NAPROXEN: naproxen table, delayed rekease
NuCare Pharm:

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

WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL
EVENTS

Cartiovascular Theomhotic fvents
« Nonsteroidal anti-inflammatory drugs (NSAIDS) cause an increase
ik of serious <ardiovascular Khrombotic Svants, mcuding myocardal
infarction and st

re contraine
coronary arte raft (CAB) Surgery (see
CONTRAINDICATIONS, WARNINGS).
Ulceration, and Perforation
NSAIDs cause an increased gastrointestinal (GI) adverse
events including bleeding, ulceration, and perforation of the stomach or

rly in
2y increass whh duration of use ( see WARMNGS).
lesse ta etting

intestines, which c: Thess events can occur at any time
during use and wkhout warming symptoms. Ekerly pat d patients
with istor ey doane andior Gy bleoding are at

raater ik Tor serious & avents ( Soa WARNINGS

DESCRIPTION

Naproxe, US> s 8 proplnk e derkaceretd o th et ack group of
nonsteroidal antnflammatory dru

2ck 1t nas he foowing structura formul:

naproren (R=CO0H) G1eHia0 mol 123026

CHy

o

apraxen,USP s el wahtof 220,26 nd 8 mecue form of € 14 40

Naproxen USh s n odoriss, wtato offuhte cystalne substanc. Lk ok,
water at
CeSanoiater pariton couTewnt of aproxen s o745 161015,
xen delayed:release tablets USP are avaiable as enteric coated, white tablets
Comtaing 375 ma of eproxen ant 500 1o of apraren, IS fof ofd admineteaion.
povido

ethacryic acid

copolymer dispersion, talc, ttanum dioxide, triethylcitrate and purified water, The

dssaluton of i enterc Coatednaproxen tblt & pH dependent h rap dsokton
ve pH 6. There fs No dssolution below

CLINICAL PHARMACOLOGY
Mechanism of Action
Naproxen has
O Raproxen vas e deveiped o a more rapy saorbed frmuton o neproven
for use as an analgesic.

mechanism of action of the naproxen, ke that of other NSAIDS, s not completely

nieitons ik e aen o cyckoxygensse (CON 1 and COX 3

Naproxen is a potent inhibitor of prostaglandin synthesis i viro. Naproxen

concentrations reached during therapy have produced i vivo effects. Prostagiandins

sensizeaferent nrves and ptentate the action ofbradykinn n ducng pan 1
are mediators

EBRor ofprostaganai Synhasb K ode of s oy e e 1o s Beressa o

prostaglandins in peripheral tissues.

Pharmacokinetics

Naproxen is rapidly and completely absorbed from the gastroitestinal tract with an in
" n

terms of extent of absorption (AUC) and peak concentration (C x); Nowever, th

naproxen s unchanged across products ranging from 12 to 17 hours. Steady-stal
s xen are reached n 4 to 5 days, and th degree of aproxen ekumution
s consistent wth this hal-ife. This suggests that the diferences in pattern of release.
play only a negigble role in the attainment of steady.-state plasma
Absorpton
Naproxen delayed-release tablets
Naproxen delayed-release tablets are designed wih a pH-sensiive coating to provide a
barer (o diinearaton n the acdic enifonment ofth stomach and to o5 egry

the more neutrlenronmentof the smal ntestne. The enterk poymer coatng
or Naproxen delayedreesso tablts Gssonves above ph 6. When Napfoxen
trained

00Ut 1o haurs olowig e ¥t dose (ranae 21 12 houtey, An v sty

man using radiolabe

delayed-reiease tablets dissolves primariy n the smal intestine rather than in the

Stomach, 50 the absorption of the drug is delayed unt the stomac}

When Naproxen delayed-release tablets and Naproxen tablets were given to fasted

Sublects (n=24) i a crossover study following 1 week of dosing, diferences i tme to
max) in total

absorption as measur@d by C oy and AUC:

Taprore Taies -

10 mg bia s10mg bia
ensctiomy 94916%) atisa
[T 0 420%) 1961%)

Aucmi u ’uq oy 787 15%)

Antacid Effects

were given as antacid (54

Eq . the peal naproxen ut the
time 10 peak was reduced (mean T o fasted 5.6 hours, mean T g wh antacd 5
o, Sknouci nok Sonianty (<o PRECAUTIONS: 0 nterattons

Food Effects

were given a5 food, peal
lasma el nmost subjects were ahioved nabout 12 hours range: 4t 24 ours)

ood ke
The presence o food proonged th tme the tabes Temaned in the stomach i
d time to o bt

ot e pesk rraven et €
Distribution

Naproxen has a volume of distribution of 0.16 Likg. At therapeutic kevels naproxen is
grster than 99% aburi bound. At doses o nzproxen greate than 500 mgiday there
s less than

by saturation of plasma proteln binding at higher doses (avemge trough €13 365, 49.2

and 56.4 mg/L with 500, 1000 and 1500 mg daly doses of naproxen, respectively). Th
Paproxen ano has been found i the ik of actatng women at a concentraton
uivalent 1% of in plsma (see

PRECAUTIONS; Nursing Mothers).
‘Eimination

Metabolsm

Naproxen is extensively metabolized in the [ver to 6-0-desmethyl naproxen, and both
parent and metaboltes do not induce metaboizing enzymes. Both naproxen and 6.0-
their

conjugated metaboltes.
Excretion

The dearance of naproxen s 013 mLminkg. Approximata 95% o the naproxen from
any dosels . prim:
{45)or ther conpgtes (66% to 93%) The plasna nal- e o the naproxen anon
humans ranges from 12 to 17 hours. The corresponding haf-fes of both naproxen's
metaboltes and conjugates are shorter than 12 hours, and ther rates of excreton have
been found t

pasma. Smal amourts, 3% or less of the scmiistered dose are excreted i me feces.
m 1 patnts we ‘may accumulate (

xicity and Hyperkalemia)
‘Speckl Populations.

pediatric Patients
In peditric patients aged 5 to 16 years with arthrits, plasma naproxen levels folowing a
$ malkg shol doseof aprosen uspension ses DOSAGE AND ADMINISTRATION)
were found o be smiar i thosefound i normal s folowing 2300 m
0 be simir in p
studie o naproxen were na petormed in ediaiic patents younger than 5 years of
meters appear to be ‘admnstration of
naproven suspensionor e n pedrc patints, Naproxen deiayed-reease talets
tudied in subjects under the age of
Geratric patients

Studies indicate that akhough total plasma concentration of naproxen is unchanged, the

‘unbound plasma fraction of naproxen s increased In the elderly. akhough the unbound

fraction s <1% of the total naproxen concentration. Unbound trough naproxen

total naproxen concentration, compared with 0.05% to 0.075% in younger subjects, The

cinical significance of this finding & unclear, akhough i s pos

free naproxen concentration could be associated with an increase i the rate of adverse
er a given dosage in some elderly patients

Race

dueto
Hepatic Impairment

Hisoroen pharmacokinec s ot beendeeried b sutfts it hepatc

Chronk: akonokcier deaseand robably other dseases wth decreased orabnormal

proxen, but the
plasma concentration of unbound naproxen i increased. Caution s advlsad wihen high
doses hese patints. It
s prudent to use the lowest effective dose.
Renal Impairment
Naproren pharmacekinetics nas ot been detrmined n sulcts wih renl
insufficiency. Given that ks metaboltes

by the et potanta Xt fo naprexah mtBbGRES o SccuTie It
presence of renal nsufficiency. Eimination of naproxen & decreased in patients with

n patients wi and
Ll St WARNINGS: RemalTonily sne Hyperiaom
Drug Interaction Studies

When NSAIDS were administered with aspirn, the proten binding of NSAIDS
were reduced, akhough the clearance of free NSAID was not akered. The cical
significance of this interaction & not known. See Table 1 for cliialy significant drug
interactions of NSAIDs with aspirin (see PRECAUTIONS; Drug Interactions).

