NAPROXEN- naproxen tablet, delayed release.
NuCare Pharmaceuticals, Inc.

Naproxen Delayed-release Tablets USP, 375 mg and 500 mg

Rxonly
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DESCRIPTION

Naproxen, USP is a propionic acid derivative related to the arylacetic acid group of nonsteroidal ani-
inflammatory drugs.

“The chemical name for naproxen, USP is (S)-6-methoxy-a-meiby.-
following structural formula

naphhalencaceic acid. It has the.

naproxen (R=COOH) C1aH1a03 mol w1230.26

CH3

CHO

Naproxen, USP has a molecular weight of 230.26 and a molecular formula of C 1H 103
Naproxen, USP i anodorles,wlite 1 off-whit crysalline substance 11 ipid-oluble, pracically
insoluble in water at low pH and freely soluble in water at high pH. The octanol water pariiion
Coetcen ot mpoxen it 74 11
Naproxen delayed-release tablets USP are available as enteric coated, white tablets containing 375 mg
ofproxen nd 500 of rproxen, USP for oraladinisration Th icive ngedicns ar

loidal

povidore,col e enteric
coating it I ety
citrate and pt s PH
PH 6. There is no PH .

CLINICAL PHARMACOLOGY
Mechanism of Action
N has analgesic, o anipyrec propert naproxen has

ok vapidly absorbed formlmuon of qvoxenfof v I

“The mechanism of action of the naproxen, like thatof other NSAIDs, is not completely understood but

imvolves inhibition of cyclooxygenase (COX-1 and COX-2]

during therapy have pr invivo effects. Prostaglandi

sctonof bradykiinnindulng paininanimal el Prostagladi are medisos of fanmaion.
Because mproxen s aninhibitor of prostaglandin synthesis, its mode of action may be due to a decrease

of prostaglandins in peripheral tissues.

Pharmacokinetics

Napronen s aidyad compltly dorbed from the gastroinestinal tract with an in vivo,
of 95¢ different dosage forms of maproxen are bioequivalentin erms of exter of

sarplon (RO an ek concentaton (€ ot howevr e prodict o st pternof

absorption These diffrencesbetween apronenproducs ae elated o bot he chemicl formof

ts formulation. inpatiern of absorpion, the
of maproxenis ranging from 12 to 17 hours. Steady-
st evels of prosenare realed ok oy, o der o pronecuminion o
alf-lfe. Thi inpatiern of release play orly a
negligible role o st of syt plasma levels.

Absorpiion
Naproxen delayed-release tablets
Naprosen delayed-elease blets re designed with i sesitive coaing t provide s barrier o
disintegration inthe acidic environment of the stomach and o lose integriy in the more neutr

Il intestine, The enteric aelulﬂlhr

PH G
ekl eves st ssied w4 & houts following e hmd»u o S 12 b, An
invivo study in man using radiolabeled

blets dissol sl intestine 50 the.
absorption of the drug is delayed until the stomach is emptied,

nd were givento fasted subjects (n=24) ina
crossover sty ollowig 1 weekof dosing,iffrecesintime t0pea lasr evels (T ) were
bserved, but there were no differences intofal absorption as measured by C oy and A

Wabroren Delayed-release Tablels - Wapraxen Tables -

500 mg bid 500 mg bid
i ig/mL) 99 (18%) 97.4(13%)
Tinay (hours) 4 (30% 1961

Aucuz i gtemt) 845 (20%)
eIt CTVariony

Antacid Effects

e o ek evls of s e e bt et psk i e (ran
i 12516056 hours, mean’T g with antacid 5 hours), aldhough not significanly (see PRECAUTIONS;
Brug Interactions).

Food Effects

most subjects were achieved in about 12 hours (range: 4 to 24 hours). Residence time inthe small
inestin il disinegraion s ndpendentoffood e, The resece of foodprolonged et
the stoma time to maximal

mix)vh i max)-
Distribudon
Nopraxentas o voure o disvibuionol 016 L. At herapeuic evls rproxen e greser han99%
s of maproxen greater than 500 mg/day there is less than proportional increase in

o evls o oo er e e coed by Sourstonof s oo o hgher
doses (et nough C . 365 49.2nd 5.4 myL. wih S0, 1000 1500 mg daly doses of
the milk of Iactaing women at

ypmxmmaly 1%
PRECAUTIONS; Nursing Mothers).

Elimination
Metabolism

N et G-0-destyl and both parent and
metabolites do ot duce metabolizing erymes. Bothraproxen and -0-Gesmetiy aprosenare futier
Hetabolized o hlr respectve scy Plocuronde corfugatd neabo

Excretion

The clearance of naproxen s 0.13 mL/minkg, Appmxmm\yqs% of the maproxen from any dose is
excreted inthe urine, primar ) 6-0-de:

(6% 0 2% The plasma hllfe of he aproxen arion n o Tanges from 1210 17 hours. The
corresponding hal-lives of 12 hours, and
their rates o been found to with the rate of

irome plesm. Smal amouns, 3% or 1o o the acmnitoed dose, are xcretd nhe (eces. n
patients with real failure metabolites may accumulate (see WARNINGS; Renal Toxicity and
Hyperkalemia)

Pediatic Patients

Inpediatrc parients aged 5 @ 16 years with arhrits, plasma naproxenlevels following a 5 mg/kg single
naproxen suspension (see DOSAGE AND ADMINISTRATION) were found o be similar o
those found inormsl adulsfllowing 500 mg dose, The erminal bl e sppears o b siilar i
pediatric and adult patierss. Pharmacokinetic studies of naproxen were not performed in pediatric
patets younserthan years of age. Pharmacokietic parameersappear o e similar folloving
latric patients.

Rave mtbeensucld insubjecs uner o age of 15,
Geriatric Patients
Studies indicate that although total plasm concentration of raproxenis unchanged, the unbound plasma
fraction of naproxen s increased in the elderly, although the urbound fraction s <1% of the total

Unbor have been reported
{0 range 70m0.12% (0.0.19% of total aproxen concentraton, compared with 0.05% (0 0.075% i
younger subjects. The clinical significance of this finding is unclear, although itis possible that the
increase be associated with inthe rate of adverse
events per a given dosage in some elderly patients.

Race

diff due o race

Hepatic Impairment

has not with hepatic insuficiency.
Chronic alcoholic liver disease and probably other diseases with decreased or abnormal plasma
the total

wbound eproseni nceased, Cutonis advised when igh dosesae requireda some adjstrertof
dosage may be required in these patierss. It s prudent o use the lowest effective dos:

Renal Impairment

renal insufficiency. Given that
naproxen, its metabolites - Conigues e primerly excresed b he ey, i poental exis for
naproxen metabolites (0 accumlate inthe presence of renal insufficiency. Elimination of naproxents
dcreased nparets with sevee rena ingaitnent. Naproxen-conining prodicts re o reconmended
foruse inatens with dere.t severe ax severe rena Inplren creaine clearance 20
in) 0 WARNINGS. Renl Toiciy and Fyperkalemic)

Dngm:mmn.n_S_mdus
spri hen NSAIDs were adrirsered with aspirin,he proeinbiing of NSAIDs were recuced,
although the clearance of free NSAID

ot knwn. See Tabte 1 fof chnic emacions of AT i
PRECAUTIONS: Drug iniractons).

