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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed o use NAPROXEN AND
ESOMEPRAZOLE MAGNESIUM DELAYED-RELEASE TABLETS safely and efectivel. See
full pestriing information for NAPROYEN AND ESOMEPRAZOLE NAGNESIUM DELAYED-
RELEASE TABLETS.

NAPROXEN and ESOMEPRAZOLE MAGNESIUM delayed-eleasetables, fororaluse
Inifal US Approval: 2010

WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL EVENTS

Ste full preseribing information for complele boxed waming.

o Nonsterodal anf-nflammatory drugs (NSAIDS) cause an increased risk of
serious cardiovastular thrombatic events, including myocardial inarcton and
stroke, which can be faa. This risk may occur early in treatment and may
inereasewith duraionfuse. (5.1)

o Naproxen and esomeprazole magnesium delayed-release fablet is
contrainicated inthe sefing of coronary arery bypass ort(GABG) surgery. (4,
5)

o NSAIDs, including naproven, a component of naproken and esomeprazole
magnesium- delayed-release fablel, cause an increased risk of Serius
gastrointestinal (GI) adverse events including blegding, ulceration, and
pertration ofthe stomach o infestings, which can be faal. These events can
Qceurat anyfime during use and wilhout wamning symptoms. Elderly patints and
patients with a prir htory o peptic uleer isease andor 61 blegding are ot
reaterrikforserious Gl even's. (5.)

Naproren and esomeprazole magnesium delayedelease t2blets are a combinaion of
naproven, anon-terodalaninflammatory drug (NSAID), and esomeprazole magnesium, a
profon pump inhtitor (PP} indicaed n adutand adolescent patets 12 years of age and
lder weighing at least 33 kg, requiring naprosen for symptomatic relf of arhds and
esomeprazole magnesium to decrease the risk of developing naproxen-associated gastic
Weers.

Thenaproxen compongntof naproken and esomeprazole magnesium delayed-eleasetalets
isindicated forreefof signsnd symptoms o

o osteoarhis, Meumatod athis andankylosing spondylsinaduls.

o Jenieiciopahicarthis JIA) nadolescent atents.

The esomeprazole magnesium companent of neproken and esomeprezole magnesium
(layed-releas talefs is ndicated o decrease the isk o ceveloping naproven-associaed
astriculers 1)

Limtaions o Use:

o Donotsubstitute naprosen and esomeprazole magnesium delayed-eleasetalets with
{he singl-ingreientproducts of neproxen and esomeprezole magnesium. 1)

o Naprosen and esomeprazole magnesium  delayed-release fablets are not
recommended forntial reament of acut pin because th absorption ofneprovents
(layed compared o absorptionfomofherneproxen-contaning roducs. 1)

o Gontrolld sudes donatedend beyond Smonts. (1)

.................................. DOSAGE AND ADMINISTRATIONessseeesssseressssssessnseres

Administraion

o s the owest napronen dose for the Shorest uration consstent with indvicul
pafientreament goal. (21,5.1).

o [Fatotaldall dosg ofles than 40 mg esomeprazole is more approprite, a diffrent
{reaimentshould beconsidered. (2.1)

o Swallow naproken and esomeprazole magnesium delayed-elase tablts whale with
liguatlast 0minutes before mees. (2.1)

Recommended Dosage 2.

Adolescents 2yearsofageand olervihing 38 kg toessthan S0kg.
Ongtabettwicedallyof 373 mg naproren/20 mgofesomeprazole

Adutsand adolescents 12yearsofageand older greater han 504kg

Ongtabetwicedayofeither:

o 3Thmynaproken/20my of esomeprazol;or

o 500mgofnaproxen/20 mg of esomeprazale

Renalor Hepaic mpairment (2.
o o in moderae/severernel imparmentorseverehepaticimpaiment,
o Considerdose reduction n mikdmoderahepaticimpairmen.

cores ) OSAGE FORMS AND STRENGTHG eresrrssrsesmsseees
Naprotenand esomeprazole magnesium delayed-releaseeblet (3):
o 3Tamgenteric-coated naproxen 20 mg immedlate-Telas esomeprazole
o S00mgenteric-coated naproven 20 mg immediateTelease esomeprazoe

CONTRAINDICATIONS
o Known' hypersenstivty 1o naprosen, esomeprazole magnesium, substiuted
bemmmazoles , 01 foany componentsfthedrugproductincluding omeprazol, (4)
o Historyof asthma, urticarta, orother alleric4ype reactons aftertaking aspiin o ofher
NAIDs. (4)
+ Inthesettingofcoronaryrtery ypess grt(CABG) surgey. ()
+ Inpatient recehing pivirn-containing producs. (4,7)

o[ ARNINGS AND PRECAUTIONS---

+ Hepetotoxity: Inorm patients of warning signs and sym moms ot otoxmw
DiscmmimeifabmmmalHvenestspersistorwmsemnmtchmca\smgmsamdsympoms
ffvercisgasedevelop. (5.3)

o Hypertension: Patiens taking some anthypertensive medicatons may have impaired
responsetothese herepies when aking NSAIDs. Monttor lood ressure (34,7)

o Heart Falure and Edema: Avoid use of napronen and esomeprazole magnesium
elayed-velase abets npatents with svere heart falure unlessbenefts e expected
ooutweighrikofworsening heart faue. (5.5)

+ Renal Toxcty: Monitr renalfunction in patients with renel or hepatic impairment,
et fallure, dehydration, o hypovolemia. Avoid use ofnaproken and esomeprazole
magnesium delayed-elease tablt in patients with advanced renal disease unless
eneftsareexpected tooutweighriskof orseningenalunction, (6)

o Anaphylctic Reactions: Seekemergency helpfananaphylactc eactionaceurs 5.7)

+ Evacerbaton of Asthma Relted to Aspirn Senstit: Naproven and esomeprezole
magnesum delayedelase eblet s contraincatedin patents with aspirn-sensive
asthme. Monitr afients wihpregistingashma (wihoutaspirinsensiity. (5.0)

+ Serous Sk Reactons: Discontinue naproxen and esomeprazole magnesium delayed-
release ablts atfirs appearance o sinrashorofhersigns ofhypersensty. (.9)

o Premature Closureof Ductus Atriosus: Avoid use n pregnant vomen statng at 30
Weghs gestaton (5.10,8.1)

+ HematologicToxiity: Monitor hemaglobn or hemtacritin patients ith any signs of
symptoms ofanemia (5.11,7)

o Waskingofnflmmation and Fever: Potential for dimiished
ndetctinginfecion. (5.12)

o Laborafory Montoring; Obtain GBG and chemistry profle perodically during
Hreatment. Monito hemoglobin peiadcally inpatients on long- erm treétment wha
faveanintiavaluef 10 orless. 0.13)

o Active Blegding: Wihdraw treatment in patients who experience active and cinicall
signfcant leding. (5.14)

+ ConcomitantNSAIDUst: Do not s naproxen and esomeprazole magnesium delayed-
releaseablets it other naproxgn- comaiingproducts or ofher non-aspir NSAIDS.
(319)

o (astric Malignancy: In aduts, symptomatic response fo esomep rezol dogs not
reclude the presence of gastic malignancy. Consder addtonal follow-up and
diagnastictesting, (3.16)

o oo terstelNephris: Observed npetent taking PPIs. 5.17)

o (lostrdum difiie-Associated Diarhea: PRI therapy may be associted wih
increasediskof Closrum ifiassocited darmhe. (5.16)

+ Bone Fracture: Long-term and multpe dal dose PP ther ymayheassocm edwith
anincreaseris for osteoporosiselate ractures ofthe ip, wistorsine. (3.19)

o Cutaneous and Systemic Lupus Erthematosus: Mostly cutaneaus, new onset or
exacerbationof xising disease iscontinue naproven and esomeprazole magnesium
(layed-releaseabets and refertospecaistfor valution. (5.20)

+ IteractonwihCloidogrl: Avodconcofantuse. (3.21,7)

+ yanocoblamin (Vtamin B-12) Defceny: Dl ong-erm use (e, longer then 3

Years) may ad tomalabsorptionoraceficiency f cyanocobalamin, (3.22)
+ Hypomagnesemia: Reported rarelyvithproonged reaimentwith PRI (5.23)
o Inteactionith 3t John's Wortor Rilampin: Avod concomitantuse, (.24,7)

+ Iteractions vith Diagnostic Invstigations for Neurogndocrine Tumors: ncreases in
inragastic pH may resultinhypergastrinemia, enerochromaffin-{k cell yperlasia,

Uity of dagnastic signs

and increased Chromogranin A levels which may ntefee vith diagnostc
imvestigatonsfo neuroendocringtumars. (5.25)

+ Intracton with Methotrexate:Goncomitant usevith PP may elevate andlor proong
serum concentraions of methofrxate andor s metabolte, possibly leading to
toxicity.(&?ﬁ])

+ Fundic land Polyps: Risk ncreases with long-term PP use, especially beyond one
Jear. Usetheshortestduratonof terepy. (.2)

- DVERSE REACTIONS-~-
Mmstcommomadvmsereacmmsmmmmm il (5% aregastr \samd arhea. 16)
To report SUSPECTED ADVERSE REACTIONS, cantat Lupin Pharmaceuticals In. af
1:300-399-2561 or FDA at 1-800-FDA-1068 orww.da.gov/medwatch,
v RUGINTERACTIONS -
Seetul\ resoring for mammtoahs ofcinially mportant dm ine actmns(i
- SE INSPECIFIC POPULATIONS---
. FegmamyUsemNSAIDsdu ingthe thir rimester of pr gmmymceasesth grikof
Ovematureclosureofhe el ductusatriosts.
AvmdusemNSAIDsimpmqmamwomenslamimgat30weeksqestatmn.{iml8.1)

- Femals and Mals of Reproductve Potenial NSAIDS are associated vith reversile
infetity. Gonsider withdrawal of naproren and esomeprazole magnesium delayed-
release atlfsinvomen who haveificutes conceiig. 8.3)

SEE7FOR PATIENT COUNSELING INFORMATION and FOA-Approved Medication Gude
Reviser: 02/2020
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FULLPRESCRIBING INFORMATION
WARNING: RISK OF SERIOUS CARDIOVASCULAR AND GASTROINTESTINAL EVENTS

Cardivaselar Thromholic vens

+ Non-Sterodl Ant-inflammatory Drugs (NSAIDS),  componet of naproren and
esomeprazole magnesium delayed-release tables, cause an increased risk of
serious cardiovaseular irombofic even's, including myocardial infaefon and
stroke, which can be fatal. This risk may oceur early in rcalment and may
inerease withduraionofuse see Warningsand Precautions (5.1).

o Naproxen and esomeprazole magnesium delayed-telease tablels are
contraindicaled n the setfing of coronary arlry ypass raft(CABG) surgery [see
Contraindicaions (4, and Warnings and Precaufions 5.1

(GastrointesinalBleeding, Uleeraton, and Peroraton

+ NSAIDs, a component of naproxen and esomeprazole magnesium delayed-
telease tables cause an ncreased sk of serious gastrointetinl (61 adverse
uents including bleeding, ulceraton, and perforaton of the slomach or
intestines, which can be faal These events can occur al any time during use and
Vithout warming symptoms. Eldery paients and patients with a pror istory of
eptc uleer disease and/o G bleeding are a geater risk for serious G events
[see Waningsand Precautions 5.)).

1 INDICATIONS AND USAGE

Naproten and esomeprazale magnesium delayeceleass ablts, acombinationof napronen
and esomeprazole magnesium,argndicatein adult and adolescentpatients 12 years of age
and lder weighingat least 38 kg reqiring naproven forsymptomatcrelef ofathris and
esomepraz0le magnesium to decrese th rgk for develmpmgmpmxemassomaedgastm
Ueers.

Thenaproven componentofnaproken and esomeprazole magnesium delyed-eleassablfs
isindicated for reliefofsigns and symptoms of:

+ - ostenarthrts, eumetoid arthritsand ankylosing pondyls inadult.

* Juvenieidiopathcarthis (JIA) inadolescen atiets,

The esomeprazole magnesium component of naproken and esomeprazole magnesium
dleyec-release tales is incicated o icrease the ik ofdeveloping naproven-associated
gestioulers.
Li
)

Limitaions ofUse:

Do nottbsfutenaproken and esomeprazole magnesium delayec-teease ablets with
{he singl-ingredientproducts fnap oxemandesomepmzmema s,

. Napmxen and esomepmzme magnesium - delayed-reease tablets are not
recommended for ntial reatment of acute pain because he absorption of aprosenis
Oelyed comparedtoabsorption rom othernaprosen-containing roducts.

+ Controled studies do not exend beyond 6 months [see Use n Specifc Populatons
(84),Clinca Stutes 14).

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Insructons

+ Use the lowest naproxen dose for the shortest duraton consstent with indivicual
natientreament oal Seg Wamings and Precautons 3.1

+ Carefuly considr the potentil benefts and isks of naproken and esomeprazale
magnesium delayec-rlease abets and ofher reatment options before deciing o use
Naproxen and esomeprezolemagnesium delayed-eleaseablts.

+ Neproxen and esomeprazole magnesium delayed-release tabets do ot allow for
administration o alower dail dose of esomeprazole magnesium, fatotal daly doseof
Ies than 40 m esomeprazole is mare appropriat, adiferent treatment should be
considered.

* Swallow naproken and esomeprazole magnesium delayec-1eease abets wholg with
liuid. Do notspit chew, crushordissolv thetabet. Take naproken and esomeprazole
magnesium delayed-release alets ateast 30 minutes bforemeals

+ Pafients should be instructe hat f  dose is missed,  should be taken & so0n as
nossile. However, i the et scheduled dose i due, the patient should nt take the
misseddose‘ammshomdbeimtmctedmtakethememmseommme,Pamemsshouldbe
insructednototake 2 doses af one time o make upforamissed dose.

o Antacids may be used whi aking naproven and esomeprazole magnesium dlayed-
Telease alts.

2.2 Recommented Dosage
The recommended dosage o naproxen and esomeprazole magnesium delayed-release
{abltsbyindicatonis shownin hetadle:

Indicaton Patent Populfion | Recommended Dosage
Rheumetaid Arhrits, Aduts (One ablettie dal of either:
Ostegathits,and 375 mgnaproven’20 mg
Ankylosing Spondyitis ofesomeprazol; or

Joenle iopetic At | Graterthan 50k | 500 ma naproven'20 mg

i AdoscetPees ofssomeprazte

12Veasof Apeand Oder | 38Kgtoless | One talet e daly o 375 mg
and Weghingat Least 38kg | tanS0kg | naproxen20 mpof esomeprzoe

2.3 UseinRenalImpairmentor Hepalic Impairment

Renallmpeirmet

Neproven-<antaning products are not recommended for use n patents with moderate fo
e O Severe renalimpairment creainne clearancelessthan 30 mLimin) [see Wamings
and Precautions (56, Usein Specic Popultons 3.7)]

Hepatcmpeirment

Monitr patints with mitdto moderae hepatic impaiment closely and consider a possile
dose reduction based on-the neproxen component of naproven and esomeprezol
magnesium delayec-release atlet

Naprosen and esomeprazole magnesium delayed-release tablts should be avoided in
natients vith severe hepatc impaiment [see Wamings and Precautons (5.3, Use in
SpeciicPopuetons (86)]

3 DOSAGE FORMS AND STRENGTHS

Naproxen and esomeprazole magnesium delayed-elease talets are oval an ovl, yellow,
Oelaye-release tablets or oraladministration containing ther:

o 375 mq enterc-coated naproxen and 20 m immedlateTelass esomeprazol talets
rine dm 375120 nbleck,or

500 mo enteic-coated naproren and 20 my immediat-release esomeprazol ablts
ritedwith S00/201n blck.

4 CONTRAINDICATIONS

Naproen and esomeprazole magnesium deleyed-rlease eblts are contraindicated nthe

following patents:
Known bypersensity (e.q., anaphylactc reactions and serious skin reacions) o
neproNen, esomeprazole. magnesium, subsfitted benzimidezols, or fo any
components of e dmg avoduct, nluding omeprezol, Hypersensity reacions fo
esomeprezole may include anaphylas, anaphylactc shock, angioedema,
bronchospas, acute. intrstifl nephifs, and urticara [see Wemings and
Precautons(5.7,5.,6.9,5.17) Adverse Reactons (6.).
History of asthme, urticaria, or alrgic-typs reacions ftr taking aspirn o ofher
NSAIDs. Sever, sometimes fatal, anaphylactic reactons to NSAIDS have been
reported nsuch pafents seg Wamings and Precautions (3.7, 3.9).
Inthe seting of coronary atry bypss graft (CABG) Surgery [see Wamings and
Precations 5.1

o Proton pump infibitors (PPIs), inclucing esomeprezole magnesium, are
contrandicaed in pafients recehing rpiiring-containing products [seg Drug
Intractions 7).