CLINICAL STUDIES
General Information
Naproxen nas oo suded  ptents wtn thaumatod arirt, asteoartrts, e

a reduction in oint
swe\hng S reducton h duraton of mummg stitness. 2 Toducton b doease sy a5

SEmmonEiaed by & reducton I wobeny . Sencaly Fespons 1 naprosen has ot
een found to be dependent on age, sex, severity or duration of rheumatoid arthrts

In patients with osteoarthrits, the therapeutic action of naproxen has been shown by a

reduction n oint pain or tenderness, an increase in range of motion In knee it

increased mobilty as demonstrated by  reduction in waking time, and improvement i

capacity to perform activies of daly Iing impaired by the disease.

i a cinical trial comparing standard formulations of naproxen 375 mg twice a day (750

mg a day) vs 750 mg twice a day (1500 mg/day), 9 patients i the 750 mg group

terminated prematurely because of adverse events. Nineteen patients in the 1500 mg

of Most of th

pr

were gastrointestinal events.

in clincal studies in patients wih rheumatoid arthrits, osteoarthrits, and juvenie
arthis, naproxen has becn shown (o be comparable o aspi and domethac

controlln measures o

Severty o the midr gasrontestinl adverse cects hocken, yspapen. neertburn)

and nervous system adverse effects (tinitus, dizziness, ightheadedness) were less in

naproxen-treated patints than n those treated with aspin or ndomethacin

in patent

pain, morning stiffness and pain at rest. In aounwma Studies the drug was shown to

e s aspirn, but
In patients with acute gout, a favorable response to naproxen was shown by significant




clearing of inflammatory changes (e.q., decrease in sweling, heat) within 24 to 48 hours,
a5 el as by reief of pai and tenderness.

Naproxen has been studied in patients with mikd to moderate pain secondar
postoperative, orthopedic, postpartum episiotomy and uterine contraction pan and
dysmenorrhea. Or fef can begin within 1 hour in patients taking naproxen
and within 30 minutes i patients taking naproxen sodium. Analgesic effect was shown

o remedication, The analesk effec hes been found to astfor up b 12 hours

Naproxer gold sakts andjor
however, n cowoweu cinkcal m.as "when addt tothe regmen of patets receivng

ect nos ot been
Sty stade WIhah a06eq t tn regmmen of s 1t 408 sate,
naproxen did resul n greater mprovement. Its use in combination with saicylates s not
recommended because there is evidence that asprin increases the rate of excreton of
naproxen an naproxen ant
rster mprovement ove that achived wkh aspi s, Inaddtn, a5 wih ot
NSAIDS, esult in hig
demonsisated o1 akher proguct sone.
n 31Cr blood loss and with
of 1000 mg of naproxen has been dermarrt i cuse statitically signficantly ess
gastric bleeding and erosion than 3250 mg of as

ce 6-week, double-blind, muticenter studies wih Naproxen deiayed-release tablts.
(75 mg or 500 mg twie a 85) and Naproxen immediate-release tablets (375
mg or 500 mg twice a day, n=279) were conducted comparing Naproxen delayed-
release tablets with Naproxen immediate-rela:

g
2
g3%

5 These sudes Ilcated thaNaproxen delayed rdlesse tabltsand Naproxen
show: icacy or safety and had

o orevslence of v O Companes. Indhidualpoints howesch my i one

formuiation preferable to the other.

Five hundred and fifty-three patients received Naproxen delayed-rekease tablets during

ong-term open-label trals (mean length of treatment was 159 days). The rates for

clnicaly-diagnosed peptic ulcers and G bleeds were simlar to what has been historically

reported for long-ter

Geriatric Patients

The hepatic and renal tolerabilty of ong-term naproxen adminstration was studied i

Transient abnormalties of laboratory tests assessing hepatic and renal function were.

noted . ahoug|
abnormal values among different age groups.

INDICATIONS AND USAGE
Carefully consider A riks of
and

with indvidual

perforation).
Naproxen delayed-release tablets are ndicat
L erthe rele of the s an o of heumsto st
» For the refef of the signs and symptoms of osteoarth

ot e reef of thesgns and sYmptoms of snosngspondyics
» For the relef of the signs and symptoms of kivenie arthrits

Napro

pan hecouse from other
roxen-contanng products (see CLINICAL PHARMACGLOGY, DOSAGE AND

ABMINISTRATION

CONTRAINDICATIONS

Naproxen delayed-release tablets are contraindicated n the folowing patents:

*» Known hypersenstty (eg. anaphyactic reactons and seiaus skinreactons) (o
naproxen or any components of the drug product ( see WARNINGS; Anaphy!
Reactions s

+ History of asthma, urticaria, or other alergc-type reactions after taking aspirin or
ather Xhios. Sevre. sometimes o amaphyocts resctons 1 NSAIDS ave been

orted i such patens (66 WARINGS, Anaphylact Resctns, Exacertatn of

ek Relted t Asp

+ In the setting of coronary artery. hypass raft (CABG) surgery (sce WARNINGS;
Cardiovascular Thrombotic Event

WARNINGS
Cardiovascular Thrombotic Events.

Clincaltrias of several COX-2 sekctive and nanselective NSAIDS of up to three years
duration have shown an increased risk of serkous cardiovascular (CV) thrombotc
events, including myocardial nfarction (MI) and stroke, which can be fatal. Based on

avaiabe data, s unciear that the risk for CV thrombotic events is simir for all NSAIDs.
The relative increase n serious CV thrombotic events over baseine conferred by NSAI
use and wit sk factors for
V dise . patients with known CV disease or rik factors had a higher
absolute incdence of excess serious CV thrombotic events, due to ther increased
baselne rate. Some observational studies found that this incre of serious CV
tivombitcevens began asealy s the rstweeks of reament, The ncrease i CV
thrombotic risk has been observed most consistently at higher

To minize the patental sk for an adverse CV event n NSAI-reated patents, usethe
et efective dose for the shortest duration possie. Physicans and patient
remain alert for such events,
Course, eve ntheabsence o previous CV symplors. Patens shouki be nformed
about the symptoms of serious CV events and the steps to take f they.
s 70 consstant edence thak concurrent useof aspin mtgates he ncreased

Tk of serous CV thiombot events associated wit NSAID use. Toe concarrant use of
25pirn and an NSAID, such as naproxen, ncreases the ek of sérous gostrontestil
(GI) events ( see WARNINGS; Gastrointestinal Bleeding, Uceration, and Perforati

tatus Post C 8 (AR

Two large, controlkd, clinical rials of a COX-2 selective NSAID for the treatment of pain
n the frst 10 to 14 days following CABG surgery found an Increased incidence of
stroke. NSAIDS of CABG (see

