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NAPRELAN"

{naproxen sodium)

Controlled-Release Tablets
Equivalent lo 375 my, 500 mg, and 750 mg naproxen

OESCRIPTION
NAPRELAN contains naproxen sodium, a member of the arylacetic acid group al nan-
steraidal anti-mflammatory drugs (NSAIDs)
NAPRELAN uses the proprietary tPDAS™ (intestinal Protective Drug Absorption Syslem)
technology. it is a rapidly di g labiel system an iale release
ind 2 o that are widely d )
the g inal (GI} tract,

e

a refea:
aliowing absorption of the active
maintaining blood levels over 24 hours
The chamical name lor sodium 15 2
methyl-sodium sait (S)-with the loliowing structural lormula
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Mutec lar Formua C,,1, NeO, Mol e Wanght 252 24
Naproxen sodum 15 an odorless Crystaling powder. white 10 creamy in color. [t is soluble
in mathanol and water
NAPRELAN contamns 412 5 mg_ 550 mg, or 825 mg of naproxen sodium, equivalent lo 375
myg. 500 mx angd 750 mg naproxen and 37 § mi;‘ 50 mg and 75 mg sodium respectively
Each NAPRELAN Iablet aiso contains the lollowing inactive ingredienis:  ammonio

ylate ype A, methacrylaie copolymer Ty B. citric acid,
crospavidone. magnasium stearate, methacrylic aci copolymar Type A, microcrystailing

acid. 6-methoxy-a-

Absorption
Naproxen itself 1s rapidly and completely absorted tom the Gl iracl with an in vivo
bigavailability of 95% Based on the pharmacokinelic profile, the absorption phase of
NAPRELAN occurs in he first 4-6 hours after administration This coincides with disintegration
ol the tablet in Ihe stomach, the transit of the sustained release micropariicles thiough the small
infeshine and imo the proximal large intestine. An in vvo lm?ng study has been performed in
healthy volunteets which contirms rapid disinlegration of Ihe lablet matrix and dispersion of
the micropanticles.

he rate from the release of NAPRELAN is
stower than that for conventional naproxen sodium tablets. It is this profongation of drug
which maintains plasma fevels and aliows for once daty dosing.
Food Effects: No signiticant 1ood eflects were observed when twenty-four Subjects were given
a single dose of NAPRELAN 500 my either atter an overnght fast or 30 minutes after a meal
In common with conventional naproxen and napraxen sodium formulations, food causes a
shoht decrease in the rate of naproxen absorpion following NAPRELAN administration,

Distribution

Naproxen has a volume of distribution of 0.16 L/Ag. At therapeutic (evels naproxen
is greater (han 99% albumin-bound. Al doses of naproxen preater than 500 mg/day there
is a less than proportional increase in plasma levels due ta an tncrease in clearance caused
by saturation of plasma protein binding at higher doses. However the concentration of
unbound naproxen continues to increase proportionaily to dose. NAPRELAN
exhibits simitar dose proportional characteristics

Metabolism

IS to 6-0-0 naproxen and both parem
and do not induce metabohzing enzymes
Elimination

The elimination hatl-ife of NAPRELAN and OXEN (5 15 hours.
Steady stale conddions are aftained afler 2-3 doses of NAPR LAN. Mos of the drug” is excreted
in the unine, primarily as unchanged naproxen {less than l'/.;, 6-0-desmethyl naproxen {less
than 1%) and their glucuronide or other conjugates (66-92%). A small amount (<5%) of
the drug is excreted in the feces. The rate of excretion has been found 10 coincige closely with
the rate of clearance from the plasma. in patients with renal failure ites may

