NAPROXEN- naproxen tablet, delayed release
Proficient Rx LP.

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

oF AR AND INAL
EVENTS

Cardiovas cular Thrombotic Events

 stroke, which

can be fatal. This risk may
use (see WARNINGS).

tablets are
WARNINGS).

Decding, alceration, and per(nnmn of the stomachorintesdoes, whichcan be e n.m
events can occur at any time during use and without warning symptoms. Elderly patie

and it  pio Historyof pepue lcer diease andor Gl bleeding are ot greater
Tk forserious Gl eents (e WARNINGS)

DESCRIPTION

Naproxen, USP is a related o the aryl d ponsteroidal ani-
inflammatory drugs.

mical name for naproxen, USP is (5)-6-methoxy-c-methyl-2-naphthaleneacetic acid. It has the.
e

‘The cheri
following structural formil

naproxen (R=COOH) C14H1403 mol wt.230.26
CHs

CHO

Naproxen, USP has a molecular weightof 230.26 and a molecular formula of C14H;403,
Naptosen, USP is aadores,white i off-uit rysalinesubtnce, 1 lpdsolule,pacicaly
oluble i witer atow i nd el sluble nvater at high . The ocuolwaet pariion
Coetfciencaf aproxenat pH 74 15
Naproxen delayed-release wblets USP are available as enteric coated, white tablets coniaining 375 mg
of wproxenand 500 ng of proxen, USP for oral sdinsraton The inscive grediens are
ove collidd et
acrylic dispersion, alc,
Chrse i puied water, The umonat by e mproséniabletis i depﬂldenlwu.h
pH 6. The pH

CLINICAL PHARMACOLOGY
Mechanism of Action

‘The sodium salt of naproxen has
et eeloped s e vl o frwlo ol mpronen ot e s ol

mechaismof action of the naproxen, like that of other NSAIDs, is not completely understood but
s nionaf crcaonygense (O o COX2)
of reached
gl sesit d potentiate the

duri 2

oot reyHinis o, i o e Proglandine e csters of oo
Because mprosens annibior ofprostaglaninsynhesi, s mode of acton may be de 0. decrease

of prostaglandins in peripheral tis:

Pharmacokinetics.

from he
Nemaibity o S5%.The Sifert dosge forms of aproxenare bocauvale ntermo o exereof

absorption. These differences between taproxen pmducu e ity b chemea oo
mproxen used ad s formuladon.Even with the bserved diferences inpaternof absorpion the
of om 1210 17 nous. Seady-
st levels of proxenare resched nd 1 Sdays Pty degree of maproxen accumulation s
alf-life. release play orly a

negligible role e it of ey o v

Absorpiion
Naproxen delayed-release ablets

ablets are designed with coating o provide abartier o
disinegraion nthe acdic environnet o he slomach an o lose ey i
of the small intestine. The eneric polymer coating selected for Napmxendelayed release
Sives above i1 6. W bt s given o
ol 6 hours following homsy A

invivo sty i g ol Nepronen el reesu tles dermrenaes ht oprosen.
tablets dissolves primarily in the small itestine rather than in the stomach, so the.
erptonof h A s deeyed ol he ol s enpied
e Naprovendelavedecse abcsad Nopron ables were giveno fasted sublects (1=24) ina
ek of dosing, diffe o pe levels (T were
Chmereed bt her e so difornces sl abirpianss messied by Co o A

Wanroten Delayed-release Tablels - Naproxen Tablels
500 mg bid 500 mg bid
O (/L) 949 (18%) 97.4(13%)
[Tma hours) 4(30%) 19(61%)
AUCD-12 e (g L) 8520%) 767 (15%)
TR O VarTor]
Antacid Effecs:
abless were e dose with antacid (54 mEq buffering

apcly)he peakplasma evelsofreprosen e unchanged,bu e e o peswas reduced (e

ted 5.6 hours, mean Trnay With antacid 5 hours),although not significanty (see PRECAUTIONS;
D meraciony
Food Effects

ablets were le dose with K plasma levels in

most subjects were achieved inabout 12 hours (range: 4 0 24 hours). Residence ime in the small
iestine undl disintegration was independen of food intake. The presence of food prolonged the time
the tables remained n the stomach, dme 1o first detectable serum naproxen levels, and time (© maximal

Distribuion
Naproxen hasa volume of isvibuionof 016 Lg. At herspeuic evels prosenis geeter hn99%
albumin-bound. At doses of aproxen greater than 500 mday here xsv«svhanw«m rional increase i

! 0 anincrease athigher
doses. (avnmgn irough Cy, 36.5,49.2and 6.4 mgi wih 00, 1000 eyt mg daily doses of
The the milk of lactating women ata

9% of
(see PRECAUTIONS; Nursing. iy

Elimination

Metabolism

Naproxenis extensively metabolized in he liver © 6-0-desmethyl naproxen, and both parent and
metabolites do not induce metabolizing enzymes. Both naproxen and 6-0-desmethyl naproxen are further
metabolized t their respective acylglucuronide conjugated metbolites.

Excretion

The clesarce of mprosen s 0.13 o of the
excreted i 6-0-desmethyl their cumngm!s
et a3y, Toe ol haf e of he raproxen rion b rnges from 1310 17 hours. The
cormesporing halfivesof bot reproxens meaboles i conjgatesae shorter tan 12 hours, and
their rates of 0 of

romie plasna. Srllatouns, 3% o ess of the amns(ored ose, ae excreed e feces. In
patienss with renal failure metabolites may accunulate (see WARNINGS; Renal Toxicity and
Hyperkaleria)

Pediaric Patents
Inpeciaicpuens aged 10 16 years vitharids, plassrproxentevels fllowing 5 g sigle
dose of maproxen suspension (see DOSAGE AND ADMINISTRATION) were found to be similar to
e fourd o porul s folling 500 mgdos, The i e appears w e sinlarin

pediatric and adult patients. of maproxen were
Daiens younger han years o age. Pharmacokiedc parameters sppear 1 be salar (nllnwlwg
inpediaic paiens. ablets

have not been studied in subjects under the age of 1
Geriarric Patients

maproxenis unchanged,
Hacionol mproxents ncreased nihe lderly alihough he urbound racion s <1% of the toal
Jave benieporied
o e om0 125 0195 of o e coneenaion, compared h0.05% 00755
Vounger subjecis. The liicalsgnifcance of this fnding is unclea, ahough i s possible htthe
inthe rate of adverse

events per a given dosage in some elderly patients.
Race
Pharmacokinetic differences due (o race have not been studied.

