Health Products Regulatory Authority

Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Rabepraole Aurobindo20 mg gadro-resisanttablets
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
Round (diameer 7.17mm), yellow, biconvex,enteic coatel tablds.

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications
Rabepraole Aurobindotabletsareindicatedfor thetreatment of:

o Active duodenallcer

¢ Active bengngastic ulcer

o Symptomatc erosiveor ulcerativegagro-oesophageakflux disease(GORD).

o Gasto-OesophagedReflux Diseasd.ong-termManagemat (GORDMainteance)

o Symptomatc treatmenbf moderatdo very severegastrooesophageakflux diseasg¢symptomaticGORD)

¢ Zollinger-EllisonSyndrome

¢ In combinaton with approprateantibacerial thergeutc regimensfor the eradicationof Helicobacteipylori in
patientswith peptc ulcerdiseas. Seesection4.2

4.2 Posology and method of administration
Adults/eldery:

Active Duodenal Ulcer and Active Benign Gastric Ulcer: Therecommendedral dose for bothactiveduodenéulcer
and activebengn gastriculceris 20 mg to betakenoncedaily in themorning.

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

Erosive or Ulcerative Gastro-Oesophageal Reflux Disease (GORD): Thereconmendel ord dosefor this conditionis
20 mg to betakenoncedaiy for four to eight weeks.

Gastro-Oesophageal Reflux Disease Long-term Management (GORD Maintenance): For long-term managenent,a
maintenanceloseof Rabeprazolé urobindo20 mgor 10 mgonce daily can beuseddependinguponpatientresponse.

Symptomatic treatment of moderate to very severe gastro-oesophageal reflux disease (symptomatic GORD): 10mg
oncedally in patientswithoutoesophadgis. If sympbm control hasnot been achievel duringfour weeks the paient
should befurtherinvestigatedOncesymptons haveresolved subsguentsympgom contiol canbe achievedusingan
on-demandegimentaking 10 mg oncedaily when needé.
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Zollinger-Ellison Syndrome: Therecommendeddultstartingdoseis 60 mg oncea day. Thedosemay betitrated
upwardsto 120 mg/daybasedonindividud patient neals. Singledaily doses up to 100mg/daymaybegiven. 120mg
dosemayrequiredivideddoses,60 mgtwice daily. Treatmentshouldconinuefor aslongasclinically indicated.

Eradication of H. pylori: Patientswith H. pylori infectionshouldbetreaedwith eradi@tion thergy. Thefollowing
combinationgivenfor 7 daysis recommende.

Rabepraole Aurobindo20 mg twice daily + clarithromyan 500mg twice daly andamoxicillin 1gtwicedaly.
For indicaionsrequiringoncedaily treatmentRabepraole Aurobindotablds shouldbe takenin the morning,before
eating; andalthoughneitherthetime of day nor food intakewasshownto have any effect on rabeprazolesodium

activity, thisregimenwill facilitatetreatmentcompliance.

Patientsshouldbe cautionedhatthe Rabepraale Aurobindotabletsshouldnot be chewedor crushed put shouldbe
swallowedwhole.

Renal and hepatic impairment: No dosageadjustments necessaryor paientswith renal or hepdic imparment.

Seesectiord.4 SpecialWarningsandPrecautonsfor Useof Rabeprabple Aurobindoin thetreatmet of patientswith
severehepaic impairment.

Children:
Rabepraole Aurobindois notrecommendedbr usein children,asthere is no experiencef its usein this group.
4.3 Contraindications

Rabepraole Aurobindois contraindicaedin patientswith knownhypersensitiity to rabepazolesodium, substituted
benzimidazolesor to anyexcipientusedin theformulaion listedin sedion 6.1.

Rabepraole Aurobindois contraindicaedin pregnang andduringbreast feeding.
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 Aurobindo.

Patientson long-termtreatmen{particularly thosetreaedfor morethanayear)shouldbe keptunderreguar
surveillance.
A risk of crosshypersensitivityreactiors with othe substiuted benzimidazolescannotbe excluded.

Patientsshouldbe cautionedhatRabeprazoléurobindotables shouldnot be chewedor crushedput shouldbe
swallowedwhole.

Rabepraole Aurobindois notrecommendedbr usein children,asthere is no experiencef its usein this group.

Therehavebeenpostmarketingrepotts of blood dyscrasia (thrombocytopaia andneutropaia). In the majoiity of
caeswhereanalterndive aetiobgy cannotbe identified, the eventswereuncomplicded andresolvedon
discontinuatiorof rabeprazole.