mg, 376 mg or 500 milw»ce daily (momlr:‘%and evening) may have their total dasly dose
replaced with NAPRELAN as a single daily dose
During long-term administration, the dose of NAPRELAN may be adjusted up or down
depending on the clinicat response of the patient.
In patients wha tolerate lower doses of NAPRELAM well, tbe dose may be
increased to three NAPRELAN 500 m? tablets (1500 mg)'once daily or two NAPRELAN 750
g lablets (1500 mgj once daity for limited periods when a higher level of anti-inflamma-
tory/analgesic activity is required. When treating patients, especialty at the higher dose
levels, the physician should observe sufiicient increased chrical benefit to offsel the poten-
fial increased risk. (See CLINICAL PHARMACOLOGY). The lowest effective dose shouid be
sought and used in every patient
Symptomatic improvement in arthtgis usualy begins within one week; however,
treatment for two weeks may required to achieve a therapeutic benelit.
A jower dose should be considered in palients with renal or hepatic impairment or
in eiderly patients (see PRECAUTIONS). Studies indicate that although 10tal plasma con-
ion of is h the unbound piasma lragson of naproxen is
increased in the efdarly. Gaulion 15 advisad when high doses are required and some adjust-
meni ol dosage may be required in elder'll patients.  As with other drugs used in the
elderly it is prudent 1o use the lowest elfective dose.
Ansigesia, nxlmumrhu. Bursitis, and Tendinitis: The recommended slarting dose is
two NAPRELAN 500 mg‘ fablets (1000 mu} once daily. For paliants r;anirim ’remr
analgesic benetits. three NAPRELAN 500 mg tablets {1500 mg) or two NAPRELAR 750 mg
tablets (1500 mg) may be used lor a hmited periad. Thereatter, the total daily dose
should not exceed two NAPRELAN 500 myg tablets (1000 mg).
Acute Gout: The recommended dose on the first day is two or three NAPRELAN 500 m
tabiets {1000-1500 mg} once daily, foliowed by two NAPRELAN 500 my tabiets {1000 mqg
once daily, untit the attack has subsided .
INDICATIONS AND USAGE
NAPRELAN is indicated for the af arthritis, itis, i
spondylitis. tendinitis, bursitis, and acute goul. it is also indicated in the felief of miid to
di pain and the of primary dy

CONTRAINDICATIONS

Special Poputations

catiulose, powvidone. and taic The lablet coating contains h
polyethyiene giycol, and titantum dioxide

CLINICAL PHARMACOLOGY
idal ant drug (NSAID), with analpesic and amipyrelic

Nap: isa Y

properties As with other NSAIDs, s mode of action i§ not fully understoad; however, its
ablirty 1o iohibit prostaglandin synthesis may be invoived in the anti-inflammatory etfect
Pharmacokinatics

Although naproxen itself is well absorbed, the sodium saft form 13 more rapidly absorbed
resulting in higher peak plasma leveis for a given dose Approximately 30% of the fotat
naproxen sadium dose in NAPRELAN is present in tha dosage form as an immediate
release The ining sodwm is coated as microparticles to provide
sustained reiease properlies. Atter aral administration, plasma tevels of naproxen are
detected withia 30 minutes of dosing, wv:arcak plasma levels occurring appraximatety 5
howrs atter dosing. The observed terminal elimination haif-life of napraxen from both
immediate release naproxen sodium and NAPRELAN is approximalely 15 hours. Steady
state levels of naproxen are achieved in 3 days and the degree of naproxen accumuiation
in the blood is consistent with this
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Pediatric Use: No redlallic studies have been performed with NAPRELAN, thus
zamy of NAPRELAN in pediatric populations has not tieen establishedt
enal N i

P ve not heen in subjects
with renai msulficwncy. Given that naproxen is metabolized and conjugates are
primarily excreted by the kidneys. the potential exists for naproxen meiabolites
to accumulate in the presence of renal insufficiency.

CLINICAL STUDIES

Rhsumatoid Arthritis:

The use of NAPRELAN for the management of the signs and symptoms of
rhieumaloid anthritis was assessed in a 12 week gouble blind, randomized, placebo and
activa-controlled st% in 348 patients. Two NAPRELAN 500 mg tablets (1000 mg) once

daily and naproxen my tablets twice daily (1000 mg) were more effective than placebo
Clinical etfeciiveness was demonsitrated at one week and continued for the duration of the
study.