Hepatic Impairment

h with hepatic insufficiency.
hronic alcoholic liver di diseases abnormal plasma
proteirs the tol naproxen, but the

4. C: d are d and some adjustment of
dosage may be patiens. It s prudent o use the dose.

Renal Impairment

1s with renal insufficiency. Given hat

et etbolts s conjgaesare privaily xcreted by the ey, he potentil eiss for
abolites o accurmte inth presence of el imuificery. liriraionof mprosenis

deereased npaients with severe rral nfuiruent. Neproseercortairng products ar st reconmended

Tor use n paiets with o derae 5 severe an severe e Inpalrere (eaie clearance <30

mlmin) (see WARNINGS; Renal Toxicity and Hyperkalemia).

Drug Interaction Studies

Aspirin: When NSAIDS were administered with aspirin, the protein binding of NSAIDS were reduced,

alhough heclaranceof ree NSAID was ot aliered. The clinicl sigifcace of i Ineractonis

motknown. See Table Ds.
PRECAUTIONS; Drug Inractons).

CLINICAL STUDIES
General Informat

Naproxen has been studied in patients with theumatoid arthrits, osteoarthrits, juvernile arthritis,
ankylosing spondylits, tendoniis and bursitis, and acute gout. Improvement in patients reated for

oring sifres, a eductonindisese ctiviya sssssed by bot e vestigtr and ptet,adby
Generally, response o naproxen has
ot betn found 0 be dependentonage, sex. severity or duratonof sheuratid arids.

Inpatiens with osteoarthrits, the therapeutic action of naproxen has been shown by a reduction in joint
pain o tenderness, an increase in range of motion in knee joint, increased mobility as demonsrated by a
reduction in walking time, and improvement in capacity to perform activities of daily living impaired by
the disease.

Ina clinical vl comparing sindod formulatonsof proxen 375 mg tice iy (750 mg o doy) s 750

g twice 3 dy (1500 mgay.  padens e 750 g group teried premaurelybecsie of
adverse e inthe 1500 mg » ly of adverse
ens. Mostof hese dvers verts were gasnoimesiinl cvens.
Inclinicalsudies npatens i, ad el ar h
been shown to be comparable to aspirin and indomethicin in controlling the aforementoned measures of

disease acaviy, e h frequency and severiy of the milder gotolmestinal advers effocts (ausen,
d

b with aspirin.

Inpatiens with ankyl has beenshown o
stfess an painates. I e e drug was shown o be as effective as aspirin, but
with fewer side effec

Inpatiens with acute gout, a favorable response to maproxen was shown by sigrificant clearing of
inflammatory changes (e.8., decrease inswelling, heat) within 24 to 48 hours, as well as by relief of
pain and tenderness.



Noproxen s b studed inputens il o mderoe pinscondry b postperaive,

orih and Oreetof painreliet
o oag i b s Wk mroNenand i 30 i n s kg

Sodium Analgesc ofect was shown by sh easures as eduction af pat ety Scores, increase in
pain relief scores, decrease innumbers of patiens requiring additional analgesic medication, and delay
intime to remedication. The analgesic effect has been found o last for up to 12 hours

» used safely .
conrolled clinical wials, when added to the regimen of patiens receiving corticasieroids, it did not
ppeat o case gre alone. P a

receiving gold i mpmxen i result in greater improvement I use in conpinaton withsalicylates

and data are inadequate to demorstrate
achieved with aspirinalone, I addition,as with other NSATDS,th cormbiadon may resulin higher
frequency of adverse evenis than demonstrated for either product alone,

In5'Cr blood loss and gastroscopy studies with normal voluneers, daily administration of 1000 mg of

aproxen has been demorstrated 5 cause siatstcaly signifcandy less gasic bleclng and erosion

than 3250 g of aspirin.

‘Three 6-week, double-blind, multicerter studies with Naproxen delayed-release tablets (375 mg or 500

mg twice a day, n=385) and Naproxen immediate-release tablets (375 mg or 500 mg twice a day, 1=279)
lease tablets,

ablets with
including 355 theunoid arhri paterss who had a

Gl symptoms. These sudies tablets and
relcase bl eualence of
i G compi. ool poes, however, oy 1 e ot prekmhle ot oirer
Five hundred and fifty-three
ol (gt esent wes 190 gy The ot o Il drgposed pepiculcers
and G bleeds were similar o what has been historically reported for long-term NSAID u

Geriatric Patients

The hepasic ad e olerabilyof

elinical rials involving 586 parients, Of the patierss stdied, 98 patients were age 65 and older and 10

o the 98 patss were age 75 and older Naproxen was adminserd t dosesof 375 g tice dally ot

750 mg e iy for pi 6 mones ory test and
T oo e e nome e st ere wre m HTcenees mled i e ocenrerce

of abrorrl vahues among diferekage groups,

INDICATIONS AND USAGE
Carfully considr e potnil bencisand s f proxendelayed elase nles ad s
©

e for (see WARNINGS:
e Bleeding, Ulceration, and Perforation)
Naproxen delayed-release blets are indicated:

* For the relief of the signs and symptoms of rheunatoid ariritis
For the relief of the signs and symptors of osteoarthritis
For the relief of the signs and symptors of ankylosing spondlitis
For the relief of the signs and sympioms of juvenile arthitis

Naproxen delayedtelesse blesar ot recommended o nal westetof acue g becae e
absorptionof roducts (see
e A S S ADMINISTRATION).

CONTRAINDICATIONS
ablets the following paters:

. hylactic reactions

components o th drug product (see WARNINGS; Anaphylactic Reacions, Serious Skin Reactions)

History of asthm, urticaria, or other eactions after taking aspirin or other NSAIDs.
Severe, sometimes fatal, anaphylaciic reactions to NSAIDS have been reported in such patierss

(e WARNINGS: Anallce Rectors, xacrtonof s Rl o i Serit).
Inthe setting of coronary artery bypass graft (CABG) surgery (see WARNINGS; Cardiovascular

Thromboric Evens ).