5 WARNINGS AND PRECAUTIONS

5.1 Cardiovastular Thrombofi Evens

Clnialtrals of severel COX-2 selecive and nonseective NSAIDS of up to thee years
urfion have Shown an ncreased ris ofserious cardiovasculr (CV) thrombofic vents,
including myocar ia\imarciom(M\) andstoke, wich can befatal Based on avalabe ate,
it I unclar ha the risk for OV thrombofic events s smiar for all NSAIDS. The e\ame
incease nserious GV hromboicevents overbaseline confered NSMDusea Dearst
similarin those with andwithout known CV isase o sk factors for O disase. Howevm
patents with known CV ciseae or sk factors ha a higher absolte ncidence f excss
strious CV hrombofic events, due o thir inreased hesele ree, Some obsenvtional
studies found that his increased isk of erous CV thrombatic vents began as early as the
frst wesks of treaiment. The increase in CV' thrombotic risk has been observed most
consisentyathigherdoses.

To minimize he potentalisk for an adverse CV event in NSAIO-eated ptients, use the
lowest effective dose for the shortest duration possile. Physicians amdp alints should
remain et for the development of such events, troughout the enie treatment course,
g0 i the absence of previous GV symptoms. Patients should be informed abaut the
sy pmmsmsermusc\/evemsamimestepsm {akeiftheyoccur.

Thereis noconsistent evidence that concurrnt use of asirn miiates th increased risk of
serious CV thrombotic events associated ih NSAID use. The concurrent se o aspiinand
an NSAID, such as naproven, nceases the ik of srious gastrointestnal () event see
Warnings and Precautions (5.2)1.

Status Post Coronary Artery Byoass Gratt (CABG) Surgery

Two arge, contrlled,clncaltials of 2 COX-2 selective NSAID forthe reament of pa n he
first 0-14 days following GABG Surgery found an increased incidence of myocardal
infacton and sl NSAIDs are contrandcated n the seting of CABG [see
Contraindicafions (4]

Post-M Ptients

Observatona tudes conducted n the Danish National Registy have demonstatd thet
patntsreted wih NSAIDs i the post-MW priod were t ncreased iskof enfarcton, V-
releted death, and alcause mortalfty egining in the firs week of reetment. Intis same
cahort, heincidenceof et n th firtyear post-Mi was 20 per 100 erson years n NSAID-
Hreted pafients compered to 12 per 100 person years in non-NSAID exposed pents.
Athough the absolute rate of death declined somenhat ater th first year post-Mi, the
increased reatve ik o death n NSAID users persisted overat st the next four yearsafter
Tollowup.

Avaid he use of naproxen and esomeprazole magnesium delaye

with a recent M1 unlss the benefts are expected to ouweigh
hrombatic vents, f naproxen and esomeprazole magnesium
usedinpatients with arecent M, montorpatients for signs ofcar

5.2 GastoinegtnalBlegding, Ulceraton, and Prfration

NSAIDs, including neproven, can cause serious gesrintetinel (6I) adverse events
including inflammation, bleeding, lceraion, and perforafion of the esophagus, stomach,
sallintetine,oravge intesin,wich canbefatal. These erious adverseevens can occur
atany e, wihorwithoutwaring ymptoms, inpatetsteated vith NSAIDs. Oy ongin
fie patens who develop a serous upper I adverse event on NSAID therapy is
symptometic. Unpe Gl lcrs, gross beecing, o perfraton caused by NSAIDS accured n
approximatly 1% of patients treated for 3-6 months, and in ahout 2% to 4% of paiets
mmedmmneyemHuwevemevemshom-tmmNSAleempyismmwmmmmsk

RiskFactors for 6 Blegding, Uleraton and Peroraton
Patients wih aprio histoy ofpeptic er isase andor Gl beeding ho seg NSAIDs ad

agreater than 10-old ncreaseisk for developing G leed compared to patents without
Hhese risk fators. Other factors that ncreasethe ik for G bleeding i ptents teted wih
NSAIDs incud longer duration of NSAID therapy; concomiant st oforal corticasteroids,
asprn, amicoagmams, 0r Slctive erofonin reuptake inibtors (SSRS); moking; use of
alcohal older age; and poor generel heath stetus. Most postmarketng reports of atl Gl
vt ae in lderyor debiltated patients Addonally, paients with advanced ver isease
andlorcoagulopehy areatincreasediskfor Gl leing,

StategestoMinimizeth G Fisks nNSAID-tete s

o Usethelowesteffctivedosage for theshartest possbleduraio.

o hvoidadministaton ofmorethanoneNSAIDatafime.

+ huoid use n patients at higher isk unless benefs re expected to mutwemhth
increased nsk of bleeding. For Such as ptiens, &S well as those with actv Gl
Hleeding, consider afiernate therapes therthan NSAIDS.

o Remaln alert for signs and symptoms of G leraton and bleing d
herapy.

o Ifastrious 6 adverse eventis Suspected, prompty ntae evaluation and treament,
and discontnug naproken and esomeprazcle magnesium deleyec-releasetablts unfi
aserous o adverseeventisuegout

o Inthe setting ofconcomitant use oflow-cose asirnfor carciac prophylaxis, manior
patietsmoreclosely forevidence f Gl lecing e Drug Interactions 7]

NSAIDs shoutd be givem vith cae o patiens wih  istory ofnfammtory bowel isease
(uereivecoltis,Crohn's isase) a thlr conition maybeacerbted

5.3 Hepatotoxicty

Elevations ofALT o AST (tveg o more e heupp grimitofthenormal [ULNT)have egn
reported in approximetely 1% of NSAID-teatd pafient n clincal ria. I adiion, rere,

and sometimes fatl, cases of severe hepafc mmry, including jaundice and fatal fulminant

hepatts, ver necrosis and hepatcalure havebegn eported.

Flevaionsof ALT or AST (ss than hree tmes ULN) may occur v up o 15% of patents
{reaedwith NSAIDsincludingreprosen.

Inform pafients of the werning sgns and symptoms of hepatotoxicty (2.0, nausea,faigue,
Ietharay, diahea, prurtus, jaundice, rght upper uad ant tendemess, and “f-like"

symptoms). If cinical igns and symptoms mmsmstem with ver disease develop, or if
systemic maniestatons occur (e, eosinophll, rash, et.), discontinue naproven and

-1elease abets in patients
fhe rigk of recur mm C\I
layed-rlease ablts ar
acischemia.

ling NSAID

esomepraz0le mgnesium delayec-1elease tablets immedietel, and perform a clncal
ucluationof e patent,

Nproxen and esomeprazole magnesium delayed-rlease tablets should be avoided in
atintsvithsevere hepatc mpairent e Dosage and Admnitation 2), Usgin Spcfc
Populatons (3.6),and linical Pharmacology 123

5.4 Hypertension

NSAIDs, incucing naprokenand esomeprazole magnesium delayec-release ablts, can la
fonew anset ofhypertenson orworseningof re-eising hypertension, her ofwhich may
contribute to the increased ncidence of CV events Paints taking angiotensin converting
enayme (AGE) nhibitors, thiazide diureis, o loopdureics my have implredresponse 0
nesetherapieshen aking NSAIDS e Drug Infrections (7]

Montr blood pressure (BP) during the naton of NSAID treatmentand throughout the
coursgofherapy.

55 Hear Failwreand Edema

The Cox and tradiional NSAID Trilsts' Collaboraion mete-analysis of randomized
contolld trials demonstreed an approximatey two-fold ncreass in hospialzatons for
feart falue n COX-2 selecive reted patens and nonseletive NSAID-teeed patets
compered toplaceho-reated patents. I a Danish National Regstry study of paents wih
feartfallure, NSAID useincrease th ik of I, hosptalztion for heart falure, and death.

Aditionally, i reenton and edem have been observed in some pefients teated wih
NSAIDs. Use of neproxen may lunt he C emso several prapeutic agents used o reat
these medical condTions (2., Gureics, AGE notars, or engioensi receptor lackers
[ARBS]) see Drug nterections 7]

Avaid theuse of naproven and esomeprazole magnesium delayed-1elase ablts i patents
Wit severe et e unless the eneft ar expectd t oubweigh herisk of worsening
feartfaur. I aproken and esomeprazole magnesium delayedrelease tabets are Lsed n
tients ith svere heart faiure, monior paints for signs and symptoms of worsening
heartfalue.

5.8 Renal Tocicity and Hyperkalemia

RenalToxicty

Long-term administretion of NSAIDS hesresuted n renal paplny necrosis and ofher renl
inury. Renal toicty has also begn seen in patens in horm renel prostaglanding have &
compensatory ol i the maintenance of enal prfusion. Inthese patents, administration of
an NSAID may cause a dose-dependent reduction in prostaglandin formetion and,
secondary, inrenlbood flow, which mey preciptats over rene decompensaton. Paents
at greaest risk of tis reackion are those vith impeired renel function, defycration,
Aypovolemia, heart faue, e dysfunction, those aking diret and ACE-inhiors or
ARBs, and the ldery. Discontinuation of NSAID therapy was usually folowed by recoveryto
he prereatmentstae,

Noinformetions availblefrom controld clinical stucies regarding the use of naproren and
esomeprazole magnesium delayed-elease tables n patents with advanced renal disgase.
The renal effects of naproxen and esomeprazole magnesium delayed-release ablts may
fastenthe progression o renel dysfunctionin patiens with re-exsting renal isease.

Gorrctvolumestatusin dehydraed or hypovolemic ptients prio o ntaing aprosen and
esomeprazole magnesium delayed-reease tabets. Monior renal funcion in patents with
renal or hepatic impaiment, heart fellre, dehydration, or hypovclemia during use of
napmxemamd 50mepraz0le magnesium delayec-Telase eblets [see Drug lmemcﬁons Ul
Amidtheusemmpmxemamesmmep razole magnesium deayed-1elease tablts i patents
ith advanced renal disease unlss the benefts are expected to outweigh the risk of
Worsening renal e, naproken and esomeprazole magnesium delayed-release eblets
are used i patents wih advanced renal disease, monitor patientsforsigns of worsening
renalfunction.

Hyperkalemia
mcmases in serum potassium concentraton, including hyperkalemia, have been reported
ithuse of NSAIDs, even insome ptients without enalimpéirment, npatients with normal
renal function, these effects have heen atfrbuted to a hypareninemic-hypoaldosteronism
st

5.1 AnaphylactcRezctions

Naproven has begn associatd with anaphylactic eactions in patients vith and wihout
Known hypersensitity o naproxen and in patiens with aspirn-sensiive asthma [see
Contraindcafons (4 and Warnings and Precautons 3.8

Seekemergency helpfananaphylecicreacionoccurs.

54 ExacerhatiunulksthmaRelaledmmspirinSensitivitv

A subpopulaton of ptients with asthma mey have aspiin-Sensiie asthma which may
include chronic rinosinusts complicated by nesel polys; severe, potentally fatel
bronchospas; and/or intolerance to aspirn and other NSAIDs. Because crosseactiy
beveen aspirn and ofher NSAID has been reported in such asprn-snsie pnts,
neproxen and esomeprazole magnesium delayed-elease talets are contrandicaed in
natents with i orm of spiin ensitty see Contrandiatons (4] When neproren and
esomeprazole magnesium deyed st ales are used n pates vithpregitng
asthma (vithoutknow aspirn sensivty), monitr paients fo change inthe signs and
symptoms ofasthma.

5.9 Serious kinReactons

SAIDs, immdimgmpmxem cancause serious ki adverseevents Such as efolave
dermatt, Stevens-Jonson syndrome (S}, and o epidermal necrlys (TEN), which
can e fatal. These serous events may occur without waming. Inform patients about the
signs and symptoms ofserious skinreacions, and fo discantinue the use ofnaproxen and
esomeprazole magnesium deleyeceleas a0t ate first appearance of ki rash orany
aiher sin of hypersensiti. Neproken and esomeprazcle magnesium deleyec-tlease
{alet a contrenciated i patints withprvious srious sin reactions to NSAIDS [szg
Contraincafions (4]

5.10 Premature Closure f Fetal DuctusArerisus

Naproten may cause premature closur ofthe el ductus arteriosus. Avod use of NSAIDs,
including naproten and esomeprazole magnesium delayedrelease tablet, in pregnant
iomen starin at 30 ks of gestaon (i trimeste) e Use n Specifc Populeions
o1l

5.11 Hematologic Toriity

Anemia has occurred in NSAID-teated ptients. This may be dug to occutor gross blood
loss fid reention, or an incompletlydescribed efect on eythropaiess. f apaten treated
ith naproen and esomeprazole magnesium delayed-relase tablts has any signs or
symptoms of anemia, monfor emoglobinor hematocrt.

SAIDs, imludmg aproxen and esomeprazoe magnesium Oelayed-relase tablets, may
increase he sk of bleeding events. Co-morbid condiions Such as coagulaiondisorders or
concomtant usemmamamamd hmamcoagmams anilaeet agens (.. aspirn), and
serotonin reuptae nhibors (SSRIS) and seroonin norepineghrin reuptake ihiitors
(SNRIs) may increase the isk. Monftor these patiens for signs of bleding [see Drug
Interectons 7).

5.12 Masking of nflammation and Fever

The pharmacological actvy of naproven and esomepmzme magmesium Oelyed-release
{abletin mummgmﬂammamm and possibly fever, may diminish the utity of diagnosti
signsindetectingnections.

§.13 Laboratory Monitring

Because serious G leeding, hepatotoxiiy, and renel njry can occur without warming
symptoms or signs,consider monioring patiens onlong-erm NSAID teatment it  CBC
andchemisty profl perodiclly[se¢ Wamingsand Precautions (5.2, 5.3 5.6)]

Ptients it ntel hemoglotin vlues of 10 g orless who are o receive ong-term therapy
Sfould havehemoglobin values determined erodically.

5.14 ActveBleeding

Wihen actve and cinically sgnifcant bleeding from any Soutce occur n pafient eceiving
Taproxen and esomeprazole magnesium delayedeleass teblets, the teatment should be
vithdraun.

5.15 ConcomitantNSAID Use

Naprosen and esomeprazole magnesium delayed-rlease talet conteng naproven as ong of
1 active ingredients 1t should ot be used with oher naproken-Contaning products since
{heyallcircuate ntheplsmazs tenaprokenaion.

The concomitant use of naproxen and esomeprazole magnesium delayed-release tablts
vithany dosefanon-asprin NSAID should beavoded dueto he potentialforincreased ik
ofadversereactons.

5.16 Presence of Gastric alignaney

In aduts, response to gastric symptoms vith naprosen and esomeprezole magnesium
(ilayed-releas taets does not precuce the presence of gastc malignancy. Consider
dtionalgastrontestinl follow-up and dagnostctesting i acultpatients o expeience
qastric symptoms during reaiment with naproven and esomeprazole magnesium delyed-
relase fablfs o have 2 symptomaic relapse afte completng treament. n lder patients,
soconsideran endoscopy.

8,17 AcuteIntertial Nephriis

Acutentrstifal ephrishas ben bserved n patens taking PPIsncluding napronen and
esomeprazole magnesium delayed-elease tabets. Acute nterstal it may occur at
any paint during PP therapy and is generall atributed to an idopathic hypersenstity
reacton. Discontinue neproken and esomeprazole magnesium delayed-1elase tablts if

acuteintrsta nephis develops seeContraindiatons (4]

5,18 Clostidium diffcle-Assoiated Diarrea
Published observatonl studes suggest that
TEDIOXen and esomeprazole magnesium delaye
incrased risk o Clostidum aifieassociated
This cagnosis Should be considered for diarhea
Reactons 6.2,

Patients should s the fowest dose and shortest duraion f PPI therapy appropriate o the
condiion being eated see Dosageand Adminstation (2)].

5.19 BoneFracture

Severalpublished obsenvtionasuces suggest ha PP hera ey maye s vihan
mceased ik for osteoporoi-te fachres ofthefip, i, o spine. The i of
fractre was increased inpatens who receved high-dose ge fned sl e dall doses,
and long-term PP therapy (2 yea or longer. Patents Should use the lowest dose and
shortst duraionof PP therapy appropriae o he condition bing reaed. Pafietsat sk for
osteaporosi:feate fractures should be managed according to the established treament
Quideies see Dosegeand Adminsraion (2),Adverss Reactons (6.2).

Naproen and esomeprazole magnestum delayed-rleasetablets (acombination PPUNSAID)
areapprovefor use wicedayand dogs notallow for administretionofalowerdal doseof
{hePPI[se2 Dosageand Adminitaton ().

5.20 Cutaneousand Systemic Lupus Erythemalosus

Gutaneous upus eryinematosus (CLE) and systemic upus eryhematosts (SLE) have egn
reported n patent taking PPIs, including esomeprezol, These events have occured as
Both new onsetand an exacerbation of exsting autoimmune isease. The mejorty of PP
induced upus enythematous cases were CLE.

The most common form o CLE reportd in patiens teated with PPIs was subcute CLE
(SCLE) and occurred within wegks o years atr confinuous rug therapy inpe mmsmmgmg
from infants o the ldery. General, histological fincings were observed without organ
involvement, SLE is less commonly repored than CLE in patens receiving PPIs. PPI
assouiated SLEsusually mildr thannon-rugnduced SLE,OnsetofSLE typicll ccurred
Vithindays o years afer nating eatment primrfy n patens rangingfrom youngaduls
{0theelder. Te majortyof pafients pesented wihrsh; however artveliaand cylopenia
Werealsoreportd.