Hepaticenzymeabnormalitiehavebeenseenin clinical trials and havealso beenreportedsince marketauthorsation.
In the majority of casesvhereanalternativeaetblogy cannotbe identified, the eventswereunconplicatedand
resolvedon discontinuaibn of rabepazole
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No evidenceof significantdrugrelatedsatety problens wasseenin a study of patientswith mild to modeatehepatic
impairment versusnormalageandsexmachedcontols. Howeverbecausethereare no clinical dataon the useof
Rabepraole Aurobindoin thetreatmentof paientswith sevee hepaic dysfunctionthe prescribe is advisedto exerise
cautionwhentreatmentvith Rabeprazol@urobindoisfirstinitiated in suchpatients.

Co-administationof atazanaviwith Rabegrazole Aurobindois notrecommended(seesection4.5).

Treatmet with protonpunmp inhibitors,includingRabgrazoleAurobindo, may possiby increasaherisk of
gastrointesinal infectionssuchasSalmonella, Campylobacter andClostridium difficile (seesection5.1).

Proton pumpinhibitors,especlly if used in high doses and overlong duratons (>1 year) may modestlyincreasehe
risk of hip, wrist andspinefracture,precominantly in theeldealy or in presene of otherrecognisedisk factors.
Observaional studiessuggesthatproton pumpinhibitorsmayincreasehe overallrisk of fractue by 10-40%. Someof
thisincreasanaybe dueto otherrisk factors.Patentsatrisk of osteopoross shouldreceivecare aacordingto current
clinical guidelinesand they shouldhaveanadequatentake of vitamin D andcalcium.

Hypomagnesaemia

Severehypomagnesaemizasbeenreportedn paientstregedwith PPIslike rabepazolefor atleastthreemonts,and
in mostcasedor ayear.Seriousmanifestéions of hyponagnesaeia suchas fatigue, tetany,delirium, convulsions,
dizzines andventicular arthythmiacanoccur but they maybegh insidiouslyandbe overlookedln mostaffected
patients,hypomagnesemiaimprovedafter magnesiunreplacanentanddiscontinuéion of the PA.

For patiens expectedo beon prolongedreamentor who take PPIswith digoxin or drugsthatmay cause
hypomagnesaeia(e.g.,diuretics),healthcare professbonds shoutl considemeasuringnagnesiunievelsbefore
starting PPItreatnentandperiodically during treatment.

Concomitant use of Rabeprazole with M ethotrexate

Literaturesuggestshatconcomitanuseof PPIswith methotrexde (primariy at high dose seemethdrexae
prescribinginformation) may elevateard prolong serumlevels of methotexat ard/or its metabolie, possiblyleading
to methotrexag toxicities.In highdosemethotrexgée administration,atemporarywithdrawd of the PPImaybe
consider@ in somepatients.

I nfluence on vitamin B12 absor ption

Rabepraole sodium,as all acidblockingmedicines, may reducethe absorpton of vitamin B12 (cyanocobalamingdue
to hypo- or a chlorhydria. Thisshouldbe consderedin patientswith reducel body storesor risk factorsfor reduced
vitamin B12 absoption on longtermtheray or if respective clinical symptons are obseved.

Subacute cutaneous lupus erythematosus (SCLE)

Proton pumpinhibitorsareas®ciatedwith very infrequenttasef SCLE. If lesionsoccur,especiallyin sunexposed
areasof the skin, andif accompaniedby arthralgia the patient shoutl seek medical help promptlyandthe healthcare
professionakhouldconsder stoppingRabepraza Aurobinda SCLE after preMoustreatmeniwith a protonpump
inhibitor mayincreaseherisk of SCLEwith otha protonpumpinhibitors.

Interference with laboratory tests

Increasd ChromogranirA (CgA) level mayinterferewith investigaionsfor neunendocine tumous. To avoidthis
interferenceraberazolesodiumtreatmenshouldbe stoppedor atleast5 daysbeforeCgA measuemens (seesection
5.1).If CgA andgastrinlevelshavenotreturnedo referencerangeafter initial measurementneasurementshouldbe
repeatedl4 daysaftercessatiorof protonpumpinhibitor treament.

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 determneif adosageadjusimentis necessarywhen ketoamnazoleor itraconaole are taken
concamitantly with Rabeprazol@urobindo.
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In clinical trials, antadds wereusedconconitantly with theadmiistraton of Rabeprazol@urobindoand,in a specific
drug-druginteractionstudy,no interactionwith liquid antacdswasobserved.