CONTRAINDICATIONS)
‘Past:M patients.

n hat
Dot e wih NSAIDS I the post W perid ware o rereose rskof efarcton,
o and sment, n this
Same Conort he ncdence of desth i the 17 yea post Ml was 20 per 100 person
ears I NSAID et paints comparea t 12 pe 200 person éors . norLNEAID
posed patients. Athougl
Yemr sosk M the ncreses ek o esth 1 NSAID users e over at kast
the nox fou years of folow.
Avoid the use of naproxen de\ayed—re{ease tablets in patients with a recent MI unless the
benefits are expected to outweigh the risk of recurrent CV thrombotic events. I
naproxen -release tablets are used In patients wih a recent M, monitor patients
for signs of cardiac schem,
Gastrointestinal Bleeding, Ukceration, and Perforation
NSAIDs, ncludngnapronen couse serius gastzonestna (G) advrse events ncudng
inflammation. bieeding. ukeration, and perfor: h h,
intestine, or arge nleslme e co s fota T Serous adveraé v Can petur
at any time, with or without warning symptoms, in patients treated with NSAIDS. Only
onein ive patients who upper Gl adverse event on Py, 5
symptomatic. Upper Gl ulcers, gross bleedng, or perforation caused by NSAIDs
occured in approximately 1% of patients treated for 3 to 6 months, and in about 2% to
4% of ptets rated for one year. However,even shortterm NSAID therapy s not
withou

Risk Factors for G Bleeding. Uiceration, and Perfor
Patients with  prior history of peptic ulcer disease andor G bieeding who used NSAIDS
had a greater than 10-fold increased risk for developing a Gl bleed compared to patients
Gl bleeding n patients
treated with NSAIDS of oral
piin,

o
ticoagul
(SSRIs); smoking; use of alcohol, older age; and poor general health status. Most
ostmarketing reports of fatalGi events occurred in elderly or debated patients.
‘Addtionaly, patients wih advanced fver disease and/or coagulopathy are at increas
risk for Gl bieeding.

SRR S0 HAEE 0 B Rk 0 NSAID St gL,

 Avos adminstaton o mare han one NSAID ot e
+ Avoid use in patients at higher risk unless benefts are expected to outwelgh the
Increased rsk of becaing. Fo Such patint, 35 welas ose whth acive & beedng,
consider aternate therapies other than NSAIDs

* Reman et fo 35 $ymptoms f I ueeratn g g kg NSAID

ra; ‘Serous Gl adverse event s suspected, prompty ate evakatonand reatment,

At a serious GI

o oo
In the setting of concomitant use of low-dose asprrin for cardiac prophylaxis, montor
patients more closely for evidence of Gl bleeding (see PRECAUTIONS; Drug

Interactio

Hepatotoxicity
lvatons of ALTor AST three or more ties the upper I of norml (UL have
een reported in approximately 1% of patints in cinicaltriaks. In addtion, rare,

Sometimes fatal, cases of severe hepate Ary. nclucing fuiminant hepati, wer

necrosis and hepati failre have been reported.

Elevations of ALT or AST (less than three times ULN) may occur in up to 15% of patients

taking NSAIDs including naproxen

Inform patients of the warning sians and symptoms of hepatotoxicty (e.g., nausea,

fague, ehargy, darthea, prurus,undice. TGt upper quadranttenderes, and Th

Syt maniestatons occur (5. cokiophia,roahe ¢ ) dacontinoe rapronen

delayed-rekease tablets mmediately, and perform a clnical evaluation of the patient.

Hypertension

NSAIDS, including naproxen delayed-release tablets can lead to onset of new

Pypertension or worsening of preexitig hypertenson. ather of whih may contrbute
Paients taking angtensin onverting enzyme

(2CE) mhitors tovee duratés o o dh 2y have impaired response to
(hesa tharaes ok NSAIO. ek PRECAUTIONS. Drcy ceractont
Hontor o pressure (69) durng of and throug!

course of th
Heart Failure ana Edema

The Cort and rdionl NSAID st Colaboraton mata-anasis of radom
Contraked s demenetrated n apbroximatey weTon creace i hospRalaton o

pared pati h atents
et 10 NEAIS e v the e o M. hasphoraattn o+ hoor ke,
and death.

dtionay i reenton and edema hve beenabserved n some paers rested win
NSAIDS. Use of naproxen may blunt the CV effects of several therapeutic agents used
e e medeal condtons (6. Gutetke, ACE hbRors,of angoteron recepior
blockers [ARBS]) (see PRECAUTIONS; Drug Interactions).

atents
s T e e xpected s ochmeah e i o worseni e ore -

d in patients with . monitor
patients for signs of worsening heart faiue.

Renal Toxicity and Hyperkalemia
‘Renal Toxicity

NSAIDS has resuted n renal papi and other
renal inry.
Renal toxicity has @50 been seen in patients in whom renal prostagiandins have a
compensaory ok i the manenance ofrenal perfusion n these potents,

rosiagndin
ormation and, secondarly. i renl od flow whEh may precphate over r
decompensation.Patents at geatest T of s reaction are those wih mpam renal
function, dehydration, hypovolemia, heart faiure, lver dysfunction, those
urtcs'and ACE hibdors o ARGS, and th dderty.Discontinuaton o7 NSAID therapy
s usually folowed by recovery to the pretreatment
No iformatin s avaialefrom conlroled cincalstudes regarding the use ofnaproxen
deyecreince it ptntswih schanced e dese. T renl et

Patints wth preexsting renal dease.
Correct vokme status i dehydrated or hypovoleric paints prir to nkistg naprosen

igh the risk of worsening renal function. If naproxen deiayed-release
Tabiet are used n patents wihadvanced renal i case, mondor ptents for gns of
worsening renal fu

Hyperkalem
Increases in serum potassium concentration, including hyperkalemia, have been
reported with use of NSAIDS, even in some patients wehout renal mpairment. In

patients with normal renal function, these effects have been attributed t
hyporenineric-hypoaldosterons state.

Anaphylactic Reactions
Naproxen has been associated with anaphylactic reactions in patients with and ithout
known hypersensitivity to naproxen and in patients with aspirin-sensitive asthma ( see



CONTRAINDICATIONS, WARNINGS; Exacerbation of Asthma Related to Aspirin

Sensitty)
Exacerbation of Asthma Related to Aspirin Sensitivity

patients
Dronchsspent: anior okt e asprn otner NSAIDS. Because cross:
reacuty between sprn and oner 25 been reprtd  suchaspensenseve
pati aoets wih this form
o sce CONTR) When naproxen

tablets are used in patients with preexisting asthma (without known aspirn senstivty),
monttor patients for changes i the signs and symptoms of asthma.

