculitis cerebrovascular accident,

gastrointestinal bleeding, mit:m bleeding, esophageal perforation, pancreatitis,
iastic la, leu

hegpatilis, thrombocyiopenia, agranulocytosis, anem|
hypmnunh hmmmmwms,mmmmmm hmlllal
nephritis, erythema multiforme, exfoliztive dermeatils, Stevens-Johnson syndrome, toxic

(Child-Pugh Class B} he

impaiment (Chid-Pugh Class C) have nol been siudied.
Renal Inpafment: Studies indicalts thal celecaxb AUC wass approximaaly 40% lower

'CONTRAINDICATIONS
Celecoxily is contraindicated in:



- Patients with known hypersensitivity to celecaxdb.

- Patlents who have demonstrated allergic-type mamhm to snlhnnmldes
- Patlems who have experienced arla, or u‘kyn pe reactions
taking idlcpic acid {ASA) or other NSAIDs Induilnn r COX-2 spuﬁ:
inhibitors. Severs, rarely fatal, anaphylactic-ike reactions to NSAIDs have been
reparted in such patients,

- Patlents with renal inment assoclated with creatinine clearance of <30mi/min.
- Patients with severe lnpa\lmam F:guclm C).
- P!hrls\nh:lwm ushy had a myocardial infarction or siroke.
Patients for the treatment of peri-operafive pain in the setiing of coronary artery
bypa:sgm(CABG)aupury X
bleeding and i

prior known sulfa allergy. Patients should be Informed abot the signs and symptoms
duduuu manffestations and mdhaugllwldbau\mmrmdilﬂuht
ppearance of skin rash o any other sign of hypersensitivi

Inflammation

aﬁiuiy“' ib in reducing i and possibly fever,
may utiltty of th Infectious
«of presumed noninfectious, pdnfnl condions,
GﬂmmNSnD[he

The cor any dose of a non-aspirin NSAID should be
avulded ﬂue Uz the potantlal ior Inmased risk of adverse reactions.

M“&‘;‘“ P
" artial dissase andior cerebrovascular disease.

WARNINGS
Cardiovascular Thrombotic Events:
Chronic use of celecax/b may cause an Increased risk of serious adverse cardiovasoular
thrombotic events, myocardial infarction and stroke, which can be falal.
NSAIDs, both COX-2 selective and may have a similar sk, Patients
with known cardiovascular disease or risk factors for cardiovascular disease may be
ilgeﬂhl\sk Tn minimize the potertial risk for an adverse cardiovascular event in

peripheral

ib, the lowest affective dose should be usad for the sh
duration possible.
PRECAUTIONS
General:
Celecoxb P for orfo fraat
i iency. Abru may lead to of

corticosteroidresponsive ilness. Pdllm prolong wimmld therapy should
have thelr therapy tapered slowty If a decision Is made to discontinue corticosteroids.

Gastrofntastina! {%Eﬂsm - Risk of GI Ulceration, Blesding, and Parforation:
al Imd:lysmhas bleeding, ulceration, ard perforation dlha

pper gastrointestinal problems, such as dyspepsia, are common and may also ocour
dany mdmmlﬁkl)lhum With \mmdlmm of use of NSAIDs, there is a
uemmmmme\ulmamamalmmmamumm
py. However, even short-term therapy |s not without sk, Therefore,
mmwnmmmnwnmmim.mnmn
:mdmm Gl tract symptoms.
NSAIDs should be prescribed with extreme caution in patients with a prior his tory of
ulcer anmwmmamm Tnm\umbuﬂnmh\m‘hanma
Gl event, the lowest effective dose should be used for the shorfest possible

Fluid retention and edema have been observed in some patients taking celecoxb.
Therafore, calecoxib should be used with caution in patients with fluld retention,
hvmllmwn or hearl failure.

Hypertension:
As with all NSAIDs, calecoxh can lead to tie onset of new hypestension or worsening
ulpm-a:dulruhypuhmhn elther of which may contributa to the increased Incidence

durﬁmﬁmﬂl taking thiazides or loop diuretics may have impaired
thesa therapies when taking NSAIDs, NSND&.M:BMM!M
hwmcmhmmmml . Blood pressure should

closely during the initiation of therapy with celecoxib and throughout me course rtf
therapy.

Hepatic Efocts: o

A patient with ms al s S| er inction, or in whom an

:hmndm me Mﬁlwuﬁm ;aradwdullyhrmdumdh
of a more severe hepatic eaction whil rapy with celecorb. If

P crlr
rash, efc),

signs
ocoir {eg.

Renal Effects:

Long-tetm administration of NSAIDs hess resutted in renal papillary necosis and ofher

m'"""'“'“wﬂe’:’m‘"m of renal perfusion, Paflents at greatest
COm| e ianGe:

uumlsmwmmmmnwmwnmpfmmmmmﬁm

those taking diuretics, ACE-inhibitors, angiotensin Il receplor antagonisis, and the

mrﬂmwmumomw s usually followed by recovery 1o the pre-

Caution shoukd be used when Iniiating freatment with celecoxib in patients with
considerable dehydration. It is advisable ko rehydrate patients first and then starl therapy
‘with celecoxib.

