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s NABUMETONE TABLETS

DESCRIPTION
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Nabumetone is 3 white to oft-white Crystalline itis i insoluble in water, but soluble in alcohot and most organic - !
sotvants. It has an n-octanol:phosphate butter partition coefticient of 2400 an pHT4. N
Each 1ablet, for oral administration, containg 500 mg of nabumetone. In addition, each blst contains the tollowing inactive ingredients: colloidal N o 3 R
silicon gioxide, Y Y cellutose, polyethy olycol. sodium lauryt suiphate. sodium starch glycolats, e ol
faic, and titanium dioxide. o
CLINICAL PNARIIACOLDGY

y drup (NSAID) that exhibits anti ang in H L
{opic studies. As with other nonsmomal ant- mmmmalory apents, its mods of action is noY lm Howev:r ma ablmy to w"bu prostagtandin L
synthesis may be involved in the anti-inflammatory etfect.

The parent compound is a prodrug, which hepatic bi jon 10 the active 6 hoxy-2 y ic acid {(GMNA),
that is a potent inhibitor of prostaglandin synthesis.

OO CO0H s -
CHs0 .

6-methoxy-2-naphthylacetic acid (BMNA) ..
11 is acidic and has an n-gcanol:phosphate butter partition cosfficient of 0.5 at pH 7.4, - 2 PERS

Pharmacokinetics
Atter oral i 80% of a ¢ of is found in the urine, indicating that nabumetons is wall
trom the gastrointestinal tract. itselt is not ammd in the plasma because, ater absorption, it undergoes rapia biotrans-
formation to the principal active its, 6-methoxy-2-nap acid (6MNA). 35% of 2 1000 mQ oral dose of nabumetone .
is converted to 6MNA ant 50% is into unidentifi ites which are excreted in the urine. Following oral adminis- -
tration of GMNA exhidits ph ingtic ch istics that generally foltow 3 ona-compartment model with first order input and <

tirst order elimination,

6MNA is more than 99% bound to plasma protsins. The fres traction is dependent on total concentration of EMNA and is proportional to dose over
the range of 1000 mo to 2000 mg. 1 is 0,2% to 0.3% at concentrations typically achieved tollowing administration of nabumetons 1000 mg and
is approximatety 0.6% to 0.8% of the tota} concentrations at steady state foliowing daily administration of 2000 mg.

Steady-state plasma concentrations of GMNA are stightly lowsr than predicted from single-dose data. This may result from the higher traction of
unbound 6MNA which undergoes greater hepatic clearancs.

G inistration of tood i the rate of ion and of GMNA in the plasma but does not atiec the extent of
conversion of nabumetone into EMNA. Paak plasma ions of GMNA are i y i one thisd
Ci inistration with an i ining antacid had no signi etfect on the bigavailabitity of GMNA
Tadle 1. Mean active {SMNA) at sieady state
anloilng oral agministration of 1000 mg 0f 2000 mp dases of nabumetons

Young Adulls Young Adulty Elderty

MWean = 30 ) Me3n = 5D Mean = 30
Abbrevialion 1000 mg : 2000 mp 1000 mg
{units) ns31 fet2 ne27
tmy (POUTS) 3.0(1.0w0120) 25(1.0080) 4.0 (1.0 t0 10.0)
tipAhours) 228+ 37 W2+ 37 298 81
CL/F (mUmin.) 2602173 2102 40 18.61 134 T
vd JF (L) 554 % 26.4 5342 N3 5024253

The simulated curves in the graph below Hlustrate the range of active metabolite plasma concentrations that would be expected from 95% of
patients following 1000 mg to 2000 mg doses to steady stats, The crosshatched area reprasents the axpectsd overlap in plasma concentrations .
due to intersubjett variation following oral administration ot 1000 mg to 2000 my of nabumetone. . T

Active ite {MNA) Plasma C ions 3t Staady State Followirr=
Once-Daity Dosing of Nabumetone
1060 mg (n = 31) - 2000 mQ (nx12)
120 L