CLINICAL STUDIES
General Information

Napraxents beenatudied npaeres with teurstod i, oveoardits,fverlle ardrits,
ankylosing spondylits,

mornig sifnes,  eductoninisesse sciviya assessed by both the imvesigato and paint, and by
0 naproxen has

potbeen found to be dependent on e sex sty or Sorsiont emaisd v

Inpatienss e naproxenhas
pain or tenderness, an increase inrange of motion in hkz joins, increased mobility as demonstrated by a
nd of daily living impaired by

the disease.

Ina clinical wial comparing standard formulations of paproxen 375 mg twice a day (750 g a day) vs 750
g viceaday (500 ngily), 9 pters nthe 750 mgroup termiaid remrey because of

nthe 1500 mg. because of advers:
evens. Mot of these adverse cveis were gaswomesdal cvees
Inclinical smdlesmpauem Jithhemstoid i, oseoarit,andjverile s, mprosen s
beenshowno be leto
disease aciviy, hm e (rtquﬂ\(y i severityof th milder gastroimesiel advers eifects (ravses
dyspepsia,
less in naproxen- eenes panems than in those treated with aspirin or indomethacin.
Inpatients with ankyl
sifoss andpinarest. o o s e dru was showno b a5 effeckve 2 aspri,but
with fewer side effect
In patients with acute
infanmtorychanges (5. ecreame ol ey w4 10 45 hurs s wel oo o e of
painand tenden




Naprosen as ith mild to moderate posoperaive,

:nnbegmwuhm hou inpatlens aking rapreen.and within 30 mintes n patens ki rproren

sodium Aigesicefect was shownby such essures s redctonaf i ntnety score,inrease in

painrelief scores, decrease in numbers reiring addiiosl anlgesi medicaion, an delay
1o remedicaion. The nmlgzslc:lfeu s been found o st fo up 1 12 o

h
o i e whnsiond o regimenaf paens ecevig cordcosierolds taidnor
i a ‘Whe

*Seroid-sparing- effect has not been adequately sudied. When added 0 % rrgwwnulp itients
recelinggold sals mpeoen i esult n rese nprovemen. s s Inconbinaton i sallylaes
e of excretion of naproxen
i dta e ndecite 1 et hl Taprohen ad eprin prodice sreser pIOVETEN. over hat
achieved with aspirin alone. Inaddition, as with other NSAIDs, the combiration may resultin bigher
frequency of adverse evess than demonstrated for either product alone.
In1Ct blood loss ax gastroscopy sties with normal voluneers, aiy adissiaono 1000 mg of
gastrc bleeding and erosion

e mg of aspirin.

Three 6-week, double-blind, multcerter sudies with Naproxen delayed-release tblets (375 mg or 500
g tvice a day, n=385) a Naprosen immediae.elase ables (375 mg o 500 mg tice aday, 1-279)

ablets with abless,
including patent who h
Glsympions. Thesesues cand o less ables and
release bles shows inefficacy or safety

minor GI complains i paie, however, may ind e fnrmulannnwe!erahluo eoer,
Five hundred and fifty-three ables during

Tobel vt e e of oot was 159 v, The o fo Tl igosed epie wers
and GI bleeds were similar 1o what has been historically reported for long-term NSAID us
Geriatric Patients

“The hepatic and renal tolerability of long-term naproxen admiristration was studied in tw double-blind
clinical wials involving 586 patient. Of the patiens studied, 98 patiens were age 65 and older and 10
of the 98 patients were age 75 and older. Naproxen was administered at doses of 375 mg twice daily or
750 g wce daly ot upto  wond Trrsensheormlites of aboraery s sssessig beatc sl
renal function were noted insome patient, although there were no differences noted inthe occurrence
of abnoral values aong difern age 3o0pe.

INDICATIONS AND USAGE
Carefully consider the potental benefits and risks of naproxen delayed-release tablets and other

se tblets. Use the
dosage for th individual (see WARNINGS:
Gastointesinal Blecing, Ulcerton, and Perforaton.

Naproxen delayed:release tablets are indicated:
For the relief of the signs and symptoms of theumatoid arthitis

 For the relief of the signs and symptoms of osteoarihritis
« For the relief of the signs and symptoms of ankylosing spondyl
« For the relief of the signs and sympioms of juvernile arthritis

y ablets are iniial treatment of acute pain beunu the
absorption of raproxen s roducts (see

CLINICAL PHARMACOLOGY, DOSAGE AND ADMINISTRATION).

CONTRAINDICATIONS

ablets the following patenis:

. it hyi a proxen or any
Componens f he dru product(see WARNINGS: Ancphiactic Reaction. Seious ki Reation)

 History of asthma, urticaria, or other allergic-type reactions after taking aspirin or other NSAIDs.

fatal, IDs have atens (see

WARNINGS; A R Related (o Aspirin Sensitviy).

Inthe setting of bypass graft see

Thromboric Events ).

WARNINGS
Cardiovascular Thrombotic Events

Clinical tials of several COX-2 seleciive and omselective NSAIDs of up o three years duration have
kof ©v) , including myocardial

which can be fatal itis risk for CV
thromboric evers is similar for all NSAIDs. The relative increase inserious CV thromboic everss
over baseline conferred by NSAID use appears to be similar in those with and without known CV.
disease or risk factors for CV disease. However, patients with known CV disease or risk factors had a
higher absolie ncdence ofexces serous CY romborc evers,due o et increased baseline rate
abservational studies found that this increased risk of serious CV thrombotic events begai
carly 2 he st weeks of reament. The Incréase in CV trombotc iskhas beenobserved most
cosistenty at higher doses.

o mirize e potnal sk for anadverse CV everInNSAID-esed paers,use e lowest
effective dose for the
Sevlopmen ol sochevens, Broughon e e e course even b absence o1 prions CV
symploms. Paters should b nformed sbout hesympons of srious CV eversa he sep 0 ke i
they ocs

There 10 i serious
aspirinand an NSAID,
proxen, increases the risk of serious gasummzsnl\a.\ D evees o WARNINGS Cospommonil
Bleeding, Ulceration, and Perforation).

atus Post Coronary Artery B

Two lare, comroled,cliical vl of . COX-2electve NSAID for the weamrtof o e frt
1010 14 ays following CABG sugery found an erased eidence of myocard
stroke. NSAIDs of CABG (s

Post-MI Patients

Observatioral sudies conducted in the Danish National Registry have demonstrated that pariens treated

with NSAIDS in the post-MI period were at increased risk of reinfarction, CV-related death, and all

cause moraality begiming in he first week of treatmen. In his same cohort, the incidence of death in the

first year post-MI was 20 per 100 person years in NSAID-treated patients compared t 12 per 100

person years in pon-NSAID exposed patieris. Although the absolute rate of death declined somewhat

after the first year post-MI the increased relative risk of death in NSAID users persisted over at least

the vext four years of follow-up.

