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Valdecoxibis chemically designated as a-{5-methyl-3-pherÿ-

4.isoxazolyl) benzenesulfonamide and is a diàry| sub6tituted isù
xàzole lt has the follo^/ing chemical structure

Valdecoxlb
ïhe empiriol formula for valdecoxib ls Cr6H*N2Ojt and the

rnolecular uæight is 3l 436.Valdecoxib is a whlte infstàttine povr,-
d€rthat.isrelati\æÿinsoluble inwarer(10 UÿmU ar25t aM pH
7.0,soluble inmethanol and ethanol,and fieeÿrcluble in orgàn-
ic rolvents and alkaline (pH=12) aqueous rolutiont

BEXIR{Tablets for oràl âdministration contain either t O mg or
20mg of valdecoxih lnâcti\æ ingredienB include lactose nlono
hydrate, microcrystalline cellulose, pregelatinized starch,
croqcarrtællose sodium, màgnesium stearate, hydrorypropyl
metlÿcelluloq polyettrylene glycol, polysobate 80, and tirani-
urn dioxide.

CLINICAL PHARiIACOIOCY
Mcchenlsnl olAction

ÿaldecocib h a nonsteroidal anti-inflammatory drug (NSAID)
ttut exhitrits amiinflammatory analgesic and antipyrétk prop
erties in animal nndehThe rneôanisrn of action is belier/ed ro
be due to inhibition of prostaglandin synthesis prirnarily through
inhibition of cyclooxygenase-2 (COX-2). At therapeutic plasnn
corcentrations in hurnans vâldecoxib does not inhibit cyclooxy-
genasel (COX.I).

Plumocoklnrtks
Abtüfut

Valdecoxib achieves maximàl plàsma concentrations in
âpproxirnately 3 hourçThe absolme bioavailabils of valdecoxib
is 83% follorying oral administratim of BEXIRA comparcd to
intrryenous hf usion of valdecorih

Dose proportionality was dernonsûated after single doses
(l -400 nE) of ralddrxih With multiple doses (u"p to 100

1r.tg{day f- 14 days), valdecoxib e>(posure as measured by the
AUÇ increæes in a more than proportional manner at doses
aboæ l0 mg 8lD. Steady state plasrnà concentrations of valde
coxib àre aôie\ed by day 4.

Ihe steôdy state phàrmacokinetic parameters of valdecoxib in
healttry male subjects are showr in Table I.

Teble I
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Pharmacokinetic differences due to race hàve not bcen iden-
tifierJ in clinicaland pharmacokinetic stuOies condüted to aaË
llepotk lnsuffichney

Valdecoxib plasrna concentrations are siqnificantly increased
(13096) in patlents with moderate (Child-püqh Cfas'Sl hàüi[
impakrmnt. ln cllnlcal triall doscs of BEXIRA aUoye ttrosà'rà
omrnended have been asso(iated with fluid retention. ienie_
treàtment wfth EIXTRA should be iniriâted with câution i;
parients with mild to moderate hepatlc impakrnent .nO nrià
retentbn. The use of BEXTRA in patients with se,ÿere hepatii
impakment (Child*ugh Class C) is not recommended.
knol lnsulfrciency

The pharmacokinetics of \iald€roxib haw been studiod in
patients with varying degrers of renal impairment Because ienài
elimination of valdecoxib is not important to its disoosition. n;
clinically significant changes in valdêcoxib ctearance werà iolnJ
even ln patients with severe renal impairment or in patients
undergcing renal dialysis. tn pàtients u;derqoino t ern&àf*ii
the plasma clearànce (CLIF) ofvaldecoxib wa! simllar to the iUF
lound jn healttry eldeÿ subJects (CUF about 6 to 7 UhrJ with
normal renal function (based on creatinine clearance).

NSAIDs have been àsso€iated with worsening renal function
and use in adranced renal disease is not recommÉnded (see pRÈ-
CALTflONS - Renal Effects).

Drug lntcrections
Also see PRÊCAUTIONS-Drug lnteradloni

Generul

_ . 
V,aldecoxib undergoes both P45O (Cyp) dependent and non-

P450 dependent (glxuronidarion) rnetabolism. ln vitro studies
indicate that valdecoxib is not a signiticanr inhibitor of Cyp 

.tAZ

3A4, or 2D6 and is onÿ a weak inhibitor ofCYp ZiôanA iàr6i
therapeutic concentration5' The p45Gmediated rnetabolic ;r}ts
way of valdecoxib predominantly inrolves the :el anA'itS
isozymes. Using prototype inhibitors and substrates of thesê
isozymes, the following resulrs were obtained. Coadministratiôn
of a known inhibitor dCYP2Cg/3A4(fluconazole)anda Cyp 3À4
(ketoconazole) inhibitor enhànced the total Dlasma "*-*r.(AuC) of wldecoxib. Coadministration of vabkoxib wit'h war-
farin caused a small, but statistically significant increase in olai
ma exposures of R*varfarin and S-warfârin,and also in the rihai-
macodynamic effects (lnrernâtional Normalized Ratio_ INR) of
warfarin. (See PRECAUTIONS-Drug lnteractions)

Coadministration of vaUecoxib or its iniectâble Drodruo. with
substrates of.CYP 2C9 (propofol) and Cyp jl4 (midazolamialfen-
tanil,fentanyl) did not inhibit the metabolism ofeither substrate.

Coadministrarion ofvaldecoxibwith a Cyp 3A4 substràte (olv-
buride) or a CYP 2D6 subsrrate (dextromethorphan) did 

-#t
result in clinkâlly impo.rant inhlhition in the rnetabolism of
these agenB.

