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DESCRIPTION
VIOXX* irofecoxdb) s described chemically as 4-[4-{mathyls:
foryllphenyl]-3-phenyl-2{5H-furanone. It has the fallowing chemical

structure:
A
3 L0

we Y

Rofacoxib s 8 white to off-whits to fight yellow powder. it is sparingly
solubla in acatone, slightly soluble in anol and isopropyt acetsts,
vary slightly soluble in ethanol, practically insolubl octanol, and
insolubla in water, Tha empirical formuta for rofecoxib is Cy;H04S, and
the molacular sag_a is 314.36.

Each tablet of VIOXX for oral administration contains either 12.5my
25mg, or S0mg of rofacoxib and the following inactive ingredient
croscarmellosa sodium, hydroxypropyl cellulose, lactoss, magnasium
stearate, microcrystaline cellulose, and yellow farric oxide. The 50mg
tablats also contein red ferric oxide.

Each 5 mL of the oral suspansion contains either 125 or 25mg of
rofacoxib and the wing inactive Eﬁ. nts: citric  acid
{monotydrate}, sodium citrate (dihydrate}, so solution, strawbarry
flavor, xanthan gum, and purified water. Added as presarvatives are
sodfum 0.13% and sodium 0.02%.

CLINICAL PHARMACOLOGY
Machanism of Action

VIOXX is a nonsteroidal anti-inflammatory drug {NSAI
anti-inflammatory, anslgesic, and antipyretic activites in animal models.
The mechanism of action of VIOXX is believed to ba due to inhibition of
prostaglandin sythesis, via inhibition of cyclooxygenasa-2 {COX-2). At
therapewtic concentrations {n humans, VIDXX does not inhibit the
cyclooxygenase-1 {COX-1) Isoanzyme.
Phamacokinetics
Absomption

The mean oral bi ility of VIOXX at
recommended doses of 12.5, 25, and 50mg Is approximat
arga under the curve {AUC) and peak plasma laval {Cr,,) following a
single 25-mg dose were 3286 (2843) ngehr/mL and 207 (x111) ng/mL,
rmspactively. Both Caw and AUC ara roughly dose proportianal across

the clinicel dose range. At dosas greater than 50mg, thara is a lass than
_.Buoa_s craase in Cnuy and AUC, which is thought to be due to tha
ow solubility of the drug In aqueous media. The plasma

concentration-time profile exhibited multiple peaks. The median time to
maximal concentration (T, s assessed In niha pharmacokinetic
studies, is 2 to 3 hours. Individual Tne valuss in these studias ranged
betwean 2to 9 hours. This may not reflect rate of sbsorption as T Moy
occur as a sacondary pask in some individuals. With multiple dosing,
stoady-stata conditions are reached by Day 4. Tha AUCo.yp and Cn,y 8t
staady state after multiple doses of 25mg rofecoxib was
4018 (1140} ngehr/mL and 321 (+104) ng/ml, respoctivaly, The
accumulation factor besed on geometric means was 1.67.
VIOXX Tablets 12.5mg and 25mg are bicequivalent to VIOXX Oral
i and Z5mg/5 mL, i
Food and Antacid Effects
Food had no significant effact on either tha peak plasma toncantration
{Crud or extent of absarption {AUC) of rofacoxib when VIOXX Tablets
wera takan with a high fat meal. The time to peak plasma concentration
Tmn), however, was detayed by 1 to 2 hours. The faod effact on the
suspansion formulation has not bean studiad. VIOXX tablets cen be
administarad without regard to timing of meals.
There was a 13% and 8% dscrease in AUC whan VIOXX was
* adminlsterad with calelum carbonats amacid and i i
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tochroma P450 plays a minar fole in matabolism of rofecoxib.
Inhibition of CYP 2A activity u« administration of ketoconezole 400my
daily does not b di Hawever, induction of ganaral
hepatic metabalic activity by administration of the non-specific inducer
rifampin 600mg daily produces a S0% decreass In rofecoxib plasma
ions, (Also see Drug it

Excration

Rofacoxib is eliminated pradominantly by hepatic metabolism with
litde {<1%}) unchanged drug recovared in the unine. Following a singla
radiolabeled dose of 125mg, approximately 72% of the dosa was
excreted into tha urine as metabolites and 14% in the feces as
unchanged drug.

Tha plasma clearance aftar 12.5- and 25-mg doses was approximataly
141 and 120 ml/min, respectively. Higher plasma clearance was
observad at dosas below the therapautic range, supgesting tha

VIOXX® {rofecoxib tablets and oral suspension)

laboratery, and functional measures of RA. VIOXX 25 mg once daily and
naproxen 500 mg twice daily showad ganerally similar effacts in the
treatment of RA. A 50-mg dose onca daily of VIOXX was also stus
however, no additional efficacy was seen compared to the 25-mg dose.
Analgasis, including Dysmenorrhea

In " acute snelgesic modals of post-operative dantal pai
post-orthopadic surgical paln, and primary dysmenosthes, VIOXX
reliaved pain that was reted by patients as maderata to severe. The
analgesic effact 19 onset of action) of a singla 50-mg dase of
VIOXX was ganerally simitar to 550 mg of naproxen sedium or 400mg of
ibuprofan. In single-dosa post-oparativa dentel pain studias, the onset of
snalgesia with a singla 50-mg dose of VIOXX occurrad within 45 minutes.
In o multipla-dose study of post-orthopedic surgical ps in which
patiants received VIOXX or placebo for up to § days, 50 mg of VIDXX once
daily was effective in reducing n-:. In this study, patients on VIOXX

ﬂ_amm._nae__wm.n:.uzn route of metabolism non-inesr glimination).  consumed & significanty smaller emount of additional analgesic
g effactiva helf-lifa (based on steady: levels} was ication than patients treatad with placebo {1.5 versus 2.5 doses w”_.

17 hours. dey of additianal analgesic medication for VIOXX and placebo,

Spacial Populations respactivelyl.

Gender Spacial Studies

The pharmacokinetics of rofecoxib are comparabla In men and
woman.
Geriatric

After a single dose of 25mg VIOXX in elderly subjacts lover 65 yaars
old) a 34% incresse in AUC was abserved 8s comparad to the young
subjects. com-mw adjustment in the elderly Is not necessary; however,
therapy with VIOXX shauld ba initiated at the lowest racammended dose.
Pediatric

VIOXX has nat baen investigated in patients below 18 years of age.
Racs

Meta-analysis of pharmacoldnetic studies has sugpestad a slightly
{10-15%) higher AUC of rofacoxib in Blacks and Hispanics as compared
to Caucasians. No dosage adjustment is nacessary on the basis of race.
xwm ic Insufficisncy

-dose pharmacokinetic study in mild {Child-Pugh score <6)

hepatic insufficiancy patients indicated that rofacaxib AUC was similar
between these patients and heafthy subjects. A pharmacokinetic study
in patients with modarate {Child-Pugh score u.% hapatic insufficiency
icated that mean rofecoxib plasma concantrations were higher (mean
AUC: 55%; maan Cr,,: 53%) relative to healthy subjects. Patients with
severe hepatic insufficiancy have not been studied.
Renal Insufficiancy

In a study {N=6} of patients with end stage renal ing
dialysis, peak roteconb plasma levels and AUC declinad 18% and 8%,
respactively, when dialysis occurred four hours after dasing. When
dislysis occurred 48 hours efter dosing, the tion profile of
rofacoxib was unchanged. Whila ranal insufficiency does nat influence

Tha following specia! studies were conducted to evaluate the
comparative safaty of VIOXX.
VIOXX 61 Ciinical Outcomas Research (VIGOR Study)
Study Deslgn

The VIGOR study was designed to evaluate the comparative Gl safaty
of VIOXX 50 5w>u=3 daily m—s;nn the highast dose recommanded for
chronic usa in OA and RA) varsus naproxen 500 mg twice nu_._w {common
therapeutic dose). The general safety and telerability of VIOXX S0 mg
once daily versus naproxan 500 mg twice daily was elso studied. VIGOR
was a randemized, double-blind study {median duratian of § manths) in
8076 patignts with rheumateid arthritis {RA) raquining chronic NSAID
therapy (mean age 58 yoarsl. Patiants wera not permitted to use
concomitant aspil othar antipletelat drugs. Patients with a racent
history of myocardiel infarction or stroke and patients deemed to require
low-dose aspirin for cardiovasculsr prophylaxis wera to be excluded
from the study. Ffty-six percent of patients used concomitant oral
corticosteroids. The Gl safety endpoints (confimed by a blinded
w._w_&nwao: committaa) includad:

UBs-symptomatic ulesrs, upper Gl parforation, obstruction, major or

minor upper Gl blaeding.