Avoid the use of tablets inpatients with a the berefits are.

expected o outweigh the risk of recurrent CV thrombotic everts. If naproxen delayed-release tablets

are used in patients with a recent MI, moritor patients for sigs of cardiac ischemia.

Gastrointestinal Bleeding, Ulceration, and Perforation

A, incluing serious including inflanmation,

the esophagus, stomach, small intestine, or large e nesine.

e el e st vers cooms comceor ay dme, withor witiow

Symptons, inpates veated with NSAIDs. Oly ane in1ve palens who develop a seious \App!rGI

adverse event on NSAID therapy, is symplomic. Upper Gl ulcers, gross bleeding, o perfor:

caused by NSAIDS occuredinspproximaely 1% of patens uetedfor 3o 6 months, and in o 2%
‘year. How is not without risk.

mmmmmhmmuumwmkmm

et witha i istoryof pepic ler disease adlor G lecing who sed NSAIDS had a greser

than 10-fold increased risk for developing a G bleed compared to patierts withou these risk factors.
Other factors thatincrease the risk of GI mmmg I paens rated with NSAIDS include Jorg
durationof ral nicoagul

q
selective serotonin reuptake inhibitors (SSRIs); svmk\ns use of alcohal; older age; and pnmgul‘ml

healh s reports of fatal s

Aoy nmlly, et wih aivanced e s anlr comgslpahy e o eressed ik or 1

Use the lowest effective dosage for the shortest possible duration.

Avoid adninistration of more than one NSAID at

Avoid use in patients at higher risk unless benefits are expected 1o outweigh the increased risk of

bleeding. For such patiens, as well as those with active GI bleeding, consider aliernate therapies

other

Remuin aler for signs and symptoms of Gl ulceration and bleeding during NSAID therapy.

* 1 aserious Gladverseevent s suspected,promply niiate evaluaton and treament,anddisconinse

il

 Inthe seting of concomitant use of low-dose aspirin for cardiac pmvhquxm moritor patients more

closely for evidence of GI bleeding (see PRECAUTIONS; Drug Interactions).

Hepatotoxicity
Elevations of ALT or AST (iree or more times the upper limit of normal [ULNJ) have been reported in
“pproxmely 1% of paens inclinical il Inaddido e sometines fa, cases of severe epaic
njury,including fulminanthepatits, liver necrosis and hepatc failure have been repo
Elevatons of ALT or AST lss fanihee imes ULN) may oceurinp o 15% o ptes king
NSAIDS including raproxen.
o paens of the wariog sigtsa ympoms ofHepsoonicly (e muse igue e,
symptoms). If clinical siges

b liver p.or lsysmmc e s,

ablets immediately, and

hil )
clinical evaluarion of the parient.

Hypertension
NSAIDS, including blets can lead to orset of e
worsening of preexisting hypertemsion,cither of which may contribute o the increased incidence of
CV everss. Patiens taking, enzyme (ACE) in . or loop
diureics may have 10 these therapies when aking NSAIDs (see P
Drug Ineractions).
Monitor blood he iniiation of "
therapy
Heart Failure and Edema
The Coxib and raditional NSAID Trialists' of
o-fold increase inCOX-2

,. pate
Ina Darish National Regisiry study of patients with heartfailure, NSAID use increased he risk of MI,
hospitalization for heart failure, and death.

Adionl, i etenion aedem have beenobserved insom: patet resed with NSAIDS. Use
of map CV effects of several

Conions (o orten ACE Iors o ngovnsinreesyo bockes (ARBD e
PRECAUTIONS: Drug miracions).

Avoid the use of naproxen delayed-release wablets in patients with severe heart falure unless the
beneltsae expectd o curweigh e iskof worseig hear fallue f mroxen delaycrelesse
iablets are used npters with S ver heatFthr, elor padens for siges o worseniag hear

falure.

Renal Toxicity and Hyperkalemia
Renal Toxicly
Long-term administration of NSAIDs has resulted in renal papillary necrosis and other renal injury.
Renal tosicity has also been seen in patienis in whom renal prostaglandirs have a compensaory role in
the maintenance of renal perft adose-
ndarily, in reral blood flo, which may

P reacionare mus! it .mu.a
enal function,dehydration, hypovolenia, heart falure,liver dysfunction, thos
ACE inhibitors or ARBs, and the elderly. Disconinuation of NSAID Iherapylsuslully owes by
ummy o the precancnsue

e e n »amxs i sdvacedrem disese e e el o mproxendelayed relese

ablets may hasten the

Correctvolure st ndebydraedor hypn‘m\wmt patens pior 0 initiaing mnmxe...mam

el bl Monior with renal or hepati

dehydrat use of -.,blu, (

Ave ablets

disease nless the beris are cexpecied o ouweigh e iskof wnrsenmg reral function. If raproxen

patients for sigms of

worsening renal ey
Hyperkalemia

Increases in serum potassium concentration, including hyperkalemia, have been reported with use of
NSAIDs, even insome patens withoutreal imairment. npatets with ormal ren uncion, hese
effects have

Anaphylactic Reactions

Naproen has been associated withanaphylactic rectons npaiens withand wibout koo
asthn (see 10N
WARNINGS; Exacerbation of Asthma Related to Aspirin Sensitviy)

Exacerbation of Asthma Related to Aspirin Sensitvity
A

patiets withas have ich may nclude hroic

i d by nasal potenially fatal inolerance to
NSAIDS Betane oAb s been

reported in such 3 ablets are

patens withhis formof see

release tablets ar
poions fof changes e ke sypronof asth.




Serious Skin Reactions

NSAIDs, including raproxen, 3
5. and toxc epiderml mecrolysis (EN), wmchmr\h: fanal. These
Serious events Inf b toms of serious skin
reactions and to discontinue the use of naproxen delayed-release e oy appearance of skin
sign. lease tablets are in

patiens with previous i NSAIDS (see CONTR
Premature Closure of Fetal Ductus Arteriosus
P p the fetal duseof NSAIDS cluing

2130 weeks of

tablets
(see PRECAUTIONS; Pregnancy).
Hematologic Toxicity

Anena s occurred (3 NSAID-estedgates. This naybe dos 1 occltorgros bood o, fid
retention, or an incompletely described effecton erythropoiesis. If a patient treated with napr
delayed release abe bas any 1gs o syrpots o e, moior hemoglobinor hemaber.

NSA ingraproxen elyedreleae ables, sy ncease e riskof bleding evees. Co-
oid (ﬂmlmuls such

ph ine reuptake oo (i Ty increase this ik Moritor these patent fo sgns of
Dleeding (se¢ PRECAUTIONS; Drug Iteactons.