Osteoariheitis:

The use of NAPAELAN for the management of the signs and symptoms of
osteoarthritis of the knee was assessed in a 12 week double-bling, placebo and active-
controlled study in 347 patients. Two NAPRELAN 500 m {1000 mp) once daily and
naproxen 500 mg twice daily (1000 mg} were more effective than placeto. Clinical
effectiveness was demanstrated at one week and continued for the duration of the study.
Anaigesia:

The onset ol the analgesic effect of NAPRELAN was seen within 30 minutes in a
IJhavmacokmel;c/pnarmacodynamw study of patients with pain following oral suvoeg
n conlrolled clinical trials, naproxen has been used in combination with goid, O-
i

3 a lts use in with salicylate is
not recommended because there is evidence that aspirin increases the rate of excrelion of
naproxen and dala are inadequate to demfonstrate thal naproxen and aspirin produce

reater improvement over that achieved with aspinn alone  In addition. as wilh other
?ISA!DS the combination may result in higher frequency of adverse events than demon-
strated lor either product aione.
Speciat Studies:

In a double-blind randomized, paraliel group study. 19 subjects received either two
NAPRELAN 500 mgq tabiets uoog mg} once J;uly or naproxen 500 mg twice daily (1000
mg) for 7 days Mucosal biopsy scores and endoscopic scores were lower in the subjects
who recewved NAPRELAN. in another double-blind, randomized. crossover study, 23
subjects received two NAPRELAN 500 mg tablets {1000 mg) once daily. nagroxen 500 mg
twice dady (1000 mg) and aspirin 650 mg four times daily (2600 my hlar 7 days each
There were signiicantly lewer duodenal erasions seen with APRELAN than with either
naproxen or aspinn  There were significantly fewer pastric erosions with both
NAPRELAN and naproxen than with aspirin
The clinical signticance of these findsngs is unknown

INDIVIDUALIZATION DF DOSAGE

Rheumatoid Artritis, 0 , and § § NAPRELAN
Iike ather NSAIDs shows considerable vaniation 1n response. The recommended starting
dase of NAPRELAN in adutts 15 two NAPRELAN 375 mq lablels (750 mg) once daily. of two
NAPRELAN 500 mg tablets {1000 mg) once daily Patienis already taking naproxen 250

All naproxen products are contraindicated in patients who have had ailergic reactions to
p as well as ta over-the-counter products ining napvfcn.

feactions may occur in palients without previous known exposure hypersensitivity to
aspirin, naproxen or other NSAIDs, or in individuals with a history of angicedema,
urticaria, bronchospastic reactivity (e ’g asthma). and nasal polyps. Anaphylactoid
reactions, like anaphylaxis, may have a fatal autcome Therefore, caretul questioning of
patients far such things as asihma, nasal polyps, urticania, and hypofension

with NSAIDs befors slamm therapy is important [n addition, il Such symptoms occur
during therapy. treatment with NAPRELAN should be discontinued

WARNINGS

Risk of Gl Ulceration, Bleeding and Perfaration With NEIAID Tharapy: Serious Gi toxicity
such as bieeding, wiceration, and perloralion, can occur at any lime, o withoul
wammg syn‘;gtoms. in palients trealed chronically with NSAID theragy. Although minor
upper GI grobiems, such as dyspepsia are comman, usuakrﬂ ing early in therapy,
physicians should remain alert for ulcerations and bieeding in patients treated chmnicaaq(y
wilh NSAIDs even in the absence of previous Gi tract Symptoms. in patients observed in
clinical trials with naproxen of several months lo 1wo years duration, symptomatic upper Gt
ulcers, gross bleeding or perforation appear to occur in approximately 1% of patients
treated for 3-6 manths, and in about 2-4% of patients treated for one {ur. Physicians
should inform patients about the signs and/or symploms of serious Gl foxicity and what
steps 1o lake if they occur

