NAPROXEN: naproxen able, deayed relesse
Aidarex Pharmaceuticals

Naproxen Delayed-release Tablets USP, 500 mg
Rxonly.

WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL
EVENTS
) y

, including. d stroke, which can
be fatal. This risk may occur early in treatment and may increase with duration of use
(see WARNINGS).

tablets are
bypass. WARNINGS).
. Bleeds, Perforati
NSAIDs increased risk of seri including
bleeding, ulcerati i intestines, whi L These
during use and wi symptoms. i

and patients with a prior his tory of peptic ulcer disease andior GI bleeding are at greater
risk for serious GI events (see WARNINGS).

DESCRIPTION

Naproren USP is ropionic aciddeivative elted 1 th arylaceic acd roup of orteroicla-
inflammatory

The chemical rame mmpmx.n,usp.s ()-6-methoxy-a-methy
following structural formila

naphthaleneaceic acid. Ithas the

00H) Cidhia0 mol 123026
CH3

CHO

Naproxen, USP has a molecular weight of 230.26 and a molecular formula of C14H1403,
Napronn,USP is anodores,whi 0 of-whie crysllnesbsace 11 s solbl.prctclly
oluble i wte t o pH a el soluble et gh . The ocianolvae pariion
Coetlicem of mproxen k1 7.4 1
Popeszan eyl ety USE s sl o couml, i e oty 37 g
S0 edie

of maproxenand  naproxen, USP for oral administration. The inactive ingre
Sodiam povidore,coloidl Thee emen(
ihacryli dispersion, alc, icthyl
citrate and py T} this erseric-coated bletis pH dependentwith
PH 6. There is o pH 4.

CLINICAL PHARMACOLOGY

Mechanism of Action

I proper maproxen has
e evelupet s o apaly b Frmdoson o mpsenem o v o olgese
hanism of action of the naproxen, lke that of other NSAIDS, is not completely understood but
imvolves inhibition of cyclooxygenase (COX-1 and COX-2).

Naproxenis
during herapyheve produced nvivoeffect. Prusmglamllm sersiize afferent nerves and potntate the
ac mediators of inflammation.

Becons s iborof osagianinsyehess. 1 o of oy b ot b ecresse
of prostaglandins in peripheral issues.
Pharmacokinetics

Naproxenis gastrointestnal
bioavailability of 95%. The different dosage forms of maproxen are bioequivalert n terms of extent of
bsorpion (AU a ek cocenttion € hovwever, e producsdodiffer n e paternal
absorption.

dand s formiaion Even it n\pantmn!zhmly-lmn he
from 12 (0 17 hours. Sieady-
s evels of mproxenare mmmmm Jdﬂys ad he degree of mapronen accuriaion’s
life release play only a

TS vt st ety e o el
Absorpiio
Naproxen delayed-release tablets
tablets are designed with ide  barier o
dichuegraion nthe cidc enirarmentof i somach and 0 Tose tegry i e ore sl
environentof te sl s, Th enericpolyme contng seleced for Napmkzndt\aytﬂ release
I ets was givento

peal kplaslm evee werd st shout i hou o e it dos g 35 12 by A
invivo study

delayedreliase ablets dssolves prnrly nthe sl testne ther tanin e samsch. s he
absorptionof the drug is delayed untl the stomach is empiied.

b ivento 24)in
oo sy tollowig el o doung, erences e sk i vl (T vere
obsered, butthere were o differences intotal absorption as measured by Cary and AUC!

Wproan v o T - Voo Tt
0 mg bi 500 mg bid
o om) Seoris) 974 (13%)
mar (0 4(30%) 19(61%)
Aucw i e botviny) 845 20%) 767 (15%)
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Antacid Effects

o e e o ever o e Sove ko e ks e (ran
Tinax fasted 5.6 hours, mean Ty with anacid 5 h s
‘Drug Inracions).

Food Effects

ablets were gl dose i ood

subjec urs). moll
hm:;nm il dsimegradoneas n\depemem o e The presence o Food Wulmvg@d e e
the imal

ma)-
sributon

Noprosentas avolure o disibuiono 0.16 L, Arterapeutic evels mproen's greser han99%

frighvien mgn c;; e 002 g 504 s 30, 00D 150 g oty o 1
Jactating women ata

et PRECAUTIONS: oo s,
miion

Metabolism

Naproxenis extersively
el o s el ey es Bt eovenond .5 do ey oo ane further
metabolized t their respeciive acylglucuronide conjugated metabolites.

Excretion

mproxenis 0.1 i 1y 95% of the is
‘excreted inthe urine, primarily as naproxen (<1%), 6-0-desmethyl naproxen (<1%) or their conjugates
(66% 0929 The losm ¢ of e mproxcaion s ages om 1210 17 hours The
correspording hlf-liv naproxeris metabolites and conjugates are shorter than 12 hours,and
‘i vt of excrein bave eeh ound 0 Eotcide Cosely with e Tt of aproRen dsppcarace
fromhe plasna. Smal] amouns, 3% or less of the adminisered dose, are excreted inhe fec

tients with renal failure metabolites may accumulate (see WARNINGS; Renal Toxicity and
Hyperkaler
Special Populaiors

Pediarric Patients
Inpediaric patiensaged 1 16 yers wit s, plass prosenlevelsfllowing s S ingle
e found o be similar o

e fount inorma s oowins 2500 m3 dusa “The terminal half- me -wem tobe similarin

pedian 1 naproxen were

Do ouger o vers of . Phrmacolined pomers ppe s b st olowin
ingediavic paens ablets

have not been studied in subjects under the age of 1

Geriatric Patients

Studies indicate that although total plasma conceriration of naproxen s unchanged, the unbour

plas
fsconof proxenis nceased e clder,aough e nbour st <1% of e ol

o o3 os 01550 af A epeoaen ovpenraton, Compred i 8 D5 .07
younger subjects. The clinical sigrificance of this finding is unclear, although it s possible that the
Fate of adverse

evens per a given dosage in some elderly paticos.
Race

10 race have

Hepatic Impairment

Naprosen pharmacokinetics has not been determined in subjects with hepatic insufficiency.

