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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Pari¢ 10mggastraeresiganttablets.

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Eachgasto-regstanttabletcontains10ng rabeprazolsodium equivakntto 9.42mg raberazole.

Forafull list of excipiens, see section6.1.

3PHARMACEUTICAL FORM

Gastroresistantablet

Product imported from France, Germany and the UK:
Pink, film-coatedbiconwextablet,printed‘ E 241 on onesideandplain ontheotherside

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Parid tabletsareindicatedfor thetreatmenof:

— activeduodenalulcer

— activebenigngadric ulcer

- symptomaticerosiveor ulcerativegasto-oesophageakflux diseas€ GORD)

- GastreOeophageaReflux DiseaseLong-termManagemen(GORD Maintenance)

- symptomatidreatnmentof modeateto very severegastreoesophageakflux diseasg¢sympbmaticGORD)
- Zollinger-Ellison Syndrome

In combinationwith appropriateantibacteial therapeut regimendor the eradi@tion of Helicobacter pylori in patientswith
pepticulcerdisease Seesection4.2.

4.2 Posology and method of administration

Adults/elderly:
Active Duodenallcer andActive BenignGastricUIcer: Therecomnendedoral dose for bothactiveduodenallcer andactive
benigngagric ulceris 20mgto betakenoncedaily in themorning.

Most paientswith activeduodenallcerhealwithin four weeks Howeverafew patiens may requireanadditiond four weeksof
therapyto achievehealing.Most patientswith activebenign gastic ulcerhealwithin six weeks.Howeveragainafew patients
may requirean additionalsix weeksof therapyto achievehealirg.

Erosiveor Ulcerative Gagro-Oesophagedeflux Diseas§ GORD): Therecommended oral dosefor this conditionis 20mgto be
takenonce daily for four to eightweeks.

GastreOesophagedkeflux Diseasd.ongtermManagenent(GORD Maintenance)Forlong-termmanagemenfa maintenance
doseof PARIET 20 mg or 10 mg once daily canbe useddependingiponpatientresponse.

Symptomatidreatmenbf moderateo very severegasto-oesophageakflux diseasésymptomaticGORD): 10mgonce daily in
patientswithoutoe®phagits. If symptomcontol hasnotbeenachievedduringfour weels, the patientshouldbe further
investgated.Oncesymptomshawe resolved subsequendymptomcontrolcanbeachievedusinganon-demandegimentaking
10mg oncedaily whenneedé.

Zollinger-Ellison Syndrome:Therecommendeddultstartingdoseis 60 mgoncea day. The dosemay betitratedupward to 120
mg/day basedn individual patientneeals. Singledaily dosesup to 100mg/daymay be given.120mgdosemayrequiredivided
dosesp0mgtwice daly. Treatmenshouldcontinuefor aslong asclinically indicated
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Eradicaton of H. pylori: Patientswith H. pylori infectionshouldbetreatedwith eradicaibn therapy.Thefollowing comkination
givenfor 7 daysis recommaded.

PARIET 20mg twice daily + clarithromycin500mgtwice daily andamoxicillin 1g twice dally.

Forindicationsrequring oncedaily treatmentPARIET tables shouldbetakenin themorning, beforeeating;andalthoudh neither
thetime of daynorfood intakewas shownto haveany effecton rabeprazolsodiumacivity, thisregimenwill facilitate treatment
compiance.

Patientsshouldbe cautionedhatthe PARIET tables shoul notbe chewedor crushedput shouldbe swallowedwhole.

Rend andhepaticimpairment:
No dosageadjustnentis necessaryor patient with renalor hepaticimpairment

Seesecton 4.4 SpeciaWarningsandPrecautnsfor Use of PARIET in the treatmenbf patientswith severenepaic impairment.

Children:
PARIET is notrecommendeéfor usein children,asthereis no experiencef its usein this group.

4.3 Contraindications

Parid is contraindicatel in patientswith knownhypersensivity to rabeprazolsodum or to anyexcipientusedin the
formulation. Parietis contra-indicatedin pregnacy andduring breastfeeding.

4.4 Special warnings and precautions for use

Symptomatiaesponséo therapywith rabeprazolsodiumdoesnot precuidethe presene of gastricor oesophagédanalignancy,
therefore the possibility of maligrancyshoutl be excludedprior to commencingtreament with PARIET.