Serious Skin Reactions
NSAIDS, including naproxen, can cause serious skin adverse reactions such as
and

TEN), which can be ftal Tese Serious events may occur WEhout warting, Inform
patients about the signs and symptoms of serious skin reactions and to dcontinue the
 skin rash or any

other sign
e i v Setoss i resetions s NSAIDS (oee CONTRADICATIONS).
Premature Closure of Fetal Ductus Arteriosus
Naproxen may cause premature closure of the fetal ductus arteriosus. AVOd use of
NSAIDS, including naproxen delayed-release tablets, 1 pregnant women starting at 30
weeks of gestation (third trimester) (see PRECAUTIONS; Pregnancy).
Hematologic Toxicity
i has occurrd n NSAI-reed ptents This may be due 0 occu o gross
bhood oss, i retenton, r an icompltely descrbed effect on eryth opowss f
paint reated weh naprGxen delayecclease tablts as any s or mptoms of
nemia, monitor hemoglobin or hen:

NSAIDS, ncluding naproxen dehyed—re&sase tablets, may increase the risk of bieeding
events. Cc or

warfarin and other anticoagulants, antiplatelet agents (e.q., aspiin), serotonin reuptake
inhibtors (SSRIs) and serotonin norepinephrine reuptake btors (SNRIs) may increase
this risk. Monitor these patients for signs of bleeding ( see PRECAUTIONS; Drug
Interactions)

PRECAUTIONS
General

Naproxen delayed-release tablets should not be used concomitanty wih other
naproxen products (naproxen sodum) since they all circulate i the plasma as the
naproxen anion.

Naproxen to substiute for
orto
oad to discase exacerbation. ,alnts on prolonged cortostero therapy snoum hwe

patent shouk be observed Cosey oy evwdente o adverse sfects, nckdng adrens
suffickency and exacerbation of symptoms o

Patients with intial hemoglobin values of 10 g or less who are to receive long-term

therapy should have hemoglobin valies etermined periodicaly.

Because of adverse eye findings in animal studies with drugs of this class, s

recommended that ophthamic studies be carried out if any change or diturbance in

Information for Patients
read the F Mot Guide) hae
accompanies. familes,

9 P
tablets and periodicall during the course of ongoing therapy.
‘Cardiovascular Thrombotic Events.

tobe otoms of event
including chest pain, shortness of breath, weakness, or skrring of speech, and t
report any of these symptoms to ther health care provider immediatel (see
WARNINGS; Cardiovascular Thrombotic Events)

Advse patients o report symptoms of ulcerations and biceding, ncluding epigastric

e, dyspepsia melen,and hemtemess o thr Heakh care provder,n th settng of

Concomtant use of bw-doseaspin fo corda prophyixs, nform ptents of the

increased rik forthe signs and symptoms of Gl beeding (see WARNINGS;

Gasrontestnal Bledng, Ukeraton, and prforaton)

Heoatatoxicty

Inform patents of te waring s and symptoms of epaieoxicty (e, nausea
tgue, etharay, prurius, faundice, right upper quadrant tenderness, an

ool e occut: Datuct e o ko, haprowen oy esse tamets

Heart Faiure and E
to be alert of

hortess ofbrosth. unexpine it in,or edema and to ortact thes hehcare

rovider f such symptoms occur (see WARNINGS; Heart Failre and Edema).
Anaphyla(t( Reactions
Inform patients of the signs of an anaphylactic reaction (e.g., dificuly breathing,
swellng of the face or throat). Instruct patients to seek mmediate emergency help i
these occur (see CONTRAINDICATION, WARNINGS; Anaphylactic Reactions).
‘Serious Skin Reactions.

stop n: immedately i

e af fash 300 o GO he heakiare prowier a5 Soom o5 posse e
WARNINGS; Serious Sk Reactions)

‘Eemale Fertity

includin
VOLTATEN, Ty Do Sesocated Wi a €versle ey n svoloon (566 PRECAUTIONS:
Carcinogenesis, Mutagenesis, Impairment of Fertiity).

Fetal Toxicity

void use of napros
NSHDS startng ak 30 weeks gestton becmuse ofthe ra¥ of he premature ms\ng of
luctus arteriosus (see WARNINGS; Premature Closure of Fetal Duc

freete
‘vt Concomitant Use of NSAIDS.

with other
NSAIDs orsayites (eg. dfknisal, sa\sa\ale) & ot recommended due to the
increased rt or no
DARRINGS: castantesina Bocn and pertoraton, PRECAUTIONS; Drug

Interactin At patente ot NSAIDS may b prsent n v the
‘medications for treatment of colds, fever, or nsor

f ¥ i

not to
release tablets unti they talk to ther healthcare proviler (see PRECAUTIONS; Drug
Interactio

Activi iring Alertn

Cauiton should be exercised by patients whose activtes require alertness if they
experience drowsiness, dizziness, vertigo or depression during therapy with naproxen.

Masking of Inflammation and Fever

flmmaton,and possbly Yovr, ooy G he ity f lsgnest S n detecting
nfecto
hhnralory Monitoring

Because seius G becing. hepatotoxicy,and renaliry can accur whout warning
symrons o sins 'NSAID

Gieranon and paforston.and Hepatotoxcio. .

Drug Interactions
Sea Table 1 for cincaly signficant drug interactions with naproxen.

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

Cliical impact: $UnOrdereds
aproxen and nm(nagulants such s wararn naproxen and anticoaguiants has an increased risk of serious bleeding compared to the use of either drug alone.
Serotonin release by pltekts play: hemostasis. C showed drugs that reuptake and an bleeding alone.
SEndunOrdereaist
Intervention patients with naproxen h Jants (e.9., warfari), antiplteet agents (e.g. ) (5581s), and serotonin (SNRIs) for signs of bleeding (see WARNINGS; Hematologic Toxicty). $EndUnOrderedist
Aspirin
of NSAIDs and analgesic doses of asprin does NSAIDS alone. In a cinical stuch an NSAID and aspirin was associated with a signficantly ncreased incidence of GI adverse reactions as compared to use of the NSAID aone (see
Cinical impact: WTARNINGS: Costromiestin Becing, Ukeration and Prforaton.
Intervention: Concomitant use of naproxen delayed-release tablts and anaigesic doses of aspirin is not generally recommended because of the increased risk of bieeding (see WARNINGS; Hematologic Toxicity). Naproxen delayed-release tablets are not a substiute for low dose aspirin for cardiovascular protection.
ACE Inhibitors, Anglotensin Receptor Blockers, and Beta-Blockers.
Cinical impact: SUnOrderedist
NSAIDs may dinni theanthypertensive fecof sntensnconverting enzyme (ACE)iibtors, angiotensin receptorblckers (ARs) o bt bockers (ncudng propranok)
In patients who are elderly, therapy), o of an NSAID with ACE inhibitors or ARBS may result in deterioraton of renal function, inchuding possbi These effects
$EndUnOrgeredist
Intervention: Sunorderedst oug concomtant use of naproxen delyedvekse lablts ang ACEenbtors ARGs, or betatlocer, monkor tood ressur o rsure tht the desred boou pressre i oblaned | Durng concondant use of neprocen deyedrcsse tabts and ACE-vibors of ARG i patent o are eiry, voume
depleted, or have impaired renal function, monior for signs of worsening renal function (see WARNINGS; Renal Toxicity and Hy these d - patients should be Assess renal function at
Cinical impact: Clinicalstudies, as well as post-marketing observations, showed that NSAIDs reduced the natriuretic effect of loop diuretics (e.g., furosemide) n tents. This effect has inhibition
with diuretics, for signs of worsening renalfuncton, in additon to assuring diuretic efficacy including anthypertensive effects (see WARNINGS; Renal Toxicty and Hyperkaleria).
Intervention
igoxin
Clrical impact: ‘The concomitant use of naproxen wih digoxin has been reported to increase the serum concentration and prolong the hafIfe of igoxin,
Intervention ‘and digoxin, monior serum digoxin levels
Ciical impact: NSAIDS have produced elevations in plasma Ithium levels and reductions in The mean increased 15%, and by approximately 20%. This effect has been attributed to NSAID inhiition of renal prostaglandin synthesEs.
Intervention: ‘and Ithium, montor patients for signs of ithium toxicy.
Methotrexate
Cinical impact: « NSAIDS and 9. neutropena,
Intervention and methotrexate, patients for methotrexate toxicty.
Cinical Impact: naproxen /5 nephrotoxiciy
Intervention and cyclosporine, montor patients for signs of worsening renal functon.
NSAIDS and Salicylates
Cinical Impact: Concomitant use of naproxen with other NSAIDS or salicylates (e.9. difunisal, salsabte) ncreases the risk of Gl toxicty, with itle o no increase in effcacy (see WARNINGS; Gastrointestinal Bieeding, Uiceration and Perforation).
Intervention: The concomitant use of naproxen wih other NSAIDS or salcylates s not recommended.
Pemetrexed
Cinical Impact: naproxen and of renal, and G toxiciy prescriving information).
Intervention 0 pemetrenca, 1 pants wih rehal mparment whase CTeanne Carance ranges rom 45 o 19 i, monRor or mydosuppressan.rend and G toxcty