Chronie il ive disease ndprobably other diseases with decresed or sbrornl lasrs
e totl

increased. Cautionis doses are d and some adjustment of
dosage may be required inthese patiens. I is prudent o use the lowest effective dose.
Renal Impairment

has 1 insuf Given that
osprosen s meaboles s conogas s privarly excreted by i ey, he potetl exiasfor

e reamed pones Wi sever el e Neponeicotsing producs e ot recomerded
for use in patienss with mnderate (0 severe and severe renal impairment (creatinine clearance <30
mLimin) (see WARNINGS; Renal Toxicity and Hyperkalemia).

Drug Ineraction Sudies

g When NSAIDS were sdiisered ithspir, e prteinbinding of NSAID: were reduced,
altbough e cleaace o free “The clin

e See Tabre L or icaly henhcandrg ieraction of MSAIDY wit pin i
PRECAUTIONS, Drug neracion).

CLINICAL STUDIES
General Information

Naprosenta besnstdednpatets i e b, oxosri, el i
aniglosing spondyls, e reated for

worning st e activty as patient, and by
a time i
ity or duration of theunatoid arth

Inpatieres with osteoarthrti, the therapeatic action of raproxer has been shown by a reduction n joint
palvor enleress,a cress nrang of motaninlase o, eressed bl s demomsaedby a
daily living impaired by

the disease.

Ina clncl vl conpuring sandcd formalaion of proxen 375G wice  ay 1% g 3 3) v 750
oy (1500 ). paens e 750 g roup e premrelybecase

e inthe 1500 rbrse

ert. Mostof these aderse cvens were gasoimesinal evens.
Inclinical swdies in patients with rheumtoid arhrits, osteoarthitis, and juverile arthrits, naproxen has
beenshown o be comparabl o aspiinan indometacinin conroling e sforemesoned mesures of
disene iy bt e

dyspepsi ness,

less mmpmxenm:z\u:d pmm i host et i kPt e,

sulrmss and pain at rest. In; d»un\'e—»hm Tudies .m drug was shown o be as e”e(uve as aspirin, but
with fewer side effects

Inpatients with acute gout, a favorable response © raproxen was shown by sigrificant clearing of
mﬂanummrycmngn (e.g. decrease inswelling, heat) within 24 t0 48 hours, as well as by relief of
nand e

Ndlimxw\hd: e studied nptiet ithmld t moderate pinsecondary 0 posoperaive,
Omsetof pain eliet

oo topodens ok i within Jing naproxen

i Igesic effect d ' increase in

pain reliel d in numbers of dditional analgesic medication, and delay




intime o remedic,

. The analgesic effect has been found to last for up (0 12 hours.

comolled clrical rals, whenadded t the regimencof paiens receiving coricosteroids, it ot
zppw 0 cause g

b paiens

1 sal did .4 s use

evidence the rate of excretion of naproxen
e da are indequae o demrote
Inaddition, as . he "

frequency of adverse evens than demorsuated for either product lope.
In®Cr blood loss and with porrl vol diil 1000 mg of
maproxen has and erosion

3250 mg of aspirin.

Thoee 6-week.doubl-blin, ulcener sudes i Naproxendelayedselase ublts (375 mg or 500
g twice a 85 a Naprosen immeciae-tlease ables 375 g or 500 g wice 3 iy 1-279)

ablets
ineluding 355 rheunaoid s ad osteoaris pieis o had recen Tisiory of NSAID- et
Gl symproms. These sudies indicated th
reless bles showed 1o of
nor Gl comphins. Indiidual paents, howevor, my f1nd ot formlaton profeable 0 the oher
Five hundred and fifty-th ables during.
159 days). The rates for peptic ulcers
po

and Gl bleeds were similar to what h

Geriatric Patients

‘The hepaic and renal wolerability of
clincal il voling S8 paens, Of he patiens s, 98 patens wer g 6 ndolderad 10

of the 98 patiens were age 75 and older. Naproxen was administered at doses of 375 mg twice daily or
750 g wico daly or up o6 s Trariet brorliis o aboratory ets sssening hepaic nd
) lihough e

of sbrnrral valos among difere age Bous:

INDICATIONS AND USAGE
Carefully corsider the potersial benefits and isks blets and othe
o use ables. Use the

dosage for WARNINGS:
Gastointestinal Bleeding, Ulceration, and Perforaton).
Naproxen delayed-release tablets are indicated:
+ Forthe elieof e sign and sympoms of heursnd i
= For the relif of the signs and symptoms of osteoarthri
© For e rlitofhe g and symptoms of ntosingsponisivs
© For the relief of the signs and symptoms of juverile arthriis

ablets g the
absorption of products (see
CLINICAL PHARMACOLOGY, DOSAGE AND ADMINISTRATION).
CONTRAINDICATIONS
Naproxen delaycselease abes are contaiictedin e folowing s

il ] proxenor any

Coporersof the g prodct e WARNINGS: Aralylace Reseons,Srius i Reactor).
o Hiswo NSAl
Severe,somedmes faal, anaplvy\ac”tveacl\uls T NS have breneponed i such s (e

o Inthe seting of y bypass s C
‘Thrombotic Evens ).