Studies 1o date with all naproxen products have not identitied any subset of patients nol at
risk of developing peptic ulceralion and bieeding or any differences between ditfersnt
naproxen products in iheir propensity ta cause paptic ulceration and biseding. Except for
a prior history of serious Gl events and other risk factors known 1o be associated with peptic
utcer disease, such as alcohalism, smoking eic., na risk factors (e.g. age. sex) have baen
associated with increased risk. Elderly or debililaled patients seem to tolerate ulceration or
bleeding fess well than ofher individuals and masi spontaneous reports of fatal Gl avents
are in this population Studies to date are inconclusive concerning the relative risk of var-
ious NSAIDs in causing such reactions Hndqn doses of ay NSAID probabily carry 3 greater
risk of these reactions. allhough controlted ctinical trials showin this do niot exist in mast
cases. In considering the use of relatively large doses (within recommended dos:
ranue) suflicient benefil should be anticipated to offset ihe potentiat increased
nsk of GI toxicity

PRECAUTIONS

Generat

NAPRELAN SHOULD MOT BE USED CONCOMITANTLY WITH OTHER NAPROXEN

PRODUCTS SINCE THEY ALL CIRCULATE IN THE PLASMA AS THE NAPROXEN ANION,

The antipyretic and anh-inflammatory activities of the drug may reduce fever and
. thus ing their utiity as diag Signs.

Because of adverse eye findings in animal Studies with drugs of this class. it is recom-

mended that ophthalmic studies be camed out if any change or disturbance in vision occuw's

Renal Effects:

As with other NSAIDS, long-term admunistration of naproxen to animats has resulted n

renal papiary necrasis and other abnormat renal pathology. In humans, there have been

reports of acute nephritis. X i and

syndrome associated with naproxen-contaming products and ather NSAIDS since they

have been marketed

A second form of renal toxiCily has been seen m patients taking naproxen as well as othet

NSAIDs In patrents with prerenal conditions with reduction i renal bipod flow of biood




volume. renal prostaglandins have a supportwe role i the manlenance ol renal pertusion
Administration ol a NSAID may cause a dose-dep npr forma-
tion and may precipitate overt renal decompensation. Palients at greates) risk of this reac:
tion are those with impaired renal funclion, hean! failure. liver dystunction, diuretic use, and
ihe eiderly. Disconlinuation ol NSAID therapy is typicatly followed by recovery to the
pretreaiment state

and its are inated primarily by the kidneys, therefore the drug
shouid be used wilh great caution in patients with signilicantly impaired renal function and
the g of serum and/or inine clearance is advised in these patienls
Caution should be used it the drug is given to patients with creatinine clearance of less Ihan
20 mUsminute because accumulalion of naproxen has been seen in such patienls
Hepatic Elfecis:
As with other NSAIDs, borderline elevalions of one or more fiver tests may occur
in up to 15% of palients. These abnormalities may progress, may remam essentially
unchanged, or may resolve with continued therapy he ALT (SGPT) is probably
the most sensitive indicator of ver dystunction. Meaningful (3 times the upper il of nor-
mal) alevations ol ALT (SGP1) or T (SGOT) occurred in controlied c!luvncal tnials in less

naproxen be temporarity discontinued 72 hours before adienal lunction fests are per-
tormed i the Porter-Silber test 1s to be used

Napraxen may inlerfere with some unnary assays ot 5-hydroxy indoleacetic acid (SHIAA).
Carcinogenesis: A two-year study was perlormed in rats 1o evaluale the i L

Centrat Nervous System: Depression, anxiety. hyperionia, nervousness, neuraigia, newritls,
vertigo, amnesta, confusion. co-ordination abnormal diplopia, emotional lability, hematoma
subdural, paralysis. dream ties, inability o muscle

0 > .