Patienton long-termtreatmen{particularly thosetreatedfor morethanayeal) shoutl bekeptunderregubr surweillance.

A risk of crosshyperensitivity reactions with otherprotonpumpinhibitor or substitutecbenzimidazolescannotbe excluded.
Patientshouldbe cautionedhatPARIET tables shouldnot be chewedor crushedput should be swallowedwhole.
PARIET is notrecommendeéfor usein children,asthereis no experiencef its usein this group.

Therehave beenpostmarketingreportsof blood dyscrasiagthrombocybpeniaandneutrgenia) In the mgority of cagswhere
analternativeaetiologycannotbe identified, the eventswereunconplicatedandresolved on discontinuatiorof rabgrazole.

Hepatt enzymeabnormatiieshavebeenseenin clinical trials andhavealsobeenreported sincemarke authorisaton. In the
majority of casesvhereandterndive aetology camot beidentified, the eventswere uncomplicatednd resolvedon
disconthuationof rabeprazole.

No evidenceof significantdrugrelated safey problens wasseenin astudy of patientswith mild to moderatehepatc impairment
versusnormalageandsexmatclked controls. Howeverbecauséhereareno clinical daa onthe useof PARIET in thetreatmenbf
patientswith severehepaticdysfuncton the presciberis advisedio exercisecautionwhentreatmentvith PARIET is firstinitiated
in suchpatients.

Co-administratiorof atazanavir with PARIET is notrecomnended(seesection4.5).

4.5 Interaction with other medicinal productsand other forms of interaction

Rabeprazole sodiumproduce a profoundandlonglastinginhibition of gastricacidsecetion. An interactionwith compounls
whoseabsorptionis pH dependeninay occur. Co-administation of rabeprazolesodiumwith ketoconazoler itraconaple may
resultin asignificantdeaeasdn anifungal plasmadevels.

Thereforeindividual patientsmay needto be monitoredto deermineif adosageadjustmat is necessarwhen
ketoconazoleor itraconazolaretakenconcomitintly with PARIET.
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In clinical trials, antacds wereusedconcomtantly with theadministationof PARIET and, in a specificdrug-druginteraction
study, no interactionwith li quid antacids wasobserved

Co-administratiorof atazanavir 300mg/ritonavir 100 mg with omeprazolg¢40 mg oncedaly) or atazanavidO0 mg with
lansoprazol¢60 mg oncedaily) to healthyvolunteergesutedin a subsantialreducton in atazanaviexposureThe abrption of
atazaavir is pH dependentAlthoughnot studied similar resultsareexpectedvith other proton pumpinhibitors. Therefore PPIs,
including rabeprazoleshouldnot be co-administeredwith atazanavir(seeSecton 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy:

Thereareno dataon the safetyof rabeprazolen humanpregnancy.

Reproductionstudiesperformedin ratsandrabbitshaverevealedho evidenceof impared fertility or harmto thefoeusdueto
rabepraole sodium,althowgh low foeto-placenal transferoccursin rats. Parietis containdicatedduring pregnancy.

Lactation:

It is notknown whethe rabepazok sodum is excretedn humanbreastmilk. No studiesin lactatingwomenhavebeen
performed Rabeprazolsodum is howeverexcretedn ratmammarysecré¢ions. Therefore Parietshouldnot be usedduring
breastfeeding.

4.7 Effects on ability to drive and use machines

Baseal onthepharnacodyrmmicpropetiesandtheadverseeventsrofile, it is unlikely thatParietwould causeanimpairmentof
driving performancer compromisdhe ability to usemachinerylf howeveralertnes isimpaireddueto somnolege, it is
recmmmerdedthatdriving andoperatingcomplexmachinely beavoided.

4.8 Undesirable effects

Themostcommonly reportedadverseadrugreactons,during controled clini cal trials with rabepazolewereheadache,
diarrhoea, abdominalpain,astheniaflatulence, rashanddry mouth. The mgority of adverseeventsexperienedduring
clinical studiesweremild or moderatan severity, and transient in naure. Thefollowing adverseeventshavebeen
reportedfrom clinical trial andpostmarketng experiace.

