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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Rabepraole 20 mg GastroresstantTables
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead gasto-resstanttablet contains20 mg rabepraole sodium equivdentto 18.85mg rabeprazole.

For thefull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM
Gasto-resstanttablet

Y ellow, film-coatedyound,biconvextabletimprintedwith ‘R4’ in bladk ink on onesideof thetabletandblankon the
otherside.

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

Rabepraole tables areindicatedfor the treatmentof:

Active duodenallcer

Active benigngastic ulcer

Symptomaticerosiveor ulcerativeGastreOesophaga Reflux Disease(GORD)

GastreOesoplagealReflux Diseasd_ong-term Managgement (GORD Maintenance)
Symptomatidreatnentof moderateo very severeGastreOesophaga Reflux DiseasgsymptomaticGORD)
ZollingerEllisonSyndrome

In combiration with appropriateanibacteial therapetic regimensfor the eradicationof Helicobacter pylori in
paientswith peptc ulcerdiseaseSeesedion 4.2.

4.2 Posology and method of administration
Posdogy
Adults/eldery:

Active Duodenal Ulcer and Active Benign Gastric Ulcer: Therecoommendearal dosefor bothactiveduodanal ulcer
and activebengn gastriculceris 20mgto betakenoncedaily in the morning.

Mostpatiens with active duodenallcerhealwithin four weeks.Howeve afew patientsmayrequire anadditional
four weeksof therapyto achievehealing.Most paientswith acive benign gastic ulcerhed within six weeks.
Howeve againafew patientsmayrequireanadditiond six weeksof theragy to achieve healing.

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

Gastro-Oesophageal Reflux Disease Long-term Management (GORD Maintenance): Forlong-term managenent,a
maintenancealoseof 20mgor 10ng onae daily canbe useddependinguponpaitentresponse.

Symptomatic treatment of moderate to very severe Gastro-Oesophageal Reflux Disease (symptomatic GORD): 10mg
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oncedaly in paientswithoutoesophagis. If sympom control hasnotbeen achievel after four weeks the patient
should befurtherinvestigatedOncesymptons haveresolved subsguentsympom contiol canbe achievedusingan
on-demandegimentaking10mgoncedaly when needd.

Zollinger-Ellison Syndrome: Therecommendeddul staring doseis 60mgonceaday. Thedosemaybetitrated
upwardsto 120mg/daybasednindividud patient neals. Singledaily doses up to 100mg/daymaybe given. 120mg
dosemayrequiredivideddoss,60mgtwice daily. Treatmentshouldconinuefor aslong asclinically indicated.

Eradication of H. pylori: Patentswith H. pylori infectionshoutl betreated with eradcaion therapy. The following
combinationgivenfor 7 daysis recommende.

Rabepraole 20mgtwice daily + clarithromycn 500mgtwicedaly andamoxidllin 1gtwice daily.

Renal and hepatic impairment
No dosageadjusimentis necesaryfor paientswith renal or hepdic imparment.

Seesectiord.4 of Rabeprazolén thetreamentof paients with sevee hepdic impairment.

Paediatric population
Rabepraole is notrecommendedbr usein children, as thereis no expeience of its usein this group.

Methodof adminstration
For oral use.

For indicaionsrequiringoncedaily treatmentRabepraole Sodiumtabletsshouldbe takenin themoming, before
eating; andalthoughneitherthetime of day nor food intakewasshownto have any effect on rabeprazolesodium
activity, thisregimenwill facilitatetreatmentcompliance.

Patientsshouldbe cautionedhatthe Rabepraale Sodiumtables shouldnot be chewedor crushedput shouldbe
swallowedwhole.

4.3 Contraindications

Rabepraole is contraindicatedn paients with knownhypersensitiity to rabeprazoleor to any of the excipientdisted
insection6.1.