CLINICALSruDIES
The effracy and clinical utility of BEXTRA Tablets have been

demonstrated in osteoarthritis (OA), rheumatoid arthritis (RA)
and in the treatment ofprimary dysmenorrhea.
Osteoarthritis

BEXTRA was evaluated for ùeatment of the siqns and svmo»
toms of osteoarthritis of the knec or hip in fivciaouUte-6lini,
randomized, controlled trials in which 391g patients were treat-
ed for 3 to 6 months.BEXTRA was shown to be superior to phie

Flguro 1

lncidence of Endoscopfcally Okerved
Gôstroduodenal Ulcers in OA Pàtients
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can occur at any tirne with or without warning symptoms ln
patients treated with nonsleroidal anti-lnllàmmatory drugs
(NSAlDs). Minor gastrointestinal prodems such as dyspépsia are
common and may also occur at any time during NSAID therapy.
Ihoeforg phpicians and patients should rernain alen for ulcei-
ation and bleeding even in the absence of previous Gl tn«
symptoms. Patlents should be infonned àbout the slgns and
rymptoms of serious Gl toxlciÿ and the step,s to tàké if they
occur.The utility of periodic lâboratory rnonitoring has not be€n
dernonstrate4 nor has it been adequateÿ assessed Onÿ one in
five patients who derælop a serians upper Gl adverse aænt on
NSAID therapy is symptornatic lt has been denpnstrated that
upper G ulcers, gross bleeding or perbrâtion caused by NSAIDs
appear to occur in approximately 1% ofpatienB treated for 3 to
6 months and 2-4% of patients treated for one year.These trends
(ontinue, thus increasing the likelihood of developing a serious
Gl event at some time during the course of therapy. l-lowEÿer,
e\ren sho(tterm therapy is not without risk

NSAID§ should be prescribed with extreme (âution in
patients with a pior history of ulcer disease or gasùcintestinal
Heeding.Most spontàneous reports offatal Gl eræns are in d6
erÿ or debilitated patienB and therefore special care should be
taken in ùeating this population.For high risk patienti ahernate
therapies that do not involve NSAIDs shor.rld be comidered

Studies have showr that patients whh a pilot histoty of peptic
ulcer diseose ond/ot gastrcintestinol bleeding and who use
NSAlOs, have a greater than lGfold higher risk for dweloçing a
Gl bleed than patients with nehher of these risk factors. ln addi-
tion to a past history of ulcer disease, pharnucoepridemiological
studies ha\æ identified soreral other cotherapies or comorbid
conditions that rnay increase the risk for Gl blereding such as:
treatment with oral corticodteroidi treatrnent with anticoagu-
lans, longer duration of NSAID therapy, srmking alcoholisnl
older age. and poor general health status. (See CLINICAL
STUDIES - Safety Studie3)

Serious Skin Rections
Serious skin reactions, including exfoliative dermatitis,

Steræns-Johnson syndrome,and toxk epid«rnal necrolysis, haræ
been reported through postmarketing surveillance in patiens
receiving BEXTRA (see AD\ERSE REACTIONS-Postmarketing
Experience). As thes reactions can be life.threatening, BEXTRA
should be disconünued at thefirst appearaxe ofskin rash orany
other sign of trypersensitivity.

Anaphyladoid Raa«bns
ln postmarketing experiencg cases of hypersemitMÿ reac-

tions (anaphÿlactic reactions and ar€ioederna) harrc been report-
ed in patients receiüng BEXTRA (ree ADVERSE REACflONÿ
Postrnarketing Experience).Thee cases have occurred in patlents
with and without a history of allergic-typ€ reactions to sulfon-
amlCes (see CONTRAINDICATIONS). BEXIRA strould not be gi,æn
10 patients with the aspirin triad.Ihis symptorn complo( typical-
ÿ occurs in asthryEtic patients who experience rhinitis with or
without nasâl polyps, or who exhibit se\rere, potentially fatâl
bronchospasm after taking asphin or other NSAIDs (see CON-
TRAINDICATIONS and PRECAUTIONS-Preexisting Asthma).
Ernergency help should be sought in cases where an anaphylac-
toid reaction occurr

Advanced Renal Discasc
No information is available regarding the safe use of EEXTRA
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Saîety Stuü wlth Suprothcraputk Dose; Scheduled upper
Gl endoscopic evaluations were performed in a randomizeà G
month studyof I217 patientswith OA and RA comparing valde-
coxib 20 mg 8lD (,O mg daily) and 40 mg BID (80 mg daiÿ) (l to
I times the recommended therapeutic dose) to naproxàn 500
mg BID (Study 5).This srudy also formalÿ assessed renal events
as a primary outcome with supratherapeutic doses of BEXTRA.
The renal endpoint was defined as any of the following:
new/increase in ederna, nedincrease in congestive heart fail-
ure,increase in blood pressure (BP;>20 mm Hg systoliq >10 mm
Hg dialolic), new/increase in 8P treatrnent, new/increase in
diuretic therapy, creatinine increase o,/er 30% (or >1.2 mÿdl if
baseline <0.9 mg/dl),8UN increase owr 20096 or >50 mÿdL
24-hr urinary protein in«ease to >500 mg (if baseline Gl5ô mq
or >750 if baseline I 5 1 -300 or >t 0OO if baseline 301 -500), seruri
potassium increase to >6 mEq[ or serum sodium decrease to
<'130 mEq/l-

Figure 2 sumrnarizes the incidence rates of gastroduodenal
ulcers and renal erænts that $ære seen in Study s.BEXIRA 40 mg
daiÿ and 80 mg daily were associatÉd with a statistically signifi-
cânt lower incldence of endoscopi< gastroduodenal ulcers otrer
the study period compared to naproxen.The incidence of renal
e\ænts was significantly different between the BEXTRA B0 mq
daily group and naproran.The clinical relevance of renal eraent-s
observed with supratherapeutic doses (4 to 8 tirnes the recorn-.
mended therapeutic dose) of EEXTRA is not kno/n (see pRE-

CAUïIONS - Renal Effects).

Flgure 2
lncidence of Endoscopic Gastroduodenal Ulcers and

Renal Events in rhe Highdos€ Safety Study
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lhe steadystate pnarmacol«netr palameters ot vâloecoxlo ln
h€althy male subjects are sho$r'n in Table 1.

Table 1

Mean (SD) Steadv 5tàte Pârâmêters

Steâdy State Pharrnâcokinetic Heahhy Male
Subjects

(n=8,20 to 42 yr.)
ParànEters alter Vâldeco(ib
10 rng Once Daily for 14 Da)4

toms of osteôarthritis of the knee or hip in five double-blind,
randomized, controlled tria15 in which 39'18 patients were treat-
ed for 3 to 6 rnonths.BEXTRA was shown to be superior to phce
bo in improvement in three domains of OA symptoms: ('l) the
WONIAC (lvestern Ontario and McMaster Universilies)
osteoafthritis index,a coniposite of pàin, stiffness and functional
measures in OA,(2) the overall patientassessment ofpain,and (3)

the orerall patient global assessment.The Nvo 3-month pivotal
trials in OA generalÿ showed changes statistically signifkantly
different fiom plxebo,and comparable to the naproxen control,
in measures of these domains for the l0 mg/day dose. No addi-
tional benefit was seen with a valde(oxib 2Gmg daily dose.