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

SystemOrgan |[Common Uncommon |Rare VeryRare |Not Known
Class
Infectionsand |Infection
infestations
Blood andthe Neutroperma
lymphatic Leumpeia
systemdisorders Thrombocytopenig
Leumcytaosis
Immunesystem Hypersensitiviyl2
disarders
Metabolisn and Anorexia Hyponatremie
nutrition
disarders
Psychiatric Insomnia Nervousnes [Depresson Confusion
disarders
Nervoussystem|Head&he Samnolence
disarders Dizziness
Eyedisorders Visual disturbance
Vascular Perpheral
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Disorders Oedems
Respiratory Cough Bronchitis
thoracicand Pharyngitis Sinusitis
mediastinal Rhinitis
disarders
Gastrointesnal |Diarrhoea Dyspepsia  |Gastritis
disarders \VVomiting Dry mouth Stomatitis
Nausea Erudation Tastedisturbane
Abdominalpan
Constipation
Flatulene
Hepatc-biliary Hepatitis
disarders Jaurdice
Hepatic
encephalopatt3
Skinand Rash Pruritus Erythema
subcutaneus Erythem& Sweating multifor me,
tissuedisomers Bu”ousreactbnsz toxic
epidermal
necrolysis
(TEN),
Steens
Johnson
syndrome
(SJS)
Musculoskelatl [Non-specific  [Myalgia
connective pain Leg cramps
tissueandbone |Badk pan Arthralgia
disarders
Reralard Urinarytract [Interstitial nephrits
urinary infection
disarders
Repoductive Gynaecomasti
systemand
breastdisarders
Gereral Asthenia Chestpain
disadersand [Influenzalike |Chills
administraton [illness Pyrexia
siteconditions
Investigations Increagd Weightincreasec
hepaic
enzyme®

1. Includesfacial swelling,hypotensiorand dyspnoedrythemna, bullousreactionsandhypersasitivity reactions
haveusuallyresolvedafterdiscontinuatiorof therapy.

wn

treatmentvith PARIET is first initiatedin suchpatents(seesedion 4.4).

Rarereportsof hepaticencephalopathfiavebeen received in paientswith undetying cirrhosis.
In treatmentof patientswith sevee hepaticdysfundion the prescribe is advisedto exerase cautionwhen
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4.9 Overdose

Expeienceto datewith ddiberate or accdentaloverdosas limited. The maximum egablishedexposurénasnot exceeded0mg
twice daily, or 160mg oncedaily. Effects are generallyminimal, representativef the knownadversesvent profile, and reversible
without furthermedicalintervention.No specifc antidoteis known.Rabepraole sadium is extensivelyproteinbound andis,
therefore, not readily dialysable Asin any caseof overdosetreatmenshouldbe sympgomatic andgenerakupportivemeasures
shouldbe utilised.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

PhamacotherapeutiGroup:Alimentary tractandmetabaism, Drugsfor pepticulcerandgastrooesophageakflux disease
(GORD), protonpumpinhibitors.
ATC code:A02B C04

Mechanism of Action: Ralepraole sodiumbelonggto the classof ani-secretoy compaunds,the substituteenzimdazoles,that
do notexhbit anticholinegic or H, histamineantagonispropeties, but sugpressgastic add secetionby the specific inhibition

of theH"/K™-AT Paseenzyme(the acid or proton pump).Theeffectis dose-relatedandleadsto inhibition of both basaland
simulatedacidsecretim irrespectiveof the simulus. Animal studiesndicatethatafter administrationrabepraza sadium rapidly
disappearfrom boththe plasmaand gastrc mucos. As aweakbase,rabeprazolés rapidly absorbedollowing all doses andis
concentatedin theacidenvironmentof the parietalcells. Rabgrazoleis convertedo the activesulphemmideform through
protonaton andit subsequenyl reactswith the availablecyseineson the protonpump.

Anti-secretory Activity: After oraladmnistraton of a 20 mg doseof rabepranle sodiumthe onsetof the antisecrebry effect
occurswithin onehour, with the maximumeffect occurringwithin two to four hours.Inhibition of basalandfood stimulaed acid
secretion 23 hoursafterthefirst doseof rabeprazolsodiumare69%and82%respetively andthedurationof inhibition lastsup
to 48 hours.Theinhibitory effectof rabepiazok sodiumon acid secretbnincreaseslightly with repeatedncedaiy dosing,
achievingsteadystatk inhibition afterthreedays.Whenthedrugis discontinuedsecetory activity normalisever2 to 3 days.