WARNINGS
Cardiovascular Thrombotic Events
Clinical wials of several COX-2 selective and narselective NSAIDs of up i three years duration have
[ . including myocardial

ke, which canbe faal, . iU nclear that th risk for CV
thrombotic everss is similar for all NSAIDS. The relative increase in serious CV thromboric everts
over baseline conferred by NSAID use appears 10 be similar in those with and without known CV.
disese oriskfactors for CV disese, However, puiens v it known CV disease o isk facors had
higher absolute incidence of excess serious CV thrombotic evenss, due 1o their increased baseline rate.
Some oMervalloxul st found it s ncressed s ofsrious CV trombotc evens beganis
carly as the first weeks of treatmer. The increase in CV thromboic risk has been observed mos
Coreisenty athigher dses
Ta minimize the potental risk for an adverse CV event in NSAID-treated patierss, use the lowest
elfeciv dose or Phy and

inthe absence of previous CV.
Syt atrs showtd b Itoced shous sy of e GV evests dh sbpe 0 okt
they oceur,

here i 1o conssten evidence it concurentuse of sl migaes s increasedisofseions
h

with NSAL
o rapronen e e kot st i (51 v s WARNINGS, Gospaientl
Bleeding, Ulceration, and Perforation).

st Post C e

Two large,convolledcliiclvial f . COX-2 selectve NSAID for the eamert of panin e firt
{ myocardial infarction and

e oA e Thod e

Post-MI Patiens

Obseruaion s conductedinthe Darsh Nl Regisy bave demomsiedthat aens rested
nd all-

cause mortality begirning in th first week of treatmer. I his same cohort, the incidence of death inthe
firstyear post Ml was 20 pr 10 personyear n NSAID-reed paers Compared 12 er 100
Alihough the

s i 70 posc M xcrmad ke ko e nNEAID s prtsd v o
xt four years of follow-u

Avold e use of rprozend delawd release tablets in patients with a recent MI uess the bepefits are
expected o outw i tablets
s o i et M. s s o S of v cherts
Gastrointestinal Bleeding, Ulceration, and Perforation
NSAIDs, ncudig apronencouseseiou gastoimestia (G acverse vens ncluding inflammadon,
bleeding, the or large intestine,
e faal. These d o o, i

mptoms, i pat . Only one infive patients upper GI
Siveressven anNSAID repy, s sympeomate. Uppr Ol s, srossbleding o perforatlon
comsed by NSAIDs occured napproimely 1% o paens et or 3o G months, nd nbout 2

4% of s s fo e e, Howeoer, et ahorsm NSAID thapy s ot w1

sk Factors. wrmmmg Ulceration and Perforaton
ot vt prio sy of pepiccer disesse s G leeding whowsed NSAID i e
than

e rskof Gl beeding  with NSAIDs iclue onger
eiasat AR ey of oral
selective cohorolder age

ih st s of fatal GI ebilated patens.

Adatorl, e it sharced e e o cosglopay e s s s or I

= Use the lowest effective dﬁzage forh sorwstpotaibl draton

+ Avold adminisuaion of more tanome NSAID st

o Avoiduse
e o e o el o e i s . comate lmae erapes

other than NSAIDS.

. rsigrs and sympoms of I bleeding during P
initate
ot ey e eesn bl w3 st G s coent s e o
© Inthe setting of low-d: for cardiac prophylaxis, patients more
OF Gl bleeding (e Interactions).

Hepatotoxicity
Elevations of ALT or AST (tree or more tmes the upper limit of normal (ULN]) have been reported in
spproximately 1% of patien ncliicl tals. Inaddiio,rare, smetimes faal,cuses of severe hepatic
injury, including failur

Elevations of ALT o AST (less than three dmes ULN) may occur inup o 15% o patiens taking.
NSAIDS including naproxen.
Inform patens o the yarng signs s yrmtoms of epaitocy (e, musen aigu, ety

ik symptome). I ciical sgrs
e

R T
hilia, rash, etc), bl diatel

clinical evaluation of the patient.

Hypertension

NSAIDs icluci new
ening of preexisiing b her of

CV evens. Paens faking angiotesinconerting ey (ACE) initors, bizside dtcs,oroop
diuretics may have 0 these therapies Gee
Drug Interactions).

Monitor blood pressure (BP) during the initiadon of NSAID treamen and throughout the course of
rapy

Heart Failure and Edema
‘The Coxib and traditional NSAID Trialists™

inCOX-2

patiens.

1 tudy of patients NSAID riskof MI,
hospualizationor ear falure, and death.
Addiionly,flid eemionan der bave beenbservedinsome et wested with NSAIDS. Use
‘of raprosen may blun the CV effecs of several therapeutic agents used to trea these medic;
conditions (e.g, diuretics, ACE inhibitors, or anglotensin receptor blockers [ARBs]) (see
RECAUTIONS; Drug Interactions).
Avoid the tablets in patie the
Do are xpecied outwoigh he riskof worsering hear failure. I aproxen dlayed-selease
tablets are used in patients with severe hear failure, monitor patient for signs of worsering heart
failure,
Renal Toxicity and Hyperkalemia
Reml Toxicity
L NSAIDS has resuled in reral y i other real injury.
Reml osiciy hus lso 1 in
the el peronon I est oo administaionof anNSALD may cause a dose-
Gependen e bood o, which ey

il impaired

m..l Funcion dehyaton mpovelenia. bt v Iver yafuncio. o diuretics and
T omiors or AR, aad e oy Biscominunionot NSAID iesap sy fahawea ny
recovery to the pretreament sat

Mo nformtonis svalalefrom contolled lrcal studesregarig e e of raproxen elayed:

relea . The renal effes
ables may prog: renal disease.
Cortect volune st ndehyrsted or hypovolemic pates ror g weproxen delayed-
reese abes. Monior with renal or hepat

wdratio q
mwmsy Avoidthe us of m,.mm dehycd reless bl npaeis with adhaced e isease
unless the

relesse whms e wned patens i sdnted e e e ot For s ofweer
nal func

Incresss tnserumpotasstumconcentaton, eluding yperalents, bave eenieportedvith e of
nal pormal renal function, these.