WARNINGS

Cardiovascular Thrombotic Events

Clinical wials of several COX-2 selective NSAIDS of p o hee yearsduradony
kof (CV) thrombotic luding myocardial
itis,

which canbe facl
lar for all NSAIDs. The inSerious CV
over baseline conferred by NSAID use appears t be similar in those with and without known CV
disease or risk factors for CV disease. However, patients with known CV disease o risk factors had a
Highe sbsolut reidence o excessserious CV romorl evens,due o ter Icreased bselre e
found t erious CV thrombotic evens began
carlyas th (st weels of resnen. e neesse i CY romivte ok s beenobeereed st
consistently at higher dost
“To minimize the potential risk for an adverse CV event in NSAID-treated patients, use the lowest
effective dose for the shortest duration possible. Physicians and patients should remain alert for the
such event the absence of previous CV

sympoms. Paerss should b informedabothe sympimsofsrious C eversand teseps ol if
they ocy

There is e d riskof serious

cv NSAID use. T! i ind an NSAID, such
the risk of serious (G evens (see ]

Bieeding, Uieraion and perraton).

satus Post C e

Two large, controlled, clinical wials of a COX-2 selective NSAID for the treatment of pain in the first
1010 14 days following CABG surgery found an increased incidence of myocardial infarction and
stroke. NSAIDs of CABG (s

Observational studies conducted inthe Danish National Registry have demonsirated that patiens treated

ith NSAIDs in the post-MI period were atincreased risk of reinfarction, CV-related death, and all-
cause mortality beginning in the first week of reatment. Inthis same cohort, the incidence of death in the
st year pos-M s 20 por 100 personsyears n NSAID-reated pateres compared o 12per 100
person years innor-NSAID exposed patiens. Although the absolute rate of death declined sor
e Erstyen post MLt ereshedreatve ok deas i NSAID srs persse over o et
the next four years of follow-up.
Avoid the use of naproxen delayed-release tablets in patients with a recent M urless the benefis are
expected (o ounweigh the risk of recurrent CV thromboric eves. If naproxen delayed-release tblets
are used In patients with a recent MI, monitor patient for sigrs of cardiac ischemia.
Gastrointestinal Bleeding, Ulceration, and Perforation
NSAIDs, including naproxen cause serious gastrointestinal (GI) adverse events including inflanmation,
blseding, lceraton, an perforationaf he esaphagus stormech, sl nste o large st

hich can be fatal. These serious adverse events can accur at any tme, with or without waring,
o, i patet rested wih NSATDS. Oy o fn v patens who develop  serious upper G
advess evertnNSAID thrapy. i synpromi. Uppe G e, gros esdingo peroraton
and inabout 2%

10 4% of d for one year. H
Risk Factors for GI Bleeding, Ulceration, and Perforation

Patients with a prior history of pepic ulcer disease and/or GI hludu@ o used NSAIDs hnda reser
than 10-fold developing a
Other fctors e the skl G eedig inpains reoted Wit NSAIDS inlude loger

herapy s

| .. e inhibitors ofalcohol;older age; and

Aoty o i Ao e s i congelopaty st o s oned o s G
bleeding,

rategies 0 Minimize the GI Risks tiens

Use the lowest effective dosage for the shortest possible duration.
Avoidadnitsaton of more wanome NSAID at e

Avoid use in patients at i
eeding For s paen. o el s wih acve G e, covt sl heraes
other than NSAIDs.

* Remainalert for signs and 0 during, 3
* Ifaserious GI ted, treament, and
discontine uneil is ruled

In the seting of concomitant use of low-dose aspirin for cariac prophylaxis, moritor paierts
more closely for evidence of Gl bleeding (see PRECAUTIONS; Drug nteractons)
Hepatotoxicity

Elevaions of ALT o AST (e o more e e upes it of srml [ULN) hovebeenepored
sppromely 1% o penss nclsicl v naditon e, somis s, cass ofseverehepaic
ury including falmipa: hepais, Tver necrosi and hepaic Falure ve beeh repori

Elevations of ALT or AST (less than three times ULIN) may aceur inup 1o 15% of patienss taking
NSAIDs url\ldmg naproxen.

nd nausea, faigue, lethargy,
dirthea,pruris, |aurd1c= vightupper quadrant enderness,and "fu-like” symptoms) If clinical signs
P £

h ), tablets immediately, and
Clincal evaluaton of the patent
Hypertension
IDs, includi 1 onsetof new

orseningof et e, xter o whch myconribu 0 e cressed e of |

'V evers. Patients ta
ety hov e espor s e ésapes whn g NSATDS e PRECAUTIONS.
Drug Interactions).

Monitor blood pressure (BP) during the initation of NSAID treatment and throughout the course of
therapy

Heart Failure and Edema

The Coxlband o NSAID Trallss C ly
increase beartfalare InCOX-2

T Daioh Naonl Regiay Sty of paers withhes (e, NSATD us itresscd e ik M,

hospitalization for heart falure, and death.

Addummlly, i etenion e edem ave beenabserved nsome pans esed with NSATDs. Use
flects of several al

enabions (g diureice, ACE ibiors, o nlgmlzmmuctplm blockers [ARBs]) (see

PRECAUTIONS; Drug Interactions).

Avoid the use of naproxen delayed-release tablets in patiens with severe heart failure unless the

benefits are expected to ounveigh the risk of worsening heart falure. If raproxen delayed-release

tablets are used in patierts with severe heart failure, monitor patients for signs of warsering heart

failure

Renal Toxicity and Hyperkalemia

Reml Toxicity

L NSAIDs b pap d other reral injury.