Rabepraole is contraindicatedn pregnancyandduring breastfeedng.
4.4 Special warnings and precautions for use

Symptomaic responséo therapywith rabepraza sodiumdoesnot precludethe presencef gastic or oesophagal
malignancy thereforethe possbility of malignancyshouldbe excludel prior to commencingreamentwith
Rabepraole.

Patientson long-termtreatmen{particularly thosetreaedfor morethanayear)shouldbekeptunderreguar
surveillance.

A risk of crosshypersensitivityreactiors with othe protonpumpinhibitor or substiutedbenzimidazolescannotbe
excluded.

Patientsshouldbe cautionedhatRabeprazoléables shoutl not be chewved or crushedput shouldbe swallowed
whale.

Therehavebeenpostmarketingrepotts of blood dyscrasia (thrombocytopaia andneutropaia). In the majoiity of
caseswhereanalternadive aetiobgy cannotbeidentified, the eventsvereuncomplicaed andresolvedon
discontinuatiorof rabeprazole
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Hepaticenzymeabnormalitiehavebeenseenin clinical trials and havealso beenreportedsince marketauthorsation.
In the majority of casesvhereanalternativeaetology cannotbe identified, the eventswereunconplicatedand
resolvedon discontinuabn of rabepazole

No evidenceof significantdrugrelatedsatety problens weresee in a studyof patientswith mild to moderatéhepatic
impairment versusnormalageandsexmachedcontols. Howeverbecausethereare no clinical dataon the useof
rakeprazolesodiumin thetreatmenbf patientswith severehepatic dysfundion the prescriberis advisal to exercise
cautionwhentreatmentvith Rabeprazolés first initiated in suchpaients.

Co-administationof atazanaviwith rabepraole sodiumis notreconmendedseesection4.5).

Treatmet with protonpunp inhibitors,includingRabgrazole may possiblyincreaseaherisk of gastointestinal
infectionssuchasSalmonella, Campylobacter andClostridium difficile (see section5.1).

Proton pumpinhibitors,espedally if used in high doses and overlong duratons (>1 year) may modestlyincreasethe
risk of hip, wrist andspinefracture,precominantly in theeldely or in presene of otherrecognisedisk factors.
Observaional studiessuggesthatproton pumpinhibitorsmayincreasehe overallrisk of fractue by 10-40%. Someof
thisincreasenaybedueto otherrisk factors. Patientsat risk of osteopoross shoud receivecare accordingo current
clinical guidelinesand they shouldhaveanadequatentake of vitamin D andcalcium.

Hypomagresaena

Severehypomagnesaemizasbeenreportedn paientstreaedwith proton pumpinhibitors (PPk) like rabeprazoldéor
a leastthreemonths,andin mostcassfor ayea. Saious manifestationsof hypomagnesaemisuchasfatigue, tetany,
delirium, convulsionsdizzines andvertricular arrhythma can occurbuttheymay begininsidiousy andbe
overlooked.In mostaffectedpatientshypomanesaemiaimproved after magnesaim replacemenanddiscontinuation
of thePPI.

For patiens expectedo beon prolongedreamentor who take PPIswith digoxin or drugsthatmay cause
hypomagnesaeia (e.g.diuretics),healthcareprofessbonds shoutl considemeasuringmagnesiunevelsbefore
starting PPItreatmnentandperiodically during treatment.

Concomitantuseof rabeprazolevith methotexate

Literaturesuggestshatconcomitanuseof PPIswith methotrexde (primariy at high dose;seemetotrexate
prescribinginformation) may elevateand prolong serumlevels of methotexat and/or its metabolie, possiblyleading
to methotrexag toxicities. In high-dose methotrexde administation, atenporay withdrawalof the PPl maybe
consider@ in somepatients.

Influence on vitamin B, , absarption
Rabepraole sodium,as all acid-blockingmedicines, may reducethe absorpton of vitamin B, , (cyanocobamin) due

to hypo- or a chlorhydria. This shouldbe consideedin paientswith reducel body storesor risk factorsfor reduced
vitamin B, , absaption on long-termtherapyor if respedte clinical sympbmsare observed.