Rheumatoid Arthritis
BEXTRA dernonstrated significant redu(tion compared to

placebo in the signs and rymptoms of RÀ as measured by the
ACR (American College of Rheumatology) 20 improvement, a
composite defined as both improrærnent of 2096 in the number
oftender and number ofswollenjoins, and a 2096 improvement
in three of the following five: patient global, physiciàn global,
patient pain, patient function assessment,and C-{eactive protein
(CRP). BEXIRA was evaluated for treatment of the signs and

rymptoms of rheumaloid arthritis in four double.blind, randorn-
ized,controlled studies in which 3444 patients were treated for 3

to 6 months.The two 3-month pivotal trials <ompared valdecox-
ib to naproxen and placebo.The results for the ACR20 responses
in these trials are shoarn below (Table 2). Trials of EEXTRA in
rheurnatoid arthritis allo^red concomitant use of corti(osteroids
and/or disease.modirying anti-rheumatic drugs (DMARDs),such

as methotrexàte, gold salts, and hydroxychloroquine. No addi-
tional benefit was seen with a valdecoxib 2Gmg daily dose.

Table 2
ACR20 Response Rate (%) in Rheumatoid Arthritis

Study 1 Srudy 2

' 3ldtonüy d.n.r.ôr v..îrot.., B0 6

ofvaldecoxib compared with placebo and conventional NSAIDs
werc also:ssessed b1, prospectivelyde:igned pooled analy:es of
renal evsnts data (sce definition above-Supratherapeutic
Doses) from five placebc and àctive.controlled I 2-week arthritis
trials that included 995 OA or RA patients given valdecoxib l0
mg daiÿ.The in(idence of renal eryents obserrred in this analFis
with valdecoxib l0 mg daily (3%), ibuprofen 800 mg TlD (7%),

naproxen 500 mg BID (2%)and diclofenac 75 mg 8lD (4%)were
significantÿ higher than placebotreated parients (1%). ln all
treatment groups,the majorityof renal e\r'ents liære eitherdue to
the occunence of edema or worsening 8P
Gætnintatînal Ulcqs ln Higlt-Rlsk futîenls Subcet analyses
were performed of patienB with risk fa«ors (age, concomitant
lo,*dose aspirin use, history of prior ulcer disease) enrolled in
four upper Gl endoscopic studies.Table 3 sumrnarizes the trends
seen.

The correlation between findings of endoscopic studiet and
the incidence ofclinically significant serious upper Gl events has
not been eslablished.
Platclas: ln four clinical studies with young and elderly (>65
years) subjectl single and muhiple doses up to 7 days ofBEXTRA
10 to 40 rr§ BID had no effect on platelet aggregation.

INDICANONS AND USAGE
BEXIRA Tablets are indicated:. For relief of the signs and symptoms of osteoarrhritis and

adult rheurnatoid arthritis.. Forthe treatment ofprimary dysmenonhea.

CONTRAINDICATIONS
BEXTRA should not be gi\æn to patients who have dernon-

strated allergic-type reactions to sulfonamides. BEXTRA Tablets
âre contraindicated in patients with known trypersensitivity to
valdecoxih BEXTRA should not be given to patients who have
experienced asthma, urticaria, or allergic-type reactions aft er tak-
ing aspirin or NSA|Dl Sanere, rarely fatal, anaphÿactic{ike reac-
tions to NSAIDS âre possible in such prtients (see WARNINGS-
Anaphyla(toid Reactions, and PRECAUTIONS-Preexisting
Asthma).

WARTIIINGS
GrstrointGstln.l (Gl) Effe<ts-Rlsk of Gl Ul<cration,
Elccdlng and Ferforation

Serious gastrointestinal toxicity such as bleeding ulceration
and perforation ofthe stomach, small intestine or large intestirc

Risk Factot

Advan<cd RerT al Disca:c
No information is available regarding the safe use of BEXTRA

Tablets in pàtients with advanced kiriney disease. Therefore
treatment with BEXTRA is not recommended in th6e patients.lf
thereFy with BEXTPÂ must be iniriô:ed close monitorhlg of the
patient's kidney funcrion is advisable (see PRECAUIONS-
Renal Eff(rcts).

PrGgnan<y
ln late pregnanry BEXTRA should be aroided because it may

cause prerEture closure of the ductus arteriosus.

PRECAUTIONS
Gencral

EEXTRATablets cannot be expecred to substitute for corticoÿ
leroids or to treat corticosteroid insufficiency.Abrupt discontinu-
ation of corticosteroils may lead to exacerbation of coni(oÿ
teroiil{esponsive illness, Patients on prolonged conicostercid
therapÿ should hâ\E their th€rapy tôpered sloilly if a decision is
rnade to discontinue corticosteroids.

ïhe phannacological activity of valdecoxib in reducing ferær
and inflammation rnay diminish the uriliry of these diagnotic
signs in detecting complications of presumed noninfcrtious
painful conditions.

lhpati( Effê<t5
Borderline elewtions of one or more liver tests may occur in

up to I 5% o{ patienrs tôking NSAlDs" Notable elevations of ALT
or Æï (approximately three or more tirnes the upper limit of
normal) have betn reponed in àpproxirnàtely l% ofpatients in
clinical trials with NSAlDs.These laboratory abnornulities may
progress, may rernâin unchanged, or may remain transient with
continuing theràpy. Rare cases of serære hepatic reactiont
lncluding jaundice and fatal fulminant hepatitis, liver necrosis
and hepatic failure (some with fatal outcome) harre been report-
ed with NSAlDs. ln controlled clini(al trials of valdecoxi[ the
incidence of borderline (defined as 1.2- to 3.Gfold) elevations of
liver tests was 8.096 for valdecoxib and 8.4% for placebo, while
approximately 0.3% of patients taking \aldecoxib and 0.2% of
patients taking placebo, had notable (defined as greàter than 3-
fold) elevations of ALT or AST.

_ A patient with symptoms and/or signs §uggesting liver d)6-
function,or in whom an abnornul liwr test hrs æcurred shoüld
be monitored carefulÿ for evidence of the de\elopment of a
more severe hepatic reaction while on thaapy with BEXIRA.If
clinical signs and rymptoms consistent with li\er disease devel-
op or if sptemic mànifestations occur (e.g., eosinophilia, rash),
EEXTRA should be di«ontinued.

