
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Rabeprazole 20mgGastro-resistantTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each gastro-resistanttablet contains20mgrabeprazolesodium, equivalent to 18.85mgrabeprazole.

For thefull list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Gastro-resistanttablet

Yellow, film-coated,round,biconvextablet imprintedwith ‘R4’ in black ink ononesideof thetabletandblankon the
otherside.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Rabeprazole tablets areindicatedfor thetreatmentof:

� Active duodenalulcer
� Active benigngastric ulcer
� Symptomaticerosiveor ulcerativeGastro-Oesophageal Reflux Disease(GORD)
� Gastro-OesophagealRefluxDiseaseLong-termManagement (GORDMaintenance)
� Symptomatictreatmentof moderateto verysevereGastro-Oesophageal Reflux Disease(symptomaticGORD)
� Zollinger-EllisonSyndrome
� In combination with appropriateantibacterial therapeutic regimensfor theeradicationof Helicobacter pylori in

patientswith peptic ulcerdisease.Seesection 4.2.

4.2 Posology and method of administration

Posology

Adults/elderly:

Active Duodenal Ulcer and Active Benign Gastric Ulcer: Therecommendedoral dosefor bothactiveduodenal ulcer
and activebenigngastriculceris 20mgto betakenoncedaily in themorning.

Mostpatientswith active duodenalulcerhealwithin four weeks.However a few patientsmayrequire anadditional
four weeksof therapyto achievehealing.Mostpatientswith active benigngastric ulcerheal within six weeks.
However againa few patientsmayrequireanadditional six weeksof therapy to achievehealing.

Erosive or Ulcerative Gastro-Oesophageal Reflux Disease (GORD): Therecommendedoral dosefor this conditionis
20mgto betakenoncedaily for four to eight weeks.

Gastro-Oesophageal Reflux Disease Long-term Management (GORD Maintenance): For long-term management,a
maintenancedoseof 20mgor 10mg oncedaily canbeuseddependinguponpatient response.

Symptomatic treatment of moderate to very severe Gastro-Oesophageal Reflux Disease (symptomatic GORD): 10mg
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oncedaily in patientswithoutoesophagitis. If symptomcontrol hasnotbeen achieved after four weeks,thepatient
should befurtherinvestigated.Oncesymptoms haveresolved,subsequentsymptom control canbeachievedusingan
on-demandregimentaking10mgoncedaily when needed.

Zollinger-Ellison Syndrome: Therecommendedadult starting doseis 60mgoncea day.Thedosemaybetitrated
upwardsto 120mg/daybasedon individual patient needs.Singledaily doses up to 100mg/daymaybegiven. 120mg
dosemayrequiredivideddoses,60mgtwice daily. Treatmentshouldcontinuefor aslongasclinically indicated.

Eradication of H. pylori: Patientswith H. pylori infectionshould betreated with eradication therapy.The following
combinationgivenfor 7 daysis recommended.

Rabeprazole 20mgtwice daily + clarithromycin 500mgtwicedaily andamoxicillin 1g twicedaily.

Renal and hepatic impairment
No dosageadjustmentis necessaryfor patientswith renal or hepatic impairment.

Seesection4.4of Rabeprazolein thetreatmentof patients with severehepatic impairment.

Paediatric population
Rabeprazole is not recommendedfor use in children,as thereis noexperienceof its usein this group.

Methodof administration
For oraluse.

For indicationsrequiringoncedaily treatmentRabeprazoleSodiumtabletsshouldbetakenin themorning,before
eating; andalthoughneitherthetime of daynor food intakewasshownto haveanyeffect on rabeprazolesodium
activity, this regimenwill facilitatetreatmentcompliance.

PatientsshouldbecautionedthattheRabeprazole Sodiumtablets shouldnot bechewedor crushed,but shouldbe
swallowedwhole.

4.3 Contraindications

Rabeprazole is contraindicatedin patients with knownhypersensitivity to rabeprazole,or to anyof theexcipientslisted
in section6.1.