Complicatad PUBs (a subsat of PUBs)-uppar G| parfaration,
obstruction or mejor upper 61 bleeding.
Study Resuits
Gastrointestinal Safaty in VIGOR

The VIGOR study showed a significant raduction in the risk of
davalopmant of PUBSs, including complicated PUBs in patients taking
VIOXX compared to naproxsn (sea Table 1},

the pharmacakinatics of rofecoxib, use of VIOXX in advanced renal Table 1
disensa is not recommanded. {Sea WARNINGS, Advanced Renaf VIGOR-Summary of Patlents with Gaxtrolntestinal Safety Events’
Disease) i COMPARISON T0 NAPROXEN
Drug (Alse sae P . Drug } ViOXXsomg  Waprexen R
Genaral ) } . dally 1000 rap dally
In human studies the potential fur rofecoxib to inhibit or induce {NeQ4TR (N=AD2SR

CYP 3A4 activity was investigated in studies using the intravanaus
erythromycin bresth test and the oral midazolam test No significant
differance in arythromycin demsthylation was obsarved with rofecoxib
(75 mg daily) compared to placebo, indicating no induction of hepatic
CYP 3A4. A 30% reduction of the AUC of midazolam was observed with

9 y
pass matabollsm through induction of intestinal CYP 344 by rofecoxib. in
vitro studies in rat hapatocytes also suggest that rafacaxib might be a
mild inducer for CYP 3A4,

Drug interaction studies with the recommended doses of rofacaxib
have identified potenti w significant intaractions with rifampin,
theophylline, and warfarin, Patients receiving thesa agents with VIOXX
should ba appropristaly monitored. Drug interaction studies do not
support the potential for mportant interactions betwean
antacids or cimatidine with rofecaxib, Similar to experience with other
nonsteroidal snti-inflammatory drugs (NSAIDs}, studias with rofecoxib
u:mnma.a_n potential for Interaction with ACE intibitors. The effects of
10

 (Cumuletive compn
Rate]  nagroxe

&1 Sataty Endpointy

PuBs
Complieatad PUBE

d by an independ
randamized, Jn=Patients with

*p-value <0.005 far relative risk compared te naproxen

The tisk reduction for PUBs snd complicated PUBs for VIOXX
compared to naproxen (approximately 50%) was maintainad in patients
with or without the foll n§=m_._mx factars for developing a PUB {Kaplan-
Meier cumulative rate of PUBs at approximetely 10 ¥% months, VIOXX
versus naproxen, respactivaly): with a prior PUB (5.12, 11.47}; without &
priar PUB {1.54, 3.27); agae 65 or older {2.83, 6.43); or younger than 65 years

of age {1.48, 301). A similar risk reduction for PUBs and complicsted
oo o (e b tics andar oS o PUBS (approxmately SOX) was also maintained in patients with of
digoxin have been studiad # vivo and cf without I usa.

hava not been found.

CLINICAL STUDIES
Ostaoarthritis (0A)
VIOXX has demonstrated significant raduction in joint pain compared
to placebo. VIOXX was avaluated for the treatmant of the signs and
ptoms of OA of the knee and hip in placebo- and active-contralled
ical trals of 6 0 86 weeks duration that enrolled approximataly
3300 patiants. In patients with OA, treatment with VIOXX 125mg and
25mg once daily resulted in improvement in patient and physician global
assessments and in the WOMAC {Wastam Ontario and McMaster

questionnaire, including pain, stiffnass, and

antacid to elderly subjects, Thara was an i €%
decreasa in Cay of rofacoxdb with either antacid.
Distribution

Rofacoxib is approximatsly 87% bound to human plasma protgin over
the ranga of concentrations of 0.05 to 25 mcg/mL The apparant voluma
of distribution et steady state (V) is approximately 91 L following &
12.5-mg dosa and 86 L following a 25-mg dose.

Rofecoxib has been shown to cross the placenta in rats and rabbits,
and the blood-brain barrier In rats,

Metabolism

Matabolism of rofacoxib is primaiily mediated through reduction by
eytosolic enzymas, The principal metabolic products are the cis-dihydro
and trans-dihydro derivatives of rafecaxib, which acceunt for nearly 56%
of racoverad radioactivity in the urine, An additional 8.8% of the dose

th of the hy derivative, a product of
oxidative metabolism, Tha biotransfurmation of rofecoxib and this

Al righta rassrvad

functional massuras of OA. In six studies of pain accompanying OA flara,
VIOXX provided a significant raduction in pain at the first determination

studies, once daily traatmant In the morning with VIOXX 125 and 25mg
was associated with 8 significant reductior stiftness upon first
wwakening in the moming. At doses of 12.5 and 25mg, the effectiveness
of VIDXX was shown to ba comparable to ibuprofen 800mg TID snd
diclafenac 50mg TID for treatment of the signs and m—S._va:_u of 0A. The
ibuprofen studies wers §-week studias; tha diclofensc studies were
12-month st in which patients could raceiva additional arthritis
madication during the last § months.

Rheumataid Arthritis (RA}

VIOXX has demonstrated significant reduction of joint tandarness/pain
and joint swelling compared to placebo. VIOXX was evaluated for the
traatmant of the signs and symptoms of RA in two 12-wack placsbo- snd
sl tals that enrolled o totsl of approximately
2,000 patients, VIDXX was shown to be superior to ba an slt grimary
endpoints {number of tander joints, number of swollen joints, patient and
physician globel sssessments of diseasa activity). In addition, VI0XX
was shown 1o ba m__ha:.o— 0 placabo using tha Amarican College of
Rheumatology 20% (ACR20) Responder Indax, a composita of clinical,

¥ or

Other Salsty Findings: Cardiovascular Safety
The VIGOR study showed a
cardiovascular thrombotic events in patients treated with VI0XX 50 mg
ance daily as compared to patients treated with naproxen 500 mg twice
daily {see Table 2). Thi i

cardiovascular evants {canfirmed by a
included: sudden death, myocardial infarction, unstsble angina,
Ischemic stroke, transient ischemic attack and peripharal vanous and
arterial thrombosas.