Auqo.rs,) (hr.ng/ml)

Ç.*, (nÿmL)

T*, (hr)

C*(nÿmU
Elimination llalf{ife (hr)

No clinically significànt age oI gender differences were seen

in phannôcokinetic parafireters that would requite dosage
adjustrnents

Efr«aolfopdand Ant*id
EEXTRA ian be taken with or without food Food had no sig-

nificânt effect on either the peak plasrna concenttation (C.à,) or

er.tent o{ aboorption (A|,JC) of valdecoxib when BEXTRA was
taken with a high fat rneâl.The tirne to peak plasma concentta-
tirn (T*,), hor/ve\æt,was dela)red by 1-2 hoursAdministration of
B€XTRA with antàcid (aluminunÿrnagnesium hydroxide) had no
ignificant effect on either the rate o( extent of absorpt'on of
valdecoxih
üstriü{ttlf,t

Plasnâ protein bindirg for valdecoxib i5 about 98ÿo over the
ccrcentration rarpe (21-2384 nÿmLI. Steady state apparent vo['
unre of distrih-rtion (VsÿD of rraldecoxib is apgoxirnàteÿ 86 L

after oral adninistration. Valdeco<ib and its âcti\æ nretabolite
preferentially panition into erythrocytes with a blood to plasma

concentratiofl ratio of about 2.5:'1. Ihis ratio rernâins approxi-
rnatelyconstant with tirn€ and therapeutk blood concentrations.

Maùolimr
ln hununs, valdecoxib undergoes extensive hepatic metabo-

lisn irwoMng both P450 koenzymes (3A4 and 2C9) and non-
P450 dcpendent pathways (i.e., gltruronidation). Concomitant
àdministration of EEXTRA with known CYP 3A4 and 2C9
lnhibitoB (e.g., fluconazole and ketoconazole) can result in
lncreased plasnu exposure o[ valdecoxib (see PRECAUTIONS-
Drug lntera<tbns).

One a«ive rnetabolite of valdecoxib has been identilied in
hunun plasrna at approximately 109ô the concentration of
valdccoxihThis nretàbolite, which is a lest potent COX-2 specific
inhibitor than the parc,rit, also undergoes extensive metabolism
ând constitutes less than 2% of the valde<oxib dose excletad in
the urirr and feces. Due to its lou, concentntion in the s)6temic
ckculâtion, it is not likely to conùibute significantv to the effica
cy pro{ile of BEXïRÀ

&crcdqt
Valdecoxib is eliminated predominantly via h€patic rnetabo-

lisrn with less than 5% of the dose excleted unchanged in the
urine ànd feces.Abour 7096 of the do6e is excreted in the urine as

rnetâbolitet ând about 2096 as vald€<oxib Njluuronide.The
àpparent oral clearance (C[Æ) of valdecoxib is about 6 Uhr.Ïhe
rnean elimination half'life (Trr:) ranges from 8 - I I hourr and
increases with age.

Sp.<hl PopuLtionr
cfrlo/ttk

ln eldedy subjecs (>65 yeats), weight-adjustÉd steady state

dâsryra concentrations (AlJC,nt6,) are about loryo higher than in

)ôung subie<ts. No dose adjustnrnt is needed based on age.

Pcdiadc
EEXTRA has not been investigated in pediatric patients below

I I lreàrs of à9e.

BEXÏRA 10 nE/day

EEXTRA 20 mg/day

Naproxen
500 mg BID

Placebo 32% (70t222l. 32% (71/220)

'p<0.01; " p<0.00'l compàred to placebo

Prlmary Oysrflcnoirhe!
BEXTRA was compared to naproxen sodium 550 mg in two

placebo<ontrolled studies of uomen with moderale to serære
prin»ry dysmenorrhea. The onset of ânalgesia was within 60
minutes for EEXTRA 20 mg.The onset, rnagnitude, and duration
of analgesic effect with BEXTRA 20 mg were comparable to
naprorcn sodium 550 mg.

Safety Stud'lcr
Gostrcÿntettlndl (Gl) Endoscqy Studics üth râarupeutic
Doscs: kheduled upper Gl endo«opic evaluations r,Ere per-
formed with SEXTRA at doses of l0 and 20 ng daiÿ in oær 800
OA patients who were enrolled into two rândomized 3-rnonth
studies using active compàrators ànd placebo controls (Study 3
and Study 4).These studies enrolled patients frÉ€ of endoscopic
ulcers at baseline and compared rates of endoscopk ulcers,
defined as arry gastroduodeml ulcer seen endoscopicalÿ prwid-
ed it was of'unequivocal depth'and at least 3 mm in diameter.

ln both studiei EEXTRA l0 mg dailywas associated with a stà.
tistically significânt loarer incidence of endo«opic gastroduode-
nal ulcers over the study period compared to the active corft.
paràtors. Figure I summarizes the incidence of gastroduodenal
ulcers in Studies 3 and 4 for the dacebo, valdecoxib and active
controlarms.
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RculEfrr<B
Long-termadministrationof NSAIDS hàs resulted in renàl pàp

illàry neûosh ând other renàl inrury Rcn,ll toxlcity has also been
seen in petlents ln whom renàl proltâglândlns haræ a compen-
sto.y role in the rruintenance of renal perfusion. ln these
patients administration of a nonsteroidal anti-inffamrnatory
drug mày côure a dosedependent redwtion in postaglandin
fornution and, serondariÿ in renal blood flol, which may pre-

cpitate otien renàl decompensation. PatienB àt greatest risk of
thls reaction are thosê with impaired renalfunction,heartfailure.
liver dysfunction, those taking diuretics and Angiotensin
Con\rerting tnryme (ACE) inhibitort and the elderly.
tris@ntinuation of NSÀD thenpy is usually bllored by recovery
to the pretreatment state.

Caution should be used when initiating treatment with
&XIRA in patimts with considerable det'ydration.lt is advisable
to rehydrate patients fiRt and then start therapy with BEXTRA
(aution is alsore(omrnended in patients with preexlsting kidney
disease. (SeeWARNINGS-Adwnced Renal Disease.)

,bIll tologi(.lEff.(lr
Anemia is ometimes sæn in pathnts receiving BEXTRÀ

Patients m long-term treatment with BEXTRA should have thek
henroglobin or hernato(rit (hecked if they exhibit any signs rr
;ymptoms of anemla.