Clfec Fave et s S Poremnec apoadosiroom st

Anaphylactic Reactions

Naproxenhas

with i
WARNINGS; Exacerbation of Asthma Related 0 Aspiin Sensiiviy).
Exacerbation of Asthma Related to Aspirin Sens

A subpopulation of patient with asthi may have aspirirv-sersitive asthia which may include chronic
b ) bronch: ©

NSAID: 'NSAIDS has been
patiens, ablets i

patients with this formof (
relase bt re used i aiens withpreexising st (v thoutlaownspirinsenstviy), morior
 changes inthe signs and sy

Serious Skin Reactions

NSAIDs, including dermatiis,
lysis (TEN),which canbe ul. These
b ki

reaiors o comime he e of mpronen eyt oo e th s appearace of sken
ash or any other sig: ablets
ptents withprevios seriows skineacton 1 NSAIDS (see CONTRAINDICATIONS).
Premature Closure of Fetal Ductus Arteriosus

p of the fetl d d use of NSAIDs, includi
o 30 weeks of

ablets,
(see PRECAUTIONS; Pregnancy).



‘Hematologic Toxicity

Anentaha occured inNSAID-rened patens This my be du 0 occutor rossblood oss,flid
retentior i
Gelayedrlease ables has oy g o symioS of aneria, ot hemoglobinof hermoc

NSAIDs, including

ablets, may increase the evens. Co-

Jans, )
norepinephine reuptake inhibitors (SNRIs) may increase this risk. Monitor these patieres for signs of
bleeding (see PRECAUTIONS; Drug Interactions).

PRECAUTIONS
General
lease ablets should not be ly with
pec e o weat
d imuffi syl o disese

exacerbatio hav iyifa
Gecisionts made o disconinue cordcoseroidsand he Do should e obsorved clocely for w
evidence of adverse drenal imsufficiency artids.

Patients with iniial hemnglobin values of 10 g or less who are to receive long-term therapy should
have hemoglobin values determined periodically.

Because of adverse eye findings inanimal studies with drugs of tis class, it s recommended that
ophthalmic studies be carried out if any change or disturbance in vision oceurs

Information for Patients

Advise the patient 0 read the
In

tens, fanilies, sivers of e following nformston

before initating therapy with urse of
ongoing therapy

Cardiovascular Thrombotic Events

Advise patients 1o be alert for the symptoms of cardiovascular thromboiic evers, including chest pain,
shorines of reath weloes, o aluringof specch, o por anof e symptoms o e el
care provider

of ul
i« P

Advise patiens to
A

bleed a
Inthe setting of low-dose
ofGI

i prophylaxis, e d risk for the
bleeding (see WARNINGS; Gasirointestinal Bleeding, Ulceration, and Perforation).
Hepaoroxiciyy

Iformpates o e wrin iy and sy o ooy (5. s e ey,

pmnm jaundice, right upper quadrant tenderness, and "flu-like” sympions). If hese uct
& Stop apronen elayedrelease ables and seck mmedise medical terapy (e WARNINGS:

Hepaioniioy

Heart Failure and Edema

Advise patients to be alert for the symptoms of congestive heart failure including shortness of breath,
uneaplained eigh e oredems and  contac et heltcare provider i such sympionsocour s
ma).

Failure and Edem

Inform patints of the sigrs of an anaphylacic reaction (e.g, difficulty breathing, swelling of the face
o throat. Instruct patienss o seek immediate emergency help f these occur (see

rious Skin Reactions

Advise pats immediately if
i e e oo sooms poss e e WARNNGS: oy S et
Femsle Ferdlity
Aduse fenles ofreproductive potetal whodesr pregratey ut NSAIDs, ncling VOLTAREN,
may be associate delay
apeness, Inpamentof Periy,
Eetal Toxicity
bl NSAIDS starting at
of the fetal d (e

30 weels e
WARNINGS; Premature Closure of Fetal Ductus Arteriosus).
Avoid Conconitant Use of NSAIDs
Ifor paes tha e conconiant s of proen delayed e abes with ies NSAIDs o
1, salsalat o the oinestinal
lnxmly, .mdlmle s et neficy (e WARNINGS:: Coslmeti B " Uiceraion. P
erforat Dru be presentin "over th

ot medicons o esmertof . Trer o hegrmbs
Use of NSAIDS and Low-Dose Aspirin

w-dose aspirin concomitantly with naproxen delayed-release tablets unil
They Gl o et healihcarprovidr e PRECAUTIONS: Drug meractions).
Activities Requiring Aleriness

‘Caution should be exercised by patients whose actvities require alertness if they experience
drowsiness, dizziness, vertigo or depression during therapy with raproxen.