. Tahla 2
VIGOR-Summary of Palients with Serious Cardlovascular
Thrombotic >__<n=-._mm.==n_ Over Time

Pationts.
Randomized AMonths? & Manths? 10% Manths®

Total number of
onts ” Ed 4

Cumulstive Rate'  0.46%  DS2% 181%°

VIOXKSOmg  4M7

Tatal number of
Niptoxen g ovents 5 15 18

00 mg
Cumulntive Rate’  0.23% 043% 0560%
1Canfirmad by blinda lication cammities, INumbar of patignis remaining after
4 months ware 3405 and 3335 far VIOXX snd napraxen respectively, 'Number of
palignts ramaining aftar 8 manths ware 2806 and 278 for VIOXX aad naproxan
raspectivaly, *Numbar of patignLs remmining wera 531 end 514 far VIOXX and
Aaproxen respectivaly.
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Table 3
VIGOR-Sesious Cardlovascular
Adverss Evants!
VIOX(Sarg  Naproxen 000 mg

047 [
n? n
Any CV thramhotic evant 45 19
n 10
5 4
8re 4
5 2
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For cardiovascular data from 2 long-term placebo-cantrolled studies,
saa PRECAUTIONS, Cardiovascular Effacts,
Upper Endoscopy in Patients with Osteparthritis and Rhsumatoid
Arthritis

The VIGOR study described above compared clinically ralavant
outcemes. Several studies summarized below hava ed scheduled
endoscopic evaluations to essass the occurmence of asymptomatic
uleers in individuat petiants taking VIOXX{ or @ comparative agent. The
rasults of autcomes studies, such as VIGOR, are mare
than the results of endescopy studias {see CLINICAL STUDIES, Spscial
Studias, VIGOR).

Two identical {U.S. and Multinational) endascopy studies in a total of
1516 patients wera conducted to compare the percentage of patients
who doveloped endoscopically detectable gastroduodenal ulcers with
VIOXX 25my daily or 50mg daily, ibuprofen 2400 mg daily, or placebo.
Entry criterip for these studies parmitted enroliment of patients with
active Helicobacter pylori infaction, baselina gastroduodenal arosions,

rior history of an upper gastrointsstinal parforation, uicer, or bleed
?cw_. and/or age 265 years, However, patients recaiving aspirin
fincluding fow-dose espinn for cardiovascular prophylaxis) were not
anrollad in thess studies. Patients who were 50 years of age and older
‘with ostanarthritis and who had no ulcars st basaline were evaluated by
endoscopy aftar weeks §, 12, and 24 of treatment. Tha placebo-trestment
group was discontinued st week 16 by design.

Treatmant with VIOXX 25 mg daily or 5¢mg deily was assoclatad with
a significantly lowar parcentage of patients with endoscopic
gastroduodenal ulcers then treatment with ibuprotan 2400 mg daity. Se
Figuras 1 and 2 for the results of these studies.

Flgure 1
COMPARISON TO IBUPROFEN
Life-Table Rate of
Ulcers 2 3mm** (Intentlon-to-Treat)
. ® U.S. Study
2
3
:
2
s
3
3
6-Week 12:Week** 24-Week
Time by Treatment
XX placabo (N=158)

T Rofecoxlb 25mg  (N=186)
LI Rofocoxlb 50mg  (N=178)
MM Ibuprofen 2400 mg (N=167)
1 <0001 vorsua fbuprofen 2400 mg
** Results al ing ulesr ir
=The primary endpant was the cumulative incidence of gastroduodan
12wesks.

cor

Figure 2
COMPARISON TO IBUPROFEN
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In a similarly dasigned 12-week endoscopy study in RA patients
trested with VIOXX 50 mg once d {twice the highest dose
racommended for chronic use in OA and RA) or naproxan 1000 mg dil
{commean therapautic dasa), treatment with VIOXX was associated with
8 significently lower percentaga of patients with endoscopic
gastroduodenal ulcers than traatment with naproxan.

Sariaus clinical m‘_snu:. upper Gl blaading has been observed in
ﬁaasu re g VIOXX in controlled trials, albeit Infrequently (ses

ARNINGS, Gastrointestinal (GI) EHacts - Risk of GI Ulceration,
Blesding, and Perforation).

Assessment of Fecal Occult Blood Loss in zﬁ:ﬁ Subjects
Qccult facal blood foss associated with VIOXX 25mg daily, VIOXX
u__m_.u;: 2400mg per day, end placebo was evalusted in &

study utilizing >'Cr-tagged red blood cells in 67 heslthy males. After
4 woeks of treatment with VIOXX 25mg or VIOXX 50 mg .u_.._m_m~ the
increase in the smount of fecal blood loss was not statistically significant

comparad with placebo-traated subjects. In contrast, ibuprofen 2400 mg
par day produced a statistically significant increase in focal bloag loss
ared with placabo-trested subjects and VIOXX-treated subjacts.
inical relevance of this finding is unknown.
Platalgts

Multipla doses of VIOXX 125, 25, and up to 375 mp administered daity
upto 12 had na effect on bleeding ime relativa to placebo. Thare
was no inhibition of ex vive srachidonic acid- or collagen-induced
piatelet aggragation with 12.5, 25, and 50 mg of VIOXX

‘Becausa of its lack of platelet effects, VIOXX is not a
substitute for aspirin for cardiovascular prophylaxis. {Sea
PRECAUTIONS, Cardiovascular Effacts.)

INDICATIONS AND USAGE

indicatad:

of the signs and symptoms of asteosrthritis,

For ralief of the signs end symptoms of theumatoid arthritis in adutts.
For the management of acute pain in adults.

For the trestmant of primary dysmenorrhea.

CONTRAINDICATIONS

VIOXX is contraindicated in patients with known hypersensitivity to

rofecoxib or any ather componant of VIOXX.

not ba given to patients who hava experienced asthma,
rgic-typa raactions after taking aspirin or other NSAIDs.
Sevare, rarely fatal, anaphyfactic-like reactians to NSAIOs hava baen
raportad in such patiants (sea WARNINGS, Anaphylactaid Reactions and
PRECAUTIONS, Presxisting Asthma).
WARNINGS
Gastrointestinal (GI) Effects - Risk of GI Ulceration, Blesding, and
Perforation

Seriaus gastrointastinal toxicity such as blaeding, ulceration, and
perforation of the stomach, small intestine or large intesting, can cecur
at any time, with or without waming symptoms, in patiants trasted with

al anti-inflammatory drugs (NSAIDs). Minor upper gastro-
Intastinel problams, such as dyspepsia, ara common and may also oceur
at eny time during NSAID therapy. Therefore, physicians and patients
should remain slert for ulceration and bleeding, evan in the absence of
pravious Gl tract symptoms. Patisnts should he informed about tha signs
and/or symptoms of saricus G toxicity and the staps to take if they occur.
‘The wtifity of periodic laboratory monitoring has not been demonstrated,
nor has it baan adequately assessed, Only one in five patients who
nmﬁ_oﬂm serious upper Gl advarse event on NSAID theragy is sympto-
matic. it has been demonstrated that upper Gl ulcars, gross v_@m&_.ﬁ or
perforation, caused by NSAIDs, appsar to occur in appraximately 1% of
patients traated for 3-6 months, and in abount 2-4% of patients treated for
one year. These trends continua thus, increasing the hood of
daveloping a serious Gf evant at some time during the course of therapy.
Howaver, even short-term therapy is nat without risk.

Atthough the risk of Gl toxicity is not completely aliminated with VIOXX,
the results of the VIDXX Gl outcomes research (VIGOR) study
demonstrate that in patiants treated with VIOXX, the risk of G) toxicity
with VIOXX 50 mg once dsily is significantly less than with naproxan
500 mg twice daily. {See CUNICAL STUDIES, Special Studies, VIGOR.)

NSAIDs should be prescribed with extrame caution in patiants with a
prior histery of ulcer disease or gastrointestinal blaeding. Most
spontangous reports of fatal G events era in elderly or debilitatad
patients and tharafore spacisl care should be taken in treating this
population. To minlmize the potential Hsk for an adverse Gl
event, the lowest effective dose should be used for the
shortest posslble duration. For high. risk patients, alternate
therapias that do notinvolve NSAIDs should be cansiderad.