SubacutecutaneousupuserythenatosugSCLE)

Proton pumpinhibitorsareas®ciatedwith very infrequentcasesof SCLE. If lesionsoccur,especiallyin sunexposed
areasof the skin, andif accompaniedy arthralgig the paient shoutl seek medical help promptlyandthe healthcare
professionakhouldconsder stoppingrabepranle. SCLE after previoustreamentwith a proton pumpinhibitor may
increas therisk of SCLEwith otherproton pumpinhibitors.

Interferencewith laboratorytests

Increasd ChromogranirA (CgA) level mayinterferewith investigaionsfor neunendocine tumous. To avoidthis
interference Rabepraale Sodum tabletstreamentshoul be stoppedfor atleast5 daysbeforeCgA measurements
(seesectin 5.1).1f CgA andgastrn levelshavenotreturnedto referene@ rangeafterinitial meaurement,
measurenentsshouldbe repeated 4 daysaftercessaion of protonpumpinhibitor treatment.

Paedatric populatior
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Rabepraole sodiumis notrecommende for use in children, asthereis no experienceof its usein this group.
4.5 Interaction with other medicinal productsand other forms of interaction

Rabepraole sodiumproducesa profoundandlong lasting inhibition of gastric acidsecretionAn interactionwith
compounds~vhoseabsorptions pH dependeninay occur.Co-administraion of rabepazolesodiumwith ketoconazole
or itraconazolemayresultin asignificantdeaeasdan antifungalplasmaevds. Therefore individud patientsmayneed
to bemonitoredto determne if adosageadjusimentis necessarywhen ketomnazoleor itraconaole are taken
concamitantly with Rabeprazole.

In clinical trials, antadds wereusedconconitantly with theadmiistraton of rabeprazolesodium and,in aspedfic
drug-druginteractionstudy,no interactionwith liquid antacidswasobserved.

Co-administationof atazanaviB00mg/rtonavir L00mg with omepraple (40 mg oncedaily) or atazangir 400mg
with lansopraza (60mgoncedaily) to healthy volunteersresulte in a substanal reductionin atazanaviexposure.
Theabsorpton of ataanaviris pH dependentAlthoughnot studed, similar resuts areexpectedvith otherproton
pumpinhibitors. ThereforePPIs,includingrabepranle, shouldnot be co-adninisteredwith atazanavifseesection
4.4).

Methotrexate

Casereports publishedpoopulationpharmaokinetc studies, and retrospedive aralysessuggesthatconcomitant
administrationof PPIsandmethotrexatéprimarily at high dose;seemehotrexateprescribingnformation)may elevate
and prolongserumlevelsof methotrexateand/orits metabolte hydroxynethotexate However,no formal drug
interactionstudesof methotrexatewith PPIshavebeenconduded.

4.6 Fertility, pregnancy and lactation

Pregnancy
Thereareno dataon the safetyof rabepazolein humanpregnancy Reprodution studiesperformedin ratsandrabbits

have revealedno evidenceof impairedfertility or harmto the foetusdueto rabepraole sodium,althaughlow foeto-
placentd transferoccursin rats.Rabeprazolés contrandicaed during pregnancy (see sectior4.3).

Breastfeedng
It is notknownwhetherrabeprazolesodum is excréedin humanbreast milk. No studiesin breastfeedng womenhave

beenpeformed.Rabepraza sodiumis however excrgedin ratmammay secetions.Therebre Rabeprazolshould
not be usedduringbreastfeeding(seesecton 4.3).

4.7 Effects on ability to drive and use machines

Basedon the pharmacodynamipropertiesandthe adveseeventsprofile, it is unlikely thatRabepazolewould cause
an impairmentof driving performancer compromsetheability to usemachinery.If howeveralertnesss impaired
dueto somnolenceif is recommendethatdriving andoperaing conplex machinerybe avoided.