CONCENTRATION
(meytmi)

uxvounn:ouwuwun-n

TIME (howin) -
EMNA i n the liver, ing inactive ites thal are elimi as both free ites and conj None
of the known matabolites of GMNA has been detected in phsma Preliminary ln vivo and in vitrp studies suwesl that unlike other NSAIDS, there
is po evidence of of the active ly 75% of 3 e was In uring in 48
hours. Approximately BO% was recovered in 168 hours. A further 9% :apenod n lhl feces. In the first 48 hours metabolites consisted of:
~nabumetone, unchanged not detectabls
~6-methoxy-2-naphthlacetic acid <%
{6MNA), unchanged
~6MNA, conjupated 1%
-6-hydroxy-2-naphtiylacetic acid 5% : . Lo
(BHNA)}, unchanged :
~6HNA, conjugates %
-4-(6-hydroxy-2-naphthyl)-butan-2-ol, 9%
conjugated
-0-desmethyl-nabumetone,
conjupated %
-unidentitied minor metabolites %
Total % Dose: %

Following ora) administration of dosages of 1000 m t 2000 nig to steady state, the mean plasma ciearancs of GMNA is 20 to 30 mUmin. 2nd the
elimination hait-lite is approximately 24 hours.

Elgerty Patients

Steady-state plasma concentrations in elaeny patients were generally higher than in young healthy subjects. (See Table 1 tor summary of phar-
macokinetic parameters.)

Rens! lrmrﬂltltnty

In studies of patients with renal insutficiency, the mean terminal hatf-ife of GMNA was increased in patients with severe renal dystunction (creatinine
risarante <30 mUmin/1.73 m?). In patients undergoing hemodialysis, maw—sure D‘ ] of the active wers similar
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EMNA jon in the liver, ing inactive ites that ars efimi s both tree ites and conj None
of the known matabolites of GMNA has been datected in ptzsml. Pretiminary m vivo and in mm studies sugpest that unmu other NSAIDs thare
s no evioence ot of the active y 75% dose wa in uring in 48
hours. Approximately 80% was recoversd in 168 hours. A further 9% mpeareu in the lms In the first 48 hours, menboims consisted ot

-nabumetone, unchanged not detectable

-6-meathoxy-2-naphthylacstic acid <1%

(6MNA}, unchanged

-6MNA, conjugated n%

~G-hydroxy-2-naphtitytacetic acid 5%

(5HNA), unchanged

-GHNA, conjugatsd ™

-4-{6-hydroxy-2-naphthyl)-butan-2-of, 9%

conjugated

-0-desmethyl-nabumatone,

conjugated %

-unidentified minor metabolites H%

Tota) % Dose: %

Following oral administraton of dosages of 1000 mp to 2000 m to steady state, the mean plasma clearance of GMNA is 20 to 30 mL/min. and the
elimination half-lite is 2pproximately 24 hours.

Eiderty Patieats )

Steady-state plasma concentrations in elderly patients were gensrally highar than in young heaithy subjects. (See Table 1 for summary of phar-
macokinetic parameters.)

Ranal insuflicisncy

In studies of patients with renal insutiiciency, the mean terminal halt-ite of GMNA was increased in pzhems with severa renat dystunction {creatinine
clearance <30 mUmin/1.73 m?). In patients undergoing hemodialysis, steady-smts plasma of the active wers similar
to those observed in healtiry subjects. Dus to extansive protein-binding, 6MNA is nol dialyzable.

Hapatic impsirmant

Data in patients with severs hepatic impai are limited. Bi of 10 6MNA and the further metabolism of GMNA to

inactive meabolites is dependent on hepatic tunction and coutd be raduced in patients with severs hepatic impairment {history ol or biopsy-proven
cirmosis).