Pravi ] patiamts with  prior history of paptic
ulcer disease and/or gastrointastinal bleading and who use z%» Ds,
hava a graater than 10-fold higher risk for devaloping a Gi blaed than
patients with neither of thesa nisk factors. In addition to a past history of
ulcer diseasa, pharmacoapidemiclogicsl studies have identified several

Life-Table C Rate of
Utcers > 3Imm** (intention-to-Treat)

Multinational Study
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6-Wook 12-Waek™* 20-Week

Tima by Treatment
TR placata (N=182)

T Rolocoxib 25mg  (N=187)
I Rofacoxit S0mg  {N=162)
I iboprofen 2400 mg (N=187)
t p <0001 varsus ibupr
* Rusuks of anslyss: or endpoint
—The primary eadpoint was tha cumulativa incidenca of gastradund
12wacks,

other co-therapies or ca-morbid conditions that may increase tha risk for
Gl bleading such as: treatment with oral corticosteroids, traatmant with
anticoagulants, longer duration of NSAID therapy, smoking, alcohelism,
older age, and poor ganeral haslth status.
Anaphylactoid Reactions

As with NSAIDs In general, anaphylactoid reactions hava occurrad in
patignts without known prior exposure to VIOXX. In post-marketing

i rara cases of ylacti id reactions and

anpicedema have been reported In patiems receiving VIQXX. VIOXX
should not be *25_ o patients with tha aspirin triad. This symptom
complex typically occurs in asthmatic patiants who exparience rhinitis
with or without nasal polyps, or wha exhibit severe, potentially fatal
bronchospasm aftar taking aspirin _or other NSAIDs (see
CONTRAINDICATIONS and PRECAUTIONS, Presxisting Asthma).
Emergency help should be sought in cases whera an anaphylactoid
resction gccurs.
Advanced Renal Disesse

Treatment with VIOXX is not recommanded in patients with advancad
renal disease. If VIQXX tharapy must be initiated, close monitaring of the
patient's kidney function is advisable {see PRECAUTIONS, Rena!
Effacts).
Pregnancy

In late pregnancy VIOXX should be avoided becausa it may cause
prematute closure of tha ductus arteriosus.
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PRECAUTIONS
Gensral

VIDXX cannot be expectad to substitute for corticostarolds or to traat

Abrupt of
may lead to exacerbation of corticosteroid-responsive illnass. Patients
on prolonged carticosteroid tharapy should have their therapy taperad
u_ui< it a declsion Is made to discontinue corticostaroids.
harmacological activity of VIOXX in raducing inflammation, and

vemnvu fever, may diminish the utility of these diagnostic signs in
detecting infectious of presumad painful

9556412 ___ ——_—_ —_—7_
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Praexisting Asthma

Patients with asthma may have asgirin-sensitive astima. The usa of
aspirin in patients with aspirin-sensitive asthma has bean associatsd
§=. severa bronchospasm which cen be fatal. Since cross reactivity,
ing bronchospasm, between aspirin and other nonsteroidal
ammatory drugs has been reparted in such aspirin-sensitive
patiants, VIOXX should not e administered to patients with this form of
aspirin sensitivity and should be used with caution in patents with
preexisting asthma.

conditions.
Cardiovascular Effects

‘The Information balow should b taken Into consideration and caution
should ba exercised whan VIOXX Is used in patients with a medicel
history of ischemic heart disaase.

In VIGOR, a study in 8076 patiants (mean age 58; VIOXX n=4047,

n-uxm._ ne4028) with a medien duration of exposure of 9 months, the

of devaloping a serious cardiovascular thrombotic event was
u::an.:_% higher In patients treated with VIOXX 50 mp once daily
{n=45} as com) %.B._ to patients traated with naproxan 500 mg twice daity
{n=18). In VIGOR, mortality dua to cardiovascular thrombotic avants (7 vs
8, VIOXX vs ._ww_ xan, respectivaly) was similar bstween the traatment
groups. {See CLINICAL STUDIES, Spacisl Studigs, VIGOR, Other Safaty
Fndings: 7 Safaty) In a placeb lled database
derivad from 2 studies with a total of 2142 eldedy patients (mean age 75;
VIOXX n=1067, placebo n=1075} with a madian duration of expasure of
approximately 14 months, the number of patients with serious
candiovasculsr thrombotic events was 21 vs 35 for patients trasted with
VIOXX 25 mg onca daily versus piacabo, respectvely. In these same
2 placabo-controlled studies, mortality dua to cardiovascular thrombotic
events was 8 vs 3 for VIOXX versus placebe, respectively. The
significance of the cardiovascular findings from these 3 studies (VIGOR
and 2 placebo-contralled studies) is unknown. Prospactive studies
spacifically designed to compare the incidence of serious CV events in
ﬂan:ﬂ taking VIOXX versus NSAID comparators or placebo have not

an performed.

Because of its lack of platslet effects, VIOXX Is not a
suhstitute for aspirin for cardlovascular prophylaxs. Therefore,
in patients taldng VIOXX, antipltelet therspies should not be
discontinued and should be patiants with an
n-_..__sun.__.mhc._ﬂ axfs. {See CLINICAL STUDIES, Spacial Studies,
Plstelats; PRE( I0NS, Drug Interactions, Aspirin.) Prospactive, fong-
term studies on concomitant administration of VIOXX and aspirin
evaluating cardiovascular outcomes have not been conducted.

Auid Retantion, Edema, and Hypartension

Auid retention, adema, and hypertension have been reported in some
w-nna taking VIXXC In clinica trials of VIOXX at daily dosas of 25 mg

n patiants with rhaumetold arthritis the incidence of hypertansion was
wice as high in patients traated with VIOXX as comparad to patients
treatad with naproxen 1000 mg daily. Clinicel trisls with VIOXX at daily
doses of 125 and 25 mg in patients with ostacarthritis hava shown
effects on ransion end edema similar to those observed with
comparstor Ds; thase occurmed with an Increased fraquency with
chronle use of VIOXX ot daily doses of 50 mg. (See ADVERSE
REACTIONS.) VIOXX should be used with cautian, and should be
introduced at the lowast recommanded dose in patients with fuid
retemion, hypertension, or heart faflure,

Renal Effects

Long-term administration of NSAIDs hag resulted in renal papiflary
necrosls and ather renal injury. Ranal toxicity has also besn seen in
patients in whom renal __Eu.u&._a_ﬁ hava a compensatory rola in the

for Patients

Physicians should instruct their patients to raad the patient package
insert before starting therapy with VIOXX and to reraad it each time the
n ia renewed in case any informatian has changed.

VIOXX can cause discomtart and, raraly, more serious sida effacts,
such as gastrointestinal blaeding, which may rasultin hospitalization and
even fatal eutcomes, Although serious Gl tract ulcerations ang bleeding
€BN oceur without waming symptoms, patients should be alert for the
signs and symptoms of ulcerations and dleeding, and should ask for
medical advice when observing any indicative signs or m<==_a=_u
Patients shauld ba apprised of the importance of this follow-uj
additional gastrointastinel sefety information see CLINICAL ﬁ%a_my
Spacial Studias, VIGOR snd WARNINGS, Gastrointestingl (G1) Effects -
HRisk of Gl Ulceration, Bleading and Perforation. Patients should ba
informad that VIOXX is not a substiwte for aspirin for cardiovascular
prophylexis becsuse of its lack of effact on platelets. For additionel
cardiovascular sefety information see CLINICAL STUDIES, Spacial
Studias, VIGOR and PRECAUTIONS, Cardiovascular Effects.

Patients should promptly report signs or sym) Nwsz_m of gastrointastinal
ulceration or bleading, skin rash, unaxplained weight gain, edems or
chest pain to 5m=n ans.