ten-
tiat ol nap al doses of 8 mg/kg/day, g/kg/day, and 24 mg/kg/day (S0 mu)mg.oloo
mg/m?, and 150 mg/m?). The maximum dose used was 0 28 limes the systemic exposure
1o humans at the recommended dose. Na evidence of tumangenicity ws found.
Pregnancy: Teraloganic Effects: Pru!nunq cmgng 8. Reproduction sludies have been
performed in rats at 20 mg/kp/day (125 my/mzluag. .23 times the human sysiemic expo-
sure) rabbits at 20 mx/ku day (220 mg/m?/day, 0.27 times the human systemic upnsule?
and mice at 170 mg/kg/day (510 mg/m2/day, 0.28 times the human s! slemic

herpes simplex, dry skin, sweating, vicer skin, acne, alopecis,
dermatilis confact, eczema, herpes rosier, m disuvder.a‘s‘m\ necrosis, subcutaneous
nodule, prurtus, urticaria, skin, A W ity reactions

porphy tarda, ep bukosa.

Special Senses: Amblyopia, scieritis, cataraci, conjunctivitis, deal, sar disorder, keratocon-

junctivitis, facrimation disorder, otitis media. pain eye.

Cardiovascular. Angina pecloris, coronary arfery diseass, myocardial infarction, desp
i vascular anomaly, arfhythmia, bundle branch block, abnar-

with no evidence of impaired tertility or harm 1o the lelus due to the drug. There are na,
adequate and well-controlied studies in pregnant women Because animal reproduclion
studies are not always predictive of human respanse, NAPRELAN should be used during
pregnancy only it the polential henefits justity the potential risks to the fetus
Nonieratogenic Effects: There is some evidence to sugges that when inhibitors of
prostaglandin synthesis are used to delay preterm labor there 1S an increased nisk of neonatal
enterocolitis, patent duclus arteriosus, and i

mal ECG, beart faiture right, hemorrhage, migraine, aortic slenosis, syncope, tachycardla,
congestive heart failure.

fespihtory: Asthma, dyspnea, tung adema, laryngitis, lung disorder. epistaxis, praumonta,
respit lorr distress, respiratory disorder, sosinophiic preumonitis.

Musculosheletal: Myasthenia, bane disorder, spontaneous bone fracture. fibrotendinitls,
bane pain. ptosis, spasm general, bursiis.

than 1% ol patienls. A pabent with symptoms andror signs suquestlnq liver
of 1 whom an ahnoemal liver test has occurred, should be evalualed for evidence of he devel-
opment of more severe hepalic reaction while on therapy with naproxen. Severe hepatic
reactions, including jaundice and cases ol fatal hepatilis have been reporied with naproxen
as with other NSAIDs Although such reactions are rare, if abnormal liver tests persist of
worsen, it chnical signs and symptoms cansistant with liver disease develop, or il systemic

i occur (e philia, rash, fever, et ). naproxen should be discontinued
Chronic alcoholic fiver disease and probably other diseases with or

such as
hemonhaya. Naproxen Ireatment given in the late pregnancy |o delay parturition has been
i with hypertension, renal { nd ‘

and Nutrition: Increasa, P! y L
alkalosis, BUN increased, dehydration, ederga, giucose tolerance decrease, hyperuricemia,

4 P Yl ¥ a
prosiaglandin E levels in preterm infants. Because of the known etiect of drugs of this class
on the human fetal cardiovascular syslem (closure of duclus artenosus). use during third
tamester should be avoided.