Rvaid administraton of PPIs for longer than medically indicated. Ifsigns or symptoms
consistent vith GLE or SLE are noted in patets recehing mp 0160 and esomeprazole
magnesium delayec-1elease abet,discontinug drug and efer the patientto the appropriae

Specilis for eveuation. Most patents mprove vith dscontinuation ofthe PPl alongin4to

12wegks.Serologialtsting (.. ANA) may b psiieand elevated serologicltetresuls
maytake onger o esolve thanlinical maniestaions.

5.21 Ineractionwith Clopidogrel
Rvoid concomitantus of esomeprazelith clopidogrl. Clopidogrl 5 prodrug. Inton
Ofpatle aggregation by clopidogrel s ntirly due foanactie metabmm Themetabolsm
oflopidogrelto s actve metaboli fecan beimpairedb usevithconcomitant megications,
suchasesomeprazol, et it CYP2C19ctity. oncamtant st ofclopdogrelith 40
mq esomeprazol reduces the phamacologicel activy of clopidogrel. When using
esomeprazol, a component of naproxen amd esomeprazole magnesium deleyed-release
{eblets, consider atemative antpltelet terapy [see Drug nteractons (7), il
Phamacology (123)]

5,22 Cyanocobalamin Vitamin B-12) Defceny

Dy teatment vith any acd-Suppressing medicatons over & long perod of ime (8,
longerthan 3years) may ead to mlabsorption of cyanocobalami (vtamin B-12) caused
hypo i acmmmyd a. Rare reports of cyanocobalamin deficiency occurring with acid-
Supressing nerepy have: been reported in the Iterature. This diagnosis should be
consideredifclinicalsymptoms consisentwith cyanocobalamindeficency areobserved.

5.23 Hypomagnesemia

Hypomegnesemia, symptomatic and asymptomatic, has been reported rarel in patients
Ireate with PP for at eas three months, in most cases ftr ayear of terapy. Serious
a0verse events include tefany, ahythmias, and seizurs. In mos patints, treatment of
ypomagnesemiarequired magnesium replacementanddiscontinuationof e PPI.

For ptients expected o be on prolonged tatment orwho take PPl ith medicatons such
8 digodn or drugs that may case hypomagnesemia (e, Gurefis), heath care
rofessionals may consider monitoring magnesium levelsprior foiniiaton of PP tretment
and perodically[seg Adverse Reactions (6.2)]

5,24 Concomitant use of$. Joh's Wort or Rifampin wih Naproren and Esomeprazole
Nagnesium Delayed-Release Tablts

Drugs thet nduce CYP2CAS or CYP3A4 (such as St John's Wort or rfampin) can
Substanilly decrease esomeprazole concentrations. Avoid concomitant e of niaproken
and esomeprazole magnesium delyed-release tablts with t. John's Wortor itampin [see
Drugntgractons (7]

§.29 Interacions with Diagnostc nvestiationsfor Neurogndocrine Tumors

Serum chromagrnin A (CgA) fevels increase secondary to drugrinduced decreases in
qastric acdty. The increased CoA level may cause false posiive resus in diagnostc
investgations fornedrogndocring tumors. Poviders should temporarl sop esomeprzole
{reamentteast 14 eys beforeassssing Cof levels and coniderrepeatig he est el
o leves are high.f sraltestsar performed (.. for monitoring, the same commercial
Iaboratry Should e used fortesting, a eference ranges befween tests my vary [see Drug
Intractons 7, Ciical Pramacology (122)]

5,26 Concomitant Use of Naproxen and Esomeprazole Nagnesium Delayed-Release
Tabletswith Methorexate

Litratue Suggests thatconcomiant use of PPIS with methotevate (prmaiyat high dose;
see methotieret prescrbing inormaton) my elevee and prolong serum levls of
methotrexets andor s metabote, possilyeadingto methoteva oxiciies. I igh-dose
methofrexate administration  femporary withdrawa o the PPI may be considered insome
natents ¢ Drug neractions 7))

5,27 Fundic Gland Plyps

PP1 use s associaed vith an increased sk offundc gand polyps thet ncreases wih o g
Herm use, especially beyond one yer. Most PPY users who developed fundic land paly

Were asymptomatic and fundic land polyns were centifed incdentally on emmscopy. Use
{he shortestdureionof PP herapy appropriateto th conditon beingreated.

§ ADVERSEREACTIONS

The following adverse reactions are scussed in greate
lateling:

+ GarovescuarThrombotic vents (e Weringsand Precautions 3.1)]
+ G Bleeing, Ucerationand Peforations [see Wamings and Precautions (5.)
v Hepatotoicty [seg Wamingsand Precautions (5.3)]

© Hypertension e Wamingsand Precautions (5.4

+ HeartFaiureand Edema (s Warnings and Precautions (5.3

+ Renal Toxiityand Hyperkalemia e Warmings and Precautions (5.6
o naphylectcReactions[see Warnings and Precautons (3.7)]

+ Serious Skin Reactions e Wamingsand Precautions 3.9

foton pump inhiitr (PP therepy fke
e elease talets may be associted with an
A diarthea, especialy i hospitalzed patents.

it that does not improve (e Aderse

|

7 detal in other sectons of the

HemetologicToict see Warnings and Precautons 3.11)
Rcfv Bleeding see Warmingsand Precautons 5.14]
Houtentersital Nephrts see Wamings and Precautons (5.17)]
Clostridum ifie-Assocated Diamhea [sge Wamingsand Precautons (5.1
Bone Fracture see Warings and recautons 3.19)
Gutaneous and Systemic Lupus Eryhematosts [see Wermings and Precautions
(5200
* Cyanocobelamin(\Vamin8-12)Defcecy see Waringsand Precautons 5.22)]
© Hypomagnesemia see Warmingsand Precautons 5.23)
+ Fundic Gland olyps [ Warningsand Precautions (3.27)

6.1 ClinicalTrials Experignce

(linical Trials Experience with Naproxen and Esomeprazole Magnesium Delayed-
Release Tablefs

Because cinicalialsare conducted under widely varying conditons, adverse reacionrtes
abserved in the clicalties of acrug cannot b diectly compared o retes in the clincal
il of another rug and may notreflectthe et obsenvedin practie.

The adverse reactions reported elow are specficto the cinial trils with naproxen and
eSomepraz0le magnesium delayed-rlease taples.

The safety of naprosen and esomep rezole magnesium delayec-1elease abets ves evaluated
inclica t mesmvomm 17 ptients (aged 27 to 0 years) and renging from 310 12
months. Pafients receved ither 500 my/20 mg of naproxen and esomeprazale magnesium
(leyer-release talfstwie daly (m 1197), 500 m of entrc-coated aproke tie daly
(n=426), o plceho (n=246). The average mmber of reproven and esomeprezcl
magmesmmde\ayed Telease tabets doses taken over 12 months vias 8944,

The table below st all acverse reacion, regarcles of causalty, occurring in 52% of
nafients receiving naproven and esomeprazole magnesium delayed-elease ablts and
higher in he naproken and esomeprazole magmesmm de\ayed release ablets roup than
control from o clncal studes (Study 1 and Study 2). Both of these studies ere
randomized, mui- cem tr, double-bind, paralel tudies. The majorty of patients were
female (67%), whit (86%s). T emammym atents were 50-69 years of age (63%).
Approximatelyone quarervereon low-dose aspiin,

Table:Adverse Reacfions* in Study 1 and Study 2 (endoscopicsudies)

Prefrred e Naproven and esomeprazole | EC-Naproven
magnesium delayed-reease | 500 my tuic dally
{ablet 500mg/20 mg twice iy
(n=428) (r=426)
% %
Gastrts 17 i
Dirhea § 5
Unper respiretory trct inecton] § {
Fatulence { 3
Headache 3 1
Urnary tract necton ! 1
Dysqeusia 2 1

“reported n 2% of paints and igher in he neproven and esomeprazole magnesium
eleyed-relase abets group hancantrol

In Study 1 and Study 2, patients taking naproxen and esomeprezole magnesium delayed-
Telease ablets had fewer prematur ciscontinuations dug to adverse reactons compared fo
pafients taking enteic-coated naprowen alone (7.9% vs. 12.5% respecfively). The most
common regsons for msmmmuatmm due o adverse events in the naprosen and
esomepmzme magnesium delayed-release tablets treaiment group were upper abdominal
oain {1.2% m5) uoderal uler 0.7%, n=3) and erosve gastts (0.7%,n=3). Amang
nafient receiing enteric-coatad naproven, the most common reasons fordiscontnuatons
duetoadverse evens were duodenal uler 5.4% (1=23),yspepsia 8% n=12) and upper
abdomina ain 1.2% (1=5). The propotion ofpatents discontinuing freament dueloamy
Upper qastrointestinaladverse evens (inclucing duodenal ulers) i pafiens treated with
naproxen and esomeprazole magnesium delayec-rlease tabets s 4% compared o 124
forpatiens tainenteric-coated neproxen.

The tabl below st all adverse reacion, regarclss of causaly, occurring in S2% of
netints and higher in he naproxen and esomeprazole magnesium delayec-feleese ablfs
gmup than placebo from 2 clinical tucies conducted in patients with osteoarthits of the
Hnee (Study 3and Stucy 4.

Table2:Adverse Reactions* in Study 3and Study 4

Prefered term Neproxen and esomeprazole Placebo
magnesium delaye-eleass talet
500 my/20 my bice dally

(n=490) (n=246)
% b
Diathea b 4
AbdominalPain Upper { 3
Gonstipaion [ 1
Dizingss ] 2
Peripheral edema b 1

“reparted in >2% of ptients and higher in th
delayed-m\easetabletsg 0up hmpa o

TATONeN ad someprazce magresum

The percentage of subjes who vithdrew from the neproxen and esomeprazole magnesium
Oelayed-releass ablfs treatment roup i hese sudies dus o reaiment-amergentadverse
et s 7%, There were no pefered terms inwhich more han 1% of sbjects wihdrew
fromany treaimentgroup.

Thelongem sty of epronenand esomeprazo magnesium delay-ease bt s

eluated n an open-abelcliical tial of 239 pafient, o which 135 ptints received 500
my/20 mgofneproxen and esomeprazole magnesium delayed-release ablefs for 12 months.

There were no diferences in frequency or types of adverse reactons seen i the long-term

safety study compared o shorter-emm treament i therandomized controlled studis.

ClincalTrials Experience with Naproxenand Other NSAIDs

Inpatient faking naproven incliicltrels, the most requent reported adverss evperinces

inapproximaly % fo10% of patientsare:

Gastrointstinalhearthum,nausea, dyspepsia, stometts

Central Nervous ystem:drowsines, ightheadedness, vertigo

Dermatologic:pruritus, Sinruptions, ecchymoses, Sweating, purpura

SpecialSenses:timnitus, visueldsturhances, hearing disturbances

Cardovascularpelptafions

General dyspnea it

In ptients taing NSAIDS, the following adverse experiances have also been reported n
approximatly o 10% of patients.

Gasrrmmesrmal:grossbmedmg/pemmatiomGImcers1gasmic/du0denal),vommmg

General:abnormal renlfuncion, anemia,eeveed v enzymes, ncreased beeding ime,

1eshes

Theollowingare addiional adverse experignces eportedin <1% of patientsakingnaproen

Guringlinicaltil.

Gastroitesinalpancreaits

Hepatobilary;jaundice

Hemicand Lymphatic:melena, trombocytopenia, agranulocylosis

Nemous Sstem: bty oconcentrate

Dermetologicinrashes

Inpatients taking NSAIDs hefollowing adverse experiences havealso been eportedin< 1%
of etents.

Boryas ol fever, necton epsi, anaphylacic eactions, appett changes, dath

Cardiovascular byertension, achycardia, syncape, arhythmia, hypotension, myocardial
inatction

Gastrointestinary mouth, glosis, erctaion
Hepatobilary:hepatiis, verfalre

Hemicand Lymphatic: ectl bleeding, hmphadenopethy,pancytopenia
Wefaboficand Nutrtonat weightchanges

Nemous System: anxiety, asthenie, confusion, nemousness, parestesia, somnolnce,
{remor, come, hallucinafons

Respiratory:asthme,resiratorydepression, preumonia
Dermatolgic eoliative dermatis
SpecialSenses:bluredvision, conjuncivis
Uragenitkcysis, dysuria, ligurialpolyura proteinura
clinicalIrialsExperiemewilhEsumepraaneMagnesium

Adctonal adverse reacions that were:reported &S possibly or probbly 1 e\a b o
someprazole magnesiumithanincidence of 1% arelsted elow by body system

Body as a Whote: 2bdomen enlarged, allrgic reation, astheni, back pain chest ain,
ubstemnal st pin, acal edema, ht flushes,fatiue,fver, ke cisorder, generalized
edema, malie, pin, rigors

Cardiovascuar ushing hypertension,tchycardia
Endocring:goitr

astrointestinadyspepsia,dysphagia, ysplasia G, epigastrc pain, eructation, esophageal
disorder, gastoentertt, GI hemorthage, GI symptoms nat othenvise specified, hiccup,
melena, mouth cisorder, pharymx isorde,rctal isorder, erum gastrinncreased, fongue
disorder, tongueedema, ceraive stomatits, vomitng

Hearing:carache, finitus

Hematoogic: anemia, anemia hypochromic, cenvical ymphadenapathy, epistaxi,
Ieukocytosi,eukopenia, hrombacytopenia

Hepati:liubinemia,hepatcunction abnormal, SG0T increased, SGPT inreased

WetabolicMutrtonal: glycosuri, hyperuricemia, hyponatremia, increased lkalne
Ohosphatase, tirt,vitamin B12 defcency, weightncrease, weightdecrease
Musculosteletal: artvalge, arfts aggravated, arhropathy, cramps, fhvomyalgia
syndiome,heria, polymyalgiarheumatica

Nervous st em/Psycma i; anorexia, apathy, appetts ncreased, confusion, depression
aggravated, hypertonia, nenvousness, fypoesthesia, impotence, insomnia, migraine,
migreng aggraveed, paresthesia, Sleep disoder, Somnolene, emor,vetigo,vstal il
Gefct

Reproductive:dysmenorthea, menstruldsorder, vaginis

Respiratory: asthma aggravated, coughing, dysnea, laryn edema, pharyngtis, rins,
sinustis

Skin and Appendages: acne, angioedema, dermetis, pruritus, prurus ani, rash, rash
erythemtous, esh maculo-papuler, Sininflammetion, Sweatingincreased, ricaria
Special Senses.offs media, paosmia,tasteloss

Urogental: abnormal uring, albuminuri, cystt, dysuria, fungal infecton, hematuria,
micturton requency, moniiais, geita moniiass, polyuria

Visualconjuncivi,vision bnormal

The:folowing potenialy clicaly signfcant laboratory changes n clinal i,
imespectiveof

relatonshipto esomeprazole magnesium, were reported in < 1% of pafiens: increased
creatining, ricaci, ot iirubin, alkaline phosphatese ALT,AST, hemogotin, whiteblood
cell count, letelts, Serum gastin, potessium, Sodium, thyroxine and thyvoid simulating
armone.

Decreases were seen in hemaglobin, white lood cellcount, platles, ptassium, sodium,
andhyroxing.

Telase {eblts and enalgesic doses of aspinn is ot generally
recommended because o te ncreasediskof leding [see Warnings
and Precautons 5.11)]

Naproxen and esomeprezole magnesium delaye-Telease taflefs are
notasubstitut forlowdose asprinfor cardiovescular protecio.