4.8 Undesir able effects

Summaryof the safetyprofile

Themostcommonly reportedadverseadrugreactons,during controled clini cal trials with rabepazolewereheadache,
diarrhoea, abdominalpain,astheniaflatulence, rashanddry mouth. The mgority of adverseeventsexperienedduring
clinical studiesweremild or moderaten severity, and transiet in naure.

Tabulatedi st of adverseaeactons
Thefollowing adversaeactionshavebeen reported from clinical trial andpostmarketingexperiene.

Frequenciesredefinedas:common(>1/100to <1/10);uncommon(>1/1,000to <1/100);rare(>1/10000to <1/1,000)
very rare(<1/10,000)andnot known (cannotbe estimaied from the avaiable data)

Date Printed 04/05/2017 CRN 2191986 page number: 4



Health Products Regulatory Authority

System Organ Common Uncommon | Rare Very Rare | Not Known
Class
Infectionsand Infectior
infestations
Blood and Neutropera
lymphatic
system disorders Leucmenia
Thrombocytopenig
Leucaytosis
Immune system Hypersensitiviy'-2
disorders
M etabolism and Anorexia Hyponatraena
nutrition
disorders Hypomagnesaerai
(seesection4.4)
Psychiatric Insomnii Nervouses: | Depressio Confusior
disorders
Nervoussystem | Head&he Somnolene
disorders
Dizzines:
Eyedisorders Visualdistubanct
Vascular Peripheal oedem
disorders
Respiratory, Cough Bronchitis
thoracic and
mediastinal Pharyngitis | Sinusitis
disorders
Rhinitis
Gastrointestinal | Diarrhoe: Dyspepsa Gastitis
disorders
Vomiting Dry mouth | Stomatitis
Nausea Eructation | Tastedisturbane
Abdominal
pain
Constipation
Flatulence
Fundic
gland
polyps
(benign
Hepatobiliary Hepatitis
disorders
Jaurdice
Hepatic
encephalopath3
Skin and Rast Pruritus Erythema | Subacute
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subcutaneous multiforme, | cutaneoudupus
tissuedisorders Erythemg Sweating toxic erythemdosus
epdermal | (seesectiord.4)
Bullousreactong® | necrolysis
(TEN),
Steens
Johnson
syndrome
(SJ9
Musculoskeletal, | Non- Myalgie
and connective | specific pain
tissue disorders Legcramps
Bad pan
Arthralgia
Fracure of
thehip,
wrist or
spine(see
secton4.4)
Renal and Urinary Interstitial
urinary tract nephritis
disorders infectior
Reproductive Gynaecomash
system and
breast disorders
General Asthenie Chestpair
disordersand
administration Influenza Chills
site conditions likeillness
Pyrexie
I nvestigations Increasec Weightincrease
hepatic
enzyme3

1 Includesfacial swelling, hypoten#on anddyspnoea

2 Erythema bullousreactionsandhypersensitivig reations haveusualy resolvel afterdiscontinuaibn of therapy.

3 Rare reportsof hepaticencephalopaty havebeen recaved in paientswith underlyingcirrhosis.In treatmenof
patientswith severehepaic dysdunctionthe prescribe is advisedto exercisecautionwhentreatmentith Rabeprazole
isfirstinitiatedin suchpatients(seesection4.4).

Reportingof suspecteddversaeactions

Reportingsuspecte@adversaeactionsafterauthorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL —Dublin 2; Tel: +3531 6764971,
Fax: +3531 6762517 Webste: www.hpra.ie Email: medsafety@hpra.ie,

4.9 Overdose

Experienceo datewith deliberateor accidenal overdosas limited. The maximum establishe@xposureénasnot
exceeded0Omgtwice daiy, or 160mgoncedaily. Effects are generdly minimal, representéive of theknownadvese

eventprofile andreversble without further medial intervention. No speifi ¢ artidote is known.Rabepazole sodiumis
extersively proteinboundandis, therefore not dialysable As in any caseof overdosetreatmenshouldbe
symptomaic andgeneal supportivemeasureshouldbe utilised
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5 PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup Alimentary tract and metabolism, Drugsfor peptic ulcerandGadro-OesophagedReflux
Diseas GORD), proton pumpinhibitors,

ATC code:A02 BC04
Mechanisnof acion

Rabepraole sodiumbelongsto the classof antiseaetory compoundsthe subsituted benzimidazoleghatdo not
exhibit anticholinergicor H,, histamineaniagonistpropertiesput suppresgastricacid secetion by the spedfic

inhibition of the H*/K*-ATPaseenzyme(the acid or proton punp).