BEXTRA does not generally affect datelet countt prothrom-
tin ilme (PT),or activàted partial thromboplastin tirne (APTT),

and does not appear to inhiLrit plateht aggregation at indicated
doeges (see CLINICAL STUDIES- Safu ty Studies-Platelets).

fluH Rctontlon rnd Edcmr
Fluid retention and edema haw been obcerved in some

patients taking BEXTRA (sæ ADVERSE REACflONS). Thereforq
BEXIRA shouH be used with oution in patienB with fluid reten-
tlon, trypertemim, or heart failure.

he«lstlng Asthma
Paüents with asthmà may have asçirin-sorsitiw asthma.The

ure of asçirin ln patients with àspirin-sensith/e asthma has been
assciated with sevete bronchospasrD which can be fatal. Since

ooss leactMty, including brorrhospasnr, between aspirin and
othel nonsteroidal antiinflammatory dnrgs has been reported
in such asÊrirHensiti\æ patientl BEXTRA should not be admin-
irtered to patienB with thisform ofaspirin sensitivityand should
be used wiü (aution in patients with preexisting asthrnà.

lntoiln tbnbt PatLnts
BEXTRA can cause Gl discornfort and, rareÿ more serious Gl

,kle effects whkh rruy result in hosfitalization and enen fatal
olJtconrc. Aln\ough serious Gl tract ulcerations and bleeding
can occur without waming symptomt patienr shotlld be alert
lor the sigm and syÿnptonr of ulcerations and Ueedirg, and
should asl« fot medical advke when obsewing arry indicati\re
lign d syrnplomr Patients strould be apprised of the impor-
tance d this follorv-op (sæ WARN|Ncs-Gastrointestinal (O)

tffeas-Riskof CJ Ulceratim, Bleeding, and Perforation).
Patients should report to their ph)6ician5 signs or symptorns

of gastrcintestinal ulceration or blecding skin tash, weight gain.
br edenu.

Patients should be infomed of the waming signs and symp
r^*. ^f h6Èt^t^ei.in, lô^ hârr<ôâ frtinrro l*hrrru nnrritrr<
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ministràtion of BEXTRA 40 rng BID for 7 da)r.Valdecoxib caused
â statisticâlly significant increase in plasma exposures of R-war-
farin and ÿwarfarin (12% and l5%, respccti\€ÿ), and in the phar-
macodynamic e{fects (prothrombln time, meàsured as INR) of
warfarin.While nrean INR values ÿrcre only slightly increased with
coadministration of valdeco<ib,the day-todây variability in indi-
vidual INR i/alues vÿas incleased Anticoagulant therapy should
be nronhore4 particularÿ during the first fewweek,atter initiat-
ing therapywith BEXTRA in patients re<eiving warfailn or similar
agents.
Fluconamh and Ketocomzole: Ketoconazole and flxonazole
are predominantÿ CYP 344 and 2C9 inhibitors, respectively.
Concomitant single dose administration of valdecoxib 20 nrg
with muhiple do6es of ketoconazole and fluconazole produced
a significant increase in exposure of valdecoxih Plasrna expo-
sure (AUC) to valdecoxib was increased 62% when coadminis-
tered with fluconazole and 38% when coadministered with
ketoconazole.
Gÿburide: Gÿburide is ô CYP 344 substrate. Coadministration
of valdecoxib (10 mg BID for 7 days)with glyburide (5 mg QD or
10 mg BID) did not affect the pharmacokinetics (exposure) of
gÿburide.

Carclnogpnosis, Mut gênesl$ lmpàlrm.nt of Feÿtility
Valdecoxib wàs not carcinoganic in rats given oral doses up to

7.5 nrg/kg/day for males and 15 nlç.ll,gldry Îu temales (equiv-
alentto approximately 2-to 6fold humân exposure at 20 nç QD
as meâsured by the AUC{o.2$rt) or in mice giwn oral doses up to
25 mg/kÿday for males and 50 mg/kg/day for females (equiva-
lent to approximately 0.6 to 2.,|-fold hurnàn exposure at 20 mg
QD as rneasured by the Auqo.2.h,)) for two years.

Valdecoxib was not muùagenic in àn Ames test or a mutation
assayin Chinesehamsterolary(CHO)celllnorwas itclastogenic
in a chronnsome ab€rration assaÿ in CHO cells or in an ln vivo
micronucleus test in rat bone mano!\,.

Valdecoxib did not impair rnôle ,at fertility at oral doses up to
9.0 mÿkÿday (equivalent to approxinutely 3- to Gfold human
exposure at 20 mg QD as measured by the AUÇ62a1,,).ln fernale
ratlà de{reôsê in ovulation with increased pre- and post-implarr
tation loss resulted in decreaæd lhe emborcÿfetusês at doses : 2
mg/kg/day (equiwlent to approxirretely 2-fold hunun exposure
at 20 nE QO âs rneasured S the AuÇ0.r.1,,, for valdecoxib). The

effects on fenrale fertility were re\rersible.This effect is expected
with inhibition of prostaglandin rynthesis and is not the result of
ineversible alteration of fennle reproductive functioû

È€gnân(y
Tcrotc8cnic Efrect5.' Pregnancy Gtegory C.

The incidence offetuses with skeletal anomalies such as semi-
bipanite thoEcic \i€rtebra (entra and fused sternebrae was
slightÿ higher in rabbits at an oral dose of40 mg/Tgy'day (equiv-

alent to approximately 72-fold hunun o<posures at 20 mg QO as

measured by the Auq..lrh,) throughout organogenesis.
valdecoxibwas not teratogeni( in rabbis uptoan oral dose of 10

rg/kÿday (equivalent to approxinuteÿ &fold human expo
sures at 20 mg QD as measured by the AUÇoz.r,oI

Valdecoxib was not teratogenic in rats up to an oral dose of
10 rng/kÿday (equivalent to apfroxirnately l9-fold human
exposure at 20 mg QD as measured by the AuqG24\,r.Ïhere are

BEXTRA@
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human milk Because many drugs ate excreted in human millc
and because of the potential fol adverse reactions in nursi;;
infans from BEXTRÀa dccision should be maae whether to Jisl
continue nurslng or to dis<ontinue the druq takinq lnto aà un1
the importance oflhe drug to the motner anA tneimportance ôi
nuning to the lnfant
Frdlatrk Usr

Safuty and effe«iveness of BEXTRA in pediatric Datients
belorr the age of 18 years haræ not been erælüated.