AGE Inibitors, Angiotensn Recepr Blocers, and Beta-Blockers

o NSAIDs may diminih the anthypertensve efect of angitensin
converting enayme (ACE) inibtors, angiotensin receptor blockers

Endosopc g e et repred 2 e restin ce: s, | i | (St ke rcingropand).
esophagts, esophe gealsmm F, esoph Ol o, esophged varies, st Uoe, * I gt vihoa e, vohme-depe (g those on
e benig plypsor nodles,Baret S esophagus, and mucose discloraon drec ey, o renl mpemen, o adinstionof an
o NAID vith ACE inibtors or AHBs may result n deterioafion of
il Pematcligbpeine rerl frton g sl el e, Thesefecs
The follwing avereractions have b dtifedduing postapprovel use o neproven aeusily s,
andesomeprazole magnesium delayed-release tables. Because these reactionsar reported : : ‘
vl a popio of etz ot vy sl st * g se o oxemmdesomepmzmemagmsmm
ey rsiaishacais etntpt rgeesye, ool s s end AL o, AR r e,
ienertion monitorblood pressure o ensure tha the desired blood pressurels
Naproxen and Esomeprazole Magnesium Delayed-Release Tablels oltned.
Bocasa Whol gtdistutance o Durgeoncomitantseafngr oxenamdesomemazmemagmesmm
Gastroitestinat abdominal distension, abdominal pan, gastioesophageal reflx, eleyec-rleasetales and ACE-nfibtrs or ARBS npatets who
hematocheza e eldery, volume-depleed or have impaired renal function,
Iy, Pisningand Procedural Complcatons: ontusio,fal m{omito;f;r 5?25]‘” Wrsrin el urcton s Wamings and
1018 (.01,
Whsculoskeletaland Connectiv Tssue: ointswelling musclespasms el Pl
Urogeiat erl b neross Clnice st as welas post maretgobsenaton shoved e
Naproen NSAIDS reduced the narureic ffctof oop durefcs (.,
BocyasaWholngioneuroficedeme, menshualdsodes Cla Impat: | furosemid) and i dures n some pafnt. This e hs
Cardiovasculer.congestve eart falr, vascul, ulmonary edema been afirbutedfo the NSAID inibtion of enal prostaglandin
astrointstinal: inflammation, blegding (sometimes fetal, pariculaly n the ldery), Sy,
Weeraion, and obstruction of the upper or lower gastrointestinal tact, esophgts During concomitan use of napioxen and esomeprazole magnesium
stomats, hematemess, ol exacration of flammatory bowel disease (uloaratve elyeelease s with dific, obseme paint for sins of
oo, o s fsease) Inenenton: | worsning renel funcon, n addio to asurng diretc ey
ng,g{gb[ﬁ,}ry;hepatms(sgmegaseshavebeemam} mc\udimg amihypememsme effects [see Warm‘ngs and Precautons
HemicandLymphatic: osinophili, emalytic anemia, platicanemia — (]
Veataiead ‘ ’ Pnfrehovials
eabofland Nutrtonal hyperglycemi, hypoglycemia
o o ‘ The effect of esomeprazole magnesium on antetrovial drugs is
Nervous Sysrem. demessmm, dreqm abmmmalmes‘ isomna meleie, myalgia, muscle v, The ciica inporine and mectesms behnd e
Weakness, asepic meningis cognitiv ysfunction,convulsons O g ineadionsaentahaysinom.
Respiratory:eosinophilc reumontts 'Demeasedexposueotsomeamme froiral drgs (e, rpiviine,
Demaolgi opeia, wicara, toc eptemal necobsis, enyema muffome, aaznai, and nefinai) when- used concomtand |Y il
grythema nodosum, fxed drug eruption,lchen planus, pustlar reaction, systemic lupus ESOmeprazs magnesum ey relee ﬂﬂTWIfﬁJ ?ﬁeclﬂﬂd promate
enthematses, bulous eacons, cuding Sevens-Johnon syndome, phtusesive 1 devlopment of G eistance (s Clnial Phamacolgy
Qermatts, photosensitivy reactions, including rare cases resembling porphyria Cutanea (123 o o
trd pseudoporphye) or epemalyis bulus. I sk gy, bisteing or otver * Incease exposure o el rgs (9, saquine)
symptoms suggestv of pseucoporpyria ocer, eatmentshoud bediscontnued andthe Wit sed conomialy it esomeprazle magesi my
peenmonitorer, mﬁreasetuxtﬁmm[slgeflmmaI‘Pdharmacﬁmhgﬁ(12.?}]‘ i
e — —  There areofher anfrefrvial drugs which o not resltin clnically
gfpe‘ﬂsé eSrggses, fearing impaiment, comeal opacty, papilits, retrobulbar optc neurts, e s rapsin
Urogena o i, bemtur, hyperlemi, sl nephts, nephrfc Rigine oraingpocucs: Goncanat Vi e and
syndome, el e, s el iy necross, e seum e | ey e s Gl s ntidcd
. ot Interenton: | s Contrandicatons (4]
Reporcton ey Aeanair, See restrbing fomaton for aznai for dosig
Esmepraz0lagnesum ifomtion,
Bloodand ymptiagrandioetos el Ao concomtat use it napron and someprzte
Eetluredvsion magnesium delayed-release tales.
et et sl Saquinair, See the prescrbing information for saquinair for
Gastointestinl pancreafs microscopic ol fndicgend polys norg -
Hepetoiey el et bt teranierovls: e preseing frmainofspef s,
Immune Systam:anaphylectic eacton/Shock systemic upuseryth ematosus Ulosazl
Wetabolism and Nutrtional Disorders: hypomagnesemia, wih or wi mm hypocelcemia - difydro-cilostazol) when coadministered with omeprazole
andlorhypokalemia pa magnesium, te racemate of esomeprazole (g Clical Pharmacology
Wusculosteltaland Connective Tissue: mustularveakness, myelgia, bonefrecture (123)
Nen/ousSys[em:hepaﬂcencepha|0pathy Interentin: Cﬂﬂsmeﬂeducmgme doseofclostezolto 0 mgTWiCE il
Pyt aggession agtaton hlcneon Digon N
PS— rogen
Hemalamdmrxmam,mterstma\nephmms ‘ + The concomiantuse of aproen with cigoxin has been reported fo
Reproductveystsmand Breas qyncomesta Clica gt | orease e serum conenatn and prolong te et o
Respiratoy, Thoracic, and Meclastinal bronchaspasm digodn.
Skin and Subcutanegus Tissue: lopeci, enythema multforme, photosensitivy, Stevens- ESMM@,”M . »
ohnstnsyndrom, odcepdemalnecrolsis(somefetal cuaeouslupusenthemtosts ' Em‘c'alzﬂf {'1"23%5“ enosure of digoxin [se¢ Clinkal
T DRUGINTERACTIONS e
See Table 3 and Table 4 forclinically ignficant drug inerections and interactions with mﬂ'tg;:r‘ﬂg:;g;oﬁgmnqg;ﬂggi %””33‘;;%2:& U?:b(\];tgap[[%zg
U O SIS Merenton adjustment of digoxin may be needed to mainain therapeutc drug
Tabled: ~ Clinically Signiicant Drug Interacions wih Naproken and Esomeprazole concentrations.
Magnesium - Afiecting Drugs Co-Adnminisered wilh Naproxen and Esomeprazole i
Magnesium Delayed-Release Tablets and Interactions wih Diagnastics VGADS T ol g f g i s
Drugs That nerere ithHemostasis i g | 00 e i s, Te e i i
Naprogen MG | oo s 13%, and the renal clearance decreased by
+ laproen and anicoagulans Such as warfarn have a synergitc approximately 20%. Thisefect hasbeen ttributed to NSAID inhiiion
Ol et etmm on bleeding. Ihe comommm se of Tapoen mnd ofrena prostaglandin synthesi.
atioaqu fe s e i of sefus D6EONO| | ugneton: | g coront s of prorenad ety i
b Oyt kase et and i, monr et o i of
+ Setotoni elas byt plays nimportant e hemosass. Itiumtovicy.
Case-control and cofort epidemiologial studies showed thet| | Methotrexate
concomiant use o drugs that interfer with serotonin reuptake and apoen
2% [!:IESAID ey potentae herisk o blegding more thanan NSAID + Goncomitant useof NSAIDs and methofrexae may ncrease he isk
Esonepiztapesim il Impect T{g;a‘rmdeytgoume)‘mmcmy (&g, neutropena, trombocytopeni,
+ Inceased IR and prothrombintime n pafiens reted ith PP, EsonegraokMaesim
g ey, 1 v corconiarly. s - oncomitentus ofesomeprzole magnesm vith methofet
INR and prothrombintme may lead to bnorml bleeding and ven (iary 2t g o) may okde and plong e
tah. concentrations of methorerate andlor s metabolit
* Concomiant st of sz 4 g et n et hydroxmetotieat, pussibly leading o methotrete torces
plasma concentafions of e acive metabolteof clopidagrel and 2 IseeWaringsandPecations 5.9
reductioninltlt nibtio ee ClmicalPharmecalogy (12, : : ‘
+ There are no adequte combinaton studes of a lower dosg of During concomant us of eproen an esomeprezo magesim
esnepora e sOfpHgEIMOATSI Ve | | CH0EE RIS S nd mehoecte, morr pts fr
agproeddoseofcloidoge. * | methotraate todcty. A temporary withdrawal of naproxen and
— ‘ gsomeprazole magnesium delayec-rlease talets may b considered
Monmmpmemsmmmnmmmmuseotmmuxemmdesomemazo\e isomepaens ciinghihduse e,
magnesium- delayed-reeese tablets with antcaagulants (2., —
enertion Wartarn), anfipletelt agents (2.0, aspin), seectve Serofonin ISy : . :
euptake s (S5, and s v e | | it Comnmnlam‘ Us¢ of naproven and cckspore may et
initor SRS i ofeeding e Wamigsand Precautons tylsporne Seghooit.
(S13) During concomitant s of aproen and somepazoe magnesum
Clopidoget Avoidconcomtantusé of clopdogrelwithnaprosemand | | sementon: | delycveleas ables and cylosporin, monior pfens for sins of
someprazol magnesium dlayed-rlease tablts. Consider use of worsening renalfuncton.
atematieat et ey see WarmingsandPreastors S201 | | i
i i gt | YR 15 o eonevzs magesim e
Apharmmo ynamics (PD) study hes demonstreted an teraction i a inceaseexposursoftarolms
VA (o 15 o (220mg/ " 2 e Gl Duing oot e of e r someyr magesi
O gt | M i te it et v s Meneor: | Gy e and tarlms, moror s ok
aspinvith e itrecion most meked during hemashou perodof bloadconcrtrtrs.
naproven [sgg Clnical Pharmcolgy (1 22)] There s easn o -
ottt e et esrpon e | TONDS el
0 i i v, e | g | LS oo il ISADS o 53“CV|398(90
mtemeememhaspumtummnmaybe\am frthn obsemedin e PD i, ) orese e i of f oy, it it or o
stuydetothe bngervashoutperid increaseinefficac [see Wamingsand Precautons 5.2)]
COHHO”EU C\IH\Cal SIUUIES ShUWedma“heCOnCﬂmnﬂm Ise Of NSA'DS The Conwmam 15 of napmxen and Esomepmzme maqnesmm
a0 andlesic Gose of aspin o ool DO ny Q1| | i | el el vih ot NSADS o s i o
thrapeutc fetthan th use of NSADs one. Ina lal stuy, e ecommended.
concomitant use of an NSAID and aspiin s associaed vith &
sy nreased e 6 aere s s conpare | | PEeXred . ‘
touseoftheNSAIDalon sesWarmingsandPecautons 5. O Concoitant e of o and esomeprzte magresim del-
Because there may be an increased risk of cardiovasculr vents e i dlesar;d FeelBed mc Fisk E" ‘IS Ol ner Exfd
g craion of o et v e as?ﬂoc:rai d myem;}mgpig?s:?ﬂm : ﬂem i B oy (s e
| 0B el o aspih o e st e, for s LR P ) ‘
{eking low-dose aspirn forcarcoprotection who require infermittent During concomitant use of riaproxen and esomeprazole magnesium
analgscs, consider us of an NSAID tht does ot nerrewih | | ntenton: | delayedrelase tabes and pemeteed, i patents with rendl

antptelt effect of aspin, or non-NSAID analesics where

approprete,
Concomitant use of naproken and esomeprazole magnesium elayed-

mpairment whos creatning cearance ranges from 430 79 mUmin,

moniorfor myelosuppression, renland Gl toxity.

Drugs Dependent on Gashrc pH for Asorption (.., iron sals, eloinb,
mycophencloate mafefil,ketoconazol)

Esomeprazole magnesium can reduce the absorption of other drugs

Dt duetortseffectoneducing inragesticacidty
Mycophenalete mofefl (MVIF): Co-adminisraion o omeprezole, of
nterventon: | Which esomeprazole magnesium i an enantomer, n healfy Subjets

andinransplant pients receving MIF hs begn reported o reduce
the exposure to the acive metabolte, mycophenolic acid (MPA),
possily dus o adecreasein MV soublityat anincreased gastic pH.
The linialelevance ofreduced MPA exposure o orgen ejction hes
1ot begn established ntransplant patints receiving esomeprazoland
MM, Use naprosen and esomeprazole magnesium delayed-Telease
{ablets withcaution intransplant petents receiving MUK [seg lnial
Phamaclogy (123)]

e the prestrbing information for otherdrugs dependent on gastric
pHford bso Ipton.

Interactions ith Investigations of Neuroendocring Tumors

Serum chromogranin A (Ggh) levls increase Secondary to PPI-
induced decreases in gastric aciaft. The increased oA levels may
cause false postve results i diagnostc investigations for
neurogndocring umors se2 Wamings and Precautons (3.5), lincel
Phamacology (122

Clincal Impact:

Temporary stop naproxen and esomeprazole magnesium delayed-
reeasetalets treatment fleast 14 ays befre assessing Ggh vels
and consider repeaing the test i ntal GgA levels ae high. Ifseral
tests are performed (2., for monitoring), the same commercial
Ieboratory should be used for esting, as referenc ranges befwegn
festsmayvar.

Iterventon:

Digzepam

(lnca Impact | Increased exposureofdiezepam gg Ciical Prarmacology (123)]

Monitor patents for ncreased sedafion and adjust the dose of

ntervention: azepamas nesded

Tahle :Clinicaly Signiicant nteractions withEsomeprazale Nagnesium - Affecting Co-
Adminitered Drugs

OYPRC19 or CYP3A4 Inducers

" . | Decreased exposure of esomeprazole when used concomitanty with

Ot g stronginducers e Clnical Parmacology (123
St Jofn's Wort,cfampin: Avod concomitant use vith naprosen and

ntervention: | esomeprazole magnesium delayed-release tales [se¢ Warnngs and
Precautions 524

CYP2C19 or CYP3A4 Inititors

Clvcal Impact: | Icreased expostre of esomeprazole [sge il Phamacology
(123).

ntervention: | Voriconazole: Avoidconcomiant use with naproven and esomeprazole
magnesium delayed-release alet.

§ USEINSPECIFICPOPULATIONS

8.1 Pregnancy

Risk Summary

Use o NSAIDs incluing neproxen and esomeprazol magesium delayedelase fablts,
uring e it rimester of pregnancy ncreases the ris ofprematur closure of the fefel
uctus aterosus. Avoiduse of NSAIDS, inclucing naroren and esomeprezce magmesmm
Oelyed-release tablets, in pregnant women starting at 30 weeks of gestaton (fid
{rmester). Thereare noadequats and vel-controlled studies ofnapr oxenandesomep 3
magnesium deleyed-rleasetatlet in pregnantomen.

Naproten and esomeprazole magnesium delayed-eleass talet contang naproxen and
someprazolemagnesium, Esomeprazole s the - somer of omeprazol.

Naproken

Data from observationa studes regarcing potental embryofetal risk of NSAID use in
Women in-the fist or Second timesters of pregnancy are inconclusive. n animl
reproducton stules, naproven admiistered during organageness to ras and rabhts a
oses lss han me masimum recommended human daly dosg of 1500 mg/dey showed no
guidence ofherm {0 the feus (56 D). Based on amm deta, prostaglanding have een
shoun o have an important role - endometil vascular permeabilty, dlastocyst
mplantafion, and cecidualizeton. In animal Sfudie, admlmstamn of prostaglandin
ynthesis nibitorsSuch as naproxen resulted nncreased pe- and post-mplantafion s,

Esomeprazole

There are no human deta for esomeprazme. Howeer, avaiable epidemiologic data for
ameprazoe esomeprazole s he S-somer of omeprazole) fal o cemonstate anincreased
risk of mejor congenital mlformations or ofher adverse pregnancy outcomes with firs
{rmester omeprazole use (s¢¢ Datg. In enimel studes wih administation of ord
gsomeprazoe magnesiuminraschangesin bone marphology wereabsenved i offpring o
rats dosedt through most of pregnancy and lctaton af doses equal o or reater than
approximately 34 es an oralhuman dose of 40 mg esomeprazale or 40 mg ameprezoe.
When materalacminitrtion s confinet o gestation nly, there were no efects on bone
hyseal morphologyinthe ofspringatanyage see Data.

The estmeted background risks of major birth efects and miscarriags for the ndcated
popuaton e unknown. Inthe .. general populetion, the estmted beckground rsk of
mejor birth defects and miscarriage in clncally recognized pregnancies is 2% to 4% and
15%t0.20%,respectvely.

Oinical Consieraions

Laboror Devery

There are no sudies on the ffects of naproxen and esomeprazole magnesium deleyed-
releas tabets during lahor or deey. In animal studes, NSAIDS, inclucing naproven,
inhibit prostaglandin synhesi, cause delayed parurion, and increase the ncidence of
sflbth,

Dita

HumanDala

Neproven

When used o delay peterm ebor, niotors of prostaglandn sythesis, inclucing NSAIDs
Such naprowen, may increase he ik of neonatal complicatons such s nec mmmg
enterocalts, patent ductus arteriosus and intracranial hemorrhage. Naproven treament
e n e pregnancy o delay parturtion hes heen associaed vith persistent puimanary
\perension, enaldysfunction andabnormalprostaglandink levels n preterminfans.

[

h
Esomeprazole
Esomeprazale i the S-somer of omeprazol, Four epdemiologca studies compared the
mequemy of comgemml anormales among infans hor to viomen who used omeprezole
d Iring pregnancy it the frequency of bnormlties amang nfants of women exposed fo
Hreceptorantagonissorother conros.