Patients should be informed of the waming signs and symptoms of
hapatotoxicity {e.g., nauses, fatigue, lathargy, pruritus, jaundics, right
upper quadrant tandernass, snd “flu-like™ symptoms). If these eccur,
patients should ba instructed to stop therapy and seek immediate
madical tharapy,

Patients should also ba instructed to seek immediate emargency help
inthe casa of an anaphylactoid reaction {sas WARNING:

In fate pragnancy VIOXX should be avoided because it may ceuse
premature closure of the ductus artariosus.

Laboratory Tests
Becausa sariaus 61 tract ulcerations and bleeding can occur without
'] m<=_va=_m. physicians should monitor for signs or symptoms of

Drug SSEE..E:

ACE inhibitors: Reports suggest that NSAIDs mey diminish the
antihypertensive effect of Angiotensin Converting Enzyme {ACE}
inhibitors. In patiants with mild to moderate hypartension, administration
of 25 my daily of VIOXX with tha ACE inhibitor banazepril, 10 to 40mg for
4 weaks, was assotiated with an avarage Increasa In mean arterial
pressure of about 3 mm Hg compared to ACE inhibitor alone. This
Interaction should be given consideration in patients taking VIOXX
concomitanty with ACE inhibitors.

Aspirin: Concomitant administration of low-dose aspirin with VIOXX
may result in an increased rats of Gl ulceration or other complications,
compared to use of VIOXX alone. At steady state, VIOXX 50 mg ence dail
had no effect on the anti-platalet activity of low-dose {81 mg once daily)
aspinin, Bs assassad by ex vivo platelet aggregation end serum TXE,
generationin cloting blood. Because of its fack of platelet sffcts, VIOXX
is not  substitata for aspirin fo cardiovascular prophylaxis. Theratore,
in patiems taking VIOXX, antiplatelst therapies should not be

maintenance of renal perfusion. In these patiants, ofa
nonsteroidal ant-inflammatary drug may cause a dose-depandent
reduction in prostaglandin formation and, secondarily, in ranal blood
flow, which may precipitate overt rensl %E._vm._m- ion. Patients at

and should be in patiants with an indication far
cardiovascular praj _...%_wam {See CUNICAL STUDIES, Spacial Studies,
Platelats and PRE ONS, Cardiovasculer Effects) Prospective, long-
term studies on concomitant adr

stration of VIDXX and aspirin have

this reaction d renal heart
failure, liver dysfunction, those taking diuretics and ACE inhibitars, and
the efdarly. Discontinuation of NSAID therspy is ususlly followed by
racovery to the pretreatment state.

Caution should be used when initiating treatment with VIOXX In
patients with considerable dehydration. It is advisable to rehydrate
patiants first and then start therapy with VIOXX Caution is also
recommended In patients with pre-existing kidney disease (see
'WARNINGS, Advanced Rensi Disaase).

Hepatic Effacts
ordarline levations of one or mora liver tasts may eccur in upto 15%
of patients taking NSAIDs, and notable ations of ALT or AST

These labaratory abnormalities may progress, may remain unchanged,
or may ba transiont with continulng Bn-wJ Rara cases of severe
hepatic reactions, including Jaundice and fatal fulminant hepatitis, liver
necrosis and hepatic failure {some with fatal outcome) have bean
reported with NSAIDs, including VIDXX. In controlled clinicel trials of
VIDXX, the incidence of bordering elevations of liver tasts at doses of
125 and 25mg daily was compamable to tha Incidence observed with
Ibuprofen and lower than thet observed with diclofenac. In
placabo-controlled trials, approximately 0.5% of patients taking
rofecaxib {125 or 25mg D} and 0.1% of patiants taking placebo had
natable elevstions of ALT or AST.

A patient with symptoms and/or signs suggesting liver function, or
[n whom an abnormal liver tast has occurred, sheuld be manitored

not bean conducted.

imatidina: Ct inistration with high doses of cimetidine [800m, &
twica daily] Increased the Gy of rofecoxib by 21%, the AUCq.yym by 23°
and the t, by 15%. Thesa small changes are not nificant and
no dose adjustment is necassary.

Digoxin: Rofacaxib 75mg once daily for 1 days does not ahtar the
a_ﬁsn ‘concantration profile or renal elimination of digoxin after a single

5mg oral dosi

Furosemide cal studies, as well as post-marketing obsarvations,
hava shown that NSAIDs can reduce the natriuretic effect of furgsemida
and thiazides in some patients. This rasponse has been sttributed to
jon of renel prostaglandin synthesis.

amsns.-in Ketoconazole 400mg daily did nat hava any

ortant effact on the pharmacokinetics of rofecoxib.

ithium: NSAIDs have produced en elevation of plasma lithium levels
and a reduction in renal lithium clearance. {n post-marketing experience
thera have been reports of increases in plasma lithium levels. Thus,
‘when VI0XX and lithium ere admi red concurrantly, subjects should
ba observed carefully for signs of lithium toxicity.

Mathotrexate: VIOXX 125, 25, nd 50 mg, each dose administerad once
daily for 7 days, had no effect on the plasms concentration of
methotrexate as measurad by AUCequ, in patients receiving le
‘waekly methotrexate doses of 7.5 to 20 mg for rheumatold arthritis. At
higher than recommanded dosas, VIOXX 75 mg administered once daily
for 10 days increased plasma concentrations by 23% as maasurad by
AUCg.z [n patiants rocalving methotrexata 7.5 o 1Smp/week for
rtheumatoid arthrigs. At 24 hours postdose, a similar proportion of
patients trested with methotrexate alona 94%) and subsequantly treatad

cally

cally

carefully for evidence of tha development of 8 mare severe hepatic

foaction whion taragy with VIG, Uso of IThXis with ta oo  with 15mg of rofecoxib (88%) had
In patfents with sevars hopatic lsea ineti {5 ng/mL). ms_._mua monitoring of mathotrexate-relatad toxicity shi
Spacial Populations}. If 6l signs and symptoms consistent with liver b tinued ff VIOXX and h trexate are administar ity
disanse develap, of if systemic aceur {e.g., m%y_ nua -__mqﬂnneh.. i nat =n<u__.=< pri

rash, etc.), VIOXX should be discantinuad. efott on the pharmacokinatics of ethi

Hematologics! Effects Pradnisona/prednisolone: Rofecoxil

Angmia [s somatimes sean in patients receiving VIOXX. In
lacebo-controlled triels, there ware no significant diffarances obsarved
atwaen VIOXX and plecebo in clinicel reposts of anemis. Patiants on
long-tamm trastment with VIDXX should have their hemoglobin or
hematacrit chacked if they exhibit any signs or symptoms of anamia or
bload loss. VIOXX does not ganarally affact platalet counts,

important effact on the __._nzsunursnnnma—u_.mn._ olone or prednisone.
ifampin: Co-administration of VIOXX with rifampin 600mg daily, &
potent inducer of hepatic metabelism, produced an approximate 50%
dacrease in rofacoxib plasma concentrations. Therefore, a starting daily
dose of 25mg of VIOXX should be considered for the treatmant of

time (PT), or partial thrombaplastin time (PTT}, and doas not inl
platalet aggregation -at indicated dosages (see CLUNICAL STUDIES,
Spacial Studias, Platalets).

when VIOXX is with potant inducers of

hepatic metabolism.
‘haophyliing: VIOXX 125, 25, and 50 mg administered ance daily for
7 days increesed plasma theophylling concentrations (AUCio-)) by 38 to

VIOXX® (rofecoxib tablets and orsl suspansion)

60% in healthy subjects administered a =n_m 300-mp dose of

Thesa data u:nnmu_c_nn rofecoxib may v-nn_._nm a modest inhibition of
cytochrome P450 (CYP) 1A2 Therefore, there is a potent
intaraction with other drugs that ara metabalized by CYP 1A2 {a.g.,
amitriptyling, tacrine, and zileuton).