‘Masking of Inflammation and Fever
y 5 bl ducing infl a

possibly fever, may diminish the udlity of diagnostic signs in detecting infections.

ring

Becase seriow Gl leedig hepotosels, an el ey canoceur wibout vt synoms oo

Laboratory Monit

ey (e ARG, Gonpomesrl Beedin. e and eoraon, and Hepocuncin).
Drug Interactions.
See Table 1 for clinically significant drug interactions with naproxen.

Drugs That Interfere with Hemostasis

Clincal Impac: SUnOrderedlist

‘Table 1: Clinically

ignificant Drug Interactions with naproxen

signs of bleeding (see WARNINGS; Hemmtologic Toxicity). SEndUnOrderedlist

al as compared 0 use of the NSAID alone (see WARNINGS;

" n d riskof serious the use of either drug alone.
Serotonin release by platelets plays an important role in hemasiasis. Case-conirol drugs that incerfere. b more than an NSAID alone.
SEndUrOrderedist

Intervention: pat (e, warf ), sel hibi

Aspirin
c i thatthe NSAIDs and analgesic doses of e 0 ® P NSAIDS alore. NSAID and d with

Clinical Impact: Gastrointestinal Bleeding, Ulcerarion and Perforation),

Intervention: and of

ACE Inhibitors, Angiotensin Receptor Blockers, and Beta-Blockers

Clincal Impact Sunorderedist

NSAIDS may dimiish the

npales whoae ey, ol dplid (el hos on dueeie Geapy o have el Irulment

SEndUROrderedlist

or beta-blockers (including propranolol).

E inhibitors or

function,

!

d

bleeding (sec WARNINGS; Hematologic Toxicity). Naproxen delayed-release blets are not a substiute for low dose aspirin for cardiovascular protection.

ible acute renal failure. These effects are usually reversible.

During concomitan use of mproxen delayed-release ublets and ACE-

nhibilors or ARBs in paents who are elderly, volume-

reral function at the beginming of the concomitant wreatment and periodically thereafter

Intervention: SUnOrderedlst During concomiont use of mproxen delayed-relesse ublets and ACE-inhibitors, ARBs, or betw bloclers, monior blood pressure (o emsure that the desied blood pressure is obned.
depleted, or have impaired renal function, monitor for signs of worsening reral function (see WARNINGS; Renal Toxicity and H 1UnOrd hould be adequately

iuretics

Clincal Impact: Clinical sudies, as well as post-marketing obs howed h patients. This effect the 1
During concomitant use of naproxen delayed-release tablets with diuretics, observe patient for signs of worsening renl fuc aa efficacy including effects (see WARNINGS; Renal Toxicity and Hyperkleria).

Intervention

Digoxin

Clincal Impact: Y of napr P increase the the half-life of digoxin.

Intervention: During blets and di

thium
Clincal Impac:

and Perforation).

NSAIDS have produced elevaiions in plasma lithium levels and reductions in renal 15%, and the real clearance decreased by
Intervenion: During of blets and lthi patients for signs of
tethotrexate
Clincal Impact NSAID: toxicity w 1 dystunction).
Intervention: During, bl patients for methorrexate toxicity.
Clincal Impact: y s nephrotoxicity.
Intervention: During y bl patients for signs of worsering renal function.
NSAIDs and Salicylates.
Clincol Impac Concomitant use of naproxen with other NSAIDS or salicylates (e.g., diflunisa, salsalate) increases the risk of Gl toxicity, with il or o increase inefficacy (see WARNINGS; Gastroitestinal Bleeding, Ulcerat
Intervention: Y of napr NSAIDS or salicyl
P
Clinical Impact: nd the riskof renl, I g information).
Intervention: During, of bl siens with reral ranges from a5 10 79 mL tor for 1 and Gl toxicity.

Antacids and Sucralfate

Cllnical Impac Some antacids

 the absorption of naproxen.

Intervention: ds such

£ H2-blacke: e and imensive

ablets are

be te day of, and o days following administration of perets
e Sheeac of dota egardng ptenaa s achonbenecenpemiresed and NSAI with Lo Ml Ives (o5 mesbéars mbapetone P i

Due to the gastric pH
Choles tyramine
Clincal Impac

Concomitantadministration of cholestyramine can delay the absorption of raproxen.
C ablets

Intervention:
Probenecid
Clincal Impact:

and extends its plasma half-life significany.

Intervention: Patents Iy ablets and

albumin-bound drugs

Clinicol Impac Naproxents highly bound to plasma albumirs it thus has a theoretical poteriial

be observed for adjustment of dose if required.

Intervention: Patienss g lease wblets and a hyd

Drug/Laboratory Test Interactions

Clinical Impact Naproxen may decrease platclet aggregation and prolong bleeding time.
Intervention: “This effect should be kept inmind when bleeding fimes are determined.

rter-Silber test

Clinical Impact: The for because of

nitrobenzene used i this assay.

Intervention: Alihough 17-hydroxy-corticosteroid measurement (Porter-
Silber test) do not appear 1o be artifacwally altered,
Silber testis o be used.
Urinary assays of 5-hydroxy
indoleacetic acid (SHIAA)
Clincal Impact: p )y y Shy acid (SHIAA)
Intervention: p 2 acid is determined.
Carcinogenesis, Mutagenesis, Impairment of Fes
Ay sy was prtormed s P of of
8,1  and 0.16 times
wnwn 1o o500 wmorigenicity

Studies
completed.

Inpairmentof ferility

ale s were wesed it 2,5 10, 020 g uproxen'yorl gvag for 60 das prior o g
and femule rais were wreat days prior to mating and for the first 7 days of
rcines Thee were vy aver <hecs onery red (o 13 s e MRDH bsed mondy
Surface area).

ablets have not been

potendial of

Pregnancy

andior its metabolites with m-di-

s suggested thattherapy with raproxen be temporarily discontinued 72 hours before adreral function tests are performed if the Porter-

dose if required.