A population-hase etrospecive cohort epidemiological study rom the Swedish Medical
BimmHegistm,cmemmgappmmmatelygg“/nmmegmmms,mom1995-99.repomedum955
infants (824 exposed during the frst trmester with 39 of these exposed beyond first
Hrimester, and 131 exposedaﬁertmﬁrsnrimester)wmsemmhersusedomepmzoledmmg
Il gmmyT R number of nfants exposed inuteroto omeprazole het ad any maformaton,
[owbirth weigh,low Agar score orhospitalzafion ves simar o the numagr observed n
Hhis populaton. The numbe ofnfants borm with ventricular septa defects and the numberof

Sfillor infants s sightly higher inthe omeprazol-exposed infants than the expected
number nhis populaton

A popultion-hased retrospective conortstudy covering al vebirths in Denmark from 1996-
2009 nored on 1,800 e births whose mothers used omeprezol during the first
rimester mp regnancy and 37, 317 ve birhs whose mothers i notuse any proton pump
inibtor. The overal et of birh defects in infants bom to mothers with frst timester
exposur to omeprazol was 29% and 2.6% i nfant bom to mothers ot exposed to any
protonpumpinibitor duringhefirstrimester,

Aretrospective cohort study reportd on 689 pregnant women exposed o ither i lockers
oromeprazol i the it rimeste 134 exposed o omeprazoe)and 1,572 pregrant women
Unexposed o eiherduringthe firsttrimeste. The overall mafformation atgmfspring bom
fomather smm firttrimester exposure to omeprazol,an H2-blocker,or were unexposed
Was 3%, 5.5%,andd 1% respectively.

Asmall prospective observationalcohortstudy followed {13 women exposedto omeprazole
durmgpmgmmy(ag/fsl rimester exposuesH reported amofmamrmngemtm
mafformations was 4% n the omeprazle group, % ncon m\sexpmsed onorH-eratogens,
and 2.8% indisease-paied contrls Rates of spontaneous and elective ahorions, preterm
Geliveres, gstatonalagea defvery, and meen birthweight were Smilar among he groups.

Several studies have reported no apperent adverse shortterm effcts on the ifant when
single dose orel or itravenous omeprazole was administered o over 200 pregnant women
aspremedicatonfor cesarean secion under generalanesthesia

AnimalData
There are noreproduction studiesin animals with naproxen and esomeprazoe magnesium
delayed-relase abet, acombinationof naproken andesomeprazol.

Naproen

Reproductionstuies wih mpoxemadmms e during the peiod of rganagenesishave
Been performe in rts at 20 mykgday (0.13 times the maximum recommended humen
dai\ydoseoﬁSUUmg/daybasedombodysumaceareacom arison) rabbits at 20 mykoay
(0.26 tmes the maimum recommended humen dally dose, based on bocy surface area
comperison), and mic at 170 mofkg/Gay (0.5 times the maximum recommended human
(llydose based n body surfaceaea comparion) withno evidence ofharm o the fetus e
fothedrug.

Esomeprazole

No effects on embryo-ftel development were observed in reproduction Sfudies wih

esomeprazole magnesium n rats at orldoses up o 280 molkg/cay about 68 times an oral

fumn dose of 40 m on & body Surface aea basis)or i rabhits at oral doses up f0 86
mofkg/Gay (about 42 imes anora humandose of 40 mgesomeprazoleor 0 mgomeprazoe

on & body surface area bass) adminisered during organogeness and have revedld no

euidence of harm o thefetusdue o esomeprazole magnesium,

A pre-and postnatal developmental oxicitystudyinratsvithadditonal endpoints o eveluate
bonedevelo ment were emo megwihesomep razme mag nesmmatma\dosesofMtoZSO
mg/kg/day(abomsmmﬁammesadai\yhumamdusemm}mgomabodysumacemeahasism
Neontallearly postnatal (irth to weaning) Survivl was decreased at doses equal toor
qreater than 138 mgPkday (about 34 fimes an orel uman dose of 40 mq onabody Surfece
area basi). Body weight and ody weight ain vere reduced and neurobehvioraorgenerel
developmental demysm {he immediate post-weaning timeframe were evident aldosesequa\
foor gmatemhan 69 me g/day about 17 times an oralhumen dose of 40 mg on a body
Surface area basis). I addiion, decreased femur length, width and thickness of corcal
hone, decreased thickness of th tibil qrowth late and miniml to mild bone marrow
ypocelluarity were noted at dosesequal o or greater than 4 moPkyay (about 34 fimesa
ity human dose of 40mg on abody Surface areabasis). Physealdysplesain thefemurwas
abserved n offspring of at eated Wih oral doses ofesomeprazole magnesium atdoses
equaltoorgreter than 138 mofkg/dey (about 34 imes the dally humen dose of 0 mg ona
odysuraceareaasis).

Effets on mateml bone were obsenved in pregnant and actaing rats in the pre- and

ostntal oxicty study when esomeprazole magnesium vas administred a oral doses of
1o 280 mykgldey (ammmm 68 tmesan oalhuman dose of 40 m on a hody surfece
areabasi). When ais were dosed from gestaionalday 7 trough weaning on postnatadey
21 astafstcallysigifcant dcrease inmatemal femur weightof up o 14% s compared o
laceho treatment) was observed at doses egual o r reater than 138 mokglday (about 4
fimes anoral uman dose of 40 mganbody surfaceareabasi).

A pre- and postnetal development study in rais with esomeprazole stronium (sing
equimola doses compared o esomeprazole magnesium sfudy) produced smilr resufsn
dams and pups s dscribed above A follow up developmental toicty Sty in rats wih
further time ponts o evluatepuj bomedevempmemﬁom nsttal day 2 toaduhood vas
performeg vithesomep azolemagmesmma oredoses of 280 mgfk ay( about B8 imesen
oral human dose of 40 g onabody Surface areabsis) where esomeprazole adminsteton
s from either gestaional day 7 or gestaional day 16 unti parturtion. When metemal
administation wes confned to gestaton oy, there were no effcts on bone physeal
morhology i theofspringatany age.

8.2 Lactation
Risk Summary
Limied dat from published ereture reportthat naproken anon has been found i he milk
mIaclamngmomematammem retione mvalem o approximetely 1% of maximum naproen
concentrafion inplasme. Esomeprazole s he S-isomerof omeprazoleand it daa from
ublish dhleatum suggest omeprezole may be present in human ik, There is no
mtmmamm onthe eﬂecs of naproen or omeprezole on the breasted infant or on milk
production. The developmental and heath hemms of breastieeding Should be considered
along withthe mothers clnical need for naproven and esomeprazole magnesium delyed-
relase ablts and any potental adverse ffects on thebreastedinfant rom the drug orfrom
heunderlyingmaternal condton.

8.3 Femalegand Malesof eproductive Potential

Inetity

Fomales

Based on the mechanism of action, the use o prostaglanin-medited NSAIDS, inluding
naproxen and esomeprazoe magnesium delayed-reease tablts, may delay or prevent
rupture of ovaren flices that may lead to reversile fertity n some women. Small
studes in women treated it NSAIDS have lso shown  reversle deley n ovuetio.
Published animl tudes fave shown that adminisraion of prostaglandin synthesis
inibtors havethe potentalt disrupt prostaglandin-medtated follular rupfure required for
owlaton. Consider wihdrawal of NSAIDS, including naprosen and esomeprazole
magnesium delayed-elease talet,in vomen who have ficulies conceiving or who are
Undergoinginvesfigaton ofnfrtity.

84 PediaticUse

The safety and ffeciveness of naproven and esomeprazale magnesium delayed-1elase
{ableis have begn estalished in adolesent paients 12 years of age and older weighing at
Ieast 38 g forhe symptomatceffof I and o decreasethe sk ofdeveloping naproven-
associted gastic ulers. Use of naproxen and esomeprazole magnesium delayed-release
{ablfs inthis age groups based on extrapolaton o adeguate and welcontrold studes in
aduts and supported by & 6 month safey sudy inclucing pharmacokinetc assessment of
Tapr0en and esomepr azme magnesium n 36 adolescent paents vith JA. Based on the
[mitel data, th plasma naproxen and plasma esomeprzole concentreions were found fo
be wihin th range fo that obsemedt hose found n heathy adus. The safety profleof
naproxen and esomeprazole magnesium delayed-rlease tabets in adolescent patents wih
Jhwassimtartoadutsvith RA.

The safety and effeciveness of naproven and esomeprazole magnesium deayed-1elease
{abltsin pectatic paientsess than 12 years ofage orlss than 38 g with I have notbegn
establhed.

JuveneAnimal Data

Ina juvenile rat foxicty sudy, esomeprazole was adminitered ith both magnesium and
strontium safsatoraldoses about 3410 68 times aaily human dose.of 40 mg based on body
surfacearea Increasesin deah were sean tthe high dose, and atll doses of esomeprazale,
{nere viere decreases i body weght, body veightgan femur weightand femur engt,and
decreasesmoverall growih SeeNonclinica Toxicalogy (13.2),

85 Gerialrie Use

Eldery patents, compared to younger patients, are at greaer ik for NSAID-associted

serious cardiovaseular, gastrintestinl, and/or renal adverse reactons. I the anticpated

benefit for the ederly ptient utweghs these potentaliks, start dosing athe low end of
{he dosing range, and monior patients for adverse efects (see Wamings and Precautions

(31,623356513).

(f the total number of patiems iho received naproxen and esomeprazole magnesium

(layed-releas talefs n=1167) inciial i, 387were>65yeasmage of which 8

atients were 75 years and over. No meaningful iferences in effcacy or safey were

obsenved befveen these subjcts and youngersubjets [see Adverse Reactions ()]

Studies indicate that athough tota plasma concentraton of aproken is unchanged, the
nbound plasa fraction of naproven i ncreased in the elderty. Gaution i advsed when
High doses ar required and some adustment of dosage may b required inldery patient.
s vith ofher drugs used i the eldely, it s prudent to use the owest effective dose [see
Dosageand Administration 2),Cinical Pharmecology (123)].

Experience indicatesthat geiarc paients may be particulaly Sensiive to certan aderse
effects of NSAIDs, Elderly or debiltated patients seem to tolerate peptic uleraton or
bleeding s el whenthese evens do occur. Most spontaneous mpoms offetal G gvents
e nthe geratric population e Warnings and Precautions (5.)

Neproen and ts mefaboltes are known t be substantially excreted by the kiny, and the
riskaof adverse reactons o tisdrug may begreaer i patiets i impaied renal functio.
Because ldery patiens are more kel o have decreased renal function, care Should be
{akenindoseselction, and tmay be useful o manitor renal function, Geriarc pafients may
b ata greater riskfor the development of & form of renaltoicty preciitated by reduced
avostagendin formetion uring adminstreton of NSAIDs [see Warmings and Precautons
(88)1

85 Hepatic Impairment

Naprosen and esomeprazole magnesium delayec-teease tablts should be avoided in
etients ith Svere hepaticimpaiment because naproken may inrease th risk of renel
flure o leeding and esomeprezol doses should notexceed 20 m dlly i these patents
[se8 Dosageand Administaton (), Weringsand Pecautions (3.3, Clnca Pharmacology
(1231

8.1 RenalImpairment

Naproen-containing product, including naproen and esomeprazole magnesium dlayed-
Teleas tabets, ar not recommended for use in patients with advanced renal dsease [t
Dosageand Administation 2) Wamingsand Precautions (5.6)

10 OVERDOSAGE
There is no clinical data on overdosage vith naproken and esomeprazole magnesium
(leyec-relase ablets.

Overdosagefnaproren:
Symptoms following acute NSAID overdosages have ben tyically imted to lethargy,

rowsingss, nausea, vomitig,and epigastic pin,which have been generaly reversblewih
supportive cae. Gastrointestinal blegding has occurred, Hypertension, acute renl falr,

3240-263691 PIL Naproxen-Esomeprazole Tabs 375 and 500 mg (Lupin).indd 1

2/21/20 9:56 AM




19.0” W

23.5”L

@

\/

Tespiraory depression, and coma have occurred but were
Precautons 3.1,52,4 5.6)]

fepatents have experienced seizurs, butit s not clear whether ornot these were dng-
related. 1is ot known whatdose of thedru gwou\dbehtetmeaenm hieoral LDA0 ofthe

drug s 500 mykg inres, 1200 mgfkg in mic, 4000 mjkg in hamstrs and greater than
1000 mg/kg in dogs. In animals 0.5 ghg of actveted charcoal was efecive n reducing
lasmalevelsofnapronen.

Manage ptients wih symptomtic and supportiv care following an NSAID overdosage.
There areno specicantidotes. Hemodialyss dogs not decrease he plasma concentr mnof
naproxen becauseof he high degre of s prtein binding, Consid ememsand/mactwad
charcoal (601 100 gramsinadults, 1107 rams per kg of body weight i peati anems)
andlor osmoficca hamc in symptomatic paients Seen vithin four hours of mges on rin
nafients vith alarg overdosage (510 10 times the recommended dosage. Forced iuesis,
lkalinization of rin,hemodialysis,or emaperfuson may not b useful dug o high rotein
binding.

Overdosageofesomeprazol;

Asingleoraldose ofesomeprazolet510m g/kg( about 124 imes the humandoseonabody
Sturfacs areabasi) wasfdhal o rts. The major igns o autetoricty were reduced motor
iy, changes in- respiratory frequency, tremor, ataxa, and intenmitent clonc
convu\smns.Thesymptomsdescribedmsonnecﬂonwithdelihﬂateesnmeprazo\eoverdose
(imted experience of doses nexcess of 240 mg/day)ar transint Singedoses of 0 mgof
esomeprazoleiere uneventl. Repors ofoverdosage with omeprazol i humans may also
fereevant Dosesranged upto? 400 ma (120 imesthe usualvecommended cinical dose).

Menfestations were varitle, but ncluded confusion, drowsiness, blured vison,
{achycarda, nausea, diaphoresi, fluhing, headche, dry mouth, and other adverse
reactonssimiar tothose s imnormalliicalexpeience se¢ omep razo\e nackageingert-
AdverseHeavtions}‘Nospeciﬂcamidoleforesomeprazo\eiskﬂown.Sinceesomeprazoleis
extensively protein bound, i is not expected to be removed by dialyss. In the event of
Overdosage, reamentshouldbesymptomaficand supportie.

It over-expostre oceurs, call your Paison Gontrol enterat 1-800-222-1222 for curent
information on themanagement of poisoningoroverdosage.

11 DESCRIPTION

Theactveingredients of naprosen and esomeprazole magnesium delyed-elass eblts are
naproxen wihich isan NSAIDand esomeprazole magnesium which s Proton Pump nhiitor
(PP,

Naproxen and esomeprazole magnesium delayec-release tablts are a combination of &
nonsteraidal ant inflammetory drug and  PPI avalabl as an ovl,yellow, multayer,
Oelyed-eleass ablt combining anenteric-Coated naproxen coreand an immediatefeease
esomeprazole magnesium lyersurrounding thecore,

Eachstrengthcontans ither 379 utnapoxenan 20mgofesomeprazol (equiveentto
223 my esomeprezole magnesium trihydrat) or 500 mg of napoxen and 20 mg of
esomepazo\e (e ivelent to 23 m gesomepazo\e magnesium trihydrae) for oral
adminitraion. The inactive ngredients are camauba wax, collidel ficon dioxice,
croscarmellose sodium, ronoxide yellow, lyceryl monostearee,hypromelose, ron oide
black, magnesium Stearate, methacrylc acid copolymer dispersion, methylparaben,
polysorbate 80, polydetrose, uu\yemy\ene yeal, povidone, propylene: glyeal,
aropylpareben, ftanumdiovde, and iyl et
T
!

Tate [see Wamings and

e chemical name for neproven is (S)6-methowy-c-methyl-2-naphthaleneacec ci.
prorenhes e followingstuctur:

Naproven hes:a malecularweightof 230.26.nd amolecuar formulaof G, 0. Neprovents
anodorless, whiteto of-whitecrysallne substance. s id solube, practicaly nsolubein
Wateratow ptand freeySoluble i wate at igh pH. The ocanalfwaer partiton coeffcent
ofnaproenatp74is 161018,

Thechemicalname for esomeprazole i bis-mefhoy-2( (5 -{&-methoy-3-cimefhyl-2-
oyrcinymethyIsufin-Hbenzimidazole--y) magnesium tiydrate. Esomeprezol is
{he S- isomer of omeprazole, which s & mixure of the S- and R- somers. s molecular
formulas (G, 40.9) Mo x3 5.0 with malecular weight of 767.2as atrydrateand 3.1
onananhydrous basis. Thestructural formulas:

o,
o i
N s <340
A
[ y

The magnesium satis awhit o slightly colored crystaling powder. It conteng 3 mols of
Waterofolvatonand s lightysolublinwater.

The stablty of esomeprazole magnesium is a function of pH, i rapidly degrades in acdic
e, butiths acceptatlesabilty under alkaline conciions. At pHﬁB(buﬁe; g hal-fe
othemagneswumsalhsabou 19hoursat25°Cand about8hoursat37°C.