Gcrlatrk llsc
_ 

Of the patients who receired BEXTRA in arthritis clinical trials
of three nnnths duration. o( greater, approximateÿ ZtOO werà
65 pars of age or older, including 570 pâtients uitro ,irære ii
1æars or older. No overall differences in effectireness werà
obser\æd bet\â,een these patients and ),ounger patiefts

ADVERSE REACTIONS
of the patients treated with BEXTRA Tables in controlled

arthritis trialt2665 ÿvere patienrs with OAand 26&lwere oatienii
with RA. More than 4000 patients have received a chronic mtai
daily dose of BEXIRA l0 rng or mo{e. More than 2gOO Datienrs
hô\,e re(ei\æd BEXIRA l0 mg/day. or morq for at least 6'nrcnths
and 988 of these haw receircd BEXTRA for at least I year,

Ostcoarthiltls ànd Rhcumrtold Arthrhlr
Table 4 lisrs all adrærse erænt1 regardless of causaliw, thar

occurred in >2.096 of patients receiving BEffRA lô anJ
20 mÿdayin studiesof three monthsor longlrfrom 7 controlled
studies (onducred in patienB with OA oiRA that included a
placebo and/or a positive control group.

ln these placebo and a<tive<ontrolled clinical tria15, the dis_
continuation ràte due to advere erænts was 7.5% for aûhritis
patients receiving valdecoxib l0 m9 daily, 7.996 for arthritis
patients receiüng valderoxib 20 mg daily aâd 6.0% for patienti
receiüng placebo.

ln the eeven controlled OA and RA studies, the followim
adveræ evenrs occurred in 0.1 -1.996 of patients treated whÉ
BEXIRA I0 - 20 mg daily,regardless ofcausaliry.

Appltcodorr sttc diordcrs: Cellulitis, dermatitis coniad
Cædiovascular: Aggrâvated hypertenson, aneurysrn, anoina
pectorit arrhythmia, cardionryopathy, congesti\€ heart faiiure,
co.onary artery disorder, heart murmur, hypotension
Ccntrol, pûphaal neruout systa n: Cerebrovascular disorder,
|rypertonia, hypoesthesia, migraine, neuralgia, neuropathy, pares-
thesia tremor, twitching, vertigo
Endæriæ: Canter
Fem& rcoroduahn: Amenorrhea, dpmenorrhea, leukorrhea,
mastitit menstrual disorder, menorrhagia, menstrual bloatlng,
vaginal henronhage
Go6,trolnt6dnel: Abnornral stoolt constipation, dirærticulo,sis,
dry mouth, duodenal ulcer, duodenitil eructation, esoDhaoiri
fecal incontinencg gastric ulcer, gastritis, gastroenteritis, gastio+
sophageal reflu& hematemesit henutochezia, hemoirtroids,
hernonhoids bleeding, hiatal hernia, melenAstomatitis,stool fre.
quency in(reased, tenesmut tooth disorder, vo.nitino
Galrral: Allergy aggravated, allergic reaction, astÈenia, chest
pain, chilk,^cyst NOS, edema generalized face edema, fatigue,
fever, hot flushes, halitosit malaise pain, perlorbital sweliino,

BEXTRA@
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erythematous,rash nuculopapular, nsh psoriabrrn skin drv. skin
lïpenrophy, skin ulcention, sraæating increased, urticaria 'sæckl *nscs: Tàste penr'erslon

!.ly,y 2ltt*rt Albr.rmtnurta, cystitts, dysudâ, hemaruria, mic-rurnon req-uency increase(, pyurla, urinary incmtinmce, uti_nary tràct infectlon
Vosculac Claudlcation lntermlment, henungloma acquired,raricose vein
Wia:- Blurred vision, càtaract, conjunctival hemorrhaoe- com
,uocuvtttt e)re pain, keatitis. üsion abnormal
white @il atü RES dlsq*rs: Eoslnophilh, leukoDenia. leukocv-
tosir lymphadenopâ ttry, tymphangirii ÿ;ôhoË
Other seriotrs adverse e\ænts that were reportd rarely (estirnat-
9d 10_.r%) in ctinkat viatl resardÈss ; ;;'rüiiü il-Tliil,iü irlÏi_
ing BTXIRA
A,ttonon k naruous sysbn disoden: llypertensive enceptp-
lopattry, vasospàsm
Cordlovasculoc Abnorn»l ECGaortic stenosb, atrial fihillâtim_
caroilo stenosit (oto-nary thrombosi, hean block heart valveorsordert mitral insufliciency, nryocardial infarction. mvocaàial
rs(nemta, pericarditit syncope, thrombophlet*tlf unsta,ble angi-
na, rrentricular fibrillation
Ccntrol, pcripherol ncrwus systcrn: Convulsions
Én<ræilm: Hyperparathyroidism
kmdc,rcerducttnc Cérvkal dpplasia
G,4§,trcintc,,ünal: Apændicitif câitis with bleedincr. dvsohaoia-
:f f:9:-1r pu,fo.."rioo gasûointesrinat Obeaing iËui intest;
at oosrrucuon, peritonitis
llernJc Lym.phonra{ike disorder, pancytopenia
Livcr ond biliorÿ s4rn: Cholelh'hiasi;
Maabolk: Dehydration

pathological fracture osteorn/elitisynpt.y Eenlgn brain neoplasm, bladder cariinoma, carcino
ma, gàstnc carcinoma, prolàte carcinorna, pulnrcnary carcinornaPlqal:ts (.btecdîng' or clottintg)i E-ilb.il;*';ffi;;;
embolism, thrombosis

Manic reaction, psrchosis
n rror.. Acute renal failure '
Re§stotrcc ttlr<hotrtstn dtsuders: *yis
R.spitot!.y: Apnea, pleunl effi.rsion, pulmonarv edema_ DUI-

3::y.-iy,9:ilpg,monary infarction, putnrcnary hemoriràse,
respratory insutticiency
skin.. Basal cell carcinoma, nulignant melanonu
!!?ary systcm Pyelonephritig renal calculusyrsroli ]tetinal detachrnent
Po3tmarkêtlng ErperÈnce
. The folloling reactions haræ been Uentified durim msrur_
xerrE us€ ot BEXTRAThesereactions haw been drose-n'forinclu-
sion either due to their seriogness reportinq frequencv. àüùe
causàl retationship to eExrRA, or a'cornbi;iid;iiË;jf#;;
uecause these reàctions were reported ræluntarily frorn a moula-
Ilon oi uEertain.size, it is not possible to reliabÿ estinnte'thek
trequency or e$âblish a causal relationship o dnig exposure-
Gar,ral:.1ÿ9er ænsitivity reactions (inctràing à*'pnf".iËËu"
tions and angioedema)
ffin ?4 Eryrherna multiforme, o<foliatiræ der-
malrûs, 5tarens-Johnson wndrom-toxir cnirtarmrt næ,d.- i.
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Patients should be informed of the waming signs and symp­
toms of hepatotoxicity (e.g. nausea, fatigue, lethargy, pruritus, 
jaundice, right upper quadrant tenderness, and flu-like symp­
toms). If thcse occur, patients should be instructed to stop thera· 
py and seek immediate medical attention. 