Rabeprazole is contraindicatedin pregnancyandduringbreast-feeding.

4.4 Special warnings and precautions for use

Symptomatic responseto therapywith rabeprazolesodiumdoesnot precludethepresenceof gastric or oesophageal
malignancy,thereforethepossibil ity of malignancyshouldbeexcluded prior to commencingtreatmentwith
Rabeprazole.

Patientson long-termtreatment(particularly thosetreatedfor morethana year)shouldbekeptunderregular
surveillance.

A risk of cross-hypersensitivityreactions with other protonpumpinhibitor or substitutedbenzimidazolescannotbe
excluded.

PatientsshouldbecautionedthatRabeprazoletablets should not bechewed or crushed,but shouldbeswallowed
whole.

Therehavebeenpostmarketingreports of blooddyscrasias (thrombocytopenia andneutropenia). In themajority of
caseswhereanalternative aetiologycannotbeidentified,theeventswereuncomplicatedandresolvedon
discontinuationof rabeprazole.
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Hepaticenzymeabnormalitieshavebeenseenin clinical trials andhavealsobeenreportedsincemarketauthorisation.
In themajorityof caseswhereanalternativeaetiologycannotbeidentified,theeventswereuncomplicatedand
resolvedondiscontinuation of rabeprazole.

No evidenceof significantdrugrelatedsafetyproblems wereseen in a studyof patientswith mild to moderatehepatic
impairment versusnormalageandsexmatchedcontrols.Howeverbecausetherearenoclinical dataon theuseof
rabeprazolesodiumin thetreatmentof patientswith severehepatic dysfunction theprescriberis advised to exercise
cautionwhentreatmentwith Rabeprazoleis first initiatedin suchpatients.

Co-administrationof atazanavirwith rabeprazolesodiumis not recommended(seesection4.5).

Treatment with protonpump inhibitors,includingRabeprazole, maypossiblyincreasetherisk of gastrointestinal
infectionssuchasSalmonella, Campylobacter andClostridium difficile (seesection5.1).

Proton pumpinhibitors,especially if used in highdoses andoverlongdurations(>1 year), maymodestlyincreasethe
risk of hip, wrist andspinefracture,predominantly in theelderly or in presenceof otherrecognisedrisk factors.
Observational studiessuggestthatprotonpumpinhibitorsmayincreasetheoverallrisk of fracture by 10–40%.Someof
this increasemaybedueto otherrisk factors. Patientsat risk of osteoporosis should receivecareaccordingto current
clinical guidelinesand theyshouldhaveanadequateintakeof vitamin D andcalcium.

Hypomagnesaemia
Severehypomagnesaemiahasbeenreportedin patientstreatedwith protonpumpinhibitors(PPIs) like rabeprazolefor
at leastthreemonths,andin mostcasesfor ayear. Seriousmanifestationsof hypomagnesaemiasuchasfatigue,tetany,
deli rium, convulsions, dizziness andventriculararrhythmia can occurbut theymaybegininsidiously andbe
overlooked.In mostaffectedpatients,hypomagnesaemia improved after magnesium replacementanddiscontinuation
of thePPI.

For patients expectedto beonprolongedtreatmentor who takePPIswith digoxinor drugsthatmaycause
hypomagnesaemia (e.g.diuretics),healthcareprofessionals should considermeasuringmagnesiumlevelsbefore
starting PPItreatmentandperiodically during treatment.

Concomitantuseof rabeprazolewith methotrexate
Literaturesuggeststhatconcomitantuseof PPIswith methotrexate (primarily at highdose;seemethotrexate
prescribinginformation)mayelevateand prolongserumlevels of methotrexateand/or its metabolite,possiblyleading
to methotrexate toxicities.In high-dose methotrexateadministration, a temporary withdrawalof thePPI maybe
considered in somepatients.