Renal toxicity has also inwhom renal andins in
the mimenance of rena perfsion I tese paiens, dmrsraiono an NSAID maycase o dnsz-
I 1 blood flow, which m

precipitate overt reral P b v.huse with m.;.u.a
renl fuction dehydraon ypovolerss, hearfiure, iverdysfuncion, o diuretics and
AC o ey Dicomaionat NSAID gy s ety fotowed

recowery e premeamensie

No labl 0 ding the use of
release tblets in patents with advanced renal disease. The renal effecis of naproxen delayed-release
tablets may hasten the progression of renal dysfunction in patents with preexisting renal disease.

orect volume s ndetydrateda hypovsemic patenspio o Indadg aproren delayec-
Il blets. Monfor e with reral or heps ilur
dehydrat use of o e Drug
eracions) Avord the wse of lease tablers in patients with advanced renal disease

e h bl afc expected s outeigh e ok of worsering rerl ucion 1 reprosén eloyed

Sl e e e i T s, o R 1 S50
Hsperialenia

Ef?éx e som ot ot el e e ik el o o, e

Anaphylactic Reactions

N b inpatierss wi
hypersensitivity to naproxen and in patierss with aspirin-sensitive i e CONTRATIDICATIONS,

Exacerbation of Asthma Related o Aspirin Sensitivity

patierss with asth have
lyps: i

NSAID: other NSAIDS has been
tien ablets are

patierss with tis formof
release tblets are used in p: monitor




patienss for changes in the signs and symptoms of asthims.

Serious Skin Reactions

i,

Sever-ionman Svldmll! 15, amdwric Spierral recrolyis (TEN),whichcan e faul. These

use of

fseious skin
bt at e 1 of

sh or any other sign of

ablets are

patierss with previous

Premature Closure of Fetal Ductus Arteriosus

Naproxenmycavsepremtr closure o e fel ductu arions. Aid s of NSAID. g
s, inpy 30 weeks of

(see PRECAUTIONS; Pregnancy).

Hematologic Toxicity

Aemia s occurtedin NSAID-tested patiens. This may b due 1 occultor gross bloodlss uid

retenton, o aninconpltely descrbed effectonryropotest I apatert eatd with apro

elayectrelease abltshas a1y S1gs o symiGmS of ancmia, onio! hemoglabinor hematocHt

NSAIDs cluding aprosendelayed-elease ablets,may icrese h ik of leding cvens. Co-

nicoagulans
repinephrine reuptake inhibitors (SNRIS) may increase this risk. Voo s patients for sigrs of
Dheeding (e PRECAUTIONS: Drug Interctions)

PRECAUTIONS
General
(naproxen sodium) since they all circulate in the plasia as the naproxen anion.

bl substitte o reat

may lead (o disease

exacerbation. y
decllonis made > i the for any
evidence s, including adrenl Symptoms of arthrits.

Fatens with il henoglobinvalues o 105 s wlo e ecve ongtrm gy shosld
 hemoglobin values determined periodical

Because of adverse eye findings inanimal sludms with drugs of this class, itis reconmended that
ophthalmic studies be carried out if any change or diswrbance in vision oceurs.

Information for Patients

Advise the patient o read the labeling

Inform patiens, fanilies, givers o e fllowing nforneton
before initiating therapy ablets and p e course of
ongoing th

rdiovascular Thrombotic Events

Advise patienss 1o be alert for the symptoms of cardiovascular thrombotic evens, including chest pain,

shortess of beat,ealoes, o sluing of speech, nd o reporay of these symploms o thei bl

care provider immediately (see WARNINGS; Cardiovascular Thrombotic Evens).

Gastrolestiral Bleeding, Ulceration, and Perforation

Advise patienss 1o report sympioms of ulcerations and bleeding, including epigastic pain, dyspepsia,
e, and emstemesis o e ealhcare provider. I e seting of comcaman v of low-dose

aspirin for cardiac prophyl,

Dlcding (see WARNINGS, esnommenial mm.ng, nerenon and m/umnnm

Hepatotoxicity
the warni . mausea, fatigue, lethargy,
s, Jamicesight ppes q\mdmm federess rd “Huelike” symproms). I these occur, nstruct
)y lets therapy (see WARNINGS;
Hepatowoicny
Heart Failure and Edema

Advise patienss 1o be alert for the sympioms of congestive heart falure including shortness of breath,
unexplained weight gain, or edema and to contact thir healthcare provider if such symptoms occur (see
WARNINGS; Heart Failure and Edema)
Anaphylactic Reactions

the signs of reaction (e.g., , swelling of the face
or throat. Instruct patients 1o seek immediate emergency help if these occur (see
CONTRAINDICATION, WARNINGS; Anaphylaciic Reacions).
Serious Skin Reactions

Advise patienss 1o stop mproxen delayed-release tablets immediately if they develop any type of ras!
o comact their healthcare provider as soon as possible (see WARNINGS; Serious Skin Reactions)

Female Ferdl

Adv\sn femlesofrepoducive potenl who desire pregnancy hat NSAIDs ncluing VOLTAREN,

Mutogeness, lmpavrmcmo/i‘cm!w)
Feul Toxiciy

NSAID startng at
30 weels gzsmuunhtunse kot premuture closing of the o o oo

Avoid Concostant Use of NSAIDs
o e e concomian s of aproxen el slese bl i othes NSAIDs o
salicylats (e.g.,difl

ey e o i crese el ey e WARINGS, Gonyotmsinl e, Ukeraion and
Perforaton, PRECAUTIONS; Drug Itraciions). Aler patienss that NSAIDSs may b present
counter" medications for treatmen of colds, fever,or imsormia

Inform patieres not o use low-dose aspirin concomitantly with raproxen delayed-release tablets unil
they talk o their healthcare provider (see PRECAUTIONS; Drug Interactions).

Activities Requiring Alertoess

tness if pes
drowsiness, dizziness, vertigo or depression during therapy with naproxen.

Masking of Inflammation and Fever

The inreducing inflammation, and
possibly fever, may diminish the ity of diagnostic signs in detecting infectios.

Laboratory Monitoring
Because serious GI bleeding, hepatotoxicity, and renal toms o
signs, consider monitoring “BC and b

periodically (see. G Ulceration and Perforation, and He ).

Drug Interactions
See Table 1 for clinically sigaificant drug interactions with aproxen.