12 CLINIGAL PHARMACOLOGY

12.1 Meghanismof Acton

Naproten and esomeprazole magnesium delayec-elease talets consiss ofanimmediet-
Telease esomeprazale magnesium ayer and an enteric-coated naproken core. As a resul,
esomeprazole s released firstin e stomach, priortothe issoluton ofnaproxen nthe smll
inestine Thentericcoatngpreventsnaprocgnreleaseat pH evels below 5.5,

The mechanism of acton f the naprosen anion, ke that o oher NSAIDS, s not compleely
understood butnhbiion ofcyclookygenase (COK-1and COX-2).

Naproten and esomeprazole magnesium delayecrelease {ablts have anelgesic, ant
inflammatory, andarmpy i ropertiescontributd by the naproven component, Neprosen
is & ptent inibtor of prostagandin synhesis i vito. Naproken conceniraion reached
Guring therapy have produced n vivo effects. Prostaganding sensitize afferent nenves and
natentite the acton of bredykinin in inducing pain in animal models. Prostaglandns are
meators of nflammafion. Becausena rovenis an inhbitor of postagfanin synhesis, s
modeofaction maybe duetoanincrease of prostaglanding npe phem iSS18S.

Esomeprazole s a proton pump inhibitor thet Suppresses gastic acid secreton by spcifc
inibton of te K -ATPasg in the gastc partel el Esomeprazole i protonated and
converted inthe cic compartment of the parietal cel forming the activ inhibtor, the
achiral slphenamide. By acting Specficaly on the proton pump, esomeprazol blocks the
fnalsep i production, thus educing gastic acidty. Thisefectis dose-teleted o a
dalydoseot 20to40mgand leadsto nibition o gastricacidsecretion.

12.2 Pharmacodynamics
Interectonvith Aspirn

In & healthy volunteer study, 10 days of concomitant adminitration of naproxen 220 mg
once-daily with low-4 osmmmed\aere\easeas in (81 mg) shovied an nterection with the
antipatelet ac ivity ofaspirnas measured by % serum thromfoxane B infibton at 24 hours
following te day 10 dse 98.7% (espiin alone) vs 38.1% (naproven and aspir]. The
inerection W vas obsewed eien following discontnuation of naproxen on day 11 (whe
aspirin dose was contnued) butnormlizd by day 13, Inh esamesudy fieintraction was
reaer wihen naprosen was administere dﬁﬂmmutes riortoaspin[%6. /uus877°]an
minimalwhen aspirn was administe d30mmuespm fonap oxen[ s 95.4%),

Following adminstation of naproxen 220 mo bwie-cally with low-dose immediae-release
asprn(irst naproven dose given 30 minuts priorto spirn), henteracion s minimel at
24hollowingday 10dose 98.7% vs 35.7%]. However, e ineracion s mare pr pommem
after disconinuaion of naprosen (vashout) on day 11 (98.7% vs 843%) and did ot
normalizecompletly by ay13[ 5%V 90.7 [seg Drug Interactions 7]

Antisecretory Activy

Theeffctof naproven and esomeprazole magnesium deleyed-release tabets on infragestic
O was determingd n 25 heathy volunteersin one study. Three naprosen and esomeprazole
magnesium deayed-release talets combinaions naproten 500 mg combined wih eiher
esomeprazole 10, 20, or 30 mo) were administared twice iy over 9 days. The resuls are
showninthe following abl:

Table:EffctonlnfragastricpHon Day 3 (=25
Naproxen 500 mg combingd with esomeprazole

10mg Wmg 3mg

" Time Gastc 4t 530 T68(30)
Ny (30)

Goeficent ofvariaion 55% 18 16%

" GasticpH vas meastred ovra 24-hour period

L5 Mean (SE)

Serum GastrinEffcts

Theeffctof esomeprazole on serum gastrinconcentratons was evaluaed inapprosimately

2,700 patientsinciniclrias upto 8 weeks and nover 1,300 patientsforup o - 12 months.

The mean estng gasin fvel nc eased ina dose-related manner Tisincrease eached 2
Plteau within o to hree months of therapy and retumed to baseig eves within four
Weeksatter discontinuaton oftherepy.

Increased gastrin causes enterochromaffinfke cell hyperplasia and increased senm
Chromogranin A (CoA) levels. The increased GoA levls mey cause fle postive resus in
diagnostic investigetions for neurogndocrine. tumors. Heathcare providers should
{emporarly st pesomepaza\e featment o Ieasmdy s before assessing Cgh vels and
considerrepeatngthetestfintal Coh vels arehi

Enerochromfinike (ECL) el Effcts

Inover 1,000 paients reated with esomeprazole (10, 20 or 40 /ey up o 6-12 months,
fre p[eva\ence of ECL cell byperplasa inreased with time and dose No i deve\op td
ECLeallcarcnoids, dysplasi,or neaplasiainthe gastic mucosa.

Endocring Effcts

Esomeprazole had noffect on hyroid functon when givenin oral doses f 20or 40 mg ford
Wegks. Othr effects of esomeprezolp on the endocring ysem were assessed using
omeprazolestudies. Omeprazale given n oral doses of 30 or 40 mg for 210 4 weeks had no
effct on carbofydrete mefabalis, irclaing leves of parahyroid hormane, cortsal
estradiol,testosterone, proactncholeeystokinin orsecrefin.

Effcts on Gastrintetinal Microbal Ecology

Decreased gestric acidty dug to any means incucing proton pump inhiitrs, incrases
gestric counts of bactria normally present in the gestrointestinal trect. Treatment with
orofon pumpinhititors may ead t ightly ncrease risk of astrintestna nfections such
2 Salmanl and Gampylobacte and, in hospitalzed pants, possbly also Clostridium
(it

12.3 Pharmacokinetcs

Asonpion

Naprotgn

tsteady stae following administraton of neprotgn and someprazole magnesium deleyed-
Telease abets bice iy, peak plasmaconcentrafions of naproxen ae reached on average 3
hoursfollowing both he moringand e evening dose.

Bioequivalence befween naproxen and esomeprazole magnesium delayed-elease ablts
and enteric-Goated naproxen, based on oth area under he plasma concentraton-time curve
(AUC] and maximum plasma concentraion (G, ofneproxen, hs been demonsirted for
baththe 37 mgand 00 mg doses.

Neproxen s absorbe from he astrointetinal tectwithan invivobioavllebilty of %%
Steady-tate yels o aprosen arereachiedindtoSdays.

Esomeprazole

Following administration of naprosen and esomeprezole magnesium elayed-elease eblets
Huiceall, esomeprazo\e i repily absorbecwithpeak plasmaconcentraton reached within
anauerage, 04310 1.2hours, ollowing the momingand evening dose on ot he st day of
administration and a steady stete The peak plasma concentraions of esomeprazale are
figher at steady Sate compaled to on firstday of dosing of naprosen and esomeprazole
magnesium delayec-reease alet.

Figure 1 represents the phamacokinefcs of naproken and esomeprazole tol\uwmg
adminitraion of naproxen and esomeprazole magnesum Celayed-telease tablets
S00my20mg.

Figure 1: Mean plasma concenirations of naproven and esomeprazole following ingle
tose administeation of naproxen and esomeprazole magnesium delayed-telease tablet
(500mg/20my)
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Food et
Admmistrationotnapmxenandesomeplazmemagnesiumde\ayed-le\easelablelstogether
Wit high-at food n feal yvo\umee 15 dogs not affcthe extent of absorpfion of naprosen
butsigificanty prolongs., by 10 ours and decreases pak plasma concenration (G,,) by
ot 2%,

Adminisration f naproxen and esomeprazole magnesium delayecrlease talet together

With high-fatfood n ealthy vlunteers delays ., fesomeprazole by 1 hour and sgniicant \y
reduces the extent of absorpfio, rsulting n 52% and 7% reductions of aea under the
plasma concentraton versus tme cuve (AUC) and peek plasma concentreion (Cm)
respectivel.

Administraton of naprotgn and esomeprazole magnesium delayed-release tablts 30
minutes before igh-fatfood intake in healty voluneers does not affect the extent of
absorption of neprokgn but delays the absorption by about 4 hours and decreases peak
plasmaconcem fion (C,,) by about 7%, but hes o sgnifcant effcton the rae or eent
of esomeprazole absorption compared fo administrafion under fested conditons [seg
Dosageand Administaton (2)].

Administraton of neprotgn and esomeprazole magnesium delayed-rlease tablts 60
minutes befor igh-fa food nake nheatty volunteers has no effecton theree and extent
o naprokgn absorption; owever,increases te esomeprazole AUG by 25% and ., by 50%
compared ozdminitraion underastedcondiions. Thi increase nesomeprazole ., does
ot i  saffy issue since the approved dosing regimen of esomeprazole t 40 mg O
woudresutinhighr ., 3ee Dosageand Adminraon ().

Therefore, naproxen and esomeprazole magnesium delyed-eleass fablefs should e eken
atleast30 minutes before themeel,

Naproven
Naproxeﬂ fas avolume of istribution of 0.16 Lk A terapeuic lvels naproven s greater
{han 99% albumin-bound. At doses of naproken greate than 500 mday there s less then
proportonalncreasein p\asma\eve\sdue (0anincrease nclearance caused by satraton of
plasma proten binding at hgher doses (average tough G, 6.5, 49.2and 364 mylL with
500, 1000and 1500m a\\ydosesofna TOXe1, FeSpec we\y) The naproxen anion has bgen
found n the milk Hac fating women at a concentraton equivalent to appromatey 1% of
masimumnaprovenconcentatoninplesma see Usein Specifc Populaions (3.2

Esomeprazole
The apparentvolume ofdistibutionat steedy stae in heathy subjects s approsimately 16L.
Esomeprazoleis 97" plasmaproten bound.

Eimination

efabolsm

Naproren

Naproren is extenswely metabolzed in he iver by the cytochrome P4 system (CYP)

(YP2CO and CYPIAD, to 6-0-desmethy naproven. Neither the parent drug nor the

mefaboltes nduce mefabolzng enzymes. Bath niproken and 6-U-desmethy| naproxen are

further metaholzed to ther respective acyglucurond conjugated metabalits. Consstent
Wi the i of naproxen, e area underthe plasma concentraion ime curv ncreases
Wi repeted dosing of naproven and esomeprazol magnesium delyed-1elease ablts

Huicedaly.

Esomeprazole

Esomeprazole i extensively metabolzed nthe ver by the CYP enzymes e, The mejor
part of the mefabolim of esomeprazol is de pendem on the polymorphic CYP2GHS,
responsibe for he formafion of the hydroryl- and esmethyl melabolfes of esomeumzo\e
The remaining part s dependent on another specicisoform CYP3AA,responsble for the
formation of esomeprazole Sulphone, the main metabolte i lasma. The major metabales
ofesomeprazoleavenoffeton gstricacid secreton.

The area under the plasma esomeprazol concentreion-ime curve ncreases with repeated
administation of naproven and esomeprazole magnesium delyed-relase tablts. This
inrease s dose-dependent and resu inanon-near dose- AUC relatonship after epeated

administation. An increased absorption of esomeprazol vith repeated administation of
neproxen andesomeprazole magnesium delayed-elease ables protblylso contrbutes o
{hetime-and dose-dependency.

Ercrfion

Naproren

Following administation of naproxen and esomeprazole magnesium delayed-Teleass tablets
e daly,the mean elminaion hlf-s fornaproen is aporodimatey 19 hours ollowing
{he evening dose,vithnochange with repeatd dosing.

The clearance o eprokenis 0.13 mLminfkg Approximetely 95% of thenaproven flom ny
ose i excreted i he urin,primarly s naproven (<1%),6-0-desmethyl naproven (<1%) ¢
O thelrconjugees (6610 92%) SmaHamouns 3% orless of the adminisered dose, are
excreted n the feces, n pafients with renal faiure, metabolites may accumulae [see
Warnings and Precautions (5.

Esomeprazol

Fllowing adminstration o naprosen and esomeprazole magnesium delayed-releasstblets

e daly, the mean eiminaton hal- i of esomeprazole s approsimatel 1 hour ollowing

oththe mor mng aﬂd evening dose on day 1, vith a Slighty longer eimination ha1f at
steadystate (1 2-1. hours).

Amost 80% of an ma\ dose of esomeprazol is excreted e metaboles in the urig, the
remainderinthefeces.Less than 1% o the paentdrugisfoundintheurne.

Soeciic Populatons
GeraticPatents

Thereisnospeciic ataonthe phamacokinetics of aprosen and esomeprazols magnesium
dleyec-relase abets npatents over age65.

Studies indicate that athough fota plasma concentraton of naproken is unchanged,
unbound plasma fracton of naproken s ncreased i the elderl, ahough the un 0und
fracton is 1% of the tofal naprowen concentraion. Unbound trough naproxen
concentretions in eldery ubjectshave been eportedfo anget om0.12%t00.19% o total
naproxen concentration, compared with 0.05% o 0.073% inyounger subjects. The clinical
signiicance of hisfinding s unclar, aithoughitis possilethatthe increasenreenaproen
concentreion cout be assocated vih an ncrease nth rate of adverse evens per a given
(osage nsome eldrly atiens See Aderst Reacfons (§)and Use n Spcifc Popultions
651

TheAUGand C, valus of esomeprazolewere sighty higher (25%and 18%, respecivelyin
ihe elderly as compared o younger subjects at steady stete. Dosage adjustment or the
esomepraznlecomponembasedunageisnotnecessary‘

e and Female Patents

The AU and C,,velues ofesomeprezolevere ity hher 13%) i femles thann males
atsteady state. Dosage adjustment for the esomeprazol component based on gender i not
CESSAY.

Racilor Eftni Groups
Pharmacokinefcdiferances dustoracehave not begn studied fornapronen.

Aproximtely 3% ofCaucasians and 51020% of Asans fackafunctional CYP2G 9 enzyme
andare caHed noor metabolizrs. Inthese ndividuals the metabalism of esomeprezol is
probably mainy catalyzed by CYP3AA. Afer epeated once-daily adminitration of 40 mg
esomeprez0le e mean aea underte plasmaconcentrafion-fime curve s approkimately
100% higher inpoor metabofzers than i subjets having  functional CYP2CH9 engyme

(entansvemetabolzers.

Patents ith Renal Impaiment
The pharmacokineticsof naproxen and esomeprazole magnesium delayed-elease tabets or
naproxen have notbegn determined nsubjects wih renel impaiment.

(iven hat naproven, s metaboltes and conjugees are primarl excreted by the idney the
ot exists fornaproven metabolte o accumulete i thepresence of renl impairment.
Elimination of naprosen is decreased n patents with svere renal mpairment. Naproyen-
contening products, including naproxen and esomeprezole magnesium delayed-rlease
{ables, are ot recommended for e n patients with moderee o evere and severe renal
mpairment (creatinng clearance <30 mlmm) see Dosage and Administation (2),
Warnings and Precaution (5.5}, Usein Specfc Populations (8.7

No studes have been performed with esomeprazole in patiens vith decreased renal
function. Sinc heidney is respansileforhe excreion o the etaholts o esomeprazoe
Bt notfor the efimination ofthe parent compound, the metabalim of esomeprazole s not
expected o b changed inpeients withimpiredrenal function,

Pafents with Hepatic Impairment
The phamacokinetcs of naproven and esomeprezole magnesium deleyec-release ablets or
naproven ave not egn determinedinsubjects vith hepatc mpaiment,

In-patients with Severs hepatc impaimment, neproxen and esomeprazole magnesium
(leyed-relase tablts should be avaided due to increase of risk of NSAID associted
bleedingandior renalfaureassocitedwithnaproen.

Ghronicacofolic vr isease and probably alo other forms ofcirhasis reduce the totel
plasma conceniraton of naproxen, bu b ine plasma concentration of unbound naproxen is
increased. The implicaion o tis findng for the naproxen component of naproken and
esomeprezole magnesium elayec-release tabets dosing i unknown buttis prudento use
{helowesteffectve dose.

The AUGS of esomeprazole n patient ith severe hepaic impairment (Child Pugh less )
fave e shown t be 2- imes higher than n patients with norml vr unction. For this
reasan, s been recommended that esomeprazole doses ot exceed 20 mg dally in
etits wihsevere hepatic impairment. However, tere s no dose adjusiment necessaryfor
natients with Chld Pugh Clas A and B or the esomeprazole component of neproxen and
esomeprezole magnesium delayed-eleas tales. There s no naproxen and esomeprazoe
magnesium delayec-1elase abletdosage form the containslss than 20 mg esomeprazole
fortwicealy dosing 3ee Dosageand Adminsraion 2) Wamings and Precautions (5.3,

Drug nterecion Stues

Efectof Naproxenon ther Drugs

Aspir When NSAIDS were administered with aspi,the proteinbinding of NSAIDS were
reduced, afthough the clarance of free NSAID was not afered. The clmmal signifcance of
this inerectonis ot known, See Table 3 for clicallysigifcant drugntractions of NSAIDs
Vithaspi Seg Drug Interactions 7]

FftetofEsomeprazoleon Other rugs

Oytochrome P450 Intractons

Esomeprazoleis extensively metabolzed nhe verby CYP2C19:nd CYP3 A4 nviroandm
Vi tudies have shownthet esomeprazol s not ikl to nibitCYPs A2, 246, 209, 206,
2E1 and 34, No clinically relevant interacions with drugs membohzed hy these (P
enzymes would be expected. Drug interacion studies have shon that esomeprazale does
ot have. any clically swgnmcam inerectons with phenytoin, wartarn, quiniding,
dlerthromycinoramoxiiln.