NSAID inhibidion of

exed.
¢ NSAIDs should inerrupt dosing for atleast five days before, the day of, and two days following pemetrexed admiristration.



Use of NSAIDs, including lease tbless, during. pregna

increases the riskof pematue closur of he fetl ducusarrious. Avod se of NSAIDS, “nluding
inpregn weels of

remature Closre o Ftl Ducts Arieross).

hee re o adequae s well-conroled sudies of prosen deayedrelesse wblets inpregrae

d £ NSAID us
oo ecomt momers ok ey e ot o g U popaon s el
secopuaedpregrie, erlss o drg expoun, v a clground e of 2% 0 % or
15% 0 s, i nd

o eniescent o fe riod of
orgamgeress ndoses .15 D25, and 0.8 i h msara evormended o i doce o1 1500
ey respecvely. Based onariml daa rostaglainshave becn shown'o have animportan o in
endometrial vascular

and

post-implantaton loss

Daa

‘Human Data

here i soms evidence to suggest thatwhen hiiors f prostaglandinsynhels ae sed o delay

prer oo e neomial emeocols,
v st et e

aboormal level Because of the known ef dal ani-

fetal car of d during,
pregnancy (particularly strting ai 30-weeks of gesttion, or third wimester) should be avoided.
Animal Data

Reproduction studies have been performed inrats a1 20 mg/kg/day (0.13 times the maximum
1500 mg

bbits a1 20
mgkgday (0.26 s the X area
‘comparison), and mice at 170 the based
onbocy surface aeaconparson withoevidetce of npaird el orbarm i the eis due 0 he
dru dins have been shown| inendometrial
vasclar » Inaninal s

e
loss.
Labor and Delivery

e o sudies onthe effects of mprosendelayed-eless ublets during laborordelivery. In
animal studies, NSAIDS, including naproxen, inhibit prostaglandinsynthesis, cause delayed parturition,
It incree. the chdenceof i

Nursing Mothers

lactating.
pproximely 1 of and health berefits
of bre: s cl

relea
e bl orfomtoe e et comion
Females and Males of Reproductive Potential
Basedonthe meclnismo acion the ue of postglandin-nedisted NSAID, g oprosen

tablet, may delayor prevent rupture o whic

infertfty insome women. Published animal studic

ety ers b . poteti s dert Dmsuglilduv ediedfolliculr uptire requlred for

avilaon. Sl sudies also sh

c al of NSAIDs, includi sy tablets, in womenwho have
or who are undergoing inferdliy.

Pediatric Use

Safety and effectiveness in pediarrc patierss below the age of 2 years have not been established.
Pediatric dosing. for

“There are no
for other pediatic conditions, but the experience in juvenile arthriis and other use experience have
csabished it sivle dose f 2510 Syl o mpoven susperion see DOSAGE AN
STRATION), with otal daily dose not exceeding 15 mg gy, are well olerated i
\)e«umc paiens over  years o age. Salety ad ffectveness Inpediaaic patons below the age of 2
e not been established.

Geriatric Use
Ederly patiens,compared o younge e, re o rester ik for

) elderly
ot ot 15 et poranl s, St ki e o o e g o, o
padens o averse effects : Cardiovascular
Bleeding, Hepa Re P
Tasoraty vt

Studies indicate thatalthough total plasima concentration of naproxenis unchanged, the urbound plasma

P d inthe elderly. are required and
some adjustment of dosage may be required inelderly patiens. As with other drugs used inthe elderly,
itis prudent o use the lowest effective dose.

D that b be s effects of

dal I:Iduly or olerate pepic ulceration

or bleeding less well when these evers tsporaeous epors of fal Gl everts e n
e g populaton see WARNINGS: Gosiesinal Bleding. Ui, and Pefora

Naprosenis wwnio b subsailyexcreed by h ey, the iskof toxic )mclmlsml.ms drug
Iy be greaterinpadns with iird renal furcion. Because elderly patens ae mor el 0 bave
tion care ey e useful o monkorrerl
function. Geriaric patierés may be ata greater risk for the dtvtlopn!mulnlnrmnlrem o
preciplmedby
1gs (see WARNINGS: Renal Toxicity and Hyperkalemia).

ADVERSE REACTIONS

The following of the labeling:
Cardiovascular Thrombotic Events (see WARNINGS)

Gl Bleeding, Ulceration and Perforation (see WARNINGS)

Hepatotwxicity (see WARNINGS)

Hypertension (see WARNINGS)

Heart Failure and Edera (see WARNINGS)

Renal Toxicity and Hyperkalemia (see WARNINGS )

Anaphylaciic Reactions (see WARNINGS)

Serious Skin Reactions (see WARNINGS)

Hematologic Toxicity (see WARNINGS)

Adverse reaciors wials pa
1

reponed 0
o s more eeauenly on Ihey were inshorvtermstdie i e 962 paens et ormild o

moder:

Easroimesina nact
Aclinical su
it patens akig dalydoses of 1500 18 raprosen compared o s king 750 g rprosen e
cLr GY)

ICAL PHARMAL

with erts and i label studies
wihabout 400 pmhlm ot o A s s i mpronen o e o o
prolonged bleeding times were increased, the incidence of gastrointestinal and Vo

encions wersabout e sk e Icidece of e reaclon were ower I ped e patens
inaduls

patients wials, adverse experiences in
approximately 1% © 10% of patiens are:
i i sbdominal pain, mausea®, constpation",

diarrhea, dyspepsia, stomatiis
Central Nervous System: headache, dizziness, drowsiness*, lightheadedness, vertigo
‘Dermatologic: pruritus (itching)", skin eruptions®, ecchymoses*, sweating, purpura
Special Senses: timitus*, visual disturbances, hearing disturbances

Cardiovascular: edema*, palpitations

General:dysprear, tirst

“Incidence of reported and 9%, Those inless than 3% of the
patients are unmarked.