Table 1: Clinically Drug Interactions
Drugs That Interfere with Hemostasis
Clinical Impact: SUnOrderediist
Naproxen and anticoagulanss such as warfarin have a synergistic B s serious bleeding compared t the use of either drug alore.
Serotonin release by platelets plays an imporiant role in hemosiasis. Case-control studies of drugs that inerf 2 the risk of bleeding more than an NSAID alone
SEndUnOrderedlist
Intervenion: patients of lease tblets with Jans (e, warfs . aspirin), select hibi reupiake inhib for siges of bleeding (see WARNINGS; Hematologic Toxicity). SEndUnOrderedlist
Aspirin
g wd NSAIDs and amalgesic doses of aspirin does not produce any greater therapeuic effect thanthe use of NSAIDS alore. Ina clincal study, the of nd a Gl adverse reactions as compared (o use of the NSAID alone (see WARNINGS;
Clinical Impact: Gastroinestinal Bleeding, Ulceration and Perforation).
Intervenion lease blets and of v because of the bleeding (see WARNINGS; Hematologic Toxicity). Naproxen delayed-release blets are nota substite for low dose aspirin for cardiovascular protection.
ACE Inhibitors, Angiotensin Receptor Blockers, and Beta-
Blockers
Clinical Impact: SUnOrderedlist
NSAIDs may diminish the enyme (ACE) inibit (ARBS),or beta-blockers (including propranolol).
Inpatients who are elderly, therapy),or have remal t NSAID with ACE inhibitors or ARBs function, including possible acute renal failure, These effects are usually reversible.
SEndUnOrderedlist
Intervention SUBOrderedlist D and ACH RBs, or bew-blocke: © is obtained. During f ablets and ACE-inhibitors or ARBs in paienis who are elderly, vol
depleted, or have impaired renal function, monitor for signs of worsering remal function (see WARNINGS; Renal Toxicity and Hyperkalemia). SEndU drugs are adequately el lon ot e of e convomion testmen o prodiclly hrcater
Diuretics
Clinical Impact: Clinical studies, as well as post-marketing abservations, showed that NSAIDs reduced the mariuretic effect of loop diuretics ( thiazide diuretics patiens. This effect h NSAID inhibition of renal prostaglandin syrihesis.
During concomitant use of raproxen delayed-release blets with diuretics, observe patient for sigrs of worsening renal function, inaddition to assuring diuretic efficacy including andhypertensive effects (see WARNINGS; Reral Toxicity and Hyperalemia).
Intervention
Digoxin
Clinical Impact: The the half-life of digoxin.
Intervenion: During lease tablets and d level
Clinical Impact: NSAIDs have st lichium levels and reds 1 B 15%, and the renal clearance decreased by approximely 20%. This effect has beenatributed o NSAID inibition of renal prostaglandin syrihesis,
Intervention: During concomitan use of ablets and lihi paters for sigrs of
Methotrexate
Clinical Impact: NSAIDs visk for , y 1 dysfunciion)
Intervention During ablets and medh patient for methotrexate toxic
Cyclosporine
Clinical Impact: bl may increase cyclosporine’s nephrotoxicity.
Intervention During bl y , patients for signs of worsening renal function.

NSAIDs and Salicylates.

Ciinical Impact: Concomitantuse of paproxen with ther NSAIDs or salicylate (e.g., diflunisal, salsalate) increases the isk of Gl oxicity, with e or o increase i fficacy (see WARNINGS; Gastroinestinal Bleeding, Ulceration and Perforaton).
Intervention: The concomitan use of raproxen with other NSAIDs o salicylates is ot recommended.
Pemetrexed
Clinical Impact: ablets the riskof information),
Intervention During and pemerexed, inpaiens with renal impairmert whose creainin clarance ranges fom 45 o 79 L., moitor for yelosuppression, renal and G oxiciy,
4 svoidd or  peod of o dysbefore, e dy ofand o oy following sdmiisaonof pereened

e csence o dos e pontl et b st an NSAT s oo mlfves hing before, th day of, and two days following pemetrexed adminisration.
Anacids and Sucralfate
Clinical Impact: s he absorpiion of mproxen.
Intervention: ds such i sucralfate are

Due 10 the gastic pH elevating effects of H2-blockers, sucralfte and incnsive 2 ablets are
Choles tyramine
Clinical Impact: sorpionof proxen
Itervention ih tablets are
Clinical Impact: Probenecid levels and extends s plasma hal-lfe sigaificanty.
Intervention P . ablets for adjustmentof dose f requir.

ther albumin-bound drugs

Cliical Inpact Naproxenis hig icthus has a theoredical potenial other albunin-bound h ype anticoagul hydancoins, other NSAIDs, and aspirin.
Intervenion: » tablets and a hyc Iphorenide or for adjustmen of dose if required.

Drug/Laboratory Test Interactions

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

Intervention; “This effect should be kept in mind when bleeding times are determined.

Porter-Silber test
The proxen may for 17ketogenic steroids because of an intraction between the drug and/or its metabolites with m-di-
nitrobenzene used in his assay.

Intervenion: Although 17-hydroxy-corticasteroid measuremeres (Porter-
Silber test) do not appear to be artifactually altered, o 72 hours before adreral function tests are performed if the Porter-
Silber testis to be used.

Urinary assays of 5-

hydroxy

indoleacetic acid (SHIAA

Clinical Impact Naproxen may interfere with some urinary assays of 5-hydroxy indoleacetic acid (SHIAA).

Intervenion: i i y 5



Carcinogenesis, Mutagenesis, Impairment of Ferilty
Carcinogene:

A 2-year study was 0 evaluzte genic potential of
0.1, and 0.16 times. human daily dose
i

8, 16, and 24 mg/ke;

[MRHD] of 1500

was found.

Mugenesis

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

complete

Impairment of fertility

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

and female rais were treated with the same doses for 14 days prior to mating and for the first 7 days of

pregrancy. There were no adverse effects on fertility noted (up to 0.13 imes the MRDH based on body

surface area).

Pregnancy

Risk Summary

Use of NSAIDs, mdndmg ables, during, pregrancy

increases the of the fetal d use of NSAIDs, includ)
2130 weels of WARNINGS;

Premature Closure of Fetal Ductus Arieriosus).