Co-administationof atazanaviB00mg/rtonavir L00mgwith omeprable (40 mg oncedaily) or atazangir 400mgwith
lansopraale (60mg oncedaily) to heathy volunteersresultedn a subsantial reductionin atazanaviexposureThe
absorption of atazamvir is pH dependen Althoughnot studiel, similar resultsare expectedvith otherprotonpump
inhibitors. ThereforePAs, includingrabepranle, shouldnot be co-admnisteredwith atazanavi{seeSection4.4).

Methotrexate

Casereports publishedpoopulationpharmaokinetc studies, and retrospedive aralysessuggesthatconcomitant
administrationof PPIsandmethotrexatéprimarily at high dose seemethotexateprescribingnformation) may elevae
and prolongserumlevelsof methotrexatend/orits metabolite hydroxynmethotexate 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 thefoetusdueto rabepraole sodium,althaughlow foeto-
placent& transferoccursin rats.Rabeprazol@durobindois containdicaed during preghancy.

Lactation:

It is notknownwhetherrabeprazolesodum is excréedin humanbreast milk. No studiesin lactatingwomenhavebeer

performed.Rabeprazoleodiumis howeve excreted in rat mamnary secréions. Therefore Rabeprazole
Aurobindoshouldnot beusedduring breast feeding.

4.7 Effects on ability to drive and use machines
Basedon the pharmacodynamipropertiesandthe adveseeventsprofile, it is unlikely thatRabepazole

Aurobindowould causeanimpairmentof driving performanceor compromse the ability to usemachinerylf however
alertnesds impaireddueto sonmolencejt isreconmendel thatdriving andoperatingcomplexmachinerybe avoided.

4.8 Undesir able effects

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

Thefollowing adverseeventshavebeenreportedirom clinical trial andpostmarketedexpelience.

Frequenciesredefinedas:common(>1/100to <1/10),uncommon> 1/1,000to <1/100),rare(>1/10,000to <1/100Q
and veryrare(<1/10,000),not known (cannotbe estimaied from the avaiable data)

System Organ Common Uncommon | Rare Very Rare | Not Known
Class
Infectionsand Infectior
infestations
Blood and the Neuropenia
lymphatic Leucopenia
system disorders Thrombocybpenia
Leucocytosi
Immune system Hypersendivityl2
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disorders
M etabolism and Anorexie Hyponaremie
nutrition Hypomagresaena
disorders (seesection 4.4)
Psychiatric Insamnie Nervousies: | Depresson Confusgon
disorders
Nervoussystem | Headache Somnolence
disorders Dizziness
Eyedisorders Visual disturbanc
Vascular Peripheral oedem
disorders
Respiratory, Cough Bronchitis
thoracic and Pharyngitis | Sinusitis
mediastinal Rhinitis
disorders
Gastrointestinal | Diarrhoes Dyspepsi Gastritis
disorders Vomiting Dry mouth Stomditis
Nausea Eructation Tastedisturbance
Abdominal
pain
Constipaton
Flatulence
Fundic gland
polyps
(berign)
Hepato-biliary Hepatitis
disorders Jaundce
Hepatic
encedopathy>
Skin and Rast Pruritus Erythema Subacutecutaneou:
subcutaneous Erythema& Sweating multiforme, | lupuserythematosus
tissue disorders Bullous reactonsz toxic (SeeseCtDn4'4)-
epidemal
necrolyss
(TEN),
Stevens
Johnson
syndrome
(SJS)
Musculoskeletal, | Nor-specific | Myalgia
connectivetissue | pain Leg cramps
and bone Backpain Arthralgia
disorders Fractue of
thehip, wrist
or spine(see
section4.4)
Renal and Urinarytract | Interstitialnephrits
urinary infection
disorders
Reproductive Gynaecomast
system and
breast disorders
General Astheni: Cheg pair
disordersand Influena Chills
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administration like Pyrexia

site conditions ilIness

I nvestigations Increasc Weightincrease
hepatic
enzyne?

1 Includesfacial swelling, hypoten#on anddyspnoea
2 Erythema bullousreactionsandhypersensitivi reations haveusualy resolval afterdiscontinuabn of therapy.

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

Reporting of suspected adver sereactions

Reportingsuspecte@adversaeactionsafterauthorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendits/risk balanceof the medicinal product Healthcareprofessionalsreaskedo reportany
sugpectedadversaeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL - Dublin 2; Tel: +3531 6764971,
Fax: +3531 6762517 Webste: http://www.hpra.i& E-mail: medsaéty@hpra.ie

4.9 Overdose

Experienceo datewith deliberateor accidenal overdosas limited. The maximum establishe@xposureénasnot
exceeded0 mg twice daly, or 160mgoncedaily. Effects aregenerdy minimal, representéive of theknownadvese
eventprofile andreversble without further medial intervention. No speeific antidote is known.Rabepazole sodiumis
extersively proteinboundandis, therefore not dialysable As in any caseof overdosetreatmenshouldbe
symptomaic andgeneal supportivemeasureshouldbe utilised.