Clopifogret: Results from a crossover study i healty subjects have shown
phamacakingfc interacion befween clopdogrel (300 g\oa ng dose/75 mq daly
melnienance dose) and esomeprazol (40 mg .0, once i) when co-adminit ewd ford0

days.Exposuretotheactivemetabulitemc\o oge\was eiced by 35% to 40% overtis
fime peiod. Pharmacodynamic parameters viere lso mesured and demonsirate ha he
change in iniiton o platleaggregaton ws related 1o the change in he expasure fo
clopidogrlacivemetabole [sce Wamings and Precautons (5.21),Drug Interactons 7]

Wycaphenolate Mofet: Admiistation of omeprazole 20 mg ice daily for 4 days and a
single 1000 mg dose of MAMF approximately one hourafter the st dose of omeprazoleto 12
healthy subjects in & cross-over study resuted n a 52% reducton n the G,,,and 23%
reduetonnthe AUCof MPA sz Drug Iteractions 7).

Clostazol:Omeprazoleacts as aninfibtor of CYP2C 19, Omeprazal, ivenindoses of 40mg
dally for one week to 20 heathy subjects i cross-over study,increased C,,,and AUC of
clostezol by 18% and 26% respectively. G, and AUC of on of s actve metaboh 5,34
dinydrocilostaze, which hes 4 imes the actity of lstazol, wergincreased by 29% and
689 respectively 3ee Drug Inferactons 7]

Neffavi:Following mutipl doses of nefinair (1250 mg, v dal) and omeprazole (40
mg onceaday), AUG was decreased by 3% and 92%, . by 7% and 8% and G, by 3%%
and 75% respectivly for nelfinair and main oxidaive metabolit, hycrory-Houtylamice
(V) s Drug Itractons 7).

Afazanavi Following multpledoses o atazanair (400 mg, once ady) and omeprezoe (40
mg,oncea day, 2 hrbefre atazanair), AUC was emease by 4%, C,,by 9%, and G by
95% [see Drug Interactions 7).

SaquinevrEvated serumvels have b reportedvith anncrease n AUC by 82% n G,
by 75% andin . by 106% ollowing matipe dosing o saquinavirftonair (1000100 mg)
e adayfor 13 days vith omeprazole 40 mg once day co-adminitered ondays 1110 18
[3ee Drug Iteractions 7]

Diazgpam: Co-adminitation ofesomeprazole 30 mg and ciezepam, a CYP2G19 substat,
resuledinad5%decreaseinclearence ofiazepam Seg Drug Interactions 7]

Digoxin Goncomiant adminstraton of omeprazole 20 mg once dailyand digoxinn heathy
Subjets ncreased the bicavalabilty of igoidn by 10% (30% in two subjects) [se2 Drug
Inferations 7).

Fftectof Other Drugs on Esomprazole
Because esomeprezole i mefatolized by CYP2CT9 and CYP3A4, nducers and nhibitors of

these enzymes may potentially aerexposure o esomeprazol.

St.Joh's Wort Ina cross-over study n 12 eathy male subjcts, . John's Wort (300 mg
{ree s dalyfor 4 ays) significantly decreased hesystemicexposure of omeprezolen
GYP2G19 oor metabolzers (G, and AUG deeased by 37 Soand 37.9%, repectiely and

extensive metabolizers (C,,.and AUC decreased by 49.6% and 43 3%, respectivey) [see
Warningsand Pecautions 3,24, Drug terections (7

Vanconazae Goncomitant admiistraion of omeprazole and voriconazale (2 combined
iniotr of CYP2G19 and CYP3A) resute n more than doubling of the omeprezoe
xposure. When voriconazole [400m every 12 hours for oneday, ollwed by 200 mgonce
(ally or G days) was given with omeprazole (40 mg oncedaly for 7 days) o helthy Subjects,
heseadys 16, and AUC,,.0f omeprazol i nmcam\ymc Teased: an average of 2 tmes
(907 CI 1.6, 26 and 4 imes (30% CL: 3.3, 44), respectivel, as compared to when
omeprazo\ewasgwen ithoutvori \conazo\e[seeﬂruglmerac ons 7).

13 NONCLINICALTOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, and Impairment o Fertily

(arcinogenesis

laproxen

A2-year stucy was performed n et oevluatehe carcinogeni poentie of naprovenat et
doses o 8, 16, and 24 mgPkday (006, 0.1, and 0.16 imes the maimum recommended
fuman daly doseof 1300 meydey based on abody surace:rea comprison). The maximum
dose used wes 0.28 times the fighest recommended human dose. No evidence of
fumorigenictywas found.

Esomeprazole
The carcinogenic potental of esomeprazole was assessed using ameprazole fudes, of
Which esomeprazole s an enantomer. Into 24-manth oralcarcnogenicty su iesm fis,

omeprazoleatdalydoses of 1.7, 3.4, 138, 44and 140.8mghgday about 0 410 34.2imes
{he human dose of 40 m/day expressed onabody surtacea ea 1eahess) produced gestri L
Gellcarcinods n  dose-relaed manne in both mal and femal rat th incidence f this
effect was mrkedly higher in femele ats, which had higher bload leves of omeprazole.
Gestrc carcnoi sedom occur nthe unieate rat. Inaddion, ECL cell byprplaiaves
pesertnallte aledgoups 0fothsexes. I one of hese studie, emale rats wereteated
Yith 138 mg omeprazolehgd 1about336 imes the umandoseoMDmg/d onabody
suriace rea basis) meea fen folowed for an addtonal year without the drug. No
carcinids were séen in these rats. An inreased inidence of treaiment-elted ECL cell
Ayperplasi was obsenvedat heend of 1 year (%o teatedvs Ouconmls)‘Bythesecon
e thedifrence betwen reated and control ats was much smallr (46% vs 26°%) uttil
shoved more hyperlesain th reated group. Gastrc adenocarcinoma wes seen n ane
(2. No i tumor was ségnin male ortema\e rasete for 2 ears. Fortis sra of
rat o simiar tumor s begn noted historicall, but a mdmgmvo\vmgonl ang umor is
difieut o iterpret. A 78-week mouse carcinogenicty study of omeprazole did not show
increasedtumoroccurrence, butthe sudywasnotconclusve,

Mutagenesis

Esomeprazole was negative n he Ames mutaton test, inthe in vivo ra bone marrow el
chromosome aeraton test, and the in vivo mouse micronucleus test Esomeprazal,
Rowever, s posiive n the in vtro human ymphocyte chromosome aberraion tst
Omeprazole s positiv nthe i virohuman lympl ocytec fomosome aberraiontest e
in vivo mouse bong marrow cell chromosome aberraion tst, and the in viro mouse
micronuclus test

ImpairmentofFertiy

The potental effcts of EAUTED rezole on fertity and reproductve performance were

assessed using omeprazol studies. Omep azoleatoa\dosesu 10138 mg/day in rats
(ebout 336 times the human dose UMUm 1y ona ody surface ara bsis) was found o
avenoeffectonreproductive performance of parental animas.

Studies to evaluate the impact of naproen on mal or female ety have not been
complete.

13.2 Animal Toxcology and/or Pharmacalogy

Naproen

Reproducion suces ave been performed n s & 20 mylkoay (125 mgimday, 023
tmesthemammumrecommendedhumandose) rabhits at 20 mylk g/day{??ﬂmg/ ey,
027 times the maximum recommended human ose] and mice at 170 mg/day (510
oy, 0.8 tigs the masimum recommended human dos) wih no vidnce of
impaie temhtyu totheefus dueto the drug, However, animal reproduction studies
arenatalvays predmweofhumamesponse,

Esomeprazole-Reproducton Sudes

Reproduction studies have g performed nratsat oaldoses up o 280 mgPkg/Gay (about
8 fimes an oral human dose of 40 mg on a body surfac areabasis) and m labmtsa ol
dosgs up o 8 mokg/day (about 42 tmes an oral human dose of 40 m gonah 1y surface
Area bass) and have revealed no eidence of implred fertly o harm to the feus due to
someprazale e UseinSpecfc Populations (.11

Enmmazo\emw

A 28-day toicty study with a 14-cay recovery phase was conducted in juvene rats ith
£S0mepr azo\emagneswuma fdoses of 70t 280 mg kgay about 1710 68 imes adaiy oral
Auman dose of 40 m on abody Surface areabasis). An increase inthe number ofdeahs a
fhe high dose of 280 mg /kg/day was observed when juvenie ras were administered
someprazole magnesiumfrom postnetl day?l fough postnatalday 3. In addton, doses
qualtoorgreatrthan 140 mkg/day (about 34 imesadaily oral umn doseof 40mgona
body surface area basws} poduced {reament-elated decreases in body velght
(epproimaely14%)and body weightgain, decreases infemur weight and femurlength,and
affeced overall growh,

omparabe fincings destrbed above hav also been observed intis study ith anofher
esomeprazolealt, someprazoletronfium, 2t equimolar doses ofesomeprazole.

14 CLINIGAL STUDIES

Two randomized, muti-cener, doubl-bin trials (Sudy 1 and Study 2) compared the
incdence of gastric lcer formation in 428 patients taking naproken and esomeprazole
magnesium delayedeleass tablts and 426 patients taking enteric-coated naproven.
Subjects were a east 18 years of age with a medical condton expected o require lly
NSAID therapyfortleast 6 marths,and, essthan 50 years o, with adocumented istory
0f gastric or duodenal ulcer within the past 3 years. The majory of patnts were female
(67} whte (86%). The majoityofpaients were 50-69 years of age (63%). Approrimatly
One.quarterveren ow-Goseaapirn.

Studie 1 and 2 showed that naproken and esomeprazole magnesium delayed-rlease falet
qiven s 500 mg20 mg e dallystasticallysignifcanly reduced the 6-month cumuleive
incidence of gasti lcers compare o enteric- coated naproven 500 ma twice cally (see
Tabke).

Aoproximetely  quater ofthe paents n Sudes 1 and 2were faing concurentow-dose
aspirn (<325 my dai). The resuts for tis subgroup analysis inpaents who used aspirn
wergconsstentuith heoveral findingsofthe sucy,

Theresultsatongmonth, g eemomhs‘andsmmon fisar presented n Table.

Table - Cumlafive Observed ncidence ofGastric Ueersat1, and 6 Months
Sty 1 Shudy2

Naproxenand | EG- | Nepovenand | EC-

Esomeprade | neproten | Esomepranole | nepoen
Magtesim |~ V216 | planesiom | N:210

DR Tablels | number (%) DR Tatlels | rumber (%)

<218

number () Wi

! mumber (%)

01 Morth 34| B0 | 41y | 200
-3 Month B8 | 2094 | 0@y | e
06 Honths QD) | R@) | B | St
Forth S, < 0001 for tegtment comparisonsof cumuleie 6 ncitnce t sk
monfs.

Inthes i, patents receiving naproven and esomeprazol magnesim eleyed-release
{alets had & mean duration of therapy of 152 days compered to 124 days in patens
feceiving enteic-coated naprosgn lone, A igher proportion f paten stakmg EC-naprosen
(12%)discontinued the study due o upper G adverse even's (including duodenal ler s)
compared o naproken and esomep azole magnesium delayedeleas fblts (4%) n ol

il see Adverse Reactions 6.

The effcacy of naproxen and esomeprazole magnesium delayed-rlease eblts i teating
{he signs and symptoms of osteaarhis ws estalished in two 12-wegk randomizg,
ouble-ind, lacebo-controletiels in paints with osteoarthrs (OR) ofthe kneg. In
Hhese two il paients were llowed o remain on lou-dose asprn forcardioprophylas.
Naproxen and esomeprazol magnesium delayed-elease tablets were given a5 500 mg/20
my tuice dally. In each trial patients receving naproxen and esomeprazole magnesium
Oelayed-rlease tablets had signifcantly better restlts compared to patients receiving
0laceho as measured by change from baseline o the WOMAC pai subscaleand the WOMAC
ohysiclfunctionsubscaleanda Paient Globel Assessment Score.

Based on tudies with enteric-coated naprowen, mprovement in patients treated for
mheumatoid arhiis was demonstrated by a reducton in join swellng, & reduction in
duration of moming stifess, a reduction in disease activy as assessed by both the
investigato and paten,and by ncreased mobly as cemonstrated byareduction mwelking

fime. Inpaiens with osteaathrf,the herapeutic actin of naprowen has been Shown by a
reductionin int pin or tendermess, an ncreasen range of mofion nkneg ont, increased
mobity as demonstrated by a reduction n walking fime, and improvement n capacity to
nerfomm acivies of dally living impaired by the disease. In patens vith ankylosing
spondylts, naproven has been shown to decrease ight pain, morming stifness and painat
et

16 HOWSUPPLIED/STORAGEAND HANDLING
Naproten and esomeprazale magnesium delayed-eleass tabets, 375 mg/20 my are oval
Yellow fim-coated talets printed with 375/20 n black ink, Suppliedas:

NDCTOT48-25:07  Botllesof0tablts

Naproten and esomeprazole magnesium deleyed-rlease ablts, 500 mg/ 20 mg ae ovel,
yellowfim-coated tablets pined with 300/20in lackink Supplieds:

NDCTO748-216-07  Botllesof0tablts

Storage: Sore at 25°C (77°F); excursions pemited fo 18-30°C (69-66°F) [see USP
Gontrlled Room Temperature]. Store inthe orginalcontene and keep the ot tightly
tlosed toprotectfom maisture, Dispense natightcontanerif pckage s subdivided.

17 PATIENT COUNSELING INFORMATION
Adviethe patienttoread e FOA-approved patientlabeling (Mecication Guide).

Inform patents, famie, or caregivers of the following before iniiating therapy with
Naproxen and esomeprazole magnesium delayerelease talets and periodically during the
courseofongoingherapy.

Cadiovascu\mw

Adise afientsto be alert forthe symptoms ofcariovasCular thrombotic events, nlucing
hest pain, shortngss ofbreah, weakness, o sluring of speech, and o repartany of these
ymptomsmmeirhea\thcarepmvidenmmediately[seeWarm’ngsandPrecauﬂons{&I)],

Adwsep \en foreportsym ptoms 0 et mns and Hleeding,inluding epgastric pain,
Oyspepsia, melena, and hematemesis to their heath care provider. In the setting of
concomiant use of ow-dose aspirin forcarciec prophylas, inform patents ofthe ncreased
riskforand e signsand symptoms o Gl bleeding [see Warmingsand Precautons 5.).

Hepatotoxiiy

Inform et of e varing sgns and symptomsof ety (.0, rase, e,
Ithargy, prurits, aundice, ight upper quectanttendemess, and “flu-ike” symptoms. If
{hese oceur, instruct paints to Stop naproxen and esomeprazole magnesium delyed-
release ablts and segk immediate medical therapy [see Wamings and Precautions (3.9

HearFalreand Edema

Advis ptientsto bealertforthe symptoms of congestive eartfaure including shortess o
breath, unexplained eight ain, o edema and o contac ther health car providr if such
symptomsoccur [see Warmingsand Precautions (5.3

Anaphyactic Reactions

Inform pafients ofthesignsof an anaphylactic eacton (e, ificulty breathing Swellng o
{hefacg orhroa).fhese occr, patents Should benstructed o eekimmediat emergency
help sz Contraincications (4), Warningsana Precautons 5.7)]

Serous Sin Reactions

Advise patient to stop naproven and esomeprazole magnesium delayed-release talets
immediately i hey evelop any ypeof ash and contec thelr health careprovideras soonas
possil see Wamings and Precautons 3.9

Fetal Tonicty

Inform pregrnt women o avoid se of naproven and esomeprazale magnesium deeyed-
releas falts and ofher NSAIDS stating at 30 weeks gstation ecause of the ik of the
ovematurs closur o th fetalductus arteiosus e Wamings and Precautions (5.10), Use
InSpecic Populeins 3.1

Inferiiy

Aduisefemeles of reproductiv potential that NSAIDs, ncluing naproven and esomeprazole
magnesim delayec-1elease ablets, mey be associaed vith reversileinfertity [se¢ Usg in
Specic Populeins 8.3

(astricMalignancy

Toretur o thei eathcare roviderifthey have  astic symptoms whil eking aproren
and esomeprazale magnesium delayed-rlease tablts or after completing reatment [see
Warningsand Pecautions 3.7)]

Aoutentersia Nephrit
Aduise patiets o repor o teir heath care provider f thy experence a decrease in the

amount they urinat orhave loodn their ring See Warnngs and recautons 3.17)

Chstridumtfole-AssocetedDarrea

duise patients to immediately eport and seek carefor iarhea hat dogs notimprove, This
may be & sign of Clostridum dlfice associated darrhea e Wamings and Preautons
(318).

