
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Pariet 20mggastro-resistanttablets.

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

20mgrabeprazolesodiumequivalent to 18.85mgrabeprazole.

Fora full list of excipients,see section6.1.

3 PHARMACEUTICAL FORM

Gastro-resistanttablet

Product imported from Greece, Germany and the UK:
Yellow, film-coatedbiconvextablet,printed‘E 243’ ononesideandplainon theotherside.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Pariet tabletsareindicatedfor thetreatmentof:
− activeduodenalulcer
− activebenigngastric ulcer
− symptomaticerosiveor ulcerativegastro-oesophagealreflux disease(GORD)
− Gastro-OesophagealReflux DiseaseLong-termManagement(GORD Maintenance)
− symptomatictreatmentof moderateto veryseveregastro-oesophagealreflux disease(symptomaticGORD)
− Zollinger-EllisonSyndrome
In combinationwith appropriateantibacterial therapeutic regimensfor theeradicationof Helicobacter pylori in patientswith
pepticulcerdisease.Seesection4.2.

4.2 Posology and method of administration

Adults/elderly:
Active DuodenalUlcerandActive BenignGastricUlcer:Therecommendedoral dose for bothactiveduodenalulcer andactive
benigngastric ulceris 20mgto betakenoncedaily in themorning.

Mostpatientswith activeduodenalulcerhealwithin four weeks.Howevera few patients mayrequireanadditional four weeksof
therapyto achievehealing.Mostpatientswith activebenigngastric ulcerhealwithin six weeks.Howeveragaina few patients
mayrequireanadditionalsix weeksof therapyto achievehealing.

Erosiveor Ulcerative Gastro-OesophagealRefluxDisease(GORD):Therecommendedoral dosefor thisconditionis20mgto be
takenoncedaily for four to eightweeks.

Gastro-OesophagealRefluxDiseaseLong-termManagement(GORD Maintenance): For long-termmanagement,amaintenance
doseof PARIET20mgor 10mgoncedaily canbeuseddependinguponpatientresponse.

Symptomatictreatmentof moderate to very severegastro-oesophagealreflux disease(symptomaticGORD):10mgoncedaily in
patientswithoutoesophagitis. If symptomcontrol hasnotbeenachievedduringfour weeks, thepatientshouldbefurther
investigated.Oncesymptomshave resolved,subsequentsymptomcontrolcanbeachievedusinganon-demandregimentaking
10mg oncedaily whenneeded.
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Zollinger-EllisonSyndrome:Therecommendedadultstartingdoseis 60mgoncea day.Thedosemaybetitratedupwardsto 120
mg/daybasedon individual patientneeds.Singledaily dosesup to 100mg/daymaybegiven.120mgdosemayrequiredivided
doses,60mg twicedaily . Treatmentshouldcontinuefor aslongasclinically indicated.

Eradication of H. pylori: Patientswith H. pylori infectionshouldbetreatedwith eradication therapy.Thefollowing combination
givenfor 7 daysis recommended.
PARIET 20mg twicedaily + clarithromycin500mgtwicedaily andamoxicill in 1g twicedaily.

For indicationsrequiring oncedaily treatmentPARIET tablets shouldbetakenin themorning,beforeeating;andalthough neither
thetime of daynor food intakewas shownto haveanyeffecton rabeprazolesodiumactivity, this regimenwill facilitate treatment
compliance.

PatientsshouldbecautionedthatthePARIET tablets should notbechewedor crushed,but shouldbeswallowedwhole.

Renal andhepaticimpairment:
No dosageadjustmentis necessaryfor patients with renalor hepaticimpairment.

Seesection4.4SpecialWarningsandPrecautionsfor Use of PARIET in thetreatmentof patientswith severehepatic impairment.

Children:
PARIET is not recommended for usein children,asthereis noexperienceof its usein this group.

4.3 Contraindications

Pariet is contra-indicated in patientswith knownhypersensitivity to rabeprazolesodium or to anyexcipientusedin the
formulation. Parietis contra-indicatedin pregnancy andduring breast-feeding.

4.4 Special warnings and precautions for use

Symptomaticresponseto therapywith rabeprazolesodiumdoesnot precludethepresence of gastricor oesophageal malignancy,
therefore thepossibilityof malignancyshould beexcludedprior to commencingtreatment with PARIET.

Patientson long-termtreatment(particularly thosetreatedfor morethanayear) should bekeptunderregular surveillance.