PRECAUTIONS
General

lease tablets should not be ith
(naproxen sodium) since they all circulate inthe plasima as the naproxen anion.

blets to substite for o to treat
Jead o discre
exacerbation. slowlyif a
etsion s ma o disconie corcoserldsand e Taien shouid s aomereed i fo any
evidence of including adrenal y rptoms of ardhridis.

Patienss with initial humgmhm values of 10 g or less who are to receive long-term therapy should
have hemoglobin values determined periodically.

Because of adverse eye findings in aninal studies with drugs of this class, it is recommended that
ophthalmic studies be carried out if any change or disturbance in vision occurs.

Information for Patients

Advise the patient (o read the sient label h
prescipton dispemed. Inform paiens, ormlicsar eir caregiversof e ollowing nformaion

' therapy with g the course of
angoing therapy.
Cardiovascular Thromboric Even
Adieptens o be alert for e sympoms ofcrtovesculr trorbotcevers, inluding chestpin,
shortness of breath, weakness, or slurring of sper any of these symptoms (o their health
e ot ol o WARNINGS: Covdinanulr Toomiort Evere)

Gastoiestinal Bleeding, Ulceration, and Perforation
Advise patns o report sympions of ceraions and lecdig, clucing epigasic pain, dyspepse
. hematess o hee el car provider. I e seing of concomtnt se of ow-dos

hylaxis, inf e n o

Deeding (s WARNINGS: Gasrometinl Bleeding, Ueraton.and eroraon)

Hepaotonicity

Inform paties of the warring sigrs and symptors of hepatotosicity (e.5., musea, fatigue, lethargy,

prnins, uic, ghtpper s edeess, -l syngor) I e o, s

medical therapy (see WARNINGS;

Hepatoioicny,
Heart Failure and Edema
Advise patients o be alert for the symptoms of congestive heart failure including shortness of breath,
unexplained weight gain, or edema and to contact their healthcare provider if such symptoms occur (see
WARNINGS; Heart Failure and Edema).
Ansphylactic Reactions.

reaction (e.g., difficulty breati lling of the face
or throat). Instruct patiens to seek immediate emergency help if these oceur (see
CONTRANDICATION, WARNINGS. Anaphylacic Reacions)
mmmm
patierss to stop raproxen delayed-release tblets immediately if they develop any type of rash
b e e provider as soonas possible (see WARNINGS; Serious Skin Reactions)
Femle Fertlity
Advse fensle o reptoductve oteal who desie pregnacy At NSAIDs,Including YOLTAREN,
may be associated
Mutagenesis, Impairment of Femtm
‘Eetal Toxicity

avoid use of tablets and other a
30 the risk of the g of the feta d (see
R Prtmts e of Fetal Ductus Arteriosus).
Avoid Concomitan Use of NSAIDs

iormpatens ht he oncorstat use ofwproxen delavedrelesse et withother NSAIDS or
ey pe
onchy o e ot eese inefichey e WARNINGS, Gosgoincsinl Bedi, Dlerauonnd
Perforato, PRECAUTIONS; Drug Ineractions). Alert patiers hat NSAIDS my b present n"ver t

1 col

unter” medications for treatment of colds, fever, or insormia
Use of NSAIDS ard Low-Dose Aspirin

Inform patients not 0 use low-dose aspirin concomitanly with naproxen delayed-release ablets undl
e b i nethea povide te PRECAUTIONS. g hiecsons)
Activities Requiring Alertess.

lertness if P

drowsiness, dizziness, vertigo or depression during therapy with naproxen.
Mz;k‘m; of Inflammation and Fever

of lease tablets inreducing inflammation, and
DosalyTevrs iy dmansh e ey of dsgrosie S i deecing mecuon:
Laboratory Monitoring

e s 61 lecing hepaitxicy,ndrenal infry canocur without wrring syriors or
BC

prof
pebodicany (see WARNINGS: Gasiaiiessnal Blecding, Uiceraion and Perfoaton. and Hcpmolmﬂc»ry)
Drug Interactions
See Table 1 for clinically significan drug interactions with naproxen.

‘Table 1: Clinically Significant Drug Interactions with naproxen
Drugs That Interfere with Hemostasis.

Clinical Impact: sUrderedise
warfarinhave The " Jans erious bleeding compared o the use of either drug al

%mmmnveleasebyphvelen e ori ol s, Crocomol Sudies showed drugs thatnerfere o an NSATD ey potenat e risk of lecding e thanan NSATD alone

SExdUOrderedlis
ntervention pa of ables with lans e g, warfarin), ), selectiv reuptae inibitors (SNRI) of bleeding (see WARNINGS; Hematologic Toxicit).
Aspirin

dies showed NSAIDs and of aspirin daes not produce any greater therapeutic effectthan the use of NSAIDs alone.Ina clnical sudy, anNSAID and ficanty increased incidence of GI dverse reactions as compared t use of the NSAID alane (ee

Cliical tmpact: WARNINGS; Gastrintestinl Bleeding, Ulceration and Perforation
Imervention: of . ablets and of aspirinis he bleeding (see WARNINGS; Hemstologic Tosiciy). ablets are for low dose aspirin for cardiovascular protection.
ACE Inhibitors, Angiotensin Receptor Blockers, and Beta-Blockers
Clinical tmpact: SUnOrderedist

NSAIDS may dimiish the cffectof block ding propranolol),

In patients who are elderly, volume-depleted (including those on diuretic therapy), or have renal impairmen, co-administration of an NSAID L ACE oo of ARGE may result in deterioration of renal function, including possible acute renal failure. These effects are usually reversible.
SEadUnOrderedlist

Intervenion: $UnDrderedist During cocomstant use of mproxen delayedreesse ublew and ACE-ihibitrs, ARBs, or bewblockers, monior blood pressue 1o ewure hat the desired blood pressue is obtaired,  During concomint ue of raprosen delaed-relesse ables and ACE-nh is who are elderly, volume-
depleted, or have impaired renal function, monitor for signs of worsening renal function (see WARNINGS; Reral Toxicity and H 1d be adequately real function a the begiming of the mn(mmmluum!mam‘lpermd‘nllvmtruhzr

iuretics

Clinical Impact: Clinical studies, as well as post-marketing observations, showed that NSAIDS reduced the natriuretic effect of loop diuretics (¢.g., furosemide) and thiazide diuretics insome patienss. This effect has been atributed to the NSAID irhibition of reral prostaglandin syrshesis.

During concomitantuse of naproxen delayed-release ablets with diuretics, observe patient for sigrs of worsening renal function, in addi diuretic (see WARNINGS; Renal Toxicity and Hyperkalemia).

Intervention

Digoxin

Clinical Impact: T of rap P increase the half-life of digoxin.