There are no adequate and of bl

Data frombservational studies regarding potendial embryofetal risks of NSAID use inwomenin the
first or second rimesters of pregancy are inconclusive. Inthe general U.S. population, al clinically
recogised pregrncies,egardless ofdrug exposure, v abaclground e of 2% o 4% for e
malformations, and 15% o 20% for pregnancy loss. In animal reproduction studies inrats, rabbit,
mice o evidence of fetal "he periodof

0.13,0.26, and 0.6 times human daily dose of 1500
e nespe el Bated o i dote Do ave b Show s have o or 1€ 11
endometrial vascular permeability, blastocyst implatarion, and decidualization. In animal studies,

ahibi h ed d pre- and

post-implantation loss.

Dan

Human Data

here is © used 10 delay

pretermlabor there is d risk of neanatal compl h enterocolitis,
d d intracranial hemorrhage. pregancy to

delay. y hype renal

abnormal Tevel Because of the known eff teroidal ani-

oF dncns areriosus,uoe dring
preguancy (particularly starting at 30-weeks of gestation, or third trimester) should be avoided.

Animal Data

Reproducion staishave been performed it at 20 g ey (0.1 e the musiman
00 mg/day. ) rabbits at 20

mhgday (0.26 3
Cemnteon, st mce o 70 g g (05 e o e e nted o gy s bised
nce of d ferdlity or harm 0 the fetus due o the
drug. Based 1 dat Jand have inendometrial
» 3 Inanimal st
ohibi h d pre- and I
loss.
Labor and Delivery

There are o sudis onh effects o rproxen delayed-relesse ablews dring aboror delvery. n
i including delayed parurition,
i increse he nkdenc of s

Nursing Mothers

milkof lactaing,

approximely 1 ki d health beefits

estsetig o shnuld be consideredslong vihth moter'sclinica eed fo mproxen delayed:
release blets and ar

Telease ablets ar fromihe .mdenymg maternal condition

Females and Males of Reproductive Potential

Based n the nechanismo acon the e of prosiglandivedisted NSAIDS, includig rproven

tablets, may delay hhas

women. Published animal studi prostaglandin
e e pocntol mediated follicular rupure required for

ovlaton Sl sudies with NSAIDS have also

ovulation.

1D, includi ablets, in women who have
Huties concening or who et g of mierily

Pediatric Use

Safetyandffectveress inpediicpaiees below the sy of 2 years have ot beenesablshed
Pediaric d juverile arthrii

DOSAGE AN ADMINISTRATION) There e adequam effectyenes or dose-esparse daa
for ther pediaic coniions injuver

5 Do
NDMINISTRATION) i 0] ol don ot enceeding 15 g o st wel e in
pediatric patients over 2 years of age. Safety and cffectiveness in pediatric patients below the age of 2
years have pot been established.

Geriatric Use

ey padens, conpared o yourger patiens, are o reier i for NSAID assocaed serous
nal i e amiciped e o e ldery

e ool e poenllle, s e o 4 f e ok o

paiensfor dverse effece ee WARNINGS: Cmdwvusmlarlhmmbanrbvcms Gasvomesinal

Bleeding, U P

Loy ooy,

Studies indicate p 3

som: adustmenof dosage ey be r:umr:d ey e, R it b rus smed i e,
itis prudent (o use the lowest effecive dos
Experience e it geriasc paens my be pariclarlysersve 0 cerinadverse efecs of
ol oy s IOty o depaed paens see leoe peptc ceraton
orblcding ess wel whentiese evens do accur. Mos spnmmous repors of fal Gl evers ar n
the geriaric popt WARNINGS; Biceding, Perforation).
Naproxen s o b subsanially xcreted by he Ky, ad e riskof toxic reacions o i rug
b g n paers wihimpared el fncon Becais lderly atns re more ey o fave
Gecrensd rna funcion, care sould be akenn dose elecion, an t iy be useful 0 monio ren
funcion Gertaic pteris my be a8 grete ik or e developmentof a formo rerl ey
nosieroidal

drugs (see WARNINGS: Renal Toxiciy and Hyperkalemia).

ADVERSE REACTIONS
The foll verse reactions are discussed of the labeling:

* Cardiovascular Thrombotic Evenis (see WARNINGS)

* Gl Bleeding, Ulceration and Perforation (see WARNINGS)
Hepatotoxicity (see WARNINGS)

Hypertension (see WARNINGS)

Heart Failure and Edema (see WARNINGS)

Renal Toxicity and Hyperkalemia (sce WARNINGS )
Amphyiacic Reactors e WARNINGS)

Serious Skin Reactions (see WARNINGS)

* Hematologic Toxicity (see wANmNm}

Adverse wials 1n960 i
v i Toeaeton I patiens
10 s more frequenty tha hey were inshorerermstues i 963 patens eaied for mido
moderate pain or for dysmenorrhea. The most frequent complairs reported related to the
gastrointestinal ract,

A clinical study found gastroinsestinal reactions to be more frequent and more severe in theumaoid

it patient taking daily doses of 1500 mg naproxen compared t those taking 750 mg, naproxen (see

CLINICAL PHARMACOLOGY).

Inconrolld lnca vl withabout 0 peciaic ptens ax nwell-moitored, perabel sdies

it shout 400 pediaic patets with fvenle s et with o, e ||ndwke of s nd

prolonged ncreased, th icidence of gesvoiesnal <

eaciom ere st e e e of o et were tower npdineie patens
ults

Inpatiens taking naproxen n clinical ials, the most frequenly reported adverse experiences in
spproxinaely 1% 0 10% of patens are

Experiences, includi . abdominal pain®, nausea, corstipation®,
diarrhea, dyspepsia, stomatits

Central Nervous System: headache, dizziness*, drowsiness™, lightheadedness, verdgo
Dermatologi
Special Senses: timitus*, visual disturbances, hearing disturbances
Cardi
General: dysprea*, thirst

*Incidence of and 9%, Those. inless than 3% of the
patienes are unmarked.

prurius (itching)*, skin eruptions*, ecchymoses*, sweating, purpura

vascular: edema, palpitations

Inpatiens taking NSAIDs, the following adverse experiences have also been reported in approximately
1% to 10% of patiens.