Pharmacodynarit effects

Theeffed is doserelaedandleadsto inhibition of bothbasalandstimulated acid secreion irrespectiveof the stimulus
Animal studiesindicate thatafter adminstration,rabgrazolesodum rapidly disappear$rom both the plasmaand
gastric mucosa.As aweakbase, rabeprazoles rapidly absorbedollowing all dosesandis concentatedin the acid
environmentof the parietal cells Rabepraza is converedto theacive sulphaamideform throughprotonaton andit
subsequerty reack with theavailablecysteneson the protonpump.

Anti-secretory Activity: After oraladminigration of a20mg doseof rabepranle sodiumthe onsetof theantisecetory
effect occurswithin onehour, with the maximum effed occurring within two to four hours.Inhibition of basalandfood
stimulatedacid secretior23 hoursafterthefirst doseof rabgrazok sodiumare 69% and82%r respectivelyand the
durationof inhibition lastsup to 48 hours.Theinhibitory effect of rabepraole sodiumon acid secretiorincreases
dightly with repeatedncedaily dosng, achiezing steadystéae inhibition after threedays.Whenthedrugis
discontinuedsecretoryactivity normalisever2 to 3 days.

Decreased@astricacdity dueto anymeans,including protonpumpinhibitors sud asrabepazole,increasesountsof
bacterianormally presenin the gastroitiestina trad. Treatment with proton pumpinhibitorsmay possiblyincreasethe
risk of gastointestinalinfectionssuchasSalmonella, Campylobacter andClostridium difficile (seesection 4.4).

Serum Gastrin Effects: In clinical studiespatientswere treatedonce daily with 10 or 20mgrabeprazoleodium,for up
to 43 monthsduration.Serumgastin levds increasediuring thefirst 2 to 8 weeksreflectingtheinhibitory effectson
acid secretiorandremainedstable while treamentwas coninued.Gastrh valuesreturnedo pre-treatmentevels,
usuallywithin 1 to 2 weeksafter discontnuation of therapy.

Humangastricbiopsyspecimengrom the antrumandthefundusfrom over 500 patientsreceivingrabeprazoler
comparatortreamentfor up to 8 weekshavenotdetected changesn ECL cdl histology,degeeof gastritis,incidence
of atrophicgastitis, intestinalmetaplag or distributionof H. pylori infecion. In over250 patientsfollowedfor 36
monthsof continuoustherapy,no significantchangein findingspresent at baselinevasobseved.

During treamentwith antisecretorymedcinal produds, serum gastrinincreaesin resposeto the deceasedadd
secretion.Also CgA increagssdueto decreasedastrc acidity. TheincreasedCgA level mayinterfere with
investigationgor neuroendodne tumours.

Availablepublishedevidencesuggestghatproton punmp inhibitors shouldbe discontinuedeween5 days and2 weeks
prior to CgA measirenmrents.Thisis to allow CgA levek thatmight be spuriouslyelevatedfollowing PPItreatmento
returnto referenceange.