Influenceonvitamin B12 absorption

Rabeprazole sodium,as all acid-blockingmedicines,may reducetheabsorption of vitaminB12 (cyanocobalamin) due

to hypo- or a- chlorhydria.This shouldbeconsideredin patientswith reduced body storesor risk factorsfor reduced
vitamin B12 absorptionon long-termtherapyor if respective clinical symptomsareobserved.

Subacutecutaneouslupuserythematosus(SCLE)
Proton pumpinhibitorsareassociatedwith very infrequentcasesof SCLE. If lesionsoccur,especiallyin sun-exposed
areasof theskin,andif accompaniedby arthralgia, thepatient should seekmedical helppromptlyandthehealthcare
professionalshouldconsiderstoppingrabeprazole.SCLEafter previoustreatmentwith aprotonpumpinhibitor may
increase therisk of SCLEwith otherprotonpumpinhibitors.

Interferencewith laboratorytests
Increased ChromograninA (CgA) level mayinterferewith investigationsfor neuroendocrine tumours.To avoidthis
interference,RabeprazoleSodium tabletstreatmentshould bestoppedfor at least5 daysbeforeCgA measurements
(seesection 5.1).If CgA andgastrin levelshavenot returnedto reference rangeafterinitial measurement,
measurementsshouldberepeated14daysaftercessation of protonpumpinhibitor treatment.

Paediatric population
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Rabeprazole sodiumis not recommended for use in children, asthereis noexperienceof its usein this group.

4.5 Interaction with other medicinal products and other forms of interaction

Rabeprazole sodiumproducesaprofoundandlong lasting inhibition of gastric acidsecretion.An interactionwith
compoundswhoseabsorptionis pH dependentmay occur.Co-administration of rabeprazolesodiumwith ketoconazole
or itraconazolemayresult in asignificantdecreasein antifungalplasmalevels. Therefore individual patientsmayneed
to bemonitoredto determine if adosageadjustmentis necessarywhen ketoconazoleor itraconazoleare taken
concomitantly with Rabeprazole.

In clinical trials,antacids wereusedconcomitantly with theadministration of rabeprazolesodium and,in aspecif ic
drug-druginteractionstudy,no interactionwith liquid antacidswasobserved.

Co-administrationof atazanavir300mg/ritonavir100mgwith omeprazole (40mgoncedaily) or atazanavir 400mg
with lansoprazole (60mgoncedaily) to healthyvolunteersresulted in asubstantial reductionin atazanavirexposure.
Theabsorptionof atazanaviris pH dependent.Althoughnot studied,similar results areexpectedwith otherproton
pumpinhibitors.ThereforePPIs,includingrabeprazole,shouldnot beco-administeredwith atazanavir(seesection
4.4).

Methotrexate
Casereports,publishedpopulationpharmacokinetic studies,and retrospective analysessuggestthatconcomitant
administrationof PPIsandmethotrexate(primarily at highdose;seemethotrexateprescribinginformation)mayelevate
and prolongserumlevelsof methotrexateand/orits metabolite hydroxymethotrexate.However,no formal drug
interactionstudiesof methotrexatewith PPIshavebeenconducted.

4.6 Fertility, pregnancy and lactation

Pregnancy
Therearenodataon thesafetyof rabeprazolein humanpregnancy.Reproduction studiesperformedin ratsandrabbits
have revealednoevidenceof impairedfertil ity or harmto thefoetusdueto rabeprazolesodium,althoughlow foeto-
placental transferoccursin rats.Rabeprazoleis contraindicatedduringpregnancy (seesection4.3).

Breast-feeding
It is notknownwhetherrabeprazolesodium is excretedin humanbreast milk. No studiesin breast-feeding womenhave
beenperformed.Rabeprazole sodiumis howeverexcretedin rat mammary secretions.ThereforeRabeprazoleshould
not beusedduringbreast-feeding(seesection 4.3).