Intervenion: During concomitantuse of blets and d

Lithium

Clinical Impact: NSAIDs have and reductions in renal The 15%, and the renal clearance o 20%. This effect b NSAID inhibition of renal prostaglandin syhesis,
Intervenion: During concomitantuse of ablets and lithium, patienss for signs of

trexate

Clinical Impact: i of NSAIDs and methotrexate may increase the toxicity ¢ . I dysfunciion).

Intervenion: During concomitant use of lease wblets and methorrexai patiens for methowexate toxicity.

Cllnical Impact. of tablets may porine’s

Intervention: During tablets and cycl monitor patients for signs of worsening renal function.

NSAIDs and Salicylates

Cllinical Impact: Concomitant use of naproxen with other NSAIDS or salicylates (c.g., diflunisal, salsalate) increases the risk of GI xicity, with litle or o increase inefficacy (see WARNINGS; Gastrointestinal Bleeding, Ulceration and Perforation).
Intervenion: kY of map NSAIDs or salicylates

Pemetrexed

Clinical Impact: of ets may increase the risk of - information).

Intervenion: During concomitant use of naproxen dzlayad el emeinexed npaens with real impirmen whos creatring lesrace ranges rom.5 o 79 i 1

NsA (e.g. oided or apeiod o o day efre e doy of and v doys Fllowig dmistonofperereed
o s of s regarding potential ineraction bemeen pemetrexed and NSAIDS withlonger half ives (05 {aking these NSAID: for atleast five days before, the day of, and two days following pemetrexed administration.

Antacids and
Clinical Impact: some antacids the absorption of aproxen.
Intervention: ds such i ablets are
Due to the gastric pH elevating effects of H2-blockers, sucralfate and intensive Py, ablets are
Cholestyramine
Clinical Impact: Concorsitant adinistraonof cholestyramite candelay he absorption of naproen.
Intervention: ables are
Probene
Clinical Impact: 'y levels and extends it pl sigrificanty.

Intervenion: Patients ablets and be observed for adj dose if required.

Other albumin-bound drugs
Clinical Impact: Naproxenis highly bound to plasma alburirs it thus has a t 1 potential for alburin-bound drugs such as counsrin-type anticoagulanis, sulphonylureas, hydarkoins, other NSAIDs, and aspirin.

Intervenion: Patients Jease ablets and a hyds for adjusuent of dose if required.

Drug/Laboratory Test Interactions
Bleeding times

Clinical Impact: Naproxen may decrease platelet aggregation and prolong bleeding time.

Intervenion: “This effect should be keptinmind when bleeding times are determined.

rier-Silber test

Clinical Impact ‘The administration of naproxen may result in increased urinary values for 17ketogenic steroids because of an interaction between the drug and/or its metabolites with -di-
nitroberzene used in his assay.
Intervention: Although 17-hydroxy-corticosteroid measurer

Siler 43 do ot appea 1o b rfchally aered, 15 sogeied ha herapy it aproxenbe temporailydisconded 72 hours befor el funconet are perfored i he orer
Silber testi to be used.
Urinary assays of 5-hydroxy
doleacetic acid (SHIAA)
Cllnical Impact: Naproxen may interfere with some urinary assays of 5-hydroxy indoleacetic acid (SHIAA).

Intervention: “This effect should be keptin mind when urinary 5-hydroxy indoleacetic acid s determined.



Carcinogenesis, Mutagenesis, Impairment of Fertility
reimgene:

A2 yoar sy wes petormed ntats o vt e carigeric potntsl o mprorensertdoses of

8, 16, and 24 mg/kg/day (0.05, 0.1, and 0.16 times the maximum recommended human dai

IMRYID of 1500 g ey base on a body surface area comparison. No cvidence of lun\ongemnly

was found

Studies to evaluate the mutagenic potential of naproxen delayed-release tablets have not been

completed.

Impairment of ferility

Male rats were weated with 2, 5, 10, and 20 mg/kg naproxen by oral gavage for 60 days prior to mating

nd e s were et it e same dosesfor 14 days prir o naig andfor e frt 7 dysof
egnancy. There were no adverse effects on fertlity noted (up 0 0.13 imes the MRDH based on body

Surtace stea.

Pregnancy

Risk Summary

Use of NSAIDS, includin tablets, during the

Incresses e kot {remre closue of the el ducusaeross, Avoid use of NSAIDe, muamg

WARN

Frematre Closure of Fetal Ducus Artrioss.
There s o adequae and wel-controlledsudesof rprosen delayed elase ables inpregrank

i fromobservaion! sudies mgmdug poteial enbryofeal sk of NSAID s inwomeninite
st o econd wimesersof regracy e hnconclusive. I he geerst U5, populadon. al lircally
ecogtised pregnancics, regaress o drug exposure, have a bckground e of 2% o 4% fo ajor
afatmatots, o 15% o 0% for pregiancylos In el rerodctontdies [
i dence the period of
organogenesis at doses 0.13, 0.26, 2453t st o oo daily dose of 1500
mg/day, respectively. Basednnam:ml data, prostaglandins have been shown (o have an important role in

endomemal . blasto naninelsudes,
inhibitors such resulied

post-implanation loss.

Daa

Human Data

There is some evidence o used o delay

.,mm.labov there is an ncreased riskof neoratal  conplcatorssuch s ecratzing emeroccll .
hemorrhage gnacy 0

y enal
aboornal Elevels Because o the knownefi ! osteoldal ani-
of d se during

ey (oot sorig 4 30-wee o e, o Brd ey hould b oo
Animal Data

Reproduction studies have m..pmnm-a inrats at 20 mg/hg/day (0.13 times the maimum
iabis w20

m/kg/day (0.26 times the
comparson). and mice s 170 mghgay (0 s e rm‘(nmmmcnmmnd Naen dily dose based
videnc harmio the fetus due to
ru, Bosed onaniml dats, rostglandine hove e ahonais havean mportant role Py
3 Inaninal std

hibi h nd )

loss.
Labor and Delivery
There are mo studies on the effects of mproxen delayed-release wablets during labor or delivery. In
animal studies, NSAIDS, including naproxen, inhibit prostaglandin synhesis, cause delayed partuition,
and increase the incidence of sdllbirth.
Nnnlng Mothers

he mproen anon has been found i the milko acaing women at  concenaoneqivalentto
il
o vessendin shthd b comiered lon i he s e eed o mpronen deloye:
release tablets and any potential adverse effects on the breastfed infant from the naproxen delayed-
release tables or from the underlying maternal cor

Females and Males of Reproductive Potential
Based anthe mechaismofacion the se of prostagladinedised NSAIDS cluing proxen
ablets, may delay versible
inferdlity insome women. Published zmrm\ smdms v shown s irceaionaf rosiaglandin
syndhesis inhibitors has the potertial prostaglain medited olliclr upue reuied for
ovlaton. Snalsie nvomen et i ST v e o everi delay

ovulai

Consider withdrawal of NSAIDS, including raproxen delayed-elease tablets, in women who have
who are undergoing inferdlity.