NSAIDS with short efmination hal-ives (e.g.,diclofenac, indomethacin) should be avoided for a period of two days before, the day of, and two days following administration of pemetr
I he ab56nce of det regardng poten L et aclon between pemet Xt an NOAIDS Wi orger AT IS (5. low o, PopLTAGIONE): patints ki ot NSAIDS 50Uk et dosing for at east e days before, he day of, and two days folowing pemetexcel adminsraton
Aataclds a0d Sucratce

Ciinical impa Concomitant administration of some antacids (magnesium oxide or akumium hydroxide) and sucraffate can delay the absorption of naproxen.
Intervention Concomitant administration of antacids such as magnesium oxide or aluminum hydroxide, and sucrafate with naproxen delayed-release tablets are not recommended.
Due to the gastric pH elevating effects of H2-blockers, sucrafiate and therapy, naproxen
Cholestyramine
il impact Concomitant adminisration of cholestyramine can delay the absorption of naproxen.
Interventi c
Prapenccid
Ciical Impact: Probenecid given concurrently increases naproxen anion plasma levels and extends s plasma half-ife significantly
Intervention Patients simultaneously receving naproxen delayed-elease tablets and probenecid should be observed for adjustment of dose i required
Other albumin-bound drugs
Ciical Impact: Naproxen & highly : e thus b other drugs such as hydantoins, other NSAIDs, and aspirin
Intervention: Patients 9 and a hydantoin, o for adjustment of dose i required.

Drug/Laboratory Test Interactions

Bleeding times.
Ciiical impact: Naproxen may decrease platelet aggregation and prolong bleeding time.
Intervention This effect should be kept in mind when bleeding times are determined.
Porter-Siber te:
Cinical impact: “The administration of naproxen may resut in increased urinary values for 17ketogenic steroids because of an interaction between the drug and/or its metabolites with m-di
nitrobenzene used In this assay.
Intervention Attough 17ysroxy-contosterad messuremerts Potr
Sber test) do o appea o beartfactuay akered, £ Py with naproxen 72 hours before tests are performed f the Porter-
Siber tests o be

Urinary assays of 5-hydroxy



Indolesceti ackd (SHIAR)

Cirical Impac Naproxen may assays of 5.

acid (SHIAR).

Intervention “This effect should be kept in mind when urinary 5-hydroxy indoleacetic acid is determined.

Carcinogenesis, Mutagenesis, Impairment of Fertility

A 2-year study was performed in rats to evaluate the carcinogenic potential of naproxen

at ot doses of 8, 16, and 24 mgfkoyay (0.05, 0.1, and 016 fimes the maximum

recommended human daly dose [MRHDI of 1500 ma/day based an a body surface area
comparison). No evidence of tumorigenicity was foun

Mutagenesic

st potentalof have not
been completed
imparment of ertity

Male rats were treated with 2, 5, 10, and 20 mg/kg naproxen by oral gavage for 60 days
prior to mating and female rats were treaied wEh the same doses for 14 days prir to
mating and for the first 7 days of pregnancy. There were o adverse effects on fertity
noted (up to 0.13 times the MRDH based on body surface area).

Pregnancy

Risk Summary.
Use of NSAIDs, including naproxen delayed-release tablets, during the thid trimester of
the risk of . ‘avoid

use of NSAIDS, including naproxen tablets, in pregnant wormen starting at 30 weeks of
gestation (thid trimester) (see WARNINGS; Premature Closure of Fetal Ductus
)

of naproxen n

pregnant women.

Data NSAID use in

Wormen n the st o Second Urmesters of pregnancy are nconclushe. In the general
pulation, a clinicall recognized pregnancies, regardiess of drug exposure, have

 background rate of 2% to 4% for major maformations, and 15% to 20% for

gy ss. In sl eprocucton studes b rats abok and i o evlnce of

arganogenests ot doses 0.1 0.6, and 06 tmes the maximum recommended hurman

daly dose of 1500 mgiday, respectively. Based on animal data, prostagiandins have
1o have an mportan ol  andonetrl e permeshity, bsocyst

implantation, and decidualzation. I I studs

Synthesis NhbRors such as naproxen, resuted n ncreased pre. and post-mplantation

Data
Human Data

There is some evidence to suggest that when inhibiors of prostaglandin synthesis are
used to delay preterm labor there ks an increased risk of neonatal complications such s
necrotizng enterocolis, patent ductus arteriosus and ntracranial hemorrhage.
Naproxen treatment given in late pregnancy to deay parturiion has been associated

/5 in preterm infants. Because of the known effects of nonsteroidal anti-
inflammatory drugs on the fetal cardiovasculr system (closure of ductus arteriosus),
use during pregnancy (particulrly starting at 30-weeks of gestaton, or third trimester)
Shouki be avoided.

Animai Data

Repraduction studies have en performod i ak 20 malkgiday (013 times the
maximum ma/day bas

Combarion): ragoks 320 magioay (656 s e e recnmmended human
daly dose, 6

times.
comparison) with no evidence of impaired fertiky or harm to the fetus due t the drug

endometrlvascular permeabity, bistocyst mplantation, and decduaizaton. I animal
inhiitors such as

B ntressed e and postrmpasaon e

Labor and Delivery

Toar re o stus o the et of proxen delyed- s ablets curg bor or

delue synthesis,

Cause Jeiayed parturion, and ncrease the ckience of St

Nursing Mothers

Thenapoen o s been found b the i of st women st concantain

Gvcopmentalnd heokh beneite b1 breastiontng shouk be cunmevea aong wth the
mothers cincaineed or

or from the
Cnieryng meterna condrion
Females and Males of Reproductive Potential

ton, the use of NSAIDs, including
naproxen tablts may deay or preert ot of ovarn fokees which s been
ssociated with reversie infertiity in some women. Publshed animal studies have

nfibitors h
dsrupt prostagandi: medlated folul rupture requredfor ovulatn. Smal studes n
Wwith NSAIDS have a0 shown a reversibie delay i ovuat

c al of NSAID: tablets, in women

o have dififies ConceNing of Who s cndergoa fescgaton of hferiy.