E Glulcers
(gastriciduoderal), vomiting

renal funct elevated liver time, rashes.
The olloving are oo d in <1% of patiens taki
elinical 5. Those "
Sosmatein rapre e i
Bodyas a
fever)

larly in the elderly), uceraion,
P the upper or Esoph h
pancreatits, . Crohns
isease).
ibrormal liver been futal)

e
‘granulocytopenia, hemolyic anemia, aplastic anemia

Metabolic and Nutritional: hyperglycemia, hypoglycemia

Nervous concenat, de dream aby i

muscle i

Respiratory: cosinophilic pneumoniis, asthma

kin rashe erythema
od ichen pl bulo

Ifskin

ko and e ptent memtore.
impairment, i, retrobulbar optic lede

Urogenital: glomerular nephriis, hematuria, hyperkalemia,interstial nephrits, nephrotic syndrome, renal
discase, renal fo is

Reproduction (female):inferify;
In e i NSAID,he ol ders expeierces e sl e epored n <156 of

Bndyns 2 Whole: fever, infection, sepsis, ansphylactic reactions, appeite changes, death

tachycardi hythmia, hypote dial infarci
hagitis, gastric/peptic ul witi, glossitis, eructation

Hepatbilry: hepaiis, tiver falure

H L i bleeding, yi

Metabolic and Nutritional: weight changes

Nervous ihe f paresthesia, sommol
comvulsiors, coma, hallucinations

Respirato
Dermatologic: exfoliatve dermatis

Special Senses: blurred vision, cojunciivitis

Urogenital: cystits, dysuria, oliguriajpolyuria, proteinuria

sthona, respiratory depression, poeunoria

OVERDOSAGE



Sympors fllowing e NSAD overdosagesHove becnuplcllylied o ethrgy, drowsioes,
€ pin which have ben generaly reversbl with supporive care
G menim beedg s octare enal fail
coma have occurred, ut were rare. Becaise rproxen sodiumimzy be rapdly absorbed, highad erly
blood levels should be anicipated. A few patients have experienced convulsions, but it s

drug-related. It ot the drug would b lfe mrnawmvg
(see WARNINGS; Cardiovascular Thromboic Events, Gasirointstinal Bleeding, Ulceration, and
Perforation, Hypertension, Renl Toxicity and Hyperkalemia).

Manage patienss with symptomatic and supportive care following an NSAID overdosage. There are o

th gh degre o s potenbinding. Corsider eness andor acvtedcharcoal (60 0 100 g inadalt,
1102 kg of body osmotic cathart

b pat
of ing pa 10 times the recommended

dosage). e by o useful due

1o high protein binding

For additional center (1-800-222-

1222),

DOSAGE AND ADMINISTRATION

Carefully consider the potential benefits and risks of naproxen delayed-release tablets and ather
© abless. Use th

dose for WARNINGS;
Gastrointestinal Bleeding, Ulceration, and Perforation),

After observing the response to initial therapy with naproxen delayed-release ablets, the dose and
frequency should be adjusted to suit an individual patients needs.

bl ion) of the drug are not

Iiough i
blets all circulate napr i
ectormetofacton Becanmt e Sloped vlens uee dssoves e sl e
than inthe stomach, the absorption of the drug is delayed compared to the other aproxen formulations

(see CLINICAL PHARMACOLOGY).

commended strategy for initating therapy is 1o choose a formulation and a starting dose likely ©
be effective for the patient and then adjust the dosage based on observation of benefit andor adverse
events. A lower dose should be considered in patients with reral or hepatic impairment or in elderly
patienss (see WARNINGS; Hepatotoxiciy, and Renal Toxicity and Hyperkalemia, and PRECAUTIONS;
Geriarric Use).

Geriatric Patients
Sudies indicate maproxenis unchanged,

raction of naproxen is elderly. C: required and
some adjustment of dosage may be required in lderly patient. As with other drugs used in the elderly,
itis prudent to use the lowest effective dose.

Patients With Moderate to Severe Renal Impairment

products are for use in patients and
severe remal <30 mLimin) (see WARNINGS:

Rheumatoid Arthritis, Osteoarthritis and Ankylosing Spondylits

tice daly

Naproxen 5
75 mg
Delayed-release
ek o500 mg tice daly

‘o malnan he ety of e everic conig, themprosendelayec-rlesse bls should ot be
broken, crushed, or chewed during ingestio
During long-term administration, the dose of naproxen may be adjusted up or down depending on the.
clncl respose of he paien. A lower dalydose my sufice for ong-erm adminisraion The
ng doses do not have (0 be equal insize and the administration of the drug more

reduonty than e daty is ot recessary
Inpatients who tolerate lower doses well, the dose may be increased to naproxen 1500 mgday for
limited periods of up to 6 months whena higher level of ani-inflammatory/analgesic activity is
reired When reing such ptiens with mproxen 1500 mydy, the physicanshouldobsrve
sufiieenereasd clincal benei 1 ffset the poterial Icreased i, The g and e
G05es G ot have 1o be equal Insize s adinlsraon o he g more frequenty tha twice dally
docs ot generally make a iference imresporse (see CLINICAL PHARMACOLOGY)
Juvenile Arthri
The daily dose of ly 10 mg/kg

43 given wice a day). Noprosen Geiayedsrelesse Gblets o rotwel suled 0 s 40358 50 156
of naproxen oral suspension i recommended for this indication.

Management of Pain, Primary Dysmenorrhea, and Acute Tendonids and Bu

ableis are initial weatment of acute pain because
absorption of products (see CLINICAL
PHARMACOLOGY, INDICATIONS AND USAGE).
Acute Gout

ableis are of
CLINICAL PHARMACOLOGY).
HOW SUPPLIED

Naproxen Delayed-release Tablets USP: 375 mg: White Enteric coated, Capsule-shaped, biconvex.
tablets de-bossed with T I on one side, supplicd i

Botles of 14's count (NDC 71205-060-14),
Botles of 15's count (NDC 71205-060-15)
Botles of 20's coun (NDC 71205-060-20)
Botles of 30s coun (NDC 71205-060-30)
Botles of 40’ count (NDC 71205-060-40)
Botles of 455 count (NDC 71205-060-45)
Botles of 60's count (NDC 71205-060-60)
Botles of 90's count (NDC 71205-060-90)
Store a120° 0 25°C (68° 1o 77°F);[See USP Controlled Room Temperature
Disperse in igh, light resistant corsainers

*All brand names mencioned are registered trademark of their respective awners and are not of Cipla
Limited.