Serum Gastrin Effects: In clinical studiespatentsweretreatedoncedaiy with 10 or 20 mg rabeprazolsodium,for upto 43
morthsduration.Serumgastin levelsincreasediuring thefirst 2 to 8 weeksreflectingtheinhibitory effecs on acidsegetionand
remainedstablewnhile treatmentvascontinued.Gastrinvaluesreturnedo pre-treatrmentlevels,usuallywithin 1 to 2 weeksafter
discontnuationof therapy.

Humangastricbiopsyspecimensfrom theantum andthefundusfrom over500 patientsreceivingrabeprazol®r compaator
treament for up to 8 weekshavenot deteced changesn ECL cell histology, degreeof gastritis,incidenceof atrophic gastritis,
intestinalmetaplasiar distributionof H. pylori infection.

In over250 patientsfollowedfor 36 monthsof coninuoustherapy no significant changen findings presentat baselinewvas
observed.

Other Effects: Systenic effectsof rabepazok sodumin the CNS, cardbvascularandrespiratorysystemdavena beenfoundto
date.Rabeprazolesodium,givenin ord dosesof 20 mg for 2 weels, hadno effecton thyroid function,carbohydratene&abdism,
or circulatinglevelsof parathyroichormone,cortisol, oestrogentestosterongyroladin, chaecystokinin,secretinglucaga,
follicle stimulatinghormone(FSH), luteinisinghormone(LH), renin,aldosteron@r somdotrophic hormone.

Studiesin healthysubjgctshaveshawn thatrabeprazolsodum doesnot haveclinicaly significantinteractionsvith amoxycillin.
Raberazole doesnot adveselyinfluenceplasmaconcentationsof amoxycillin or clarithromycinwhenco-adminsteredfor the
purposeof eradicatinguppergastre-intestinalH. pylori infedion.
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5.2 Phar macokinetic properties

Absorption: Parid is an entericcoakd (gastro-resistant}abletformulaion of rabeprazolsodium.This presataion is necessar
becauseabeprazolés acidlabile. Absomption of rabepazolethereforebeginsonly after thetabletleaves the stomach. Absorption
is rapid,with peakplasmaevels of rabepazoleoccuring approximate}l 3.5 hoursafter a 20 mgdose.Pe& plasma
concentations(C_,..) of rabeprazolandAUC are linearoverthe doserangeof 10 mg to 40 mg. Absolutebioavailability of an

oral 20 mg dose(comparedto intravenausadmiistration)is about52%duein largepat to pre-systemicmetabolismAdditionaly
thebioavailability doesnotapper to increasewith repeatadministation. In healtty subgpctsthe plasmahdf-lif e is appoximately
onehour(range0.7to 1.5hours), and thetotal body clearances estimatedto be 283+ 98 ml/min. Therewasno clinically
relevantinteractionwith food. Neitherfood nor the time of day of administrationof the treatmentffecttheabsorptbn of
rabepraolesodium.

Didribution: Rabepraoleis approxmately 97%boundto humanplasmaproteins.

Metabolism and excretion: Rabeprazie sodium,asis the cag with othermemberf the proton pumpinhibitor (PPI) classof
compound, is metabdisedthroughthe cytochomeP450(CYP450)hepaticdrug metaboising system.In vitro studieswith
humanliver microsanesindicatead thatrabeprazolesodiumis metaboisedby isoenzynes of CYP450(CYP2C19andCYP3A4).
In thesestudies at expectechuman plasmaconcentrationsabepraza neitherinducesnor inhibits CYP3A4; andalthoughin vitro
studies maynot alwaysbe predidive of in vivo statusthesefindingsindicatethatno interactionis expecteetwea rabeprazole
andcyclosporin.

In humanghethioether(M1) andcarbaylic acid (M6) arethe mainplasmametaboiteswith the sulphongM2), desnethyt
thioether(M4) andmercapuric acid conjugate(M5) minor metaolitesobservedat lower levels.Only the desmethymetabolite
(M3) hasasmallamaunt of arti-secretoy activity, butit is not preentin plasma.

Following asingle20mg 14¢C labdled oral do of rabeprazolesodium,no unchangedirugwasexcretedin the urine.
Approximately90% of the dosewas eliminatedin urine mainly asthetwo metabolitesa mercapturicacid conjugate(M5) anda
carboxylc acid(M6), plustwo unknownmetabolitesTheremairderof the dosewasrecoveredn faeces.