Warfarin: Anticoagulant activily should be monitored, particularly in
the first few days after initiating or changing VIOXX therapy in patients
raceiving warfarin or similar agants, since these patients are at an
increased risk of bleeding complications. In single and multipla dosa
studies in healthy subects receiving both warfarin and rofecoxib,
prothrombin ima (measurad as INR) was increased by approximately n*
o 11%. In post-marketing experial bleeding events have baen
1eported, predominanty in the eldsrly, in assaciation with increasas in
prothrombin time in patients raceiving VIOXX concurranty with warfarin.
Carcinogenesis, Mitagenesis, Impaimment of Fertility

Rofecaxib was not carcinagenic in mice givan aral doses up to 30 mgikg
{male) and 60mg/kg {temale} (approximately S- and 2-fold the human
@xpasure at 25 and 5¢ mg deily based on AUC; ) and in mals and female
rats givan oral doses up to 8mg/kg {approximately 6- and 2-fold the
human exposure at 25 and 50 my daily based on AUCo.} for two yesrs.

Rafacoxib was not mutaganic in an Ames test or in u /-79 mammalian
Wtaganesis assay, nor clastogenic In a chromosome aberration
assay in Chinesa hamster ovary {CHO) cells, In an in vitro and an Ja vivo
alkaling alutian assay, or in an in viva n__.e:_eua_._-_ sharmstion test in
mousa bane marow.

Rofecoxib did not impair male fertility in rats at oral doses up to
100mg/kg (approximataty 20- and 7-fold human exposure at 25 and 50mg
daily based on the AUCy.() and refacoxib had no effect on fertility in
femala rats at doses up to 30 mg/kg (approximately 13- and 7-fold human
axposura at 25 and 50mg daily based on AUCy.x}.

Pregnancy
Teratogenic effects: Pregnancy Category C.

Rofecoxib was nat teratogenic In rats at dases up to 50 mg/kg/day
(approximately 28- and 10-fold human exposure at 25 and 50my daily
based on >_.«n__ a4 Thera was a slight, non-statistically significant
increasa [n the overall incldanca of vartabral malformations only in tha
rabbit at doses of S0 mg/kg/day {approximately 1- or <1-fold human
exposure 8t 26 and 50 mg daily based on AUCy.34). Thera sre no studies
in pregnant women. VIOXX should be used during pregnancy only if the
potantial banafit justifies tha patential risk to the fetus.

Nonteratagenic effects

Rofacoxib produced perl-implantatian and post-implantation lossas
and reduced embryoffetal survival in rats and rebbits at oral doses 210
and 275mg/kg/day, respectively (approximately 9- and 3-fold [rats} and
2- and <1-fold [rabbits] human exposure based on the AUCs. at 25 and
S0mg dallyl. Theasa changas are axpacted with Inhibition of
prostaglandin synthesis and ara not the result of permanant atteration of
famale reproductive function. Thera was an increasa in tha incidence of
postnatal pup mortality in rats st >5mg/kg/day (approximataly 5- !a
2-fold human exposure at 25 snd 50mg daily based on AU
studies in pregnant rats administered singla doses of rofec .m
was & treatment-talated dacressa In tha diameter of the ductus
arteriosus at all dosas used {3-300 mg/kg: Img/kg Is approximately 2-
and <1-fold human exposure at 25 or 50mg daily based an AUCy.z). As
with other drugs known to inhibit prostaglandin synthesis, use of VIOXX
during the third trimaster of pragnancy should be avoided.

Labor and delivery

Rotecoxib produced no evidance of significenty delayed labor or
parturition In femeles at doses 15mg/kg In rats {approximately 10- and
3old human exposure as measured by the AUCo. at 25 and 50 mg). The
affacts of VIOXX on labor and defivery in pregnant women are unknown.

Merck & Co., Inc. malntains a Em_u.é to monitor the pregnancy
outcomas of women exposed to VIOXX while pregnant. Healthcare
providers are encouraged to report any pranatal axposurg to VIOXX by
calling the Pragnancy Registry at (800} 986-8399.

Nursing mothers

ofacoxib is excreted in the milk of lactating rats at conc:
similar to those In plasma, Thera was an increasa il
decrease in pup body weight following exposure of pups to milk from
dams administered VIOXX during lactation. The dose tested represents
an approximata 18~ and 6-fold human mx sure at 25 and 50mg based on
AUCq ¢ It is not known whathar rug is excreted in human milk.
Bacausg many drugs ara excrete __ human milk and becausa of tha
potantial for serious adverse reactions in nursing infants from VIOXX, a
decision should be made whether to discontinue nursing or to
discantinue the drug, taking Inte accaunt the importance of the drug to
the mother.

Padistric Use

Safety and effectivaness in pediatric patiants below tha age of 18 years
hava not baen evaluated.
Gariatric Use

Of the patients who receivad VIOXX In clinical trials,
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In the OA studies, the following spontanaous adverse events occurred
in>0.1% to 1.9% of patients treatad with VIOXX regardless of causality:
Body as 8 Whole: abdominal distension, abdominal tenderness,
sbscess, chest pain, chills, contusian, cyst, disphragmatic hemis, fever,
fiuid retention, flushi fungel infection, infection, laceration, pain,
palvic pain, peripheral edems, %unownEEm pain, syncope, trauma,
upper extremity edems, viral syndre
n-is_smnin\mw.ums angina pectoris, atrist fibrillation, bradycardia,
hematoma, irregular heartbeat, __n_m..mau? premature ventricular
vanous
Digestive ; acid reflu ipation, dantal

VIOXX® ib tablets and oral

only a single dose of study medication. Patients in primary dysmenarhea
stwdies may have taken up to 3 daily doses of VIOXX, and these in the
aﬂa rthopedic surgery pain study were prascribed 5 daily doses of

XX
_The adverse experience profile in the enalgesi
ar 0 those regorted in the astaoarthrits stu
additional adverse exparience, which occurred at ai
least 2% of patiants traated with VIOXX, was abserved in the post-demal
pain surgery studies: post-dental extraction alveolitis {dry socket).
Clinfcal Studias in DA and RA with VIOXX 50 mg (Twice the highsst
dose recommended for chronic use)
OA and RA clinical trials which cantained VIOXX 125 or 25 mg as
as VIDXX 50 mg, VIOXX S0 mg QD was assaciated with a higher
incidence of gastrointastinal symptoms {abdominal pain, epigsstric pai
haartbum, nausea and vomiting}, lowar extremity edem, hyperte
serious*® adverse experiences and disconbnuation due to cl
adverse experiences compared to the recommended chranlc doses of
125 and 25 mg {sea DOSAGE AND ADMINISTRATION].

OVERDOSAGE
No overdoses of VIOXX wers raported during clinlcal trials.
Adml tion of singla doses of VIOXX 1000 mg to 6 healthy voluntears
e doses Rnnme mig/dey for 14 days to 75 healthy volunteers did
not result in serious toxicity.
In the event of overdose, it is reasonable to employ the usual
supportive messures, .9, femova unabsorbad mat from the
gastraintestinal tract, employ cal monitoring, and institute
u_._m_.ea<a tharapy, if required.
lofecoxib is not removad by hemodi
rofecoxib is remaved by peritoneal dial
DOSAGE AND ADMINISTRATION
VIOXX is ndministerad orally. The lowast dose of VIOXX should be
sought for each patient.
Ostaoarthritis
The recommended starting dose of VIOXX is 125 mg once daily. Soma
patiants am«._..mnmzm additionsl benefit by increasing the dosa to 25mg
2_2 di 18 maximum racommanded daily dose is 25mp.
Rhaumatoid Arthritis
The recommended dose is 25 mg once deily. The maximum
recommendad daily dos:
EE;EEE: af Acute Pain and #mms_mi of Primary Dysmenorrhea

s; it is not known whether

caries, dental digestive gas symptoms, ._2 mouth, duodenal
disorder, dysgeusis, asaphagitis, flatulance, gastric disardar, gastritis,
gestroenteritis, hematochezia, hemorrhoids, infectious gastroanterits,
oral infection, oral lesian, oral ulcer, vomiting.