Pediatric Use
Safety and effectiveness in pediatric patiens below the age of 2 years have not been established.
Pediatric dosing recommendations for juvernile arthrits are based on well-conrolled studies (sce
ADMINISTRATION). There are no adequate effectiveness or dose-response data
for other pediatrc conditions, but the experience in juvenile arthritis and other use experience have
established that single doses of 2.5 0 5 mg/kg (as naproxen suspension, see DOSAGE AND
ADMINISTRATION), with total daily dose not exceeding 15 mg/kg/day. are well tolerated in
pediaric patients over 2 years of age. Safety and effectiveness in pediatric patients below the age of 2
years have not been established.
Geriatric Use
Elderly patients, compared o younger patiers, are at greater risk for NSAID-associated serious
cardiovascular, gastrointestinal, andor renal adverse reactiors. If the antcipated benefit for the elderly
patiet ouelghstesepotenia s, st dosingahe lw e of e dosig ange, ad monior

Bleadin, Ulceraton,and Pesforation, Hepatoowiciy, Renal Toxiciy and Hyperkaiomia, PRECAUTIONS:
Laboratory Monitoring).

Stdie it tataltough ol e concenration of raproxen is unchanged, the unbound plasi

frac ferly. equnednd
o et o dosag v b reuired Ineldrlypadees.As withther drugsusd nhe ey,
itis prudent o use the lowest effective dose

Experience 8 patens maybe of

ponsteroidal drugs. Elderly seemo tolerate pej

o blecinglss wllwhen hse evens do occur, Mostspotaneous reports offaal Gl everes ar n

the geri Perforation).

Naproxen's loowniobe suhsmmzlly excrted by the Kidey,ad the iskof wxic reactons 0 s drug
Inpatns i paird raal focion. Becaus ldely patens re e ey o bave

el T hon ot hoald e one seechon o Ko be setul o monior ree]

function. Geriatrc patients may be at agreater risk for the developmen of a form of reral xicity

precipitated by reduced nonsteroidal

drugs (see WARNINGS: Renal Toxicity and Hyperkalemia)

ADVERSE REACTIONS

The following i of the labeling
Cardiovascular Thrombouc Everts (see WARNINGS)

Gl Blecding, Ulceration and Perforation (see WARNINGS)

Hepaotoxicity (sce WARNINGS

Hypertersion (see WARNINGS)

Heart Failure and Edem (see WARNINGS)

Reral Toxicity and Hyperkalenia (see WARNINGS )

Anaphylaciic Reactions (sce WARNINGS)

Serious Skin Reactions (see WARNINGS)

Hematologic Tosicity (see WARNINGS)

Advrse resctors eporedincontolled clricl ailsIn960 pates resed ortheunoidartids
or osteoarthrits are listed Ingeneral, reactions in patierss treated chronically were reported 2 o
1 tmes more requenly tan ey were inshoreterh studes i th 563 padens eated for mid
moderate pain or for dysmenorrhea. The most frequent complaints reported related o the

gastroinesinal trac

A clinical stdy found reactions to be more severe in rheunatoid
arthritis patierss taking daily doses of 1500 mg raproxen compared to those taking 750 mg naproxen (see
CLINICAL PHARMACOLOGY).

Inconrolled cliical il ith bt 80 pdiaic paiens an inwell-noioed,operbel scies
with about paticns with juvenile arth the incidence of rash and
olansed bleching dmes were ncresed: h incdence of gasnnmmml and central nervous sysiem
reactions were about the same, and the incidence of other reactions were lower in pediatric patierss than
inadults

Inpatens aing naprosen inclinical ril,the most frequendy reported averse experinces in
approsimsely 1% 0 10% o pa

. abdomiral pain®, nausea*, constpation®,

E
diarrhea, dyspepsia, stomaits
Central Nervous System: headache*, dizziness*, drowsiness™, lighheadedness, vertigo
Dermatologic: pruritus (itching)*, skin eruptions*, ecchymoses*, sweating, purpura
‘Special Senses: imitus*, visual disturbances, hearing disturbances

Cardiovas cular: edema*, palpitatiors

General: dyspneat,thirst

*lncidence of reported reaction between 3% and 9%, Those reactions oceurring i less than 3% of the
patients are unmarked.

In patens taking NSAIDs, the following P have also
19 to 10% of patiens.

Glulcers

B
(gastric/duodenal), vomiting
ibnormal renal function, aneia, elevated liver enzymes, increased bleeding time, rashes

“The following are additional adverse experiences reported in <1% of patients aking naproxen during
elinical trials and through postmarketing reports. Those adverse reactions abserved through
postmarketing reports are ialicized.

Geners

Bodyas a (chills and
fever)
faiure, vasculiis, hy
in ) ulceration,
or lower. Esoph h
pancreatits, vomiting, coli . Crohn's
discase).

y  abnormal liver function
Hemic and L [ I
‘granulocytopenia, hemolytic anemia, aplastic anemia

Metabolic and Nutritional: hyperglycemia, hypoglycemia

Nervous concenate, dream abnormalite i g

muscle wealness, aseptic meningitis, cognitve dysfunction, convulsions
Respiratory: eosinophilic pneumonitis, asthma

kin rashes, 3 erythema
nodosum, lichen pl bullous
reactions, dr
including Ifskin
ragly, biistering or
discontinued and the patient monitored.
i " 3 i, retrobulbar optic lled
ol . renal

. he
disease, renal failure, renal papillry ncrosis, raised serum creatinine
Reproduction (female): infertity

It kg NSATDs e following iers exgerirces o b repred 1% of

Body as a Whole: fever, mleﬂmnswsxs anaphylactic reactions, appetite changes, death
hythria, by dial infarction

Gastrointestinal: dry mouth, esophagits, gastric/pepic ulcers, gastritis, glossitis, eructation

Hepatobiliary: hepatits, liver failure.
Hemic and L i bleeding, Iy eyt

Metabolic and Nutritional: weight changes

Nervous System: aniety, asthenia, confusion, nervousness, paresthesia, sommolence, remors,
convlsiors,come, allucinaion

Respiratory: asthma, respiratory depression, preunonia
Dermatologic: exfoliative dermatts
Special Senses:blurred vision, conjncivis

dysuria,

OVERDOSAGE



Sympoms olowing acute NSAID overdosages have beenypicllylinied o ltiargy drowsiness,
miting, s pigasric pain, whichhave ben geerally reversible with supporivecae

Gasnmmeslmal bleeding has oceurree I

mahave occured, hulwem rare Eztaust mpmx!nsndmmmyb! sapicly absorbed, igh and early
o 0. A few patiens
et o v st e amg.mma s ot loown what dose of the rug wotldbe e treatening
(see WARNINGS; Cardiovascular Thromboric Events, Gastrointestinal Bleeding, Ulceration, and
erforaon, Hypertension. Real Toichy and Hypeialenia.