Patients should also be instructed to seek lmmediate emer· 
gency help in the case of an anaphytactoid reaction (see WARN· 
{NGS-Anaphylactoid Reactions). 

ln late pregnancy, 8EXTRA should be avoided because it may 
cause premature closure ci the ductus arteriosus. 
l.aboratory Tests 

Because serious GI tract ulcerations and bleeding can occur 
without warning symptoms, physicians should monitor for signs 
and symptoms ci GI bleeding. 
Drug Interactions 

The drug interaction studies with valdecoxib were performed 
both with valdecoxib and a rapidly hydrolyzed intravenous pro­
drug fonn. The results /rom trials using the intravenous prodrug 
are reported in this section as they relate to the role ci valdecox· 
ib in drug interactions. 
�llffOI: ln humans, valdecoxib metabolism is predominantly 
mediated via CYP 3A4 and 2(9 with glucuronidation being a 
further (20%) route of rnetabolism. ln vitro studies indicate that 
valdecoxib is a moderate inhibitor of CYP 2C 19 (ICSO = 6 µg/mL), 
and a weak inhibitor of both 3A4 (IC50 = 44 µg/mL) and 2C9 
(IC50 = 1 3 µg/ml.). ln view of the limitations of in vitro studies 
and the high valdecoxib IC50 values, the potential for such 
metabolic inhibitory effects in vivo at therapeutic doses of 
valdecoxib is low. 
Aspirln: Concomitant administration ci aspirin with valdecoxib 
may result in an increased risk ci GI ulceration and complications 
compared to valdecoxib alone. Because ci ils lack of anti-platelet 
effect valdecoxib is not a substitute for aspirin for cardiovascular 
prophylaxis. 

ln a parallel group drug interaction study comparing the intra· 
venous prodrug form of valdecoxib at 40 mg BIO (n= 10) vs place­
bo (n=9), valdecoxib had no effect on in vitro aspirin-mediated 
inhibition of arachidonate- or collagen-stimulated platelet 
aggregation. 
IMthotmcatt: Valdecoxib 1 O mg BIO did not show a significant 
effect on the plasma exposure or renal clearance of rnethotrexate. 
ACE-inhibitors: Reports suggest that NSAIDs may diminish the 
antihypertensive effect of ACE-inhibitors. This interaction should 
be given consideration in patients taking BEXTRA concomitantly 
with ACE-inhibitors. 
Fu�tk: Clinical studies. as well as post-marketing observa­
tions, have shown that NSAIDs can reduce the natriuretic effect 
of furosemide and thiazides in some patients. This responsi: has 
been attributed to inhibition of renal prostaglandin synthesis. 
Anticonvulsants: Anticonvulsant drug interaction studies with 
valdecoxib have not been conducted. As with other drugs, 
routine monitoring should be performed when therapy with 
BEXTRA is either initiated or discontinued in patients on anticon• 
vulsant therapy. 
DrxtrolMthorphan: Oextromethorphan ls primarily rnetabo­
lized by CYP 206 and to a lesser extent by 3A4. Coadministration 
with valdecoxib (40 mg BIO for 7 days) resulted in a significant 
increase in dextromethorphan plasma levels suggesting that, at 
these doses, valdecoxib is a weak inhibitor of 206. Dextro­
rnethorphan plasma concentrations in the presence of high 
doses of valdecoxib were almost 5-fold lower than those seen in 
CYP 206 poor metabolizers. 
Lithium: Valdecoxib 40 mg BIO for 7 days produced signifKant 
decreases in lithium serum clearance (25%) and renal clearance 
(30%) with a 34% higher serum exposure compared to lithium 
alone. Lithium serum concentrations should be monitored close­
ly when initiating or changing therapy with BEXTRA in patients 
receiving lithium. Lithium carbonate (450 mg BIO for 7 days) had 
no effect on valdecoxib pharmacokinetics. 
Warfarln: The effuct ci valdecoxib on the anticoagulant effect of 
warfarin (1 - 8 mg/day) was studied in healthy subjects by coad· 
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exposure at 20 mg QO as rneasured by the AU�o.1.u,,)). There are 
no studies in pregnant women. However, valdecoxib crosses the 
placenta in rats and rabbits. BEXTRA should be used du ring preg­
nancy only if the potential benefit justifies the potential risk to 
the fetus. 
Non-terotogmlc Eff«ts: Valdecoxib caused increased pre-and 
post-implantation loss with reduced live fetuses at oral doses 
:a: 10 mg/kg/day (equivalent to approximately 1 <Uold human 
exposure at 20 mg QO as measured by the AU'10-i-lh,)l in rats and 
an oral dose of 40 mg/kg/day (equivalent to approximately 
72-fold human exposure at 20 mg QD as measured by the 
AU�0.241,,1) in rabbits throughout organogenesis. ln addition, 
reduced neonatal survival and decreased neonatal body weight 
when rats were treated with valdecoxib at oral doses :a:6 
mg/kg/day (equivalent to approximately 7-fold human exposure 
at 20 mg QO as meas.ured by the AUC(o.i-lhrV throughout organo­
genesis and lactation period. No studies have been conducted to
evaluate the effect of valdecoxib on the closure of the ductus 
arteriosus in humans. Therefore, as with other drugs known to 
inhibit prostaglandin synthesis, use of BEXTRA during the third 
trimester of pregnancy should be avoided. 
l.abor and Delivery 

Valdecoxib produced no evidence of delayed labor or parturi­
tion at oral doses up to 10 mg/kg/day in rats (equivalent to 
approximately l�fold human exposure at 20 mg QD as meas• 
ured by the AU�o.2-lh,)).The effects of BEXTRA on labor and deliv­
ery in pregnant women are unknown. 
Nurslng Mothers 

Valdecoxib and its active metabolite are excreted in the milk 
of lactating rats. lt is not known whether this drug is excreted in 
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penpheral pa,n ,ng, matitis. Stevens-Joh nson ;y-;;-d;�··- ···-:··--- ·-·-
H<toring and vestibulor: Ear abn0rmality, earache, tinnitus OVERD0SAGE 

me, tox,c epidermal necrol}'lis 
Hea'! rate and_ rhythm: Bradycardia, palpitation, tachycardia Symptoms following acute NS lfftmJC: Anem,a ed �o lethargy, drOWsiness, nausea

A� �rdoses are usua/ly /ùnit-LivB and blliary system: Hepatic function abnormal hepatitis wh
t
· 1c

1

h
b
are general/y re"ers,·ble u,1·h 

om,ting,and epigast"'""'i·n ALT increased, AST increased ' ' s ma I ed 
" �• su ·�"" • e ing can CKcur. Hy . PPDrtive care. Gastrointe-Ma/e rep�uctive: Impotence, prostatic disorder ra tory depression and coma �

ens,on, acute renal failure, respi-Meta_bol1c and n�rltlona/: Alkaline phosphata se increased . An�p/iyfactoid reactions hav bee
occur, but are rare. BUN 1ncreased'. 