Pediatric Use

afety and effectiveness n pedialric patients below the age of 2 years have not been
tablshed. Pediaric dosing recommendations for juvenik arthrits are based on wel-

controlled studies (see DOSAGE AND ADMINISTRATION). There are no adequate.

effectiveness o .

mafkg (as naproxen suspension, see DOSAGE AND ADMINISTRATION), with total
daly dose not exceeding 15 malkg/day, are welltokrated n pedatric patients over 2
years of age. Safety and effectiveness in pediatric patients below the age of 2 years
have not been establshed.

Geriatric Use

Elderly patients, compared to younger patients, are at o
if the

antcpated bneft (o he

TARNINGS: Cartiovastaer Thvembotk Evts Castroteatil Beedig, Uraraton, and
Perforation, Hepatotoxicity, Renal Toxicity and Hyperkalemia, PRECAUTIONS; Laboratory
Montoring).

Studies indicate that akhough total plasma concentration of naproxen i unchanged, the

unound plsma fcton of naproen & ncrased nthe ey, Cauton & a0vsed

when high

elderly nam.xs &S Wi Giher Grugs used i in ekden, & prudentto use the west

effective d

Experience indicates that geriatrc patients may be particularly senstive to certai
adverse fects of nonsterokial ante fammatory crugs. Ediel or debitated patents
eration or bleeding less wel when these events

Most spontaneous reports of fatal Gl events are in the geriatric population (see

WARNINGS; Gastrointestinal Bieeding, Ukeration, and Perforation).

Naproxen is known to be substantialy excreted by the Kidney, and the risk of toxic

reactions to this drug may be greater n patients with mpaired renal function. Because
ey paiens are mre ke o have decreased renal function, care should be aken

and & may. Geriatrc patients may be

aform

prostogari formaton
(see WARNINGS: Renal Toxicty and Hyperkalemia).

ADVERSE REACTIONS
The folowing adverse reactions are discussed in greater detai in other sections of the
labelin

Cardiovascular Thrombotic Events ( see WARNINGS)

Gl Bieeding, Ulceration and Perforation (see WARNINGS)

HepstoloXcly see WARNNGS

Hypertension (see W

e ke an Edem (568 WARNINGS)

RenalToxcty and Hyperkalemis (6 WARNINGS )
‘aphylactic Reactions (see Gs)

Serbor i Reacton (ccs WARNINGS)

Hematologic Toxicly (see WARNINGS)

Adverse reactions reported In controlkd clnical trals in 960 patients treated for
ek ks orcsteariets areed beiow i guoes rectons s perts
ey were in short-
term studies n the 863 pauenls lrealed for i to moderate pain o fo dysmenarthea
reporte

Adical sty found qaslre-\lesl\na\ reactons to be mre requent and more sevre

rheumatoid arthrits patients taking dally doses of 1500 mg naproxen compar

those taking 750 mg naproxen (sce CLINICAL PHARMACOLOGT.

in controled cinical trials with about 80 pedatric patients and in wek-moniored, open-

Iabel studles with about 400 pediatric patients wih uvenie arthris treated wih

naproxen, the incidence of rash and prolonged bleeding times were ncreased, the

incidence of

same, and the incidence of other reactions were lower in pediatric patients than in
s

Inpatnts taking naproxen i licl 1, he st requenty reported acverse
ces i appr

Gastrointestinal (GI) Experiences, including: heartburn®, abdominal pain®,
nausea, constipation*, darrhea, dyspepsia, stomatits

Central Nervous Syster
vertigo

Dermatologic: pruritus (iching), skin eruptions*, ecchymoses*, sweating, purpura

‘Special Senses: tinius*, visual disturbances, hearing disturbances

Cardiovascular: edema, papltations

General: dyspnea*, thirst

*Incidence of reported reaction between 3% and 9%. Those reactions occuring n less

than 3% of the patients are unmarked.

In patients taking NSAIDS, the folowing adverse experiences have aiso been reported i

approximately 1% to 10% of nane nts.

Gastroint 1) Ex

ke omtrtisatenan.varming
veral: abnormal renal function, anemia, elevated iver enzymes, increased bleeding

fsgieches

\eadache?, dzziness*, drowsiness*, lihtheadedness,

including

fatulence, gross bieeding/perforation,

“The following are addtional adverse experiences reported in <1% of patients taking
naproxen during clinicaltriaks and through postmarketing reports, Those adverse
reactions observed through postmarketing reports are italicized.

aw ;. angloneurotic edema, 2
pyrexia (chils and fever)

puimanary edema

inflammation,
ukeration, tinc e or o
Esophagits, stomatits, hematemesis, Daﬂ(realls, vnmmnq colts, exacerbation of

Jaundice tests,
fatah)

Hamic and Lymphatic: cosinaphi, eucopenis, melen, thrombocytoperi,
agranulocytosis, granulocytopenia, hemolytc anemi

Metabolic and Nutritional: hyperglycem, hypoghycemia

Nervous System: inabilty to concentrate, depression, dream abnormatis, insomnis,
malaise, myaiga,

. aseptic meningtts, \ convulsions
Respiratory: eosiophiic pneumontts, asthma

Dermutologic sopec s, s reshes, (ot ot necrost, aytrama
muttiforme, . chen planus,
systemic  peiiing

I skin fragity,

bistering or other
discontinaed and e patent motored

Special Senses: neaing mpaiment cornealopacy ppiis retrobubar optic
neurts, papiled

nital: glomeruiar nephrits, hematuri, hyperkalemia, interstial nephrits,
Dephrot sydrome renal dscese, renal faure, rendl papiary necrosie rased serum
Reproduction (female): ifertity

In patients taking NSAIDSs, the folowing adverse experiences have aiso been reported
<1% of patents.

Body as a Whole: fever, infection, sepsis, anaphylactic reactions, appetite changes,
death

Cardiovascular: hypertension, tachycardi, syncope, arrhythmia, hypotension,
myocardial nfarction

Gastrointestinal: dry mouth, esophagits, gastric/peptic ulcers, gastrits, glossis,

Hepatobiliary: hepatts, iver falure
Hemic and Lymphatic: rectal bieeding, lymphadenopathy, pancytopenia



Metabolic and Nutritional: weight changes.