Special Studies

Gastroimestinal

Nabumetone was compared to aspirin in inducing gastrointestinal biood loss. Food intake was not monitored. Studies utilizing 'Cr-tagged red
blood cefls in heatthy males showed no difference in tecal blood loss atter 3 or 4 weeks® administration of nabumetone 1000 mg or 2000 mg daily
when compared 1o either placeho'ﬂnteu or nontreated subjects. In contrast, aspirin 3600 mQ daily produced an increasa in fecal blood loss when

to the treated, placebo-treated or nontreated subjects. The clinical relevance of the data is unknown,

Tha following endoscopy triais entered patients who had been previously treated with NSAIDs. These patients had varying baseline scores and
ditterent courses of treatment. The trizls were not designed to correlate symptoms and endoscopy scores. The clinical relsvance of these
endoscopy trials, i.e., either G.1. symptoms or serious G.). events, is not known,

Ten endoscopy Studies were conducted in 488 patients who had baseline and post-treatment endoscopy. in § dinical trials that compared 3 totat
ot 194 patients on nabumetons 1000 mg daify or naproxen 250 mg or 500 mg twics daily tor 3 to 12 waeks, nabumetons treatmsnt resulted in
fewer patients with endoscopically detected lesions (>3mm). In 2 trials a total of 101 patients on nabumetons 1000 mg or 2000 mQ daily or pirdcam
10 mg 1o 20 mg for 7 to 10 days, there were fewer nabumetons patients with endoscopically detscied lesions. In 3 trials of a tota) of 47 patients
on nabumetone 1000 mg daily or indomethacin 100 mg to 150 mg daily for 3 to 4 waeks, ths endoscopy scores ware higher with indomethacin.

Another 12-week trial in 2 total of 171 patients the resuits of with 1000 mg/day to ibuproten 2400 mg/day and
ibuprofen 2400 mg/day plus misoprostol 800 mcg/day. The results showed that patients treated vnth nabymetone hag 2 tower number of
endoscopically detected lesions (>5mm) than patients ‘treated with i atone but to the i of plus
misoprostol. The resulls did not correlate with abdominal pain.

Oter

In 1-week repeat-doss Studies in healthy volunteers, nabumetons 1000 mQ daily had little ettect on collza'n-muuuu plmlel aggregation 3nd no
effect on bleeding time. In comparison, napraxen 500 mg daily Suppressss cobagen-induced piatelet apgrep: bleeding
time.

CLINICAL TRIALS

Osteoarthritis

Tha use of nabumetone in relieving the signs and symptoms of osteoarthritis was assessed in ﬂoubte-blmd controlled trials in which 1,047 patients
were truated for 6 weeks to 6 months. In these trials, nabumetone in a dose of 1000 mp/day i at night was p

500 mp/day and o aspirin 3600 my/day.

Rbeumatold Arthritls

The use of nabumetona in refisving the signs and symptoms of rheumatoid anthritis was assessed in double-blind, rRndomized, controlied trials in
which 770 patisnts were treated for 3 weeks to & months. Nabumetons, in a dose of 1000 mg/day at night was comp: to naproxen
500 mg/day and to aspirin 3600 mg/day.

In controlled clinical trials of rheumatoid arthritis patients, has been used in ination with gold, d-penicillamine and
INDIVIDUALIZATION OF DOSING

There is considerable interpatient vasiation in response to nabumetone. Therapy is usually initiated at 2 nabumetone dosa of 1000 mg daily, then
adjusted, it needed, based on clinica! response.

In clinical trials with osteoarthritis and sheumatoid arthritis patients, most patients responded to nabumetone in doses of 1000 mg/day administered
nightly, totat daily dosages up to 2000 mg were used: In open-labelled studies, 1,490 patients were permitted dosage increases and were followed
for approximately 1 ysar (mode). Twenty percent of patients (n=294) were withdrawn for lack of eftectiveness during the first year of these open-
habelled studiss. The tollowing table provides patient-exposure to doses usad in the U.S. clinical trials:

Tadls 2. Clinicat doudle-blind and open-tadelled trials of
In itls ang arthrhl

Mean/Mode
Humber of Pstisnts Duration of Treatment {yrs.)
Mabumasione Doss 0A RA 0A RA
500 mg 17 6 0.4/ 0.2
1000 mg 97 m 1n 141
1500 mg 645 224 w2 1.1 :
2000 mp 15 100 .61 tan

As with other NSAIDs, the lowest dose shouid be sought for each patient. Patients waighing under 50 kg may be less likely 10 require dosages
beyond 1000 mg. Theretore, atter observing the response to initia therapy, the dose should be adjusted to meet individua! patients’ requirements.
INDICATIONS AND USAGE