A risk of cross-hypersensitivity reactionswith otherprotonpumpinhibitor or substitutedbenzimidazolescannotbeexcluded.

PatientsshouldbecautionedthatPARIET tablets shouldnotbechewedor crushed,butshould beswallowedwhole.

PARIET is not recommended for usein children,asthereis noexperienceof its usein this group.

Therehave beenpostmarketingreportsof blooddyscrasias(thrombocytopeniaandneutropenia). In themajority of caseswhere
analternativeaetiologycannotbe identified, theeventswereuncomplicatedandresolvedondiscontinuationof rabeprazole.

Hepatic enzymeabnormalitieshavebeenseenin clinical trials andhavealsobeenreportedsincemarket authorisation. In the
majorityof caseswhereanalternative aetiology cannot beidentified,theeventswereuncomplicatedand resolvedon
discontinuationof rabeprazole.

No evidenceof signif icantdrugrelated safety problems wasseenin astudyof patientswith mild to moderatehepatic impairment
versusnormalageandsexmatched controls.Howeverbecausetherearenoclinicaldata on theuseof PARIET in thetreatmentof
patientswith severehepaticdysfunction theprescriber is advisedto exercisecautionwhentreatmentwith PARIET is fi rst initiated
in suchpatients.

Co-administrationof atazanavir with PARIET is not recommended(seesection4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Rabeprazolesodiumproducesa profoundandlong lastinginhibitionof gastricacidsecretion.An interactionwith compounds
whoseabsorptionis pH dependentmayoccur. Co-administration of rabeprazolesodiumwith ketoconazoleor itraconazolemay
resultin asignificantdecreasein antifungal plasmalevels.
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Thereforeindividualpatientsmayneedto bemonitoredto determineif a dosageadjustmentis necessary when
ketoconazoleor itraconazolearetakenconcomitantly with PARIET.

In clinical trials, antacidswereusedconcomitantlywith theadministrationof PARIET and, in a specificdrug-druginteraction
study,no interactionwith liquidantacids wasobserved.

Co-administrationof atazanavir 300mg/ritonavir 100mgwith omeprazole(40mgoncedaily) or atazanavir400mgwith
lansoprazole(60mg oncedaily) to healthyvolunteersresultedin a substantialreduction in atazanavirexposure.The absorptionof
atazanavir is pH dependent.Althoughnot studied,similar resultsareexpectedwith other protonpumpinhibitors. ThereforePPIs,
including rabeprazole,shouldnotbeco-administeredwith atazanavir(seeSection4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy:
Therearenodataon thesafetyof rabeprazolein humanpregnancy.
Reproductionstudiesperformedin ratsandrabbitshaverevealednoevidenceof impaired fertility or harmto thefoetusdueto
rabeprazolesodium,although low foeto-placental transferoccursin rats.Parietis contraindicatedduringpregnancy.

Lactation:
It is notknown whether rabeprazolesodium is excretedin humanbreastmilk. No studiesin lactatingwomenhavebeen
performed.Rabeprazolesodium is howeverexcretedin ratmammarysecretions.Therefore Parietshouldnotbeusedduring
breast-feeding.

4.7 Effects on ability to drive and use machines

Based on thepharmacodynamicpropertiesandtheadverseeventsprofile, it is unlikely thatParietwouldcauseanimpairmentof
driving performanceor compromisetheability to usemachinery.If however,alertness is impaireddueto somnolence,it is
recommendedthatdriving andoperatingcomplexmachinery beavoided.

4.8 Undesirable effects

Themostcommonly reportedadversedrugreactions,duringcontrolledclinical trials with rabeprazolewereheadache,
diarrhoea,abdominalpain,asthenia,flatulence,rashanddry mouth.Themajority of adverseeventsexperiencedduring
clinical studiesweremild or moderatein severity, and transient in nature.

Thefollowing adverseeventshavebeenreportedfrom clinical trial andpost-marketingexperience.

Frequenciesaredefinedas:common(> 1/100,< 1/10), uncommon(> 1/1,000,< 1/100), rare (>1/10,000,<1/1000)
very rare(<1/10,000).