Nervous Systems anxity,asthon, confuson nervousness, paresthesia
Somnokencer tremors, conisns, coms, Raluchat

Respiratory: asthma, respratory depression, preumonia
Dermatologic: exfolatie dermatts

Special Senses: blurred vision, conjunctivits
Urogenital: cystis, dysuria, oligurialpolyuris, protenuria

OVERDOSAGE
‘Symptoms folowing acute NSAID overdosages have been typically kmied to lethargy,
drowsiness, nausea, vomiting, and epigastric pain, which have been generally reversble
with supportive care. Gastrointestinal bleeding has occurred. Hypertension, acute
fadure, respiratory depression, and com have occurred, but were rare. Because

resenng, see waauwss Cardmvastuhr Thrombotic Events, Gastrointestinal
Bleeding, Ulcer: ertension, Renal

Trere e spec Pt aHotes: HemodaloE Goes o derrease e pRsrn

concentraion of naproxen because of the high degreeof & proten bacing. Consiter
nlor acthated charcoal (60 0 100 naduks, 1 to 29K of body weight

et paante)amdlo oamatk cothartc 1 syt patints scon wihe

hours of ingestion or in patients with a arge overdosage (5 to 10 times th

recommended dosage). Forced duress, akalization of urine, hemodialysi, or

hemoperfusion may not be useful due to high proten binding,

For addtional information about overdosage treatment contact a poison control center

(1-800-222-1222),

DOSAGE AND ADMINISTRATION
Carefull consider and risks of tablets
and to

s
WARNINGS; Ukceration,

At bty Py the

needs.

Different dose  strengths and formulations (e, tablets, suspension) o th

drug are no ivalont. This difference Should be taken into

Conaiterstion whan ehtnolg Tormution.

Athor proxen suspension, tablets,

oG maptoxen sodum tabts o crcdite b the plasma s napraren,they have

ot of th ars & yed compred 1 i othr raproxen ormion (306
CLINICAL PHARMACOLOGY).

g therapy s a
th

observaton of beneftandlor adverse events, A lower dose shou be consdered "
pakints weh enal r hegai mpafment or i oer paents (s WARN
and Renal Toxicty

! Cartrc el
Geriatric Patients

Suds ndcate thatakhough total pasa concentratn o naproxen s unchanged the
unbound plasma fraction of naproxen & increased in the elderly. Caution s advised
When hlh Goses arerequreq and some adisstment of dosage may beredulred

ery paints. A& wkh other arugs Used I the ey, 5 prudent o use the lowest
effective dose.

Patients With Moderate to Severe Renal Impairment

Naproxen-containing products are not recommended for use in patients with moderate
t sevre and severe el imparment (creatiineclsrance <30 mimi) (s
WARNINGS: Renal Effects)

Rheumatoid Arthritis, Osteoarthritis and Ankylosing Spondylitis

g e daly
orsoomg e daly

To maintain the integrity of the enteric coating, the naproxen delayed-release tablets
shouid not be broken, crushed, or chewed during ingestion.
Gurng o trm acminetraton,the dos of aproxen may be acsted up o down
depending the ow

4 cvaning doses be equal in
not

necessary.
Inpatents who tokrae ver doses we. the dose may be creased o nsproxen 1500
mafday for mked periods of up o 6 months when a ghr evelof o
activiy s requ e —
1500 mg/day, the i to offset
evening doses be equal in
not generally

e dHaenca m esponce (ses CLNICAL PRARMACOLOGY
Juvenile Arthritis

10 mgfkg given in 2
divided doses (i. 5 mg/kq given twice a day). Naproxen delayed:-release tablets are not
well sulted to this dosage 5o use of naproxen oral suspension is recommended for this

Management of Pain, Primary Dysmenorrhea, and Acute Tendonitis and
Bursitis

Naproxen acute
ain naproxen is
products (see CLINICAL PHARMACOLOGY, INDICATIONS AND USAGE).

Acute Gout

Naproxen delayed-release tablets are not recommended because of the delay in
absorption (see CLINICAL PHARMACOLOGY).

HOW SUPPLIED

Noproxen Delayertrelease Tablets, USP: 500 mg; Whte Entric coaed, Capsule:
haped, biconvex tablets de-bossed with 1 11'on one sk

NOC 66267-373-20 Botties of 20

NDC 66267-373-30 Botties of 30

NDC 66267-373-60 Botties of 60

Store at 20 to 25°C (68° to 77°F); [See USP Controled Room Temperature].

Dispense in tight, lght-resistant containers.

*Allbrand names mentioned are registered trademark of ther respective owners and
are not of Cipla Uimited

Revised: 072016

Medication Guide for Nonsteroidal Antk-Inflammatory Drugs (NSAIDs)

important information | should know about medicines called

NomSteramarantt. Inllammalwy Drugs msmn »

NSAIDS can cause serious side

 incressad ik of a heart aktack or strake thot can lad to death. Th sk
may happen

o with increasing doses of NSAIDs

o with longer use of NSAIDs.

Do not take NSAIDS right before or after a heart surgery called 2 “coronary
artery bypass graft (CABG)." Avoid taking NSAIDS after a recent heart

attack, unless your healthcare provider tells you to. You may have an

increased risk of another heart attack if you take NSAIDS after a recent

» Increased risk of bleeding, ulcers, and tears (perforation) of the.
esophagus (tube leading from the mouth to the stomach), stomach and
intestines

o any time during use

o without warning symptoms

o that may cause death

tting an ulcer or bleeding

* Bt hstory of stomach ucers, o stomach or T et piedng wih use o NSAIDS

king medcines cao Cortcosterads, antkoaguint’, SSRIS”, o SNRIS”

 beressmg e o
» longer use of NSAID:

» smoking

» drinking alcohol

» older age

anc
S erom

NSAIDS should only be used:
» exactly as prescrived
+ atthe bwest dose possbiefor your restment
+ for the shortest time neeck
What are NSAIDs?
NSAIDS are used to treat pain and redness, swellng, and heat (inflammation) from
‘medical conditons such as different types of arthritis, menstrual cramps, and other
types of short.term pain
Who should not take NSAIDs?
Do not take NSAIDs:
= f you have had an asthma attack, hives, or other alergk reaction with aspirn or any
other NSAIDs.
» right before or after heart bypass surgery.

Before taking NSAIDs, provider about all

are pregnant o plan to become pregnant. Tak to your heathcare provider f you are
fering taking NSAIDs during pregnancy. You should not take NSAIDs after

29 weeks of pregnancy.

» are breastieeding or plan to breastfeed .

Tell your healthcare provider about all of the medicines you take, including

prescription or over-the- vitamins or

NSAID and some other medcines can ieract wih each otherand cause serous sde

effects. Do not start taking any new medicine without taking to

healthcare provider first.

What are the possible side effects of NSAIDs?

NSAIDS can cause serious side effects, including

See "What is the most important information | should know about medicines

called Nonsteroldal Antkinflammatory Drugs (NSAIDS)?

*+ new or worse igh bod pressure

; et

+ fver prolems inchuding ier fare

Kty promems rekding Kiney tekee

« low red biood c:

M trestenig ok rescin

+ Wsthrestenig serg resctons

» Other side effects of NSAIDS include: stomach pan, constipation, dirrhea, gas,
eartburn, nausea, vomiing, and dizziness.

Get emergency help right away if you have any of the following symptoms:
= shortness of breath or trouble breathing

» chest pain

» weakness n one part or side of your body

» srred speech

» sweling of the face or throat

Stop taking your NSAID and callyour healthcare provider right away i you
get any of the folowing symptom:

~ ore ed or weaker than usual
- darrhea
9

» your skin or eyes look yellow
» indigestion or stomach pain

» fuvike symptoms.