4.7 Effects on ability to drive and use machines

Basedon thepharmacodynamic propertiesandtheadverseeventsprofile, it is unlikely thatRabeprazolewouldcause
an impairmentof driving performanceor compromisetheability to usemachinery.If however,alertnessis impaired
dueto somnolence,it is recommendedthatdrivingandoperating complexmachinerybeavoided.

4.8 Undesirable effects

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

Tabulatedlist of adversereactions
Thefollowing adversereactionshavebeen reportedfrom clinical trial andpost-marketingexperience.

Frequenciesaredefinedas:common(≥1/100 to <1/10);uncommon(≥1/1,000to <1/100);rare(≥1/10,000to <1/1,000),
very rare(<1/10,000)andnot known(cannotbeestimatedfrom theavailable data).
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System Organ
Class

Common Uncommon Rare Very Rare Not Known

Infections and
infestations

Infection

Blood and
lymphatic
system disorders

Neutropenia

Leucopenia

Thrombocytopenia

Leucocytosis
Immune system
disorders

Hypersensitivity1,2

Metabolism and
nutrition
disorders

Anorexia Hyponatraemia

Hypomagnesaemia
(seesection4.4)

Psychiatric
disorders

Insomnia Nervousness Depression Confusion

Nervous system
disorders

Headache

Dizziness

Somnolence

Eye disorders Visualdisturbance
Vascular
disorders

Peripheral oedema

Respiratory,
thoracic and
mediastinal
disorders

Cough

Pharyngitis

Rhinitis

Bronchitis

Sinusitis

Gastrointestinal
disorders

Diarrhoea

Vomiting

Nausea

Abdominal
pain

Constipation

Flatulence

Fundic
gland
polyps
(benign)

Dyspepsia

Dry mouth

Eructation

Gastritis

Stomatitis

Tastedisturbance

Hepatobiliary
disorders

Hepatitis

Jaundice

Hepatic
encephalopathy3

Skin and Rash Pruritus Erythema Subacute
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1 Includesfacial swelling,hypotension anddyspnoea

2 Erythema, bullousreactionsandhypersensitivity reactionshaveusually resolved afterdiscontinuation of therapy.

3 Rare reportsof hepaticencephalopathy havebeen received in patientswith underlyingcirrhosis.In treatmentof
patientswith severehepatic dysfunctiontheprescriber is advisedto exercisecautionwhentreatmentwith Rabeprazole
is fi rst initiatedin suchpatients(seesection4.4).

Reportingof suspectedadversereactions
Reportingsuspectedadversereactionsafterauthorisationof themedicinalproductis important.It allowscontinued
monitoringof thebenefit/risk balanceof themedicinal product. Healthcareprofessionalsare askedto reportany
suspectedadversereactionsvia HPRA Pharmacovigilance, EarlsfortTerrace, IRL – Dublin 2; Tel: +3531 6764971;
Fax: +3531 6762517.Website:www.hpra.ie; Email: medsafety@hpra.ie,

4.9 Overdose

Experienceto datewith deliberateor accidental overdoseis limited.Themaximum establishedexposurehasnot
exceeded60mgtwicedaily, or 160mgoncedaily. Effects are generally minimal, representative of theknownadverse
eventprofile andreversible without further medical intervention. No specific antidoteis known.Rabeprazolesodiumis
extensivelyproteinboundandis, therefore,not dialysable. As in anycaseof overdose,treatmentshouldbe
symptomatic andgeneral supportivemeasuresshouldbeutili sed.

subcutaneous
tissue disorders Erythema2 Sweating

Bullous reactions2

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

cutaneouslupus
erythematosus
(seesection4.4)

Musculoskeletal,
and connective
tissue disorders

Non-
specific pain

Back pain

Myalgia

Legcramps

Arthralgia

Fractureof
thehip,
wrist or
spine(see
section4.4)