SystemOrgan
Class

Common Uncommon Rare Very Rare Not Known

Infectionsand
infestations

Infection

Blood andthe
lymphatic
systemdisorders

Neutropenia
Leucopenia
Thrombocytopenia
Leucocytosis

Immunesystem
disorders

Hypersensitivity1,2

Metabolismand
nutrition
disorders

Anorexia Hyponatremia

Psychiatric
disorders

Insomnia Nervousness Depression Confusion
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hypotensionanddyspnoea
2 Erythema,bullousreactionsandhypersensitivity reactionshaveusually resolvedafterdiscontinuationof therapy.
3 Rarereportsof hepaticencephalopathy havebeen receivedin patientswith underlyingcirrhosis. In treatmentof
patientswith severehepatic dysfunctiontheprescriber is advisedto exercisecautionwhentreatmentwith PARIET is
first initiatedin suchpatients(seesection 4.4).

Nervoussystem
disorders

Headache
Dizziness

Somnolence

Eyedisorders Visualdisturbance
Vascular
Disorders

Peripheral
Oedema

Respiratory,
thoracicand
mediastinal
disorders

Cough
Pharyngitis
Rhinitis

Bronchitis
Sinusitis

Gastrointestinal
disorders

Diarrhoea
Vomiting
Nausea
Abdominalpain
Constipation
Flatulence

Dyspepsia
Dry mouth
Eructation

Gastritis
Stomatitis
Tastedisturbance

Hepato-biliary
disorders

Hepatitis
Jaundice
Hepatic
encephalopathy3

Skin and
subcutaneous
tissuedisorders

Rash
Erythema2

Pruritus
Sweating
Bullous reactions2

Erythema
multiforme,
toxic
epidermal
necrolysis
(TEN),
Stevens-
Johnson
syndrome
(SJS)

Musculoskeletal
connectivetissue
and bone
disorders

Non-specific
pain
Back pain

Myalgia
Legcramps
Arthralgia

Renaland
urinary disorders

Urinary tract
infection

Interstitial nephritis

Reproductive
systemand
breastdisorders

Gynaecomastia

General
disordersand
administration
siteconditions

Asthenia
Influenzalike
ill ness

Chestpain
Chills
Pyrexia

Investigations Increased
hepatic
enzymes3

Weightincreased
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4.9 Overdose

Experienceto datewith deliberateor accidentaloverdoseis limited. Themaximumestablishedexposurehasnot exceeded60mg
twicedaily, or 160mgoncedaily. Effects are generallyminimal, representativeof theknownadverseevent profile, and reversible
without furthermedicalintervention.No specific antidoteis known.Rabeprazole sodium is extensivelyproteinboundandis,
therefore,not readilydialysable.As in anycaseof overdose,treatmentshouldbesymptomaticandgeneralsupportivemeasures
shouldbeutilised.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

PharmacotherapeuticGroup:Alimentary tractandmetabolism,Drugsfor pepticulcerandgastrooesophagealreflux disease
(GORD),protonpumpinhibitors.
ATC code:A02B C04

Mechanism of Action: Rabeprazole sodiumbelongsto theclassof anti-secretory compounds,thesubstitutedbenzimidazoles,that
donot exhibit anticholinergic or H2 histamineantagonist properties,butsuppressgastric acid secretionby thespecific inhibition

of theH+/K+-ATPaseenzyme(theacidor protonpump).Theeffectis dose-relatedandleadsto inhibitionof both basaland
stimulatedacidsecretion irrespectiveof thestimulus.Animal studiesindicatethatafteradministration,rabeprazole sodiumrapidly
disappearsfrom boththeplasmaandgastric mucosa.As aweakbase,rabeprazoleis rapidlyabsorbedfollowing all doses andis
concentratedin theacidenvironmentof theparietalcells.Rabeprazoleis convertedto theactivesulphenamideform through
protonationandit subsequently reactswith theavailablecysteineson theprotonpump.

Anti-secretory Activity: After oraladministrationof a 20mgdoseof rabeprazolesodiumthe onsetof theanti-secretory effect
occurswithin onehour, with themaximumeffect occurringwithin two to four hours.Inhibition of basalandfoodstimulated acid
secretion 23hoursafterthefirst doseof rabeprazolesodiumare69%and82%respectively andthedurationof inhibition lastsup
to 48hours.Theinhibitory effectof rabeprazole sodiumonacid secretion increasesslightly with repeatedonce-daily dosing,
achievingsteadystate inhibition afterthreedays.Whenthedrugis discontinued,secretory activity normalisesover2 to 3 days.