Eyes, Ears, Noss, snd Throst: all itis, burred vision, cerumen
impaction, col s, dry
congestion, nasal sacration, ophthalmic injection, otic pai
media, pharyngitis, .====m. tonsilliti

Immuna Syste Rypersensitivity, insect bite reaction.

Matabolism and 25:: appetita changa,

n_nmmu.soxx_mmo:_n:nmnn_zd_m.._-u_s.::
ss_!a:._a daily dose is 5 mg. Use of VIBK for more thans daysin
‘menagemant of pain has not been studied. Chranic use of VIOXX 50 mg
daily is not recommanded. {See ADVERSE REACTIONS, Clinical Studies
in DA and AA with VIOXX 50 mg).
Hepatic insufficiency

Because of significant Incrassas in both AUC and Cre, patiants with
moderate hepatic impsirment {Child-Pugh score: 7-8} should bs weated
with the lowast possible dose {sea CLNICAL PHARMACOLOGY, Spacia!
Populations).

cartilage trauma, joint swelling, musc
weokness, musculos
stiffness, myalgis, ostaoarthritis, tendinitis, traumatic
arthropathy, wrist fractura,

Nervous System: hypesthesia, insomnia, median narve neuropathy,
migraing, musculsr spasm, parasthasia, sclatica, samnolenca, vertigo.

'sychistric: anxiety, deprassian, mental acuity decreased.

Respiratory System: asthma, cough, dyspnea, pnaumonia, pulmenary
congestion, respiratory infaction.

Skin and Skin Appendages: abrasion, alopacls, atopic dematitis,
basal cell carcinoms, blister, cellulitis, contact dermatitis, herpes
simplex, harpes zoster, nail unit disorder, perspiration, prusitus, rash, skin
erythema, urticaris, xerosis.

Urogenital Systam: breast mass, cystitis, dysurie, menopausal
symptoms, menstrus! disorder, necturis, urinary retention, vaginits.

The following sariaus advarse evants hava baen repartad rarely
(estimated <0.1%} in patients taking VIOXX, regardless of ceusali
na_mam raported only in tha post-marketing experience ara indicated in
italics.

Cardiovascular: cerebrovascular accldent, congestive heart failure,
deep vanous thrombosis, hypsrtensive crisis, myocardi farction,
pulmonary mun::.. pulmonary embolism, transiant ischemic attack,

cholecystitis, colitis, colonic malignant neaplasm,
EE%:E EIEEE_, duodensl ___nu_.. esophageal ulcer, gastric
pgastric ulcer, bleeding, hepatic failure,
intestingl obstruction, jaundics, pancrea
lamic and lymphatic: aplastic !.5_5 ke
lymphoma, pancytapenis, thrombocytopania.
Immung System: id reaction,
bronchospasm, :§waw=u5<5 _EunEEu

1455 wera 65 years of sge or older. This included 460 patients who were
75 years or older, and in one of these studias, 174 patients who wera
80 yaars or older. No substantial differences in safety and effectivenaess

NSAI ncluding those that selectively inhibit COX-2, thare have baen
mora spontanaous post-marketing reports of fatal Gl events and acute
renal failure In the eldery than In younger patients. Dosage adjustment
in the elderly is not necessary; howavar, therapy with VIOXX should ba
Initiated at the lowast racommended dosa.

ADVERSE REACTIONS
Osteoarthritis

Approximetely 3600 patients with osteoarthritis were treated with
VIOXX; approximataly 1400 patients received VIOXX for § months or
longer and epproximately 800 petiants for one year or longer. The
following table of adverse experiences lists 6l edverse events,
ragardigss of causality, occurring In st laast 2% of mz_m:n receiving
VIOXX in nine controlled studies of 6-wask to 6-month duration
conducted 5%52& ith OA at the Sm.quES_E racommended
doses (125 and 25 mg), which includad a placebo and/or positive control
qroup. .

and nitrition:

Nervous System: aseptic meningitis, epilepsy aggravated.

Psychistric: confusion, hallucinations.

Skin and Skin Appendages: severe skin reactions, including Stavens-
Johnsan syndrome and toxic spidarmal nacrolysis.

Uraganital System: acute renal failure, breast malignant neoplasm,
hyperkalsmis, interstitiel nephritis, prostatic melignant necplasm,
, worsening chronlc renal falure.

ﬁw. cantrollad clinical trials and in extension studles for up to
um sam {approximataly 800 patients treated with VIOXX for one year or
longer), the advarse exparience profile was qualitatively similar to that
obsarved in studias of shorter duration.
Rheumatoid Arthritis

Approximately 1,100 patients wara traated with VIOXX in the Phasa IIl
thaumatoid arthiitis ef cacy studies. These studies included extansions
of up to 1 year. Tha advarse exparience prafila was ganarslly similar to
that reparted in the osteoarthritis studies. In studies of at lesst thraz
idence of hypartension In RA patients receiving the 25mg
once daily dose of VIDXX was 10.0% and the incldance of hypartension
in patients recaiving naproxen 500 mg twice deily was 4.7%.

primary
_.nax_s-sz one thousand patients were treatad with VIOXX in

analgesia studies. All patients in post-dental surgery pain studies receivad

VIOXX be taken with or without food.
Oral Suspension

VIOXX Oral Suspension 12.5 mg/5 mL or 25mg/5 mL may ba substituted
for VIOXX Tablets 125 ar 25my, respactively, in any of the above
indications. Shake befure using.

HOW SUPPLIED
No. 3810 — Tablats VIOXX, 125mg, are cresm/ofl-whita, round,
shallow cup tablsts engraved MRK 74 on one side and VIOXX on the
othar, They ara supplied as follows:
NDC 0006-0074-31 unit of use bottles of 30
NDC 0006-0074-28 unit dosa packagas of 100
N 174-68 bottles of 100
N 174-82 botdes of 1000

o 3034 Tatlats VIDXX, 25 mg, ara yellow, round tablets engraved
MRK 110 on ona side and VIOXX on tha other. Thay are supplied as

NIDC 0006-0110-31 unit of use botdes of 30

INDC D006-0110-28 unit dose packages of 100

NDC 0006-0110-68 bottles of 100

NDC 0006-0110-82 bottles of 1000

NDC 0006-0110-50 botties of 8000.

No. 3835 — Tablats VIOXX, 50mg, ara orange, round tablets engravad
Rﬂx 114 on one side snd VIOXX on the other. They are supplied as

ows:

INDC 0006-0114-31 unit of use bottas of 30

INDC 0006-0114-28 unit dose packages of 100

INDC 0006-0114-68 botlas of 100

NDC 0006-0114-74 bottlas of 500

NDC 0006-0114-81 bottles of 4000.

No. 3784 —Oral Suspension VIOXX, 12.5mg/5 md, is an opaque, whita
to faint yallow suspal with a strawberry flavor that is easily
resuspandad upon shaking,

INDC 0006-3764-64 unit of usa bottles containing 150 mL{12.5 mg/5 mL).