Renal and
urinary
disorders

Urinary
tract
infection

Interstitial
nephritis

Reproductive
system and
breast disorders

Gynaecomastia

General
disorders and
administration
site conditions

Asthenia

Influenza
like illness

Chestpain

Chills

Pyrexia
Investigations Increased

hepatic
enzymes3

Weightincreased

Health Products Regulatory Authority

______________________________________________________________________________________________________________________

Date Printed 04/05/2017 CRN 2191986 page number: 6



5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup: Alimentary tract andmetabolism,Drugsfor peptic ulcerandGastro-OesophagealReflux
Disease(GORD),protonpumpinhibitors,

ATC code:A02 BC04

Mechanismof action
Rabeprazole sodiumbelongsto theclassof anti-secretorycompounds,thesubstitutedbenzimidazoles,thatdonot
exhibit anticholinergicor H2 histamineantagonistproperties,butsuppressgastricacid secretionby thespecific

inhibition of theH+/K+-ATPaseenzyme(the acidor protonpump).

Pharmacodynamic effects
Theeffect is dose-relatedandleadsto inhibitionof bothbasalandstimulatedacid secretion irrespectiveof thestimulus.
Animal studiesindicate thatafteradministration,rabeprazolesodium rapidly disappearsfrom both theplasmaand
gastricmucosa.As aweakbase,rabeprazoleis rapidly absorbedfollowing all dosesandis concentratedin theacid
environmentof theparietal cells. Rabeprazole is convertedto theactive sulphenamideform throughprotonation andit
subsequently reacts with theavailablecysteineson theprotonpump.

Anti-secretory Activity: After oraladministrationof a20mg doseof rabeprazolesodiumtheonsetof theanti-secretory
effect occurswithin onehour, with themaximum effect occurringwithin two to four hours.Inhibition of basalandfood
stimulatedacidsecretion23hoursafterthefi rst doseof rabeprazolesodiumare69%and82%respectivelyand the
durationof inhibition lastsup to 48hours.Theinhibitory effect of rabeprazole sodiumonacidsecretionincreases
slightly with repeatedonce-daily dosing, achievingsteadystate inhibitionafter threedays.Whenthedrug is
discontinued,secretoryactivity normalisesover2 to 3 days.

Decreasedgastricacidity dueto anymeans,includingprotonpumpinhibitorssuch asrabeprazole,increasescountsof
bacterianormallypresentin thegastrointestinal tract. Treatment with protonpumpinhibitorsmay possiblyincreasethe
risk of gastrointestinalinfectionssuchasSalmonella, Campylobacter andClostridium difficile (seesection4.4).

Serum Gastrin Effects: In clinical studiespatientswere treatedonce daily with 10or 20mgrabeprazolesodium,for up
to 43monthsduration.Serumgastrin levels increasedduring thefirst 2 to 8 weeksreflectingtheinhibitory effectson
acid secretionandremainedstable while treatmentwas continued.Gastrin valuesreturnedto pre-treatmentlevels,
usuallywithin 1 to 2 weeksafterdiscontinuation of therapy.

Humangastricbiopsyspecimensfrom theantrumandthefundusfrom over 500patientsreceivingrabeprazoleor
comparatortreatmentfor up to 8 weekshavenotdetected changesin ECL cell histology,degreeof gastritis,incidence
of atrophicgastritis, intestinalmetaplasia or distributionof H. pylori infection. In over250patientsfollowedfor 36
monthsof continuoustherapy,nosignificantchangein findingspresent at baselinewasobserved.

During treatmentwith anti-secretorymedicinal products,serum gastrinincreasesin responseto thedecreasedacid
secretion.AlsoCgA increasesdueto decreasedgastric acidity. TheincreasedCgA level mayinterfere with
investigationsfor neuroendocrine tumours.

Availablepublishedevidencesuggeststhatprotonpump inhibitorsshouldbediscontinuedbetween5 days and2 weeks
prior to CgA measurements.This is to allow CgA levels thatmight bespuriouslyelevatedfollowing PPItreatmentto
returnto referencerange.