Manage patients P following There are m
specific andores. Hemodialysis d d the pl
the high degree of its protein binding, Consider emesis andior activated charcoal (60 to 100 g inadults,
110 2 g/kg of body weightin pediatric patients) and/or 0smotic cathartic in symplomatic patients seen
it o hours of ngesionor I patess wilh 3 g overdosage (5 10 tieste recom
urine, hemodialysis, 2y notbe useful due

ge).
o o biing.
For additional po center (1-800-222-
1222),

DOSAGE AND ADMINISTRATION

Careulycorider the potetialberfis i ofprosen delayed elease blesa other
tablets. Use th

dose for individual WARNING:
Gasirointestinal Bleeding, Ulceraion, and Perforaion).
iniial thray lease ablets, the dose and
frequecy Shoutdbe adeted o sult an il ptens neds.
strengths dons (i, tabl ion) of the drug are not
i This dif taken into considerati

ly
formulation.

blets, and raproxen
sodiumableis lcrculate inhe plasm s rproxen ey havepharmscokineic ifeences tht e

et oreet of acion Because maproxen delayed release ables dissolves i he small mosie rather
{haninhe samach, he bsorpion.of he drug 1sdelayed compored 1 th ather aproxen formlations
(see CLINICAL PHARMACOLOGY).

The teconmrded sraegy for intg therapy i 0 oo s foraladon and g dose lisly o
be effective for the pat
Cvens Alowr s shoud e comdered i Dauems it el o hpat Inpaet o o ldrly
patiens e WARNINGS; al Toxi P

Geriatrc Use).

Geriatric Patients

Studies mdlmm thatathough o plasmnconcenation f aproxen's ucharged e \.mm plasma
fraction of eldrly. red and
some adiusumentof dosage ey be required neldely paens. As withoher drugs used mhe clderly,
itis prudent o use the lowest effective d

Patients With Moderate to Severe Renal Impairment

atients with moderate to severe and
severe rensl mwaxm!m(neaumne Clearance <30 mLniny (se6 WARNINGS: Renal Efects)
Rheumatoid Arthrids, Osteoarthritis and Ankylosing Spondylitis

tuice daily

Naproren
75mg
Delayed-release
Lt or500mg tuice daily

To maisain the incegrity of the enteric coaring, the naproxen delayed-release tablets should not be
broken, crushed, or chewed during ingestion.
During long-term administration, the dose of naproxen may be adjusted up or down depending on the.
clinical resporse of the patienc. A lower daily dose may suffice for long-term administration. The
g doses do not have to be equal in size and the administration of the drug more

(rmuemly than twice daily is not necessary.

s who mlame lower doses well, the dose may be increased o raproxen 1500 mg/day for
e, peiods of up o 6 mohswhena igher level of ar-nflamoryalgesic aciviy s
required, When reaing such paents with 1500 m/day, the
sufficient increased clinical benefits o offset the potential increased risk. The morning and evening
doses do not have to be equal insize and administration of the drug more frequently than twice daily
d adifference inresp INICAL PH. )

Juvenile Arthritis
The recommended total daily dose of naproxens approximately 10 mg/kg given in 2 divided doses (i.c.

@ given wice a day). Naproxen delayed-release blets are not well suited (0 this dosage so use
of maproxen oral suspension s recommended for this indication.

Primary d Acute Tendonitis and Bursitis

lease tablets are fnidial weatmen of acute pain because
absorption of naproxents delayed compared o other naproxer-containing products (see CLINICAL
PHARMACOLOGY, INDICATIONS AND USAGE).

Acute Gout
s are the

able
CLINICAL PHARMACOLOGY).

HOW SUPPLIED

Delayd:elase Tablts, USPL300 mg: Whie Enerc cosed,Capuleshape,bicomex
e do-bosee wih V1% onone 5

NDC 66267-373-20 Botles of 20
NDC 66267-373-30 Botdes of 30

NDC 66267-373-60 Bortles of 60

Store at 20° 1o 25°C (8° o 77°F); [See USP Conrolled Room Temperatre]
Dispense inight, light-resistant containers.

*AIl brand rames mentioned are registered trademark of their respective owners and are ot of Cipla
Limited,

Revised: 072016
Miedicaton Guidefor Nansterokdl Ant-Infammatory Drugs (NSAIDS)

Whatis the Tshould know icines called

Ant- Inflammatory. Dm!s (NSAIDs)?

NSAIDs can cause serious side effects, including

"+ Increase risk of a heartatack ar <iroke thatcan ead o death, Thisrisk ey happen

o with increasing doses of NSAIDs
o with longer use of NSAIDs

Do nntake NSALDs rghtbfore ar after a heart surgery clleda*coronaryarery bypass gt
(CABG)” Avold kg NSAID>

ﬂylul take NSAIDS after a recent

Peartatack,

*+ Increased ik of bieding lces, and tears (perforatior) of the esophagus (tbe leading
m the mouth to the stomach), stomach and intestine

o any time during use
o without warning symptoms

o that may cause death

The risk of getting an ulcer or bleeding increases with:

« past history of stomach ulcers, or stomach or intestinal bleeding with use of NSAIDs
" "anticoagulants”, "SSRIs", or "SNRIs"

o increasing doses of NSAIDs
« longer use of NSAIDs

o smoking
. dnnkmg alcohol
o older

+ oot healtn

o advanced liver disease
© bleeding prablems

NSAIDs should anly be ued:

o exactlyas p

* e o done Wss\ble for your treament
for the shortest ime needed

What are NSAIDs?
NSAIDs are used (o treat pain and redess, swelling, and conditiors
such as different types of arthitis, menstrual cramps, and other types of short-term pain.

‘Who should not take NSAIDs?

Do not take NSAIDs

« if you have had an asthma atack, hives, or other allergic reaction with aspirin or any other NSAIDs.
o right before or after heart bypass surgery.

Before taking NSAIDS, tell y
including if you:

o have liver or Kidney problems
bavehigh blood pessare

are p(egnam o lanto become pregaan. Talko you healcae provide if youare comsideing
taking NSAIDs during pregrancy. AIDs after 29 weel
© are breastfeeding or plan to breastfeed .

Tell your healthcare provider about al of the medicines you take, including prescription or over-
the-counter medicines, vitamins or herbal supplements. NSAIDs and some other medicines can
interact with each other and cause serious side effects. Do not start taking any new medicine without
tlking to your healthcare provider first.
What are the possible side effects of NSAIDs?
NSAIDs can cause serious side effects, including:
See "Whatis called Nonsteroidal
Anti-inflammatory Drugs (NSAIDs)?
© new or warse high bload pressure

heart failure
liver problems including liver failure
Kidney problems including Kidvey failure
Tow red blood cells (anemiz)
life-threatening skin reactions.
life-threatening allergic reactions.
Other side effects of NSAIDS include: stomach pain, constipation, diarrhea, gas, heartburn, nausea,
vomiting, and dizziness.

help right away if the followi oms:
 shortness of breath or trouble breathing

o chestpain

¢ eloess inone o side ofyour body

o slurred spee

o swelling of e s o rom

Stop taking your d provider right away if you ge
following symptoms:

more tired or weaker than usual

diarchea

fiching

your skinor eyes look yellow

indigestion or stomach pain

flu-like symploms

omit blood
there is blood in your bowel movement o it s black and sicky like tar
unusual weight gain
skin rash or blisters with fever

swelling of the arms, legs, hands and feet

Ifyou take 00 ¥

These are notall the possible side effects of NSAIDS. Formore information, ask your healthcare
provider or pharmacist about NSAIDs.