No. 3785 —Oral Suspension VIOXX, 25 mg/5 mL, is an opague, white to
faint yellow suspension with a strawberry flavor that is easily
rasuspandad upon shaking,

INDC 0006-3785-64 unit of use bottias containing 150 mL (25 mg/5 mL).
Storage
VIOXX Tablel

Store at 25°C {77°F), excursions permittad to 15-30°C (53-86°F). {Sea
USP Controlled Room ._.m.sum;E_n.ﬁ
VIOXX Oral Suspension:

Stara st 25°C (77°F), excursians parmittad to 15-30°C {59-86°F). [See
USP Controlled Room Temperature.)

Rx only
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Patient Information about

VIOXX® (rofecoxib tablets and oral suspension)
VIOXX® (pronounced "VI-ox")
for Osteoarthritis, Rheumatoid Arthritis and Pain
Generic name: rofecoxib ("ro-fa-COX-ib")

9183908

You should read this information before you
start taking VIOXX*. Also, read the leaflet each
time you refill your prescription, in case any
information has changed. This leaflet provides
only a summary of certain information about
VIOXX. Your doctor or pharmacist can give
you an additional leaflet that is written for
health professionals that contains more
complete information. This leaflet does not
take the place of careful discussions with your
doctor. You and your doctor should discuss
VIOXX when you start taking your medicine
and at regular checkups.

What is VIOXX?

VIOXX is a nonsteroidal anti-inflammatory
drug (NSAID) that is used to reduce pain and
inflammation (swelling and soreness). VIOXX
is available as a tablet or a liquid that you
take by mouth.

VIOXX is 2 medicine for:

* relief of osteoarthritis (the arthritis caused
by age-related "wear and tear" on bones
and joints)
relief of rheumatoid arthritis in adults
management of acute pain in adults (like
the short-term pain you can get after a
dental or surgical operation)

¢ treatment of menstrual pain {pain during
women's monthly periods).

Who should not take VIOXX?

Do not take VIOXX if you:
have had an allergic reaction such as
asthma attacks, hives, or swelling of the
throat and face to aspirin or other NSAIDs
(for example, ibuprofen and naproxen).

* have had an allergic reaction to rofecoxib,
which is the active ingredient of VIOXX, or
to any of its inactive ingredients. {See
Inactive Ingredients at the end of this
leaflet.)

What should | tell my doctor before and
during treatment with VIOXX?

TeII your doctor if you are:
pregnant or plan to become pregnant.
VIOXX should not be used in late
pregnancy because it may harm the fetus.

* breast-feeding or plan to breast-feed. It is
not known whether VIOXX is passed
through to human breast milk and what its
effects could be on a nursing child.

Tell your doctor if you have:
¢ history of angina, heart attack or a blocked
artery in your heart

*Registered trademark of MERCK & CO., Inc.
COPYRIGHT ©® MERCK & CO., Inc., 1998, 2002
All rights reserved

kidney disease

liver disease

heart failure

high blood pressure

had an allergic reaction to aspirin or other
NSAIDs

¢ had a serious stomach problem in the
past.

TeII your doctor about:
any other medical problems or allergies
you have now or have had.

» all medicines that you are taking or plan to
take, even those you can get without a
prescription.

Tell your doctor if you develop:

* serious stomach problems such as ulcer or
bleeding symptoms (for instance, stomach
burning or black stools, which are signs of
possible stomach bleeding).

¢ unexplained weight gain or swelling of the
feet and/or legs.

* skin rash or allergic reactions. If you have
a severe allergic reaction, get medical help
right away.

How should | take VIOXX?

VIOXX should be taken once a day. Your
doctor will decide what dose of VIOXX you
should take and how long you should take it.
You may take VIOXX with or without food.

Can | take VIOXX with other medicines?

Tell your doctor about all of the other

medicines you are taking or plan to take

while you are on VIOXX, even other

medicines that you can get without a

prescription. Your doctor may want to check

that your medicines are working properly

together if you are taking other medicines

such as:

¢ warfarin (a blood thinner)

e theophylline (a medicine used to treat
asthma)

¢ rifampin (an antibiotic)

¢ ACE inhibitors {medicines used for high
blood pressure and heart failure)

¢ lithium (a medicine used to treat a certain
type of depression).

VIOXX cannot take the place of aspirin for
prevention of heart attack or stroke. If you are
currently taking aspirin for this purpose, you
should not discontinue taking aspirin without
consulting your doctor.

What are the possible side effects of VIOXX?

Serious but rare side effects that have been
reported in patients taking VIOXX and/or
related medicines have included:
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¢ Serious stomach problems, such as
stomach and intestinal bleeding, can
occur with or without warning symptoms.
These problems, if severe, could lead to
hospitalization or death. Although this
happens rarely, you should watch for signs
that you may have this serious side effect
and tell your doctor right away.

e Heart attacks and similar serious events
have been reported in patients taking
VIOXX.

e Serious allergic reactions including
swelling of the face, lips, tongue, and/or
throat which may cause difficulty breathing
or swallowing and wheezing occur rarely
but may require treatment right away.
Severe skin reactions have also been
reported.

e Serious kidney problems occur rarely,
including acute kidney failure and
worsening of chronic kidney failure.

e Severe liver problems, including hepatitis,
jaundice and liver failure, occur rarely in
patients taking NSAIDs, including VIOXX.
Tell your doctor if you develop symptoms
of liver problems. These include nausea,
tiredness, itching, tenderness in the right
upper abdomen, and flu-like symptoms.

In addition, the following side effects have
been reported: anxiety, blurred vision, colitis,
confusion, decreased levels of sodium in the
blood, depression, fluid in the lungs, hair
loss, hallucinations, increased levels of
potassium in the blood, insomnia, low blood
cell counts, menstrual disorder, palpitations,
pancreatitis, ringing in the ears, severe
increase in blood pressure, tingling sensation,
unusual headache with stiff neck {aseptic
meningitis), vertigo.

More common, but less serious side effects
reported with VIOXX have included the
following:

Upper and/or lower respiratory infection
and/or inflammation

Headache

Dizziness

Diarrhea

Nausea and/or vomiting

Heartburn, stomach pain and upset

Swelling of the legs and/or feet

High blood pressure

Back pain

Tiredness

Urinary tract infection.
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These side effects were reported in at least
2% of osteoarthritis patients receiving daily
doses of VIOXX 12.5 mg to 25 mg in clinical
studies.

The side effects described above do not
include all of the side effects reported with
VIOXX. Do not rely on this leaflet alone for
information about side effects. Your doctor or
pharmacist can discuss with you a more
complete list of side effects. Any time you
have a medical problem you think may be
related to VIOXX, talk to your doctor.

What else can | do to help manage my
arthritis pain?

-Talk to your doctor about:

e Exercise

¢ Controlling your weight
* Hot and cold treatments
e Using support devices.

What else should | know about VIOXX?

This leaflet provides a summary of certain
information about VIOXX. If you have any
questions or concerns about VIOXX,
osteoarthritis, rheumatoid arthritis or pain,
talk to your health professional. Your
pharmacist can give you an additional leaflet
that is written for health professionals.

Do not share VIOXX with anyone else; it was
prescribed only for you. It should be taken
only for the condition for which it was
prescribed.

Keep VIOXX and all medicines out of the
reach of children.

Inactive Ingredients:

Oral suspension: citric acid (monohydrate),
sodium citrate (dihydrate), sorbitol solution,
strawberry flavor, xanthan gum, sodium
methylparaben, sodium propylparaben.

Tablets: croscarmellose sodium, hydroxy-
propyl cellulose, lactose, magnesium
stearate, microcrystalline cellulose, and
yellow ferric oxide.
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