Nabumetons tablets are indicated for acuta and chronic treatment of signs and of itis and id arthritis.
CONTRAINDICATIONS

Nabummns is contrzindicated in patients who have previously exhibited hypersensitivity to it

Nahumelone is contrainditated in patients, in whom nabumetons, Isnmn or other NSAIDS induce asthma, urticaria or other altergic-typs reactions.
Fatal asthmatic reactions have been reported in such patients recaiving NSAIDs,

WARNINGS

Risk of G.I. L Bleeding and P wiih NSAID Therapy

Serious gastrointestina! toxicity such as bleeding, ulceration and perforation can occur at any nmu with or without waming symptoms, in patients
treateg chronically with NSAID therapy. Although minor upper are common, usually devetoping nr?y

in therapy, physicians should remain alert for ulceration and bieeding in patients treated cmomalry with NSAIDs even in the absence of previous
G.). tract symptoms,

In controlled clinical triats involving 1,677 patients treated with nabumetone (1,140 tollowed for 1 year and 927 for 2 years), the cumulative
incidence of peplic ulcers was 0.3% (95% CI; 0%. 0.6%) at 3 10 6 months, 0.5% (95% Ct; 0.1%, 0.9%) at 1 year and 0.8% (35% CI; 0.3%, 1.3%)
3t 2 years, Physicians should inform patients about the signs and symptoms of serious G.). toxicity and what sieps 10 take if they occur. In patients




with active peptic ulcsr, physicians must weigh the banafits of nabumetone therapy against possible hazards, instituts an appropriate ulcer
treatment regimen and monitor the patients’ progress caretully,

Studies to date have not identified any subset of patients not at risk of developing peptic uiceration and bleeding. Except for a prior history of
serious G.J. avents and other risk factors known (0 be associated with peplic ukcer disease. such as alcoholism, smoking, etc., no risk factors (8.9..
age, s8x) have been associated with increased risk. Eiderty or debilirated patients seam to tolerate ulceration or bieeding tess wall than other
individuals and most spontaneous reports of tatal G.1. svents are in this population.

High doses of any NSAID probably carry greater risk of these reactions, aithough controlied clinical triats showing this 8o not exist in most cases.
In considering the use of ralatively largs doses {within the recommendad dosage range). sutficient benatil shoutd ba anticipated 1o offset the
potential increased fisk 0f G.1. toxcity,

PRECAUTIONS

Genera!

Reosl Enscty L .

As 2 ctass. NSAIDs have been associated with renal papillary necrosis and other abnormal renal pathology during long-tsrm agministrabion to animats,

A second torm of renal toxicity often associated with NSAIDs is seen in patients with conditions leading to 3 reduction in renal blood tlow or bicod
volume, where renat p have 2 supp role in the of renal perfusion. in thess patients, administration of an NSAID
results in a dose dacrease in p i is and, ily, in 3 jon of renal blood fow, which may precipitats overt
renal decompensation. Patients at greatest risk of this reaction ara those with impaired rena! function. heart failure, liver dystunction. those 1aking
diurstics, and the elderty. Discontinuation of NSAID therapy is typically folowed by recovary to the pretreatmnant state.

Because ive hepatic ism, ro adj of dosage is generally necassary in patients with renal
insutficiency. Howsver, 33 with all NSAIDs, patients with impaired renal function shouid bs monitored more closely than patisnts with normal
renal function (sse CLINICAL PHARMACOLOGY, Special Studles). The oxidized and ites of GMNA are eli primarily by

the kidneys. The extent to which these largely inactive metaboiites may accumulate in patients with renal failure has not been studied. As with
other drugs whoss metabolites are excreted by the kidneys, the possibility that adverse reactions (not listed in ADVERSE REACTIONS) may bs
to these ites should be i