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutic group: AlimentarytractandmetabolismDrugsfor peptic ulcer andgastreoesophagal reflux
diseas GORD), proton punmp inhibitors,
ATC code:A02B C04

Mechanism of Action: Rabepraza sodiumbelongso the classof ani-secréory compoundsthe substituted
benzimidazolesthatdo notexhibit anticholinergicor H,, histamineantayonist propertiesput suppessgastric acid

secretionby the specificinhibition of the H*/K *-ATPa enzyme(the acid or protonpump) The effed is doserelaed
and leadsto inhibition of both basal andstimulated acid secretionirrespetive of the stimulus.Animal studiesindicate
thatafter administration,rabepraza sodiumrapidly disapparsfrom boththe plasmaandgastricmucosaAs aweak
base,rabeprazoles rapidly aborbedfollowing all doses and is concentated in theaad environmentof the parietal
cells. Rabeprazolés convetedto the active sulpha@amde form throughprotonationandit subsequentlyeactswith the
availablecystineson the proton pump.

Anti-secretory Activity: After oraladminstrationof a20mgdoseof rabeprazat sodiumthe onsetof the anti-secretoy
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 rabeprabple sodiumon acidsecretionncreases
dightly with repeatesncedaily dosng, achieving steadystéae inhibition after threedays.Whenthedrugis
discontinuedsecretoryactivity normalisever2 to 3 days.

Decreasedastricacidity dueto anymeans,including protonpumpinhibitors suc asrabepazole,increasescountsof
bacterianormally presenin the gastroitestina trad. Treatment with proton pumpinhibitorsmay possiblyincreasethe
risk of gastointestinalinfectionssuchasSalmonella, Campylobacter andClostridium difficile.

Date Printed 13/04/2017 CRN 2191485 page number: 6



Health Products Regulatory Authority

Serum Gastrin Effects: In clinical studiespatientsweretreatedoncedaily with 10 or 20mgrabegorazok sodium,for up
to 43 monthsduration.Serumgastin leves 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.

Other Effects. Systemiceffectsof rabepramle sodiumin the CNS, cardiovasaular andrespiratorysystemshavenot
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,
cholecysgokinin, secrein, glucagonfollicl e stimulating hormone(FSH), luteinisinghormone(LH), renin,aldosterone
or samatotrophichormone.

Studiesin hedthy subjectshaveshownthatrabeprazot sodum doesnot have clinically significantinteractionswith
amoxicillin. Rabeprazoleloesnotadvesel influence plasma concentraions of amoxicillin or clarithromyan whenco-
administeredfor the purpo® of eradicatinguppe gastrointstinalH. pylori infection.

During treatmentwith antisecretorymedicinal produds, selum gastrinincreaesin responséo the decreasedacid
secretion.Also CgA increagssdueto decreasedastrc acidity. TheincreasedCgA level mayinterfere with
investigationgor neuroendodne tumours.

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

5.2 Phar macokinetic properties

Absorption: Raleprazok Aurobindois anentericcoatedgastro-resistantfabld formulationof rabeprazolesodium.

This presentatiomis necesalry becaue rabepraza is aad-labile. Absorptionof rabepraoletherebrebeginsonly after
thetabletleavesthe stomachAbsorptionis rapid,with peak plasmaeveds of rabeprazol@ccuring approximately3.5
hoursaftera20 mg dose Peakplasmaconcentations(C ) of rabgrazole andAUC arelinearoverthe doserangeof

10 mgto 40 mg. Absolutebioavailabilityof anord 20 mg dose(conparedto intraverousadministation)is about52%
duein largepartto pre-systemicmetaboism. Additionally the bioavalability doesnotappeato increaseawith repeat
administration.In hedthy subjectghe plasmahdf-life is approximatdy onehour(range0.7to 1.5hours),andthetotal
body cleaanceis estimatedo be 283+ 98 ml/min. Therewasno clinically relevantinteractionwith food. Neitherfood
nor thetime of dayof administationof thetreatment affectsthe absorpton of rabeprazolsodium.

Distribution: Rabeprazolés approximately 97% bourd to humanplasmaprotens.