Other Effects. Systemiceffectsof rabeprazolesodiumin the CNS, cardiovasculaiandrespiatory systemshavenot
beenfoundto dak. Rabeprazolsodium,given in oral dosesof 20mgfor 2 weeks, had no effect on thyroid function,
carbohydratemetabolism, or circulatinglevds of parathyroidhormone,cortisol, oestogen testosteone,prolactin,
cholecysokinin, secrein, glucagonollicle Simulating Hormone(FSH), Luteinising Hormone(LH), renin,
aldosteroneor somatotrophidiormone.
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Studiesin hedthy subjectdhaveshownthatrabeprazoé sodum doesnot have clinically significantinteractionswith
amoxicillin. Rabeprazoleloesnotadvesel influence plasma concentraions of amoxicillin or clarithromydn whenco-
administeredfor the purpo® of eradicatinguppe gastrointstinalH. pylori infection.

5.2 Phar macokinetic properties

Absorption
Rabepraole is anentericcoakd (gastraresistant) tablet formulaton of rabepazolesodium.This presentatioris

necessry becauseabeprazolés acid-labie. Absorpton of rabepranle thereforebeginsonly afterthetabletleavesthe
stomach.Absorptionis rapid,with peakplasmaevels of rabepazoleoccurrng appoximately3.5hours aftera 20mg
dose.Peak plasmaconcentrationgC, ) of rabeprazolandAUC arelinearoverthe doserangeof 10mgto 40mg.

Absolutebioavaihbility of anoral 20mgdose(compard to intravenousadmnistration)is about52%duein largepart
to pre-systemicmetabolsm. Additionally the bioavalability does notappeato increaseawith repeatadministation.In
healthy subpctsthe plasmahalf-life is approximatdy onehour(range0.7to 1.5hours),andthetotal body cleaanceis
estimated to be 283+ 98 ml/min. Therewas no clinically relevant interacton with food. Neitherfood nor thetime of
day of admnistrationof the treatmentffectthe absorpton of rabepraple sodium.

Distribution
Rabepraole is approximately97%boundto human plasmaproteins.

Biotransformabn

Rabepraole sodium,as is the case with othermembersof the proton pumpinhibitor (PH) classof compoundsis
metabolisedthroughthe cytochromeP450 (CYP450)hepdic drug metebolising systemIn vitro studieswith human
liver microsomesndicakedthatrabeprazolsodiumis metabolisedby isoenzymesof CYP450(CYP2C19and
CYP3A4).In thesestudies at expeced human plasmaconcentréionsrabgrazde neitherinducesnor inhibits
CYP3A4; andalthoughin vitro studiesmay not awaysbe predidive of in vivo statushesefindingsindicatethatno
interactionis expectedetweerrabeprazol@andcyclosporn.

In humanghethioethe (M1) andcarboxylic acid (M6) are the main plasmametaboliteswith the sulphongM2),
desmethyithioether(M4) andmercapturicaad conjugde (M5) minor metabolitesobsevedat lower levels.Only the
desmethylmetaolite (M 3) hasa smallanmountof anti-segetoryadivity, butit is not presentn plasma.

Elimination
Following a single 20ng 14¢ Jabelledord doseof rabepazolesodum, no unchangeddrugwasexcretedin theurine.

Approximately 90% of thedosewaseliminaedin urinemanly asthetwo metabolites:a mercaptuic acidconjugate
(M5) anda carboxylicacid (M6), plustwo unknownmetabolites. Theremainderof the dosewasrecoveredn faeces.

Gencer
Adjugedfor body massandheight,thereareno significantgende differencesin phamacokineic paraméers
following a single20mgdo< of rabeprazole

Renalimpairment
In patientswith stable,endstage,renalfailure requiring maintenancehaenodialysis(creatinineclearance

5m|/min/1.73rr12), thedispasition of rabeprazolevasvery similar to thatin hedthy voluntees. The AUC andtheC_

in thesepatiens wasabout35%lower than the correspondingparanetersin healthyvoluntees. The meanhalf-life of
rabeprazolevas0.82hoursin healthyvolunteers,0.95hoursin paients during haemodialysignd3.6 hourspost
dialysis. Theclearamre of thedrugin patientswith renaldisease@equring maintenancéaemodialysisvas
approximatelytwice thatin healthyvolunteers.