Hapatle Fusction
As with other NSAIDs, borderline elevations of onz or more liver function tests may occur in up to 15% of pments These abnormalities may
progress, may remain essentially unchanged, or may retum to normal with continued therapy. The ALT (SGPT) test is probably the mast sensitive
indicator of fiver dysfunction. Meaningful (3 times the upper limit of normal) elevations of ALT (SGPT) or AST (SGOT) have occurred in controfiad
clinicat trias of nabumetone in less than 1% of patients. A patient with Symptoms and/or signs suggesting iver dyshunction, or in whom an abnormal
lives test has occumred, shoutd be evahated for avidence of the development of a more severe hepatic reaction while on nabumetoné therapy.
Severe hepatic reactions, including jaundice and fatal hepatitis, have been reported with other NSAIDs. Although such reactions are rare, if 2bnormal
lxm tests persist or worsen, if chinical signs and symplorns consistent with liver alsuse dewlop or it systemic manitestations occur {6.g.,

fash, etc.| ) should be Becauss H to GMNA is upon hepatic function,
the bi ould be in patients with severs hepatic d Theretore, shouild be used with caution in
patients with severe hepam: i sea P Hepatic
Fioid Retention and Edema
Fluid retention and edema have been observed in som paiients taking nabumetons. Theretore, a5 with other NSA)D: nabumetone should be
used cautiously in patients with 2 history of congi hean taiture, hyp or other p to fluid retention. .
Protossasitivity
Based on U.V. light itivity tasting, may bs iated with more reactions to sun exposure than might be expected based

on skin tanning typss. - .

Information for Patieats
Nabumatone, like other drugs of its class, is not free of side effects. The side effects of these drugs can cause discomfort and, rarely, there are
more serious Side stfects, such 23 gastraintestinal bleeding, which may result in hospitatization and even fatal outcoms.

NSAIDS are ontan essential agents in the management of arthritis, but they aiso may be commonly employed for conditions which arg less seri-
ous. Physicians may wish to discuss with their patients the potential risks (ses WARNINGS. PRECAUTIONS and ADVERSE REACTIONS) and likely
benefits of NSAID treatment, particularty when the drugs are used for iess seripus conditions where treatment without NSAIDs may represent an
acceptable alternative to both the patient and the physician,

Laborstory Tesis

Because severs G.1. tract uiceration and bleeding can occur without warning symptoms, physicians should follow chronically treated patients for
$igns and symptoms of uvlceration and bieeding, and should inform them of the importance of this follow-up (see WARNINGS, Risk ol G.1.
Ulceration, Blseding and Perforstion with NSAID Therapy).

Drug tnleractions

In vitro studies have shown that, because of its attinity lor protein, BMNA may displacs other protein-bourd drugs trom their binding sie. Caution
shouid be ised when mm wartarin since interactions have been seen mm other NSAIDs.

C i istration of an i ining antacid had no signi aHect on the bioavai y of GMNA. When administared with

1ood or milk, there is more rapid absorption; however, the total amount of 6MNA in the ptasma is unchanpea {se# Pharmacokinetic).
Carcinogeszsls, Mutagenesis
intwo-year studies congucted in mica and rats, had no statisti effsct. did not show mutagenic
potential in the Ames test and mous# micronucieus test in wvo, However, nabumetons- and GMNA-| mma Iymphocms in culture showed
chromosomal abasrations at 80 meg/mL and higher concentrations (#qual to the averags human exp atth
recommended dose).
impairment of Fertility
Nabumetone did not impair fertility of male or female rats treated orally at doses of 320 mo/kp/day (1888 my/m?) betore mating.

Efects, P Category €.
Nznumuom did ROt cause any taratogenic effect in rats given up to 400 mp/kg (236 mp/m?) and in rabbits up to 300 mp/kg (3540 mg/m?) orally.
Howsver, increasad post-implantation loss was observed in rats at 100 mg/kg (590 mg/m?) orally and at higher doses (equal to the avarags human
axposure to 6MNA at the maximum racommended human dose). There ars no adequata, well-controfled studies in pregnant womnen. This drug
should be used during pregnancy only if clearly needed.
Becauss of the known eHect of prostaglandin-synthesis-inhibiting drugs on the human tets] cardiovascular system (closure of ductus artenosus),
use of nabumetone during the third timestar of pregnancy is no! recommended,
Labor and Dellvery
The effects of nabumatone on kbor and delivery in women ars not known. As with other drugs known Lo inhibil prostaglandin synthssis, an
increased incidenca of dystocia and delayed partuntion ocouiTed in rats reated throughout pregnancy.
Nursing Mothers