Metabolism and excretion: Ralkeprazolesodium,asis the cag with othermembes of the protonpurmp inhibitor (PPI)
classof compoundsis metaboliedthroughthe cytochromeP450(CYP450)hepaic drug metabolisingsystemln vitro
studieswith humanliver microsonesindicatedthatrabepraole sodiumis metabolisedoy isoenzynesof CYP450
(CYP2C19andCYP3A4). In thesestudies at expeded human plasmaconcentrationsrabepraole neitherinducesnor
inhibits CYP3A4;andalthoughin vitro studiesmay not aways be predidive of in vivo statusthesefindingsindicate
thatno interactionis expectedbetweenrabepraole and cyclosporin.In humansthethioether (M1) andcarboxylic acid
(M6) arethe mainplasna metabolteswith the sulphone(M2), desmethytthiogher(M4) andmerapturicacid
conjugate(M5) minor metaboliesobserve atlower levels. Only the desmethyl metabolite(M3) hasa smallamountof
anti-secretoryacivity, butit is notpresntin plasma

Following asingle20 mg 14¢ labelledora doseof rabepazolesodum, no unchangeddrugwasexcretedin theurine.
Approximatel 90% of thedosewaseliminaedin urinemanly asthetwo metbolites:a mercaptuic acid conjugate
(M5) anda carboxylicacid (M6), plustwo unknownmetabolites. Theremainderof the dosewasrecoveredn faeces
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Gender: Adjustedfor body mas andheight,there areno significant gende differenesin phamacokinetigparameter:
following a single20 mg dose of rabeprazole

Renal dysfunction: In patientswith stable,endstage renalfailure requiring maintenancehaemodalysis(credinine

clearane<5 mI/min/1.73n?), the disposiion of rabepraza wasvery similar to thatin heathy volunteers.The AUC

and theC,,, in thesepatientswasabout35%lower thanthe correspondingaranetesin healthyvolunteersThe mear

half-life of rabeprazte was0.82hoursin hedthy volunteers,0.95hoursin patientsduringhaemodialysigand3.6 hours
postdialysis.The cleaanceof thedrugin paients with renaldiseaserequring maintenancéaemodidysis was
approximatelytwice thatin healthyvolunteers.

Hepatic dysfunction: Following a single20 mg doseof rabepraza to patientswith chronicmild to moderatehepatic
impairment the AU C doubledandtherewasa 2-3 fold increasen hdf-life of rabeprazoleonpare to the healthy
volunteersHowever following a 20 mg dosedaily for 7 daysthe AUC had increasedo only 1.5-fold andtheC_ .. to

only 1.2-fold. The half-life of rabepraza in patientswith hepaticimparment was12.3hourscomparedo 2.1 hoursin
healthy volunteers The pharmacodynamimesponsggastrc pH control) in thetwo groupswasclinically compaable.

Elderly: Eliminationof rabeprazolevassomewhatlecreaed in theelderly. Following 7 daysof daly dosingwith 20
mg of rabepraza sodium,the AUC approximagly doubkd,theC_  increagdby 60%andt’zincreasdby

approximately30% ascomparedo youngheathy volunteers.Howevertherewasno evidenceof rabeprazole
accumuldion.

CYP2C19 Polymor phism: Following a 20 mg daily doseof rabeprazoé for 7 days,CYP2C19slow metabolisershad
AUC andt¥2 which wereapproxmatel 1.9 and1.6timesthecorrespondng parameterg extensivanetabolisers
whilst C . hadincreasedby only 40%.

5.3 Preclinical safety data

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

Studieson mutagenicitygaveequivocalresuls. Tests in mouseymphonacdl line were positive,butin vivo
micronucleusandin vivo andin vitro DNA repair tests werenegatie. Caranogenicitystudiesrevealedho special
hazardfor humans.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core:

Mannitol

Magnesiunoxide,heavy

Hydroxy propylcelulose

Crospovidone

Low-substititedHydroxy propylcellulose
Magnesiunstearag

Under coating:
Ethyl cellulose
Magnesiunoxide, light

Enteric coating:
Hypromellosephthahte
Diacetyldedmonoglyceriles
Talc
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Titaniumdioxide(E171
6.2 Incompatibilities
Not applicable
6.3 Shelf life

24 months.
In useshelf life for HDPE bottle pack:3 months

6.4 Special precautionsfor storage

Storebelow25°C.
Storein the original packagen orderto proted from moisture.

6.5 Natur e and contents of container

Polyamide/Aluminum/PMC/Aluminium foil blisterpacksof 7, 10, 14,20, 28, 30,50, 56,60,98,100and120gadro-
resistantables.

HDPE battle with tamperproof polypropyleneclosurecontaning silicagd dessicansache(s): 30 & 90 gastro
resistantables.

Not all pack sizesmaybemarkded

6.6 Special precautionsfor disposal and other handling
Not applicable
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