Serum Gastrin Effects: In clinical studiespatientsweretreatedoncedaily with 10or 20mg rabeprazolesodium,for up to 43
monthsduration.Serumgastrin levelsincreasedduring thefirst 2 to 8 weeksreflectingtheinhibitory effects onacidsecretionand
remainedstablewhile treatmentwascontinued.Gastrinvaluesreturnedto pre-treatmentlevels,usuallywithin 1 to 2 weeksafter
discontinuationof therapy.

Humangastricbiopsyspecimensfromtheantrumandthefundusfrom over500 patientsreceivingrabeprazoleor comparator
treatment for up to 8 weekshavenot detectedchangesin ECL cell histology,degreeof gastritis,incidenceof atrophic gastritis,
intestinalmetaplasiaor distributionof H. pylori infection.

In over250patientsfollowedfor 36monthsof continuoustherapy,nosignificant changein findingspresentat baselinewas
observed.

Other Effects: Systemic effectsof rabeprazole sodium in theCNS,cardiovascularandrespiratorysystemshavenot beenfoundto
date.Rabeprazolesodium,givenin oral dosesof 20 mgfor 2 weeks,hadnoeffecton thyroid function,carbohydratemetabolism,
or circulatinglevelsof parathyroidhormone,cortisol,oestrogen,testosterone,prolactin, cholecystokinin,secretin,glucagon,
follicle stimulatinghormone(FSH),luteinisinghormone(LH), renin,aldosteroneor somatotrophichormone.

Studiesin healthysubjectshaveshown thatrabeprazolesodiumdoesnothaveclinically significantinteractionswith amoxycillin.
Rabeprazoledoesnotadverselyinfluenceplasmaconcentrationsof amoxycillinor clarithromycinwhenco-administeredfor the
purposeof eradicatinguppergastro-intestinalH. pylori infection.
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5.2 Pharmacokinetic properties

Absorption: Pariet is an enteric-coated(gastro-resistant)tabletformulation of rabeprazolesodium.This presentation is necessary
becauserabeprazoleis acid-labile.Absorptionof rabeprazolethereforebeginsonly after thetabletleaves thestomach.Absorption
is rapid,with peakplasmalevelsof rabeprazoleoccurring approximately 3.5hoursafter a 20 mgdose.Peak plasma
concentrations(Cmax) of rabeprazoleandAUC are linearoverthedoserangeof 10mg to 40mg.Absolutebioavailabilityof an

oral20 mgdose(comparedto intravenousadministration)is about52%duein largepart to pre-systemicmetabolism.Additionally
thebioavailabilitydoesnotappear to increasewith repeatadministration. In healthy subjectstheplasmahalf -lif e is approximately
onehour(range0.7to 1.5hours), and thetotalbodyclearanceis estimatedto be283± 98ml/min. Therewasnoclinically
relevantinteractionwith food.Neitherfoodnor thetime of dayof administrationof thetreatmentaffecttheabsorptionof
rabeprazolesodium.

Distribution: Rabeprazoleis approximately97%boundto humanplasmaproteins.

Metabolism and excretion: Rabeprazole sodium,as is thecasewith othermembersof theprotonpumpinhibitor (PPI)classof
compounds, is metabolisedthroughthecytochromeP450(CYP450)hepaticdrugmetabolisingsystem.In vitro studieswith
humanlivermicrosomesindicated thatrabeprazolesodiumis metabolisedby isoenzymes of CYP450(CYP2C19andCYP3A4).
In thesestudies,atexpectedhumanplasmaconcentrationsrabeprazole neitherinducesnor inhibitsCYP3A4;andalthoughin vitro
studies maynotalwaysbepredictive of in vivo statusthesefindingsindicatethatno interactionis expectedbetween rabeprazole
andcyclosporin.

In humansthethioether(M1) andcarboxylic acid(M6) arethemainplasmametaboliteswith thesulphone(M2), desmethyl-
thioether(M4) andmercapturic acidconjugate(M5) minormetabolitesobservedat lower levels.Only thedesmethylmetabolite
(M3) hasasmallamount of anti-secretory activity, but it is notpresentin plasma.

Followingasingle20mg 14C labelled oral dose of rabeprazolesodium,nounchangeddrugwasexcretedin the urine.
Approximately90%of thedosewas eliminatedin urinemainly asthetwo metabolites:a mercapturicacidconjugate(M5) anda
carboxylic acid(M6), plustwo unknownmetabolites.Theremainderof thedosewasrecoveredin faeces.