Nabumetone is not recommended for use in nursing mothers because of the possibla adverse eftects of prostagtandin-synthesis-inhibiting drugs ™

on neonates. it is not known whether nabumetone or its matabolites are excreted in human milk; howeves, GMNA is excreted in the milk of
factating rats.
Pedlatric Uss
Nabumetone is not recommended tor use in padiatric patients because the safety and etficacy in pediatric patients have not been established.
Geratric Use .
Of the 1,677 patients in U.S. clinical studies who were treated with nabumetona. 411 patients (24%) were 65 years of age or older; 22 patients
(1%} wers 75 years of age or oider. No ovenal! diftarences in efficacy or safely were observed between these oider patients and younger ones,
Similar results were observed in 3 1-year, non-U.S. postmarketing surveillanca study of 10,800 nabumetone patients, of whom 4,577 palients
{42'%) were 65 years of age or oider.
ADYERSE REACTIONS
Advarse reaction information was derived from blinded-contralled and open-tabelled clinical trals and from worldwide marketing experience. In
the description below, rates of the more common events {graater than 1%) and many of tha less comman events {less than 1%) represent resulls
of U.S. clinical studies.
Of the 1,677 patients who received nabumetone during U.S. clinical trials, 1,524 were treatsd for at least 1 month, 1,327 for at lzast 3 months,
929 for at least a year and 750 for at least 2 years. Over 300 patients have been treated for 5 years or longer.
The mos: trequenty reported adverse reactions were related 1o the gastrointestingl Uact. Thay were diarrhea, dyspepsia ang abdominal pain.
Inctdence > 1%--Probably Causally Retated
Gastroiotestingl
Diarrhea (14'%). dyspepsia (13%). abdominal pain (12%), constipation®, fiatuience®, nausea”, positive Stocl guaiac®, dry mouth, gastritis,
stomatitis, vomiking.
Cantral Nasvous System

*, fatigua, i sweating, insomnia, nervousness, Somnolence.

D'mmlaw:

Pruritus®, rash*.

Special Seasas

Tinnitus *.

Miscelinoeous

Edema®.

“Incidence of reported rezction between 3% and 9%. Reacbons occurming in Hﬁ to 3% of the patients are unmarked.
lacigence d%-?mnbly Causaily Relsted’

Gastrolatysting,

Anorexia, cnolmzn: jaundice, duodena! ulcer, i3, gastric uicer. p:
abrormalities, melena.

Caotraé Narvons System

Asthenia, agitation, anxiaty, i ion, malaise, ia, tremor, vertigo.
Dermatologle
Butlous eruption itivity, urticaria, i3 cutanea @rda, faxic epidermal necrolysis.
Cardiovascular

Vascuitis.

Mstrvone

Weight gain,

gastroil inal bleeding, it appatits, liver function

/



_ ] Coaun Nervons Syztam

5QVe, i swesting, b i3, ver

Dermatoiogic

Pruritus®. rash®.

Speciai $snses

Tinnitus®.

Miscellsonct

Edsma®.

*ingigence of reported raaction between 3% and 9%. Reactions ocurring in 1% to 3% of the patients are unmarked.

tecidence <1%~Probabdly Cacsally Related®
Gagtrolntestinnt

Anorexda, tholestatic ja
abnormatites, melena.
Caniral Mervoss Sysam i .
Asthania, apitation, anxety, i ion, Mataise, ramor, vertigo.
Dsrmawiogls
Bullous X

undica, duodenal ulces, dy Dia, pastnic ulcer, i i inal bieeding, i appetits, liver function

p itivity, urticana, i3 cutanea Rrda, faxic spidermal necrolysis.
Cardlovascular
Vasculitis.
Metadolic
Weight gain.
Raspinstory .
Oyspnea. eosinaphili fy
Geanitourinery .
iNUIa, azOtEmI3, icemia, it iaf nephritis, vapinal bleeding.
Spacizl Sansas
Abnormat vision. . -