Hepaticimpairment

Following a single 20ng doseof rabeprazoleo paientswith chronicmild to moderatehepaticimpairmenthe AUC
doubledandtherewasa 2-3 fold increasan half-life of rabepraole compaedto the healthy volunteersHowever,
following a20mgdosedaily for 7 daysthe AUC hadincreasedo only 1.5-fold andtheC_ ., to only 1.2-fold. The half-

life of rabeprazolén patientswith hepaticimpairmentwas12.3hourscomparedo 2.1 hoursin healthyvoluntees. The
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pharmacoginamicresponségastricpH control) in thetwo groupswasclinicdly compaable.

Eldedy
Eliminationof rabepazolewassomewhadecreadl in theelderly. Following 7 daysof daily dosingwith 20mgof

rabeprazolesodium,the AUC approxmatly doubled, theC . increasedy 60%andt’zincreagdby approximatly
30% ascomparedo younghealthyvolunteers. Howevertherewasno evidenceof rabeprazoleccumuléon.

CYP2C19 Polymorphism: Following a20mgdaily doseof rabepraale for 7 days, CYP2C19slow metabolises, had
AUC andt¥2 whichwereapproxmatel 1.9 and1.6timesthecorrespondng parameterg extensivanetabolisers
whilst C .. hadincreasedby only 40%.

5.3 Preclinical safety data

Nonr-clinical effectswereobservedonly at exposurs sufficiently in excessof the maximumhumanexposurghatmake
concernsfor humansafety negligible in resped of animal data.

Studieson mutagenicitygaveequivocalresuls. Tests in mouseymphomeacdl line were positive,butin vivo
micronucleusandin vivo andin vitro DNA repair tests werenegatve. Cardanogenicitystudiesrevealedho special
hazardfor humans.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Coretablet

Mannitol

Magnesiunoxide,heavy
Hydroxypropylcelulose

Low substtuted hydroxypropylcellulose
Magnesiunstearag

Sub-coating:
Ethylcellulose

Magnesiunoxide,heavy
Iron oxideyellow (E 172)

Enteiic coatng:
Hypromellosephthahte

Acetylated monoanddi-glycerides
Talc

Titaniumdioxide (E 171)

Film-coating— 20 mg (Opadryyellow):
HMPC 2910Hypromeélose6 Cp
Titaniumdioxide (E171)

Acetylated monoglycerdes

Iron oxideyellow (E172)

Imprinting (Opacodeblack)
Shdlac~45%(20% Esterfied)
Iron oxideblack(E172)
Propyleneglycol
Ammoniumhydroxide(28%)

6.2 Incompatibilities
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Not applicable

6.3 Shelf life

18 months

Afterfirst openingof bottle: 60 days

6.4 Special precautionsfor storage

Do not stare above25 °C. Storein theoriginal containg in orderto protectfrom moisture.
6.5 Nature and contents of container

Cold form blister packcomprisingof form packlaminate with desicantlayer one sideandhardtemperedalumnium
foil ontheotherside.

Cold form perforatedunit doseblister pack(14 x 1 tablets;28 x 1 tablets; 50 x 1 tablets)compiising of form pack
laminatewith destccantlayeroneside andhardtemperel aluminium foil ontheotherside.

HDPEbattle with PPcapanddesccant.

Packsizes

Blisters 7, 14,28, 30,50,56,98,100tables

Bottles 30, 100tablets

Perforatedunit doseblister strips:14x 1,28 x 1 and 50 x 1 tablets
Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal

No specialrequirement:

Any unusednedicinalproductor wage matrial shoutl bedisposé of in accordancewith local requirements.
7T MARKETING AUTHORISATION HOLDER
McDermottLaboratoresLtd t/a GerardLaboratores
35/36Baldoyle Indudrial Edate

GrangeRoad

Dublin 13
Ireland

8 MARKETING AUTHORISATION NUMBER

PA 0577/158002

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof First Authorisaton: 19" Octcber2012

10 DATE OF REVISION OF THE TEXT

April 2017
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