Nursing Malhers: The naproxen anion has been found in the milk of factating women at a

abnormal plasma proleins (albumin) reduce the total plasma concentiation of naproxen,
but the plasma concentration of unbound napraxen IS increased. Caulion is advised when
high doses are required and some adjustment of dosage may be required in these patients.
11 is prudent to use the lowes! eMtective dose
Fiuid Retention and Edema:
Peripheral edema has been observed in some palienls receiving naproxen. NAPRELAN
{naproxen sodium) tablets contains 37 5 mg. 50 mg or 75 mg of sodium (15 mEg, 20
mEq or 3.0 mEq respectively). This should be considered in Balienls whose averall inlake
of sodium must be severely restricted. For these reasons, NAPRELAN shouid be used with
caution in patients with fluid retention. hypertension ot heart failure
Information for Patients: NAPRELAN, like other drugs of its class, is not Iree of side eflects.
This formulabion of naproxen can cause discomfort and, rarely, there are more Sergus side
effects, such as GI bleeding, which may resuft in and even fatal
NSAIDs are aften essential agents in the management of arthritis and have a major role in
the treatment of pain but they aiso may be commom‘ amployed for condinons which are
fess serious thsumns may wish ta discuss with their patients the potential risks (se¢
WARMINGS, PRECAUTIONS, and ADVERSE REACTIONS) and likety tenetits of NAPRELAN
treatment.
Caution should be exercised by palients whose activities require alertness i hey
experience drowsiness, dizziness, vertigo or depression during therapy with naproxen.
Laboratory Tests: Because serious Gi tract ulceration and bleeding can occur without
warning symploms, physicians should fallow patients chronically treated with NAPRELAN
for the signs and S(mploms of ulceration and bleeding. and should inform them of the
importance of this foliow-up and what they shoutd do i cenain signs and symptoms do
appear. Patients with initial mogtobin values of 10 grams of {ess who are to receive long-
term therapy should have in values peri

(See WARNINGS, Risk of G! Utceration, Bleeding and Parforation with NSAID Therapy).

Drug Interactions: The use of NSAIDs in patients who are receiving ACE inhibitors may

potentiate renat disease siales (See PRECAUTIONS, Renal Efects)

In witro studies have shown that naproxen anion, because af its atlinity for protein, ma'x dis-
laca from thei binding Sites other drugs which are aiso albumin- ound (see CLINICAL
HARMACOLOGY, Pharmacokinstics).

Theoretically, the naproxen anion itself could likewise be displaced. Short-term contratied

studles failed to show that 1aking the dru signiticanily attects prothrombin imes when

administered to individuals on in-typ i Caution s advised nonethe-
less. since interactions have been seen with other nonsteroidal agents of this class.

Similarly, patients receiving the drug and a hy or should

be observed for signs of toxicity to these drugs.

Concomitant administration of naproxen and aspinn is not recommended tecause naproxen

is displaced from its binding sites during the concomitant administration of aspisin, resuft-

ing in lower plasma concentrations and peak plasma levels

The natriuretic effect of turosemide has been reparted lo be inhitited by some drugs of this

class. Inhibition of renal lifhium clearance leading fo ncreases in plasma lithium concen-

trations has aiso been reported. Naproxen and other NSAIDs can reduce the antihyperiensive
etfect of propranatol and other beta-blockers.

Probenecid fiven concurrently increases naproxen anion plasma levels and extends its

plasma hatl-hte significantly

Caution should be used il naproxen is i with metl

Naproxen. naproxen sodium and other NSAIDs have been reported to reduce the tubulae

secration of methatrexale in an animal model, possibly increasing the loxicity ol

c of app 1% of that found in the plasma. Because of the possible
adverse eflects of prastaglandin-inhibiting drugs on neonates, use in nursing mathers
should be avoided

Pudiatric Uss: No pediatric studies have been performed with NAPRELAN. thus satety af
NAPRELAN in pedvatric populations has nol been established

ADVERSE REACTIONS

As with all drugs in this class, the frequency and severity of adverse events depends on
several factors: the dose of 1he drug and duration of treaiment, the age, the sex, physical
condition of the patient; any concurrent medical diagnoses or individual risk factors.