+ vomit blaod

 therei o  yourbowel mavement o s back and sty ke ar

» unusual weight gai

© S rash o bisters wth feve

+ SWeling ofthe s, I, rands and fest

1fyou take too much o your NSAID, cal your heakthcare proviier or get
medical help right a

These are not of NSAIDS. For ask your
Reatncare provider of pharmacit about NSAIDS

Callyour doctor for medical advice about skl effects. You to




FDA at 1-800-FDA-1088.

Other information about NSAIDs

= Asprinis an NSAID medicine but it does not increase the chance of a heart attack.
‘Asprin can cause bieeding in the brain, stomach, and intestines. Asprn can ako
couseicers i thestomach and nestnes

. Id i lower dos Tak
o your more than 10
days.

General information about the safe and effective use of NSAIDS

Medicines are sometimes prescrived for purposes other than those isted in a Medication

Guide. Do not use NSAIDS for a condition for which t was not prescribed. Do not gve

ISAIDS to other peopie, even if they have the same symptoms that you have. It may

harm th

1f you would fie more information about NSAIDS, tak with your heakthcare provider. You

can ask your pharmacist or heakhcare provider for information about NSAIDs that s

writen for health professional

This Medication Guide has been approved by the U.S. Food and Drug Administration.

R only

Manufactured for

Cipla USA Inc.,
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‘Symptoms folowing acute NSAID overdosages have been typically kmied to lethargy,
drowsiness, nausea, vomitin, and epigastric pain, which have been generaly reversble
with supportive care. Gastrointestinal beeding has occurred. Hypertension, acute renal
fadure, respiratory depression, and coma have occurred, but were rare. Because

be
anticipated. A few patients have experienced convulsions, but I & not clear whether or
it belfe
reatening, (see WARNINGS; Cardovasculr Trombiti Everts, Gastrontestial
. Ulceration, and Perforation, Hypertension, Renal Toxiciy and Hyperkalernia).

P o
Hemodilysis does
concentration of naproxen because of the high degree of &5 protein biding. Consider
s andor activated charcoal (60 to 100 g n adults, 1 to 2 gfkg of body weight in
Tou

recommended dosage). Forced durest, akaliization of urine, hemodialysi, or
hemoperfusion may not be useful due to high proten binding,
control center

(1-800222-1222)

Close
DOSAGE AND ADMINISTRATION
Careul cor and risks of
and o o
A risks of
and to
dose

(see WARNINGS; Ukceration, and Perforation)

After abserving Py . the

needs.

Diterent o trengths and formulations (e, tablets, suspensin)of the rug arenot
necessarly bioequivalent. This diference should be taken into consideration when
Changng formuson:

n suspension,
and naproxen sodum tablets 8 cHculte rthe plasina as napraxen, hey have
pharmacokinetic diferences that may affect onset of action. Because naproxen
dissolves in
Socdreton f th Orup & iyed compared ' i oths Papvoten ormluens (86
CLINICAL PHARMACOLOGY)
trategy for intiating therapy is da

then on
observation of benefi andjor adverse events. A lower dose should be considered in
patients with rena or hepatic mpairment or i ederly patients (see WARNINGS;
Hepatotoxicity, and Renal Toxicity and Hyperkalemia, and PRECAUTIONS; Geriatric Use)

Geriatric Patients

Studes ncte that akhough ttal pasa concentraon of naproxen s unchange the

unbound plasma fraction of naproxen & increased in the elderly. Caul

e Wl o3 o Toqur St s SOsenk of dotene o resuked

elderly patients. As with Other drugs used i the eklerl, tis prudent to use the lowest

effectve dose.

Patients Wih Moderate to Severe Renal Impairment

Naproxen:contaning products arenot recommended or use i patnts wih moderate
21 severernsl mpsiment cretinscerance <30 mLmin) (e

WARNINGS Renal Efec

Rheumatoid Arthits, Osteoarthrit and Ankylosing Spondyltis

[dosage and administration]

Close

SPLUNCLASSIFIED SECTION

To maintain the integrity of the enteric coating, the naproxen delayed-release tablets
I not be broken, crushed, or chewed during ingestion. During long-term

administration, the

To maintain the integrity of the enteric coating, the naproxen delayed-release tablets

Shoukd not be broken, crushed, or chewed during ngestion.

During o term acminstrato,the dose of napraxen may be adusted up or down

depending on

vening be equal in
not

size and
necessary.
Inpatents who tkrae ver doses we,the dose may be creased o naproxen 1500
majda fo Imked periods of up o 6 months when e
activiy s requred  panents wih naproxen
offset

1500 mg/day,

el in
S o adinaeatn of e 81 T FeQoRy 1 bace dah Goes nok generay
ice n response (see CLINICAL PHARMACOLOGY)

Juvenie Arthrits

10 markg given in 2
dvided doses (ie. 5 myjkg given twice a day). Naproxen deyed-release tablets arc not
wel suited to this dosage 5o use of naproxen oral suspension is recommended for thi

Management of Pain, Primary Dysmenorrhea, and Acute Tendonits and Bursitis

Naproxen acute
ain because absorption of naproxen is delayed compared to other naproxen-containing

products (see CLINICAL PHARMACOLOGY, INDICATIONS AND USAGE).

Acute Gout

Naproxen delayed-release tablets are not recommended because of the delay in
absorption (see CLINICAL PHARMACOLOGY).

Close

PACKAGE LABEL.PRINCIPAL DISPLAY PANEL

0 NuCare Pharmaceuticals, Inc.

NDC: 66267-373-20 aprm o0
Naproxen 500mg = i nlne
#20 E-C D-R Tablets Mo

Product# POST020 sarmemmrremmer
Rx Only =

NAPROXEN
naproxen table, delayed elease.

Product Information
Product Type. s prescusmon e e

Route of Administration 0L

Active Ingredient/Active Molety.
B cf stsnge 1 sromgeh
APROXEN (LNt 7YTGRSATG) OUPROREN - U571 76RSATO) weroEn 00 o
Inactive Ingredients
Ingredient Name. strength

rovoons we: o)

ws
L o T ACTLATECoPoLTER 3 TP A o3
e c o v

i snsan
WATER (U 0550108008

prodctcraacertes
rrer
Contains

Packaging

4 tom code Packags Description Marketng Stat  Marketng End

Marketing Information

Hark ‘Application Number or Monograph  Marketing Start  Marketing End
ety Chaton ave. ‘ate

Labeler - nucsre phamaceutiats . (0108352300)
Establishment
ame daress o Business Operations.

Revised: 82024 NuCare Pharmoceuticas .



	Naproxen Delayed-release Tablets USP, 375 mg and 500 mg   Rx only
	DESCRIPTION
	CLINICAL PHARMACOLOGY
	CLINICAL STUDIES
	INDICATIONS AND USAGE
	CONTRAINDICATIONS
	WARNINGS
	PRECAUTIONS
	ADVERSE REACTIONS
	OVERDOSAGE
	DOSAGE AND ADMINISTRATION
	HOW SUPPLIED
	PACKAGE LABEL.PRINCIPAL DISPLAY PANEL