Bone Frecture
Adise patints o report any sign orsymptom of osteaporosis (2., recent bong fracture,
low bone denity) o their eathcar roviderSeg Warnings and Precautions (3,191

utaneausand Systamic Lupus Endhematosts
Advise patents to immediately cal their healtheae rovider any new or worsening of

ymptoms associated with cutaneous or systemiclupus erythematosus see Wemings and
Precautons (5.0)).

anocobalamin Vitamin B-12) Defcenc
Advise patints taking naproxen and esomeprazoe magnesium (leyec-relase tables or
long perids of time, o report o their heathcare provider i they experence weakness,
frenss, o light-headedness or repid heatheatand breathing or paleskin [seg Warnings
andPrecautions (522)]

Hypomagnesemia

Advise atients o immedTately reportand seek care for any cadiovascular or neurologica
ymptoms including plpiaions, dzness, Sezures, an teany as tese mey be signs of
ypomagnesemia s Warnings and Precautions (5.23).

Drug neractons

o Inform patens tat heconcommmuseofnapoxenandesomepazolemagnesium
(elyeleasetatlts with fher NSAIDS orselcyetes (2., flnial,salsalte) tis
not ecommended due o the increasedriskofgastontet mal {oxity, and it orno
increaseinefficacy seeWamingsand
Precautons (5.13) Drug Iferactions (7)) Al pafens that NSA\Dsmaybepesem
intheover thecounter” medicafions for eatmentof colds, ever rinsomnia.

o Advisg patients to report o their healthcare provider i they start teatment with
clopdogrel, t. John's Wortorrfampin; r i thy take igh-cose methalrete see
Warnings and Precautons 3.21,5.24,3.26).

* Inform-pafients not to use low-dose asprin concomitanly vith naproxen and
esomeprezole magnesium dlayec-1elease talets untl they talk to ther health care
ovovder see Drug teractons (7]

Adminstaton

+Inform patens that naproven and esomeprazole magnesium delyed-1elease talets
sfouldbeialowed wholewih i Tablets should not espit,chewed, crushed or
dissolved. Naproen and esomeprezole magnesium deleyec-felease abets shauld be
{ekenatlast 0minutes before meal Seg Dosage and Adminsraion (2]

+ Paients Should b instucted ha ifadose s missed, it should be tken as Soon as
ossile. However, i the next scheduled dose is dus, he paient should nottake the
missed dose, and siould benstructed o take the e dose ontme. Patents should be
instructednotfotake2doses a one time o make upforamissed doe.

+Inform patient thatantaids may be used il taking naproven and esomeprazole
magnesium delayed-release tales.

Manufacturedfor
LupinPharmaceutical, Inc.
Baltmore, Marylnd 21202
Unted Stats.

Revisd : 0212020

Medication Guide

Naproxen and Esomeprazole Magnesium Delayed-
Release Tablets:

(na PROX en and ES-oh-MEP-ra-zole mag:NEE-
18¢-Um delayed-release tablets)

What is the most important information | Should
know about naproxen and esomeprazole
magnesium delayed-relgae tablets?

You should take naproren and esomeprazole

magnesium delayed-release tablets exactly as

prescribed, at the lowest dose possible and for the
shortest fime negded. Naproxen and esomeprazole
magnesium delayed-release tablets may help your
acid-related symptoms, but you could still have
serious stomach problems. Talk with your healthcare

Drovider.

Naproxen and esomeprazole magnesium delayed-

telease tablets containg naproxen, a nonsteroidal

anti-inflammatory drug (NSAID) and esomeprazole
magnesium, a proton pump inhibitor (PPI)
medicing.

Naproxen and esomeprazole magnesium delayed-

telease ablets can cause serious side effects

including;

v Incrgased risk of  heart atack or stroke that can
lead to death. This risk may happen early i
treatmentand may increase;

o yithincreasingdoses of NSAIDs
o+ yithlonger use ot NSAIDS

Donottake naproxen and esomeprazole magnesium
delaye-release tablets right hefore or after a heart
surgery called a “coronary artery bypass graf
(CABG)."
Avoid faking naproxen and esomeprazole
magnesium delayed-release tablets afer a recent
hiart attack, unless your healthcare provider tels
you to. You may have an incrgased risk of another
heartaftack ifyou take NSAIDS after a recent hear
attack.

v Increased risk of blegding, ulcers, and tears
(perforation) of the esophagus (tube Ieading
from the mouth to the stomach), stomach and
intestines:

* qnytmeduringuse

* Withoutwarming symptoms

that may cause death

The risk o geting an ulceror blegding incrgases
with:

» past history of stomach ulcers, or stomach or
Intestinal leecing with use ofNSAIDS

o faking medicines calld “cortcosteroids”,
“anticoagulants”,“SSRIS", or“SNRS"

v ncreasingdosesof - older age
NSAIDS * Doorheglth

v longer use of e advanced liver
NSAIDS (isease

v Smoking * Dlegding problems

v (rinkingalcohol
Talk to your healthcare provider or pharmacist

before using other medicines that contain NSAIDS,

including low-dose aspirin, during treatment with

naproxen and esomeprazole magnesium delayed-
telgase tablets. Some NSAIDs are oldin ower doses

Withoutaprestripton (over-he-counter),

v A type of kidney problem (acute intersita
nephrits). Some peaple who take proton pump
Inibitor (PP1) medings, including naproxen and
esomeprazole magnesium - delayed-release
tablets, may develop akidney problem called acute
Inersttal nephits that can happen at any time
(uring treatment with naproen and esomeprazole
magnesium  delayed-release tablets. Call your
heaticare provider right away i you have
(ecrease in the amount that you urinate or if you
have blood inyour uring.

v Diarthea caused by an infeeion (Clostidiom
diffile)in your inestings. Call your healthcare
Drovider right away if you have watery stoals or
stomach pain that does not go away. You may or
may nothaveafever.

v Bone fractures (hip, wrist, or pine). Bone
fractures nthe hip, wrist, or Spine may happen n

people who take muliple dally doses of PP
medicines and for a long period of ime (2 year or
longer). Tellyour heattncare providerfyou have &
bong fracture, especiallyinthe hip, wrist or sping.
v Certain types of hupus erythematosus. Lupus
erythematosts is an autoimmune disorder (the
bW%MmmeWBM%khmwkmmwmm
the body). Some people who take PP medicings,
Including naproxenand esomeprazole magnesium
(elayed-release tablets, may develop certain ypes
0f upus erythematosus or have worsening of the
lupus: they already have. Call your healthcare
Drovider right away if you have new or worsening
Joint pain o & rash on your chegks or arms that
getsworsginthesun,
Talk to your heatihcare provider about your rsk of
these serious sde ffects.
Naproxen and esomeprazole. magnesium delayed-
release ablets can have ofher srious ide effcts, See
“What are the possible side effects of naproxen and
esomeprazole magnesium delayed-relgase
tablets?”

WWhat is naproxen and esomeprazole magnesium
telayed-release tablet?

Naproxen and esomeprazole. magnesium delayed-
release abletis a prescription medicing e n adults
and adolescents, 12 years of age and older who weigh
ateast 84 pounds (38 kg, who need t take neproen
forreliefof symptoms ofarthriis and who also negd
(ecreasethe ik of developing stomach lcers caused
by naproken.

The naproxen in naproxen and esomeprazol
magnesium delayed-release tablets 1s used for the
relifofsigns and symptoms of
v osteoarthritis, reumatoid
ankylosing spondylis naduts
v Juvenileidiopathicarthiits (JIA) madolescents
The esomeprazole. magnesium in- naproken and
esomeprazol magnesium delayed-release tablts is
st

v Gecrease the rsk of developing Stomach ulcers in
peoplewhoare aking naproxen

It is ot known if naproxen and esomeprazol
magnesium- delayed-release tablets are safe and
eftectve n chidren [ess than 12 years of age or who
Weigh less than 84 pounds (38 kg). You should not
take a naproxen fablet and an esomeprazole
magnesium tablet together instead oftaking naproxen
and esomeprazole magnesium- delayed-release
tablets, because they willnotwork he same way.

Studies in people who take naproxen and
esomeprazole. magnesium delayed-felease tablets
have notextended past6 months,

rthritis, and

= =3

your healthcare provider if you are considering
taking naproken and esomeprazole magnesium
(elayed-release tablets during pregnancy. You
should not take naproxen and esomeprazol
magnesium delayed-release tablets after 29
Wegks o pregnancy.

v 46 breastieeding or plan o breastieed. The
naproxen in naproxen and esomeprazole
magnesium defayed-elease tablts can pass nto
your breast mik. 1t 15 not known i naproxen and
gsomeprazole magnesium delayed-Telease tablts
Wil harm your baby. Talk to your heaticare
provider about the best way to feed your baby i
you take naproken and esomeprazole magnesium
(elayed-Telease fablets

+ areafemale who can become pregnant, Naproxen
and esomeprazole magnesium delayed-release
tablets may be reated to nfertity n some women
that 15 reversible when treatment with naproxen
and esomeprazole magnesium delayed-felease
tabletsisstopped.

Tell your healthcare provider about all of the
medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal

supplements. Naproxen and esomeprazole
magnesium delayed-release tablet and some ofher
medicines can interact with each other and cause
serious side effects. Do not start taking any ngw
medicine withoutalking toyour healtheare provider

first

Especiallytell your healthcare providerifyou take;

v steroid homongs + antidepressant

(corcosteroids) ~ medlcing
v Stdom'sWort o medicing used to
o rifampin (Rifater, — reduce the risk o
Rifamate, Dlood clots, such
Rimactane, 2 Wartarin
Rifadi) (Coumadin,
v medicine for high  Jantoven)

blood pressre o+ methotrexate

neart problems (Otrexup, Rasuvo,
v awaterpil Trexall Xatmep)
(durefc) * qigoxin (Lanoxin)
v 8pin o ClopidogrelPlavi)

o [verproblems, including vr aiure,

* RWOrworsening hgh blood pressire,

v eartfaiure,

v Kidney problems, including kidngy aiure

v [fe-threatening alergic reactions.

v+ gsthmaattacksin peoplewho have asthma

v [fe-threatening skinreactions,

v lowred blood ells anema),

* fiing {masking) symptoms of an nfection, such
asstielingand fever,

L owvitamin B-12 levels in your body can hiappen
In people who have taken naproxen and
esomeprazol magnesium delayed-Teleast tablts
for a long time {more than 3 years). Tell your
healthcare provider ifyou iave symptoms of low
vitamin B-12 evels, including shortness of reath,
ightheadedness, irreqular hearogat, muscle
Weakness, pal skin, feling fired, mood changes,
andtingling or numiness inthearms orlegs.

Low magnesium levels in your body can happen
in people who have taken naproxen and
esomeprazole magnesium delayed-Teleast tablts
forat east 3 months. Tellyour healthcare provider
ifyou have symptoms of low magnesium evels
Including Seizures, dizziness, rregular heartogat,
Jiteriness, muscle aches or weakness, and
spasms ofhands, eetorvoice,

v Stomach growths (fundic gland polyps) People
Who take PPI medicines for a long tme have an
Increased risk of developing a certaim type of
stomach growths caled fundic gland polyps,
especiallyafter taking PPl medicings for more than
fyear,

Keep naproxen and esomeprazole magnesium
delayed-release tablets and all medicings outofthe
teach ofchildren,

What are the ingredients in naproxen and
esomeprazole magnesium delayed-release
tablets?

Active ingredients. naproxen and esomeprazole
magnesium

Inactive ingredients: camauta wax, colloidal siicon
tioxide, croscarmellose Sodum, iron oxide yellow,
(lyceryl- monostearate, hypromellosg, ron oxide
black, magnesium stearate, methacrylic acid
copolymer dispersion, methylnaraben, polysorbate
80, polydextrose, polyethylene giycol, povidong
propylens glycol, propylparaben, ttanium dioride
and iyl citrate

Donottake naproxen and esomeprazolg magnesium

delayed-release tablet:

v it you are allergic o naproxen, esomeprazole
magnesium, omeprazole, any other PP medicing,
or any of the ingredients in- naproxen and
esomeprazole magnesium - delayed-release
tablts. See the end of this Medicaton Guide for
complete fst of ingredients in naproxen and
esomeprazole magnesium delayed-release
tablts.

v You have had an asthma attack, hives, or other
allergic reacton after taking aspirin or any other
NSAIDS,
rght before or afte heartbypass surgeny.

v ityouaretaking amedicing that containg rilpvirne
(Edurant, Gomplera, Odefsey) used t treat HI-
(Human Immunodeficiency Virus)

Before taking naproxen and esomeprazolg
magnesium - delayed-release tablets, tell your
heathcare provider about all of your medical
mmmmmmm

have ver idney,orheart problems,

ale high blood pressure.

aleasthma

ae owmagnesium levels myour blood.

aue ucerative coltis or Crohn's  disease
(inflammatory boweldisgase or BD).

* 41t pregnant or plan to become pregnant. Takk o

[}
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h
h
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How should | take naproxen and esomeprazole

magnesium delayed-relgae tablets?

o Take naproxen and esomeprazole. magnesium
(elayed-release tablts exacty as prescribed by
your heathcare provider

» Take 1 naproxen and esomeprazole magnesium
(elaye-Telease ablet2times each day.

o Take naproxen and esomeprazole. magnesium
(elaye-releast tablets atleast 30 minutes before
amedl

+ Swallow naproren and esomeprazole magnesium
(elaye-release tablets whole with liuid. Do not
I, chew, crush or dissolve naproxen and
esomeprazole magnesium - delayed-release
fables.

- You may use antacids whil taking naproxen and
esomeprazole magnesium - delayed-release
tables.

» [fyou forget to take your dose of naproxen and
esomeprazole magnesium delayed-release tablets
fake tas soon s you remember. f s amosttime
for your next dose, do not take the missed dose,
Take the next dose on time, Do not ake 2 doses at
ongtimeto make up for amissed dose.

 [fyoutake too much naproxen and esomeprazole
magnesium delayed-release tablets, call your
healthcare provider or your poison control center
at 1-800-222-1222 rght away or go tothe nearest
BMergencyroom.

The most common side effects of naproxen and

esomeprazole magnesium delayed-release tablets

include; inflammation ofthe ning of the stomach and

(iarthea

(et emergency help right away i you get any ofthe

following symptoms:
+ Shortngss of
breath or trouble
breathing

+ Chestpain

* iakness i one
partor ide of your
boy

Stop taking naproxen and esomeprazole

magnesium delayed-release tablets and call your

hiealthcare provider right away if you get any of the

v Slurred speech
 iefing of the face
orthroat

following symptoms:

S * yomitblood

o moefiedor o thereis blood in
Weaker thanusual - your bowe

* (iarhea movement or tis
* fiefing black and sticky

o your skin or eyes  letar
lookyellow v unusual weight
o indigestion or gan
somachpan —+ skinrashorbiiters
o fli-ikesymptoms — with fever
v swelling of the
ams, legs, hands,
andfeet

If you take too much naproxen and esomeprazole
magnesium delayed-release tablets, call your
hialthcare provider or get medical helpright away.
These are notall the possible side effets of naproxen
and esomeprazole magnesium- delayed-release
tablts. allyour doctor for meicaladvice about sc
effects. You may report side efects to FDA at 1-800-
FDA-1086.

General information aboutthe safe and efective use
of naproxen and esomeprazole magnesium
elayed-release tablets.

Medicines are sometimes:prescribed for purposes
ofher than those fsted in a Medicaton Guide. Do not
USe naproxen and esomeprazole magnesium delayed-
relase tablets for a condition for which 1t was not
prescribed. Do not give naproxen and esomeprazole
magnesium delaye-release tablts to other people
evenifthey have the same symptoms thatyou have, 1
may iarm them. You ¢an ask your healthcare provider
Or pharmacist for information about naproxen and
esomeprazole. magnesium delayed-release tablets
thatiswriten forhealth professiondls.

Manufactured for
Lupin Pharmaceuticals, .,
Battimore, Maryland 21202

For more information, go to
Yoo Jupinpharmaceuticals.com or cal
1-800-399-2361.

Ihat are the possible side effects of naproxen and
esomeprazole magnesium delayed-release
tablets?

Naproxen and esomeprazole magnesium delayed-
telease tablets can cause serious side effects,
including;

See “What s the most important information |
should know about naproxen and esomeprazole
magnesium delayed-release tablets?”

How should | store naproxen and esomeprazole

magnesium delayed-relgase tablets?

v Store niaproxen and esomeprazole. magnesium
(clayed-release tablets at room- temperature
Defwegn 66°Fto 77°F (20°Cto25°C),

v Store naproxen and esomeprazole magnesiu
(layed-release tablts inthe riginal containe,

v Keep the botlle of naproxen and esomeprazole
magnesium delayed-elease tablets tighty closee
to protectfrom moisture

This Medication Guide has begn approved by the U.S.
Foodand Drug Administation
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