Inpatierss taking NSAIDS, the following. pe have
19% to 10% of patiers.
E Glulcers
(gastriciduodenal), vomiting
al f time, rashes
The folowingare adidon adverse experences eported in<1% af pins ki provendring
clinical reports. Thos:
postmarketing reports are ilicized
Bodyas a
fever)
tids,
in ), ulceration,
ipper or lower Esoph h
pancreais, i . Crohn's
disease).
ibrormal lver function
jic and L e
granulocytopenia, hemolytic anemia, aplastic anemia
Metabolic and Nutritional: hyperglycemio, hypoglycemia
Nervous concentate, de dream abnormali e "
muscle is
Res piratory: cosinophilic preumonitis, astma.
ki . ther
nodosum, lichen pl 5
reactions, includi
Judh fskin
fragily,
discontinued and the patient monitored.
i 1 il il
hyperke renal

di I failure,
Reproduction (female): inferiiy
Inpatients taking NSATDS, the following adverse experiences have also been reported in <1% of
patiens.

Body as a Whole: fever, inf changes, death
i tachycardi hythmia, hypot dial infarction

hagid i, glossits, eructat

‘Hepatobiliary: hepatits, liver failure

‘Hemic and Lymphatic: ecl bleeding, lymphadenopathy, pancytoperia

Metabolic and Nutritional: weight changes

confusion,nerv s lence, remors,

s
convulsions, com, halluciations
Respiratory: asthma, respiratory depression, preunonia

Dermatologic: exfoliative dermutits

Special Senses:blurred vision, conjunciivitis
Urogenital: cystits, dysuria, oliguriafpolyuria, proteinuria

OVERDOSAGE
Synpars ollowig e NSAID overdosageshave bsntpically ke o ethrgs, drovsiess,
bleedmghas ed. H renal fal a
e occurtd,butwer ae. Because aroxensodiumimy berapcly bsored,ighand arly
S Tevls shdbe i pied. A e Pt hve xprineed comulsom. bk
drug-relaed I i b e i
Bleeding, Uleration, and.
et Hoparon ents Ty v Eyperitonto
Marage patiens o following There are o
vidot

th igh degree o s protinbiing, Corider emessandor acivaed charcoal (600 100 g inadals,
1o sy

ot hows f mgesioh o npatens wif slarge ovrdosage 5 0110 ties the recommended
dosage useful due

1 high protein binding,
For additional cemer (1-800-222-
1222),

DOSAGE AND ADMINISTRATION

c the potental benefis and risks of blets and othe
0 use ables. Use the

(see WARNINGS;

dose for the
Gastrointestinal Bleeding, Ulceration, and Perforation).



Aflerabsering the esponse o il herapy wih mproxen delayec-reesse ables, e dose and
frequncy should b acjustd 0 uita il pae

(ic., tablets, on) of the drug are not

ily b This
formulation.

.o aproxen
diumablets all they aif

inthe small inestine rather
e och e s pionof e et b desyed comperd b st mponc omlstom
(see CLINICAL PHARMACOLOGY).

8 derap is o dose likely 0

e fectivefor the paten n
jose should be corsidered mpmm it real o1 et impairment o inelderly
s (see WARNINGS; H nd Pl
Geriaric User

Geriatric Patients

Stuies intcate it altough ol pless concentationof prosn s changed e wnbound plsta

racionof aproxenis nressed nthe lderly Caio s dvsed when ighdoss ar eird nd
y b e neldrly padens. As withther drogs used e eldrl,

01 prden  use the loweselfoctive

‘Patients With Moderate to Severe Renal Impzl(m(m

Naproxen-contairing products are not recommended for use in patiens with moderate 10 severe and

severe renal <30 mL/min) (see.

Rheumatoid Arthriti, Osteoarthrits and Ankylosing Spondylits

Noproren
75mg e daly
Duyt e orso0mg toice day

mmintain the incegrity of the enteric coaring, the naproxen delayed-relcase tablets should not be
broken, crushed, or chewed during ingestion.

During e dase of apr adjusted up or a
clinical response of the patient. A lower daily dose may suffice for long-term administration. The
orning and evening doses do bot have 1o be equal insize and the administration of the drug tore
frequendy than twice daily is rot recessary.

Inpatients who tolerate Iower doses well, the dose may be increased (o naproxen 1500 mgday for
limied periods ofupto G o whena igher evel o -l algescactviy i
required. When treating such patient with raproxen 1500 mg/day, the physician should observe
suffcient ncresed ciical benefits o offset he potenial nmmn sk The morhing and evering
doses do pot have 1o be equal insize the drug more

docs ot generally e a diffrence nesporse (vee CLINICAL PRARMACOLOGY)

Juvenile Arthritis

of 10 mg/kg e
5 mgkg given twice a day). Naproxen delayed-release tablets are ot well suited 0 this dosage so use.
of mproxenoral suspersionisrecommended fo i nicaion

\d Acute Tendonitis and Bursitis

ables e ot
emtanal peaxente delayed comred o oo mptonen-comsning podces (e CLIVICAL
PHARMACOLOGY, INDICATIONS AND USAGE).