2
SGOT increase, SGPT mcvea; weight decrease.
General: P reachons, f edema, . hypo-
pivcemia. pyrena (chills and favers).
Incidence less than 1% (Causal Relationship Unknown)
Other adverse rsactions lisled in the naproxen pac! fabel. but not reported by thoss
who recaived NAPRELAN are shown in italics These observalians are being fisted as
algrting information to the physician
Hematologic: Aplastic anemia, hemolytic anemia.
Central Nervous System: Aseptic meningitis, cogeitive dysfunction.
ma , Stevens-Johnson syndrome.
Gastiointestinal: Non-peptic Gi uiceration, uicerative sfomatitis.
Cardiovascular: Vasculitis.

OVERDOSAGE

The following adverse reactions are dwided inta three parts based on and
whather or not the possibility exists of a causal relationship between drug usage and ihese
adverse events. [n those reactions fisted as “Prabable Causal Relationship” there is at least
one case lor each adverse reaction where there is evidence to suggest 1hat there is a causal
relatianship between drug usage and the reported event.

The adverse reactions reported were based on the results from two doubte-bling controtied
clinical trials of three monihs duration with an adgitional nine month open-labet extension.
A total of 542 patients received NAPRELAN eithes in the double-blind period of in the ning
month open-label extension. 01 these 542 patients, 232 received Napreian, 167 were ini-
tiatly treated with Naprosyn and 143 were initially treated with placebo Adverse reactions

reported by patients who received NAPRELAN are shown by bady system. Those adverse
reaclior:,s abserved with naproxen but not reported in corlrolied triats with NAPRELAN are
italicize

The most frequent adverse events irom the double-blind and open-label clinical lrials were
headache {15%), followed by dy (14%), and flu sy {10%). The i ot
other adverse events accuriing 3% - 9% of the palienis are marked with an asterisk
Those reactions occurring in less than 3% ol the patients are unmarked

Incidence greater than 1% {Probable Causal Relationship)

Body as a Whole: Pain (back)", pain®, infection®, fever. injury {accident), asthenia, pain
chest. headache (15%), flu syndrome (10%)

Gastroinlestinal: Nausea®, diarrhea“. .. | pain”,
vomiting, i ia (14%). . i

Hemalologic. Anemia, ecchymosis.

Respiratory: Pharyngitis”, rhinitis*, sinusilis *, bronchitis. cough increased
Renal: Urinary tract infection”, cystitis

Dermatologic: Skin rash®, skin eruptions*, ecchlymoses®. purpura
Metabolic and Nutrition: Peripheral edema, hyperglycemia

Central Nervous System. Dizziness, p: , insomnia. * lig
Cardiovascular: Hypertensian, edema’ . dyspnea”, palpitations.
Musculaskeietal. Gramps (leg), myalgia, arthralgia. joint disorder, tendon disorder

Special Senses Tinnitus”, heaning disturbances. visual disturbances

General Thirst

Incidence less Ihan 1% (Prohable Causal Relatioashig).

Body as 2 Whole Abscess. moniia, neck rigid, pain neck, abdomen enlarged, carcinoma,
cellulilis, edema general, LE syndrome. malaise. mucous membrane disorder, allergic
reaction. pain pelvic

Gastrointestnal- Anarexiz, chalecystilis, Gl reclal
hemorrhage. stomabiis aphthous. stomalitis uicer, vicer mauth, ulcer stomach, periadon-
tat abscess, ¢ calitis, , G) disorder, rectal disorder,
tooth disarder, ity. melena uicer

gastritis,

Q3
lwver lunction

2te. Due to he gastric gH elevaling effects of Ho-blockers sucraliate, and intensive antacid
therapy, concomitani administration of NAPRELAN is not recommenced

DrugL y Tost may decrease piatelet aggregation and
grotong bieeding time. This etfect shoutd be kept in mind when bieeding times are determined
The adminisiralion of naproxen may result in increased urinary vatues for 17 i

jaundice. NECrOS’S.
Aenal Dysmenorthea. dysutia, kidney function abnormality. noctunia, prostate disorder,
pyelonephritis, carcnoma breast. urinary incontinence, kidney calculus, kidney failure.
menorrhagia, breast, nep GSIS. . pan kidney,
pyuria, urine abnormal, urinary frequency, unr’avy retention, utering spasm, vaginitis,

steroids because of an interaction between the drug and/or iis melabolites with m-di-
nilrobenzene used in this assay Atthough