Other Effects: Systemiceffectsof rabeprazolesodiumin theCNS,cardiovascularandrespiratorysystemshavenot
beenfoundto date.Rabeprazolesodium,given in oral dosesof 20mgfor 2 weeks,had noeffect on thyroid function,
carbohydratemetabolism,or circulatinglevels of parathyroidhormone,cortisol, oestrogen,testosterone,prolactin,
cholecystokinin, secretin, glucagon,Follicle Stimulating Hormone(FSH),Luteinising Hormone(LH), renin,
aldosteroneor somatotrophichormone.
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Studiesin healthy subjectshaveshownthatrabeprazolesodium doesnot have clinically significantinteractionswith
amoxicillin. Rabeprazoledoesnot adversely influenceplasmaconcentrationsof amoxicillin or clarithromycin whenco-
administeredfor thepurpose of eradicatingupper gastrointestinalH. pylori infection.

5.2 Pharmacokinetic properties

Absorption
Rabeprazole is anenteric-coated(gastro-resistant)tablet formulation of rabeprazolesodium.This presentationis
necessarybecauserabeprazoleis acid-labile. Absorptionof rabeprazole thereforebeginsonly afterthetabletleavesthe
stomach.Absorption is rapid,with peakplasmalevelsof rabeprazoleoccurringapproximately3.5hours aftera 20mg
dose.Peakplasmaconcentrations(Cmax) of rabeprazoleandAUC arelinearoverthedoserangeof 10mgto 40mg.

Absolutebioavailability of anoral 20mgdose(compared to intravenousadministration)is about52%duein largepart
to pre-systemicmetabolism.Additionally thebioavailability does not appear to increasewith repeatadministration.In
healthysubjectstheplasmahalf-life is approximately onehour(range0.7to 1.5hours),andthetotal bodyclearanceis
estimated to be283± 98ml/min. Therewasnoclinically relevant interaction with food.Neitherfoodnor thetimeof
day of administrationof thetreatmentaffecttheabsorptionof rabeprazolesodium.

Distribution
Rabeprazole is approximately97%boundto human plasmaproteins.

Biotransformation
Rabeprazole sodium,as is thecasewith othermembersof theprotonpumpinhibitor (PPI) classof compounds,is
metabolisedthroughthecytochromeP450(CYP450)hepatic drugmetabolisingsystem.In vitro studieswith human
liver microsomesindicatedthatrabeprazolesodiumis metabolisedby isoenzymesof CYP450(CYP2C19and
CYP3A4). In thesestudies,at expectedhumanplasmaconcentrationsrabeprazole neitherinducesnor inhibits
CYP3A4;andalthoughin vitro studiesmay not alwaysbepredictive of in vivo statusthesefindingsindicatethatno
interactionis expectedbetweenrabeprazoleandcyclosporin.

In humansthethioether (M1) andcarboxylic acid (M6) are themainplasmametaboliteswith thesulphone(M2),
desmethyl-thioether(M4) andmercapturicacid conjugate (M5) minormetabolitesobservedat lower levels.Only the
desmethylmetabolite (M3) hasasmallamountof anti-secretoryactivi ty, but it is not presentin plasma.

Elimination
Following asingle20mg 14C labelledoral doseof rabeprazolesodium,nounchangeddrugwasexcretedin theurine.
Approximately 90%of thedosewaseliminatedin urinemainly asthetwo metabolites:a mercapturic acidconjugate
(M5) andacarboxylicacid(M6), plustwo unknownmetabolites.Theremainderof thedosewasrecoveredin faeces.

Gender
Adjustedfor bodymassandheight,therearenosignificantgender differencesin pharmacokinetic parameters
following asingle20mgdoseof rabeprazole.

Renalimpairment
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.