Revised: 072016

for idal Ani igs (NSAIDs)

Whatis the don Tshould ki icines called
Anti- Inflammatory Drugs (NSAIDS)?

NSAIDs can cause serious side effects, including:

. i lead to death. This i
o with increasing doses of NSAIDs
o with longer use of NSAIDs

Do not take NSAIDS right before graft
(CABG)." Avoid taking NSAIDS afte a recent heart atack, unless your healthcare provider tells
you to. You may have an increas ed risk of another heart attack if you take NSAIDs after a recent
heart attack.

ulcers, and tears (tbe leading
rom e ot 10t romach, tomach and eoines:

o any time during use
o without warning symptoms.

o that may cause death

‘The risk of getting an ulcer or bleeding increases wit

* pasthistory of stomach ulcers, or stomach or intestinal bleeding with use of NSAIDs
{aking medicines called "corticosteroids”, "anticoagularss”, "SSRIS", or "SNRIs"
increasing doses of NSAIDS

longer use of NSAIDs

smoking

drinking alcohol

advanced liver disease
* bleeding problems.

NSAIDs should only be used:

exactly as prescribed
atthe lowest dose possible for your treaument
for the shortest time neede

‘What are NSAIDs?

NSAIDS are used to ind red lling, and conditions
such as different types of arthrits, . and other types of
‘Who should not take NSAIDs?

Do not take NSAIDs:

if you have had an st K hives, or other allergic pirin or any other

right before or afer heart bypass surgery.

Before taking NSAIDs, tell ye provi ¥
including if you:

have liver or kidney problems

have high blood pressure

have asthma

are pregrant or plan o become pregnar. Talk 0 your healthcare provider if you are corsidering
during pregrancy. You should not take NSAIDS after 29 weeks of pregnancy.

are breastfeeding or plan o breastfeed.

you take, includ iption or over-

the- , vitamins NSAIDs and some en
ineract with each other and cause serious side effects. Do not start taking any new medicine without
alking to your healthcare provider first.
‘What are the possible side effects of NSAIDs?
sse serious side effects, including:

Ishould know icines called Nons teroidal

Ronmmatry Drugs (VSATDS)

new or worse high blood pressure
heart failure
liver problems including liver failure
kidney problems including kidhey failure
low red blood cells (anemia)
Iife-threatening skin reactions
life-threatening allergic reactions.
ther side effects of NSAIDs pain, constipation, di
nausea, vomiting, and dizziness.

H

sympto

* shortness of breath or rouble breathing

Jkness in one part or side of your body
slurred speech
swelling of the face or throat

Stop taking your NSAID and call your healthcare provider right away if you get any of the
following symptoms:

more tired or weaker than usual
diarrhea
itching
your skinor eyes laok yellow
indigestion or stomach pain
flu-like symproms.
mit blood
there is blood in your bowel movement or itis black and sticky like tr



* unusual weight gain
skin rash or blisters with fever

* swelling of the arms, legs, hands and feet

Ifyou take t0o much  cally

‘These are notall the possible side effects of NSAIDS. For more information, ask your healthcare

provider or pharmacist about NSAIDs

Call your dactor for medical advice abou side effects. You may reportside effects to FDA at 1-800-

FDA-1088.

Other information about NSAIDs

* Aspirinis an NSAID medicine but it does ot increase the chance of a heart atack. Aspirin can

cause bleeding in the brain, stomach, and intestines. Aspirin canalso cause ulcers inthe stomach
and imestines.

Some NSAIDS withouta ). Talk o your
healthcare provider before using over-the-counter NSAIDs for more than 10 days.
General information about the safe and effective use of NSAIDs

Medicines are sometimes prescribed for purposes other than those listed ina Medication Guide. Do not
ise NSAIDs for a condition for which it was not prescribed. Do not give NSAIDS to other people,
evenif they have the same symptows that you have. It may harm th

1f you would like more information about NSAIDS, tlk with you healthcare provider. You can ask your
pharmacist or healdcare provider for information about NSAIDS that s written for health
professionals.
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PACKAGE LABEL.PRINCIPAL DISPLAY PANEL
NDC 71205-060-60 Ry ONLY
Naproxen

Delayed-release

Tablets, USP

PHARMACIST:

Disperse the Medication Guide

provided separately to each patien.

60 Tablets

NDC 71205-060.60

B (ool S,

RX Only -
Naproxen EC 375mg )
#0 DR Tablots

Dispanse the Madication Gukde proided separatly o each patient

Each tablet contains: 375 mg naproxen, USP

Product ID: Q006060

NAPROXEN
naproxen tablr, delayed reease.
Product Information
Product Type
Routeof Adminisraton oma
Active IngredienvActive Moiety.
Ingredient Name Basisof Strength Strengs
NAPROXEN (UNIE 57V76RIATQ) (NAFROXE - UNI7¥TSROAT) NasmOXEN
Inactive Ingredients

Ingredient Name. Strengih
POVIDONE, UNSPECIFIED (L FZ9896148)
SILICONDIONIDE (U 1726 X504)
MAGNESIUM STEARATE (UNI: 700976600
ROSCARMELLOSE SODIUM (UNIEM23OL i)

TALC NI SEVTIRIU)
TITANIUM DIOXIDE (UNE 55X V)
TRIETHYL CITRATE (N a2060X06 1)
WATER (UNIL059QFOKODR)

Product Characteristics
calor.

WHITE e cased) Seore nascore
Shape. CAPSULE ames) sine mn
Favor ImprineCode u
Comains

2
b i
1 NDC205:060-14 14101 BOTILE; Type : Nota Combiston Froduct  06.012018
3 NDCZ05.060.20 20 i 1BOTTLE: Type 0:Nots Conbnaton Product 060120

4 NDC20506030 30 0 1BOTTLE: Type 0:Not Combnaton Product 06012018
7 NDC7I205:060.60 60 n 1 BOTTLE: Type 0: Nota Combibaton Foduct 06.012018

Marketing Information

Labeler - profiien ke p 07919502)

‘Establishment
Name Address e Business Operati
Profcien Ra L2 9602 REPACK7I205.060), RELABEL(T1205.060)
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