[ s, hyp . nephritis, nephratic syndrome. renal
disease. renal failure, renal papillary necrosis

17-hydroxy
{Porter-Silber test} do not appear 10 be artifactually altered, it is suggested that therapy with

¢ bleeding time increased. easinophilia, abnormal R8C. abnormal
WBC. thrombocytapenia, agranulocyloss, granulocytopena

0! p may be by i -
digestion. nausea, or vnmning"hcausa ‘napraxen sodium may be rapidly absorbed, high

and early blood levels should be anticipated. A few patients have expariencad saizures, but
itis not clear whether o not these were dnm-uhl 1t is not known what doss Of the drug
would be ¥e threatening. The oral LDs, of the dmsog 500 m; in rats, 1200 mg/g
in mice. 4000 mg/kg in hamsters and greater than 1000 mg/kg in dogs.

Should a patient ingest a farge numbar of tablets, acck i(ﬂov purposetylly, the stomach

may be emrlbd and usual supportive measures employed. in anmals 0.5 g/ of actival-

ed charcoal was aHective in veducinog' plasma levels of napraxen. Hemod does not

goc;ease the plasma concentration of naproxen because of the high degree of #ts protein
inding.

DOSAGE AND ADMINISTRATION

Ahsumatold Arthvitis, Dstocarthritis, snd W&%ﬂlm
The usual daity dose of NAPRELAN is two NAPRE mg uw‘:’gom rvm 0ncs 2

day. Both larger and smaller doses may be required in individual pat (see
ALIZATION OF DOSAGE). Regardiess of indication, the dosage shouid be individualized to
achieve effeciive dose and minimize adverse events, however the maximom daily dose s
either three NAPRELAN 500 mg or two NAPRELAN 750 mg tablets (1500 mg) once daily.

Toe racomme St g doue PRAPRELAN 00 )ttt %00 )
e racommended starting dose IS two al once daily.
WA o Disee (1500

For patianis requiring r‘raam anaigesic benelit, theee RELAN mg
mg) or two NAPRELAN 750 mg tablets (1500 mp) ma{bc used for 3 o&edod
Theraafter, the tolai daily dose should not exceed iwa NAPRI 1 AN 500 my tablets {1000 mg)
Acule Gout

The recommended dose on the lirsl day is two to thiee NAPRELAN 500 mg tablets (1000 -
1500 my) once daity, followed by two NAPRELAN 500 mg tablets (1000 mg) once daity,
until the attack has subsided

HOW SUPPLIED

NAPRELAN (naproxen sadium) Controlled-Reiease Tablets:

MAPRELAN 375 white capsule-shaped, fiim-coated lablets, debozsed with
side, and "NDC#” on the ather. Packaged i light-resistant botties of 100's: NOC 561
Each tablel contains 412 5 mq naproxen sodium equivalent lo 375 mg naproxen.
NAPRELAN 500 white, capsule-shaped, fiim-coated tablets, debossed with on one
side and “NOC# " on the other Packaged in tight-resistant bottles of 75 NOC 56125-202-07
Fach tablet camains 550 mg naproxen sodm equivalent 1o 500 mg naproxen.
MAPRELAN 758: white. capsule-shaped, film-coated tablets, debossed wilh log on one
side and "NDC#" on 1he olher Packaged in hght-resistani botties of 50's: NOC 561 -203-05
Eath Iablet contains 825 mq naproxen sodium equivatent to 750 mp naproxen

Store at raom temperature 15-30°C{59-86°F), in weli-closed comtainers. Dispense in a
well-closed container with 3 child-resistant closure

CAUTION: Fedaral iaw pronlbits dispensing without presceiption.
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