Gender: Adjustedfor bodymass andheight,therearenosignificantgenderdifferencesin pharmacokineticparametersfollowinga
single20mgdoseof rabeprazole.

Renal dysfunction: In patientswith stable,end-stage,renalfailure requiringmaintenancehaemodialysis(creatinineclearance

≤5ml/min/1.73m2), thedisposition of rabeprazolewasverysimilar to thatin healthy volunteers.TheAUC andtheCmax
in thesepatients wasabout35%lower than thecorrespondingparametersin healthyvolunteers.Themeanhalf-life of
rabeprazolewas0.82hoursin healthyvolunteers,0.95hoursin patients duringhaemodialysisand3.6hourspost
dialysis. Theclearanceof thedrugin patientswith renaldiseaserequiring maintenancehaemodialysiswas
approximatelytwice thatin healthyvolunteers.

Hepatic dysfunction: Followinga single20mgdoseof rabeprazole to patientswith chronic mild to moderatehepaticimpairment
theAUC doubledandtherewasa2-3 fold increasein half-life of rabeprazolecomparedto thehealthyvolunteers. However,
following a 20mgdosedaily for 7 daystheAUC hadincreasedto only 1.5-fold andtheCmaxto only 1.2-fold. Thehalf-life of

rabeprazolein patientswith hepaticimpairmentwas12.3hourscomparedto 2.1hours in healthy volunteers.The
pharmacodynamicresponse(gastricpH control) in thetwo groupswasclinically comparable.

Elderly: Eliminationof rabeprazolewassomewhat decreasedin theelderly. Following7 daysof daily dosingwith 20mgof
rabeprazolesodium,theAUC approximately doubled, theCmax increasedby 60%andt½ increasedby approximately30%as

comparedto younghealthyvolunteers.Howevertherewasnoevidenceof rabeprazole accumulation.

CYP2C19 Polymorphism: Following a20mgdaily doseof rabeprazole for 7 days,CYP2C19slow metabolisers,had AUC andt½
whichwere approximately1.9and1.6timesthecorrespondingparametersin extensive metaboliserswhilst Cmaxhadincreasedby

only 40%.
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5.3 Preclinical safety data

Pre-clinicaleffectswere observedonly at exposuressufficiently in excessof themaximumhumanexposurethatmake concerns
for humansafetynegligiblein respectof animal data.Studiesonmutagenicitygaveequivocalresults.Testsin mouse lymphoma
cell line werepositive,but in vivo micronucleusandin vivo andin vitro DNA repairtestswerenegative.Carcinogenicity studies
revealednospecialhazard for humans.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Product imported from Greece and Germany:

Core tablet:
Mannitol
Magnesiumoxide
Low-substitutedhyprolose
Hyprolose
Magnesiumstearate

Undercoating:
Ethylcellulose
Magnesiumoxide

EntericCoating:
Hypromellosephthalate
Diacetylatedmonoglycerides
Talc
Titaniumdioxide(E171)
Yellow iron oxide(E172)
Carnaubawax

Printingink:
Shellac foodgrade(E904)
Rediron oxide (E172)
Soyalecithin (E322)
AntifoamDC 1510

Product imported from the UK:

Mannitol
Magnesiumoxide
Low-substitutedhyprolose
Hyprolose
Magnesiumstearate
Ethylcellulose
Hypromellosephthalate
Diacetylatedmonoglycerides
Talc
Titaniumdioxide(E171)
Yellow iron oxide(E172)
CarnaubaWax
WhiteShellac
Rediron oxide (E172)
Glycerinefatty acidester
Dehydratedethanol
1-Butanol
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6.2 Incompatibilities

Not applicable.

6.3 Shelf life

Theshelf life expirydatefor this productshall bethedateshownon theblisterandouterpackageof theproducton themarketin
thecountry of origin.

6.4 Special precautions for storage

Do not storeabove25°C. Do not refrigerate.Storein theoriginalpackage.

6.5 Nature and contents of container

Eachpackcontainsblisterstripsof 14 tablets in anover-labelledoutercardboard carton.
Packsize:28 tablets.

6.6 Special precautions for disposal and other handling

No special requirements.

7 PARALLEL PRODUCT AUTHORISATION HOLDER

G&A LicensingLimited
Ballymurray
CountyRoscommon
Ireland.

8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA1447/5/2

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof FirstAuthorisation: 21stNovember2008

10 DATE OF REVISION OF THE TEXT

February2010
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