Acute Gout

ablets of the delay
CLINICAL PHARMACOLOGY).

HOW SUPPLIED
Naproxen Delayed-release Tablets, USP: 500 mg: White Entric coated, Capsule-shaped, biconves.
ablets de-bossed with e side.

Store at 20° 10 25°C (68° 10 77°F);[See USP Controlled Room Temperature]

Dispense in tight, light resistant containers

#All brand names memtioned are registered trademark of their respective owners and are notof Cipla
Limited.

Revised: 072016

MEDGUIDE
Medication Guide for Nonstroldal A Inflammatory Drugs (NSAIDS)
ldla ines called Non-Steroidal

Ani Inlmmatory Drugs (NSATDS)S
NSAIDs can cause serious side effects, including

death. This

o with increasing doses of NSAIDs
o withlonger use of NSAIDs

Do ot ake NSAIDs gt efore
caney-

o oy after a recent
hun attack.

f bleeding, ulcers, and tears (tbe leading
h), h i

o any tme during use
o without warning sympioms
o thatmay cavse death

‘The risk of getting an ulcer or bleeding increases with:
e history of stomach ulcers, or stowwch ot estia bleeding it use of NSAIDS
« taking medicines called "corticosteroids”, “anticoagulani’ NRIs

© increasing doses of NSAIDs.

. Inngtrnst of NSAIDs.

o smoki

. dnnkmzal(uhul

o older

+ poor helt

o advanced liver disease.

= bleeding problems

NSAIDs should only be use
= exactly as prescribed

o atthe lowest dose possible for your treaument
© for the shortest time needed

What are NSAIDs?

NSAIDS are used 0 ling, and conitions
has di farthrit nd other types of

Who should not take NSAIDs?
Do not take NSAIDs:

o if you have hives, or other allergic any other NSAIDS.
= rightbefore or ater heart bypass surgery.

Before taking NSAIDs, telly It
luding if you:

have liver or kidney problerms

Bave high bood pessre

hav

are pmgmmur s becnspogre Taksyo s gl iy s comidriog
aking, f pregnancy.

e bcastcding or oo bressteed.

pr medicines you tak i ipti .
the- icines, vitamins NSAID: can
imeract with side effects. Do ‘new medicine without
talking to your healthcare provider frst.
‘What are the possible side effects of NSAIDs?
NSAIDs can cause serious side effects, including
See "Whatis the Ishould know icines called Nonsteroidal
Sttty s (NSATDR)S
 new or worse high blood pressure

heart failure

lver problens eludg e e

doey problers including kidney failure

life-threatening allergic reactions.
side effects of NSAIDs diarrhe heart
vomiting, and dizziness.

f
£
B3

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

chest pain

weakness in one part o side of your body

slurred speech

swelling of the face or throat

Stop taking your NSAID and ! ¥
following sympto

 more tired or weaker than usual
o diarrhea

o iiching

© your skinor eyes look yellow
« indigestion or stomach pain

o flulike symproms

Vot blood
e o n o bl ot 1 ksl e
ursual w

Kinrash o blisers with fever

swelling of the arms, legs, hands and feet

1 you take too
hese are ol e possbl sid ffects of NSAIDs. Formore nformaon, sk you healhcore
provider or pharmacist about NSAIDs.

call medical advice You may repe o FDA at 1-800-
FDA-1088,
Other information bout NSATDS

butitde

blecinginthe brin. somach,and ntestires. Aspirincanalso cause e e st

+ Sorm NSAIDS are i ). Talkto your
Reshcore poshdes befors g oves e-courcs NSAIDSfo more o 10 dys

General information about the safe and effective use of NSAIDs

Medicines are sometimes
use NSAIDS for a condition or which twas .m o1 prscribed Do ot give NoATo o s phoyle.

1 you would like more (NSAIDS, alkwih provider.
o P thatis
professiomls.
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PACKAGE LABEL.PRINCIPAL DISPLAY PANEL

Repaciaged by:
Aidarex Pharmaceuticals, LLC
Coroms, CA 92880

NDC 53217-0405
RyONLY

Naproxen

Delayed-release

Tabless, USP

500 mg.

PHARMACIST:

Disperse the Medication Guide
provided separately to each patient.
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APROXEN
naproxen tabet, delayed release
Product Information.
ProductType s
Route of Adriniseaton oma
Active IngredienvActive Moety.
Ingredient Name. Basisof Strength  Strength
NAPROXEN (UM 57Y76RIATQ) (APROXEN - UNIS7Y76RIATO) NAsROXEN s00 g

Inactive Ingredients
Ingredient Name Strengih
POVIDONE (UN FZ9B9G )
MAGNESIUM STEARATE (UNE 7005 7M600)
CROSCARMELLOSE SODIUM (L1 G501 1541)

TALC (NI TSEVTIARIL)
TETANIUM DIOXIDE (0N 5702
TRIETHYL CITRATE (UNIE42960X0608)
WATER (AR 530r0K00)

Product Characteristics
Calor W (i ased) Seore anscoe
Shape. CAPSULE Bicomves) size s
Tmprin Code m
Packaging
® ltemCode Package Descriptian Marketing Start Date  Marketing End Date

1 NDCSST05:30 30 1BOTILE; Type 0:Nota Combiaton Podue 037102018

Marketing Information

Labeler - Aidrex Pharmaceaticls LLC (01503269)

Establishment
- Address e Business Operat
URE— Ao REPACKG3217-405)

Revised: 82018 Aidarex Pharmaceutials LLC
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