Gender: Adjustedfor bodymas andheight,there areno significantgenderdifferencesn pharmacokietic pamametergollowing a
single 20 mg doseof rabepazole

Renal dysfunction: In patientswith stable,end-stage,renalfailure requiringmaintenancénaemodialysigcreatinineclearance
§5mI/min/1.73m’-), thedispositon of rabepazle wasvery similar to thatin heathy voluntees. The AUC andtheC_ . inthese

patientswasabout35% lower thanthe correspondingparamegrsin healthyvolunteersThe meanhalf-life of rabepazle was
0.82hoursin healthyvolunteers0.95 hoursin paientsduringhaenodialysis and3.6 hourspostdialysis.The clearancef the
drugin patientswith renaldiseaserequiringmaintenancéaemadlialysiswasapproxinatelytwice thatin healthyvolunteers.

Hepatic dysfunction: Following a single 20 mg doseof rabepraza to patientswith chronic mild to moderatenepaticimpairment
the AUC doubledandthere wasa 2-3 fold increasen half-life of rabeprazoleompaedto the healthyvolunteersHowever,
following a 20 mg dosedaily for 7 daysthe AUC hadincreasedo only 1.5-fold andtheC,,, to only 1.2-fold. The half-life of

rabepraolein patientswith hepaticimpairmentwas12.3hourscomparedo 2.1 hours in heathy volunteersThe
phamacodynamicesponségastricpH contol) in thetwo groupswasclinically compaable.

Elderly: Elimination of rabeprazolavassomewlat decreaseth theeldety. Following 7 daysof daily dosingwith 20 mg of
rabepraolesodium,the AUC appoximately doulded,theC, . increasedby 60%andt’z increasedy approximatelyd0%as

compaedto younghealthy voluntee's. Howevertherewasno evidenceof rabepraza accumulation.

CYP2C19 Polymorphism: Following a 20 mg daily doseof rabgorazok for 7 days, CYP2C19slow metabdisers, had AUC andtyz
which were approximatelyl.9 and1.6timesthe correspondig parameteren extensie metabolisersvhilst C . .. hadincreasedy

only 40%
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Preclinical effectswere observednly at exposuresufficiently in excesof the maximum humanexposurghatmake concerns

for humansafetynegligiblein respecbf animal data.

Studieson mutagenidy gawe equvocal resuts. Testsin mouselymphomacell line were positive,butin vivo micronudeusandin

vivo andin vitro DNA repdr tess were negative Carcinogenicitystudiesrevealecho specialhazardfor humans

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Product imported from France and Ger many:

Coretablet:

Mannitol
Magnesiunmoxide
Low-subsituted hyprolose
Hyprolose
Magnesiunstearate

Undercoating:
Ethylcelulose
MagnesiumOxide

EntericCoating:
Hypromedlose phthalate
Diacetylatedmonoglyceides
Talc

Titaniumdioxide (E171)
Rediron oxide (E172)
Carnaubawax

Printingink:
Phamacaitical Varnish
Blackiron oxide (E172)
Propylane Glycol
Medicinal anti-foamA.
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Product imported from the UK:

Mannitol
Magnesiunoxide
Low-substtuted hyprolose
Hyprolose
Magnesiunstearate
Ethylcelulose
Hypromdlose phthalate
Diacetylatedmonoglyceides
Talc

Titaniumdioxide (E171)
Rediron oxide (E172)
CarnaubaWax

White Shellac

Blackiron oxide (E172)
Dehydratedethanol
1-Butanol

6.2 Incompatibilities
Not applicable

6.3 Shelf life

Theshelflife expiry datefor this productshal bethe dateshownon theblisterandouterpackageof the producton the marketin

the country of origin.

6.4 Special precautionsfor storage

Do not storeabove25°C.Do notrefrigerae. Keepin theoriginal package.
6.5 Nature and contents of container

Eachpackcontainsblister strips of 14 tables in anover-labelled outercardboad carton.
Packsize:28 tablets.

6.6 Special precautionsfor disposal and other handling
No specal requirement:
7 PARALLEL PRODUCT AUTHORISATION HOLDER

G&A LicensingLimited
Ballymurray
CountyRoscommon
Ireland.

8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA1447/5/1
9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof First Authorisaton: 21stNovember200¢
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10 DATE OF REVISION OF THE TEXT

February201(
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