Hepaticimpairment
Following asingle20mg doseof rabeprazoleto patientswith chronicmild to moderatehepaticimpairmenttheAUC
doubledandtherewasa2-3 fold increasein half-li fe of rabeprazolecomparedto thehealthyvolunteers.However,
following a20mgdosedaily for 7 daystheAUC hadincreasedto only 1.5-fold andtheCmaxto only 1.2-fold. Thehalf-

life of rabeprazolein patientswith hepaticimpairmentwas12.3hourscomparedto 2.1hoursin healthyvolunteers.The
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pharmacodynamicresponse(gastricpH control) in thetwo groupswasclinically comparable.

Elderly
Eliminationof rabeprazolewassomewhat decreased in theelderly. Following 7 daysof daily dosingwith 20mgof
rabeprazolesodium,theAUC approximately doubled, theCmax increasedby 60%andt½ increasedby approximately

30%ascomparedto younghealthyvolunteers.Howevertherewasnoevidenceof rabeprazoleaccumulation.

CYP2C19 Polymorphism: Following a20mgdaily doseof rabeprazole for 7 days,CYP2C19slow metabolisers,had
AUC andt½ whichwereapproximately 1.9and1.6timesthecorrespondingparametersin extensivemetabolisers
whilst Cmaxhadincreasedby only 40%.

5.3 Preclinical safety data

Non-clinical effectswereobservedonly at exposures sufficiently in excessof themaximumhumanexposurethatmake
concernsfor humansafetynegligible in respect of animal data.

Studiesonmutagenicitygaveequivocalresults.Tests in mouselymphomacell line were positive,but in vivo
micronucleusandin vivo andin vitro DNA repair tests werenegative.Carcinogenicitystudiesrevealednospecial
hazardfor humans.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Coretablet:
Mannitol
Magnesiumoxide,heavy
Hydroxypropylcellulose
Low substitutedhydroxypropylcellulose
Magnesiumstearate

Sub-coating:
Ethylcellulose
Magnesiumoxide,heavy
Ironoxideyellow (E 172)

Enteric coating:
Hypromellosephthalate
Acetylated monoanddi-glycerides
Talc
Titaniumdioxide(E 171)

Film-coating– 20mg(Opadryyellow):
HMPC 2910/Hypromellose6 Cp
Titaniumdioxide(E171)
Acetylated monoglycerides
Ironoxideyellow (E172)

Imprinting(Opacodeblack)
Shellac~45%(20%Esterified)
Ironoxideblack(E172)
Propyleneglycol
Ammoniumhydroxide(28%)

6.2 Incompatibilities
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Not applicable.

6.3 Shelf life

18 months
After first openingof bottle:60days

6.4 Special precautions for storage

Do not storeabove25 ˚C. Storein theoriginal container in orderto protectfrom moisture.

6.5 Nature and contents of container

Cold form blisterpackcomprisingof form packlaminate with desiccantlayer one sideandhardtemperedaluminium
foil on theotherside.

Cold form perforatedunit doseblisterpack(14x 1 tablets;28x 1 tablets; 50x 1 tablets)comprisingof form pack
laminatewith desiccantlayeronesideandhardtempered aluminium foil on theotherside.

HDPEbottle with PPcapanddesiccant.

Packsizes
Blisters: 7, 14,28,30,50,56,98,100tablets
Bottles: 30, 100tablets
Perforatedunit doseblister strips:14x 1, 28x 1 and50x 1 tablets

Not all packsizesmaybemarketed.

6.6 Special precautions for disposal

No specialrequirements.

Any unusedmedicinalproductor wastematerial should bedisposed of in accordancewith local requirements.

7 MARKETING AUTHORISATION HOLDER

McDermottLaboratoriesLtd t/aGerardLaboratories
35/36Baldoyle Industrial Estate
GrangeRoad
Dublin 13
Ireland

8 MARKETING AUTHORISATION NUMBER

PA 0577/158/002

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof FirstAuthorisation: 19th October2012

10 DATE OF REVISION OF THE TEXT

April 2017
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