Call your advice ) rep effects to FDA at 1-800-
FDA-1085.
Other information about NSADs

epirins anNSAID medicin bt oes o ncrease the hance ofa hear aack. Aspirincancause
blesling inhe b, somch,an tesines. Asiincanals G lcers o he st and
inestine:

Some NSAIDS are sold inower doses withoutaprescripion (over thecounen. Talkio your
healthcare provider before using over-the-counter NSAIDs for more than 10 days

General information about the safe and effective use of NSAIDs



Medicines are sometimes o nat
3 ot prescribed. Do ot gm NSAIDs to ather penplt,

se NSAID: for aconditionor which it
evenif they have the same symptoms that you have. It may harm th
n’ynnweuldhklm)e NSAIDs, alk with y provider.
harmacist or p i

professionals.
“This Medication Guide has been approved by the U.S. Food and Drug Administration.
Rxonly
Mansfactured for
Cipla USA Tnc.,
9100 5. Dadeland Bivd., Suite 1500
Miani, FL 33156
Mansfactured by:
IvaGen Pharmaceuicals, Tnc
(@ subsidiary of Cipla L)
Hauppauge, NY 11788
Revised: 062016
Barcode: 852-06-2016
SAP Code: 21056627
Symtoms olowing acute NSAID overdosages have beenypicllylinied o lthargy drowsinss,
ea, vomiti ic pain, which v been gererally reversible withsupporivecae
Gastrointestinal hludmg s octurred. 1 e reral fail
com have ocurred, b wee rae.Because pronen sudmmmy e rapidly absorbed, high and carly
blood cpated.  few paies
were rigereite the drug reati o e mrummlg
{eee WARNINGS; Cadiovasesio Thombote Evens,Gosnoreesinl Blecting. Ulceraton i
Perforation, Hypertension, Renal Toxicity and II”mrthEma)

Manage patients lowing . There are no

specific anddotes. Hemodialysis d ecrese i poama

the hgh degre of s protenbining. Consder emesis ando actvated charcoal 60 0 100 il

110 2 g/kg of body weight patierss seen
of ingestion 5 0 10 times the recommende

dosage). i i hemndial useful due

o high protein binding.

For additioal po center (1-800-222-

1222),

Close

DOSAGE AND ADMINISTRATION
Carefully consider the potential benefits and risks of naprosen delayed-release tablets and other

Carefully consider the potental benefits and risks of naproxen delayed-release tablets and other
tablets. Use the

dose for individual WARNINGS;
Gastrointestinal Blecding, Ulceration, and Perforation)
inital therapy lease tablets, the dose and
frequercy should be adjusted o st an ndividual patents needs.
d formulations (ie., abl drug are
bioequivalent. T i formulation.

ablets, and raproxen
Sodium tablets all circulate in he pl; they have. diff at may
affect onset of action. Because mproxen delayed-release ablets dissolves in the small imestine rather

an in the stomach, the absorption of the drug s delayed compared to the other naproxen formulations
(see CLINICAL PHARMACOLOGY).
The fecomnmarded sy for it therapy is (0 choose a formulation and a starting dose likely 10
be effective for the pa dosage

N loerdose shou e omeered s wiih el o i Impak o n ey

patients (see WARNINGS; Hepatotoxicity, and Renal Toxicity and Hyperkalemia, and PRECAUTIONS;
Gerlatric Use).

Gerlatric Patients
Sutes inficae datlitough ol plsmy cnlrulnlmnnf naproxenis unchanged, the mm.m i
fraction of naproxents

e adjusumentof dosage iy be required incldely patiet. A5 withothe drug used i he cldm\y‘
itis prudent o use the lowest effective dose.
Patients With Moderate (0 Severe Renal Inpairment

patients with moderate o severe and
severe renal ,mumm(m.um Clearance <30 mLis) (¢ WARNINGS: Reral Effocs).
Rheunatoid Arthrits, Osteoarthritis and Ankylosing Spondylitis
[dosage and administration]

I
SPL UNCLASSIFIED SECTION

To maitainthe incgry of he eeri cosing, he navmxendelayed relesse bl should ocbe
broken, crushed, or ingestion. Dur

To mairsain the enteric coating, tablets should not be
mm(mnm ur(hew!dduru‘gn@zsnwn

adjusted up or
e resporse of th pie. A v el dose oy e lnng et cesane T
morring and evening doses do not have o be equal in size and the administration of the drug more
frequenty than twice daily is not necessary.
Inpatents who tolerate lower doses well, the dose may be increased to raproxen 1500 mg/day for
limited periods of up to 6 moriths when a higher level of ani-inflammatory/aralgesic acuvity is
required When realng such paiens wih mpraxen 1500 ey, e physcianshould observe
nefits 10 offset the poten sc The roming and everng
doses do not have (0 be equal insize
Toes ot gentaly i s flerence nespore (e CLINICAL PRARMACOLOCY)
Juvenile Arthritis

The recommended ol daily dose of maproxents approximately 10 mg/kg given in 2 divided doses (i.c.
5 mg/kg given twice a day). Naproxen delayed-release tablets are not well suited to this dosage so use
of mproxen oral suspension s recommended for this indication.
‘Management of Pain, Primary Dysmenorrhea, and Acute Tendonitis and Bursits

)y ablets are initial treatment of acute pain because
absorption of aproxen is delayed compared to other maproxer-contining products (see CLINICAL
PHARMACOLOGY, INDICATIONS AND USAGE),
Acute Gout

are the

lease tablets
CLINICAL PHARMACOLOGY).
Close
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NAPROXEN
naproxen ablet, delayed release:

Product Information

Praduct Type
Rout of Administeation o

Active IngredienvActive Moiety.

Ingredient Name. Basis of Strengih  Strengeh
NAPROXEN (UNIES7Y76ROATQ) (NAPROXEN - UNIESTY76RIATO) NAPROXEN 00ms

Inactive Ingredients
Ingredient Name Strength

POVIDONE (UNE F2980GIB.45)

SILICON DIOXIDE (0N ET17783006)

MAGNESIUM STEARATE (UNI 70007W50)

CROSCARMELLOSE SODIUM (LN MEOL 1)

TALC (UN SEVTIRIO)
TEEANILM DIOXIDE (UN 56060237
TRIETIYL CITRATE (0N 8795QX0803)
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