Hyparsenstivity
A i reac

ton, 7S, angi ic edema.
*Adverse reactions reportad only in i ing (l or in the literature. not seen in clinical trials, are considered rarer and are
inkicized
Incidence <1%~Caural Relatienship Unknown *
Gastrolatesting! _
Bilirubinuria, duodenitis, eructation, gafistones, gingivitis, glossitis, pancreattis, rectal bleeding.
Cantral Nervous Systsm
Nightmares.
Darmatoropie
Acne, alopcia, prythema multiforme, Stevens-Johnson Syndroma.
Cardiovascuiar
Angina, arrtythmia, hypertension, my ial i i itations, syncope,
Raspiratory
Asthma, cough.
Gealtourinary
Dysuria, hematuria, impotence. renal stones,
Special Senses
Taste disorder,
Body ax » Whols
Fover, chills.
HematologicAymphatic
Anemia, i i3, P
Matsbolic/aviritions!
Hyperglycemia, hypokalamia, weight loss.
* Adverse reactions reported only in ide p
are italicized.
QVERDOSAGE
Since only 1 case of nabumetons overdass has been reported, the expedence i limited. If acuta ovardoss occurs, it is recommended that the
stomach be emptied by vomiting or lavage and genera) Supportive measures be instiluted, as necessary. In addition, the use of activated
charcoal, up to 60 grams, may fvely reduce ion, C inistration of with charcoal to man has rasuited in
an B0% decrease in i plasma jons of the active
Tha 1 overdose occurred in 3 17-year-old femala patient who had a history of inal pain and was ized tor i irnal pain
following ingestion of ;D rabumetons tablets (15 grams total). Stools wer negative for occult blood and thars was no fall in sarum hemoglobin
concentration. The patient had no other symptoms. She was given an H,-receptor antagonist and discharged from the hospital withaut saquelae.
OOSAGE AKD ADMIMISTRAYION
Qeteoxrtartiis and Rheumatold Arthritis
The recommended starting dose is 1000 mg Gken as 2 single dose with or without food. Some patiants may obtain more symptomatic cetief trom
1500 mg 10 2000 mg per day. Nabumetons labiets can be piven in either 3 sing'e or twice-daity dose. Dosages ovar 2000 mg per day have not
been studisd. The lowest etectiva dose should be used for chronic treatment.
HOW SUPPLIED
Nabumetone Tabiets, 500 mg are white, oval-shaped, unscored. film coated tabists debossed with the numbers “93” on ona facs of the tablet and
157 on the other. They are available in bottles of 60, 100 and 1000.
Store at controlled room temparture 15°-30°C (59°-86°F).
Dispense tontents in & Yight, light-resistant container as dafined in the USP, with 3 chila-resistant clasure (a5 required).

Manufactures By:
TEVA PHARMACEUTICAL IND. LTD.

Jerusaiem, 91010, Israe)
Manutactured For.
TEVA PHARMACEUTICALS USA
Sellergville, PA 18960

ing i of in tha literature, not Seen in clinical trials, are considered rarec and
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NABUMETONE
<\*%6°

Each tablet contains:

Nabumetone
1000 TABLET

B bnly

| Dosage: See package insert for full prescribing
nation.

at controllied room temperature
330°C (59° to 86°F).

nse in a tight, light-resistant container as defined in
SP, with a child-resistant closure (as required).

THIS AND ALL MEDICATIONS OUT OF THE REACH OF
JREN. TP Rev. A 3/98
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Usual Dosage: See package insert for full prescribing
information. ;
Store at controlled room temperature
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Dispense in a tight, fight-resistant container as defined in
the USP, with a child-resistant closure (as required).
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750 mg

NABUMETONE

Tablets
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Each tablet comtains:
Nabumetone
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Usual Dosage: See package Insert for tull prascridbing
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Store at controlled room temperature

15° i 30°C (59° 1o 86°F).
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Usuel Dosage: Se package Insart for full prescriding

Intormation.

Store at controlisd room temperature

15° 19 30°C (59" to 86°F). _
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