Hematological Effects:
Anemia is somelimes seen in patients receiving celecoxib. Patients on longderm
freatment with celecoxib should have thelr hemog lotin o hematocrit checked If they

exhibit any signs or symploms of anemia or blood loss. Celecoxib does not generally
affect , profhrombin time or partial thror las#in fime (PTT), and
dmmiﬁﬂtpﬂn\mmwﬂmw%ﬂ?mm )

Serious Skin Reactions:
Pmenhsppwhumhgmlmkmrwm!ﬂnmmany\nlmmu

m‘h of these evenls 1': n:ulydmamwlmmem
ummmc*m\nmmm ;ontinued at the first appearance of skin
rash, mucosal lesions, or any other sign of hypersensitivily.

Famafial Aderomatous Polyposis (FAP):

Treatment wil celecosb in FAP has not been sh i

cancer of the heed for prophyactic colectomy or dhﬂ‘FAP—nh‘bedsllMeeTlﬂ'ﬂm
the: usual care of FAP petients should not be altered because of the concurrent
administration of celecaxib.

ic Raactions:
Aswllg ISAIDs In general, anaphylaciold reactions have occurred in patients without
Tmhcuem&mmmmmmnegmmmmm
mwnm typbﬂgowl.ls ldhnﬂcpeﬂ!m experience
m. ‘sawvere, potenially fatal bronchospasi
alherhlmgnﬂmunmu' Ds.
Shi Rsacions B N
darmatitis, Sh-mam-.lmm syndrome epidermal , which
can be fatal, These saﬂﬂmgmmmnrmﬁnmmmlngm‘“ without

Gelecoxlb should be used during pregnancy only i the potential beneft Jusiifies the
potential risk fo the fetus. In late pregnancy, starting at 30 weeks gestation, celecoxib
should be avolded because k may cause premature closure of the ductus arterdosus.

Nursing mothers:
Because many drml are excreted In human milk and because of the potential for
'serious adverse reactions In nursing infants from celecaxib, a decision should be made
whether to disconfinue nursing or to discontinue the drug, taking Info account the
Importance of the drug o the mother.

Drug Intevactions:

General: Celecaxb metabolism s predominantly mediated via cyhdlrerm P450 2C8
in the liver. Co-administration of celecoxih with drugs that are known to inhibit 2C9
should be done with caution. Patients who are knowm or si hlﬂFdﬁDmﬂ
mmmhnlmhundmamms his should be administered celecoxib with
caution as they may have abnormally high plasma levels due to reduced metabolic
clearance.

ACE Inibitors and Anglotensin If Antagonists: Reports suggest that NSAIDs may
an\mnmammnmmaawmmmmm& (ACE) hﬁmm

and angiotensin |l Thi patients
taking celecaxb concomitantly with ACE inhibitors ans angictensin Il antagonists.
Fuwosemide: aawell
INSAIDs can reduce the natriuretic of furosemide and thiazides In some patients.
This response has been uﬂ'lbmd 1o Inhibition of renal prostaglandin synthesks.
can b used with low doss aspirin.

Aspirin: Celecoib Howewver, concomitant administration
lis[lm with calecoxib may re lﬂ.ll in an nmd rate of Gl ulceration or othar
Because of its lack of platelet effects,

celecoxb Is for aspirin for

kalazﬂhﬂalmhrtﬂn_hhmdbm\amllat?ﬂﬁnqqﬂ lﬂlhdnatnn-
fnlimn'unn ol the inhibition

.ummcvmah; Ce
dose

Lithium: Clinkcal studies showed that the mean steady-state IRhium plasma levels.
Increased approximatsly 17% In subjacts recehving litium 450mg b...d. with celecox
mumg bi.d. s compared I subjects recsiving lihium alane, Patients on lithiu

ent should be closely monitored when axib & introduced or

Warfarin: he first fow days,
afler initiating or changing eelmlb Nmpy h pmen: recelving warfarin or similar
agents, since these patwnts are at an increased risk of bleeding complications.
Antaeld: Co-administration of celecoxt and eining
‘aniackd resuled In a reducton In plasma celecoidb
|s required.

Oral mmwumm!ym
tha risk of Gl side affects such as ul the case

in older (>65 years of age) individuals,

plonts D overdoses ae limited to eimm,
man vumm eplqmlc paln, which a’el?ef#etdw reversible
«care. Anaj reema been l\gemnof NSAID..

[
emmwwrm mo;gMPgie m:meemmedw e
a amnmm% averdase. mmﬂ a
of gastrointestinal and/or hemonhage. r serum
iy b . ™

Store at 25°C (¢ Ewrdunpemdbmn 15°G-30°C).
Pmmmnmigmand

The explration dete refers t the pmdmeomrymred atthe requied conditions.
HOW SUPPLIED

Cicxib (Celecoxib) Capaules 200mg s available in blister pack of 10%.

Keep out of reach of children.
To be sold gistered medical onty.

Please read the contents carefully before use.
This package insert is confinually updated from time to time.
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