CPK 1ncreased, creatinine increased, diabetes me1: mgest10n of NSAIDs. and ma e n reportedWith thera utic htus, glycosuna, gout, hypercholesterolemia, hyperglyce . Patients should be ma 
Y occur folloWing an overdos pe hyperkale�ia, hyi;>erlipemia, hyperuricemia, hypocalce;i'!• care following  an NSAIO

n
��b<;symptomaticandsup�rtive hypokalerma, LDH mcreased, thirst increased, weight decrease' dotes. Hemodialysis remr.-d 'onose. There are no specific ant� we1ght mcrease, xerophthalmia · valdecox,b � h 

· · ~•" ly about 2"' of 
Stage renal d'c:>m t e systemic circulat/0· n _,8

10 • admin_ istered Musculosbletal: �rthralgia, fracture accidentai, neck stiffnes 1se '" pane osteoporos1s, synov1t1s, tendonitis s, bi d" ( 
ase and• based on its d nts Mth end-

Neo-' B F n 
m
d
g _>98%), dialysis is unlikely 

eg
be

ree of plasma protein ,,.asm: reast neoplasm, lipoma, malignant ovarian cyst orce d1ures/s, alkalinization of u . 
to usefu/ in overdose Platelets (bleeding or clottlng): Ecchymosis epistaxis may not be useful due 10 hi"gh "'ote',!n

nebi, _or
d

_hellloperfusion also· 
hematoma NOS, thrombocytopenia ' ' "' 
Psychia�lc: Anore�ia, anxiety, appetite increased, confusion, 

DOSAGE AND ADMINISTRATION 
n mg. 

d�press10�, depress1on aggravated, insomnia, nervousness. mor-
Osteoarthritis and Adult Rfreum 

bid dream,ng, somnolence . The recommended dose of 8c��ld 
Arthrltis 

R • t h I dl s,gns and 5"""'Ptoms of arthn·t· 
':"' ""Tablets for "'e rel1'ef~'the es,s '!nce _m« on sm �orders: Herpes simplex, herpes 

,,,. "' ut 

�o�ter, 1nfect1on fun?lal, 1n�e.ct,on soft tissue, infection viral monil- Primary Dysmenorrhea 
15 ,s JO mg once daily. 

1as1s, mornhas,s gerntal, ot1t1s media ' 
. The recommended dose of 8 Resplratory: Abnormal breath sounds, bronchitis, bron-

pmnary dysmenorrhea is 20 mg �
A Tablets for treatment of c�spasm, coughmg,_dysp�ea: emphysema, laryngitis, pneumo- HOW SUPPLIEO 

ce da1ly,as needed 
rna, pharyng1t1s, pleunsy, rhm1t1s BEXTRA T; bl Skin and appendages: Ac_ ne_ •• alopecia, dermatitis, dermat,·i,·s shaped d 

a ets lO mg are white fil 
fun al c h t 1 

• ebossed "I O" on one sid 
' m-<:oated, and capsu/e-g , e zema, P o osens1t1v1ty a lergic reaction, pruritus, rash on the other, supplied as: 

e With a four pointed starshape

Table4 
NOCNumber 
0025-1975-31 
0025-1975-51 
0025-1 975-34 

Slze 

Adverse Events with Incidence û.0% in Valdecoxib Treatment Groups: 
Controlled Arthritis Trials ofThree Months or Longer 

(Total Daily Dose) 

Valdecoxlb Diclofenac 

Adverse Event Placebo 10mg 20mg 150mg 
Number Treated 973 1214 1358 711 

Autonomie Nervous System Disarders 
Hypertension 0.6 1.6 2.1 2.5 
Body as a Whole 
Back pain 1.6 1.6 2.7 2.8 
Edema peripheral 0.7 2.4 3.0 3.2 
lnf luenza-like symptoms 2.2 2.0 2.2 3.1 
lnjury accidentai 2.8 4.0 3.7 3.9 
Central and l'Rripheral Nervous System Disarders 
Dizziness 2.1 2.6 2.7 4.2 
Headache 7.1 4.8 8.5 6.6 
Gastrointestinal System Disorders 
Abdominal fullness 2.0 2.1 1.9 3.0 
Abdominal pain 6.3 7.0 8.2 17.0 
Diarrhea 4.2 5.4 6.0 10.8 
Dyspepsia 6.3 7.9 8.7 13.4 
Flatulence 4.1 2.9 3.5 3.1 
Nausea 5.9 7.0 6.3 a4 
Musculoskeletal System Disarders 
Myalgia 1.6 2.0 1.9 2.4 
Respiratory System Disartlers 
Sinusitis 2.2 2.6 1.8 1.1 
Upper respiratory tract infection 6.0 6.7 5.7 6.3 
Skin and Appendages Disarders 
Rash 1.0 1.4 2.1 1.S 

lbuprofen Naproxen 
2400mg 1000mg 

207 766 

2.4 1.7 

1.4 1.0 
2.9 2.1 
2.9 2.0 
3.9 3.0 

3.4 2.7 

4.3 5.5 

2.9 25 
a2 10.1 
3.9 4.7 
15.0 12.9 
7.7 5.4 
7.7 R7 

2.4 1.4 

3.4 3.4 
4.3 6.4 

0.5 1.4 

Bottle ci 100 
Bott1eof5oo 
Carton ci 1 oo BEXTRA Tablets 20 ar . unit dose 

shaped, debossed •20· 
mg e wt11te, filrn-coat"" and 1 h on one skie With , çu, capsu e-on t e other; supplied as: a ,ou, PDinted star shape 

NDCNumber 
0025-1980-31 Slze 
0025-1980-51 Bottle ci 100 
0025-1980-34 Bottle ci 500 

Carton ci 100 unit dose Store at 25"C (77"FJ;excursions . [See USP Contro/led Room Ti 
perrmtted to 15-30"( (S9-86'F) 
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