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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Omeprazok Pensal0 mg Gastroresistat Capsués,hard
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead gasto-resstantcapsile contains40 mg omeprazok.
Excipient:eachgastreredgstantcapsile contans75.286.0mg sucrose.

For afull listof excipients,seesection6.1.
3PHARMACEUTICAL FORM

Gastio-resstantcapsile, hard.

Omeprazok Pensal0 mg gastreresstantcapsuls: Opajuewhite capsulesnarkedwith “OM 40°. Containswhite to
light beigeroundedgranules.
Sizenumberl capsuleglength19.5mm).

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications
Omeprazok Pensayastreresisantcapsues,hard are indicated for:
Adults

o Treatmenbf duodenallcers

Prewentionof relgpse of duodenallcers
Treatmenbf gastrt ulcers

Preventionof relapseof gastriculcers

In combinaton with approprateantibiotics, Helicobacter pylori (H. pylori) eradication in pepticulcerdisease
Treatmenbf NSAID -associatd gastricandduodenaulcers

Prewentionof NSAID-associatedyagric and duodenabllcersin paientsat risk
Treatmenof reflux esophagitis

Long-termmanagementf patientswith heakdreflux esophaitis
Treatmenbf symptomatiggasro-oesophaga reflux disease

Treatmenof Zollinger-Ellison syndrome

Paedatric population
Children over 1 year of age and > 10 kg

o Treatmenbf reflux esophagitis
¢ Symptomatc treatmenbf heartburrandadd regurgiationin gastreoesophagel reflux disease

Children and adolescents over 4 years of age

In combinationwith antibioticsin treatmet of duodenal ulcercausal by H. pylori
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4.2 Posology and method of administration

Posdogy

Adults

Treatment of duodenal ulcers

Therecommendedosein patientswith anadive duodenbulcer is Omepranle Pens&0 mgoncedaily. In most
patientshealing occurswithin two weeks.For thosepatents who maynotbefully healedaftertheinitial course,
healing usuallyoccursduringa furthertwo weekstreatmentperiod. In patientswith poorly responsiveluodenallcer
Omeprazok Pensal0 mg oncedaly is recommendedandhealing is usualy achievedwithin four weeks.

Prevention of relapse of duodenal ulcers

For the preventon of relapseof duodenallcerin H. pylori negative patents or whenH. pylori eradications not
possibletherecommendedoseis Omepraole Pens&20 mg oncedaily. In sone patientsa daily doseof 10 mg maybe
sufficient. In caseof therapyfailure, thedosecanbeincreaedto 40 mg.

Treatment of gastric ulcers

Therecommendedoseis Omeprazold?ens&0 mg oncedaily. In mostpatientshealingoccurswithin four weeks.For
thosepatientswho maynot befully healel after theinitial course healng usuallyoccursduringa furtherfour weeks
treamentperiod.In paientswith poorly responsiveyastriculcerOmeorazok Pensal0 mg oncedaily is recommended
and heding is usuallyachievedwithin eightweeks.

Prevention of relapse of gastric ulcers
For the preventon of relapsein patientswith poorly responsivegastric ulcertherecommendedos is Omepgazole
Pensa20 mgoncedaily. If neededhe dosecanbeincreasedo Omeorazok Pensal0 mg oncedaily.

H. pylori eradication in peptic ulcer disease
For the eradicationof H. pylori the seletion of antbiotics shouldconsdertheindividual patients drugtolerance,and
should beundertakenn accordancevith naional, regionalandlocd resistacepaternsandtreatmentguidelires.

e OmepraolePensa&0 mg + clarithromycin500mg + amoxkillin 1,000mg, eachtwice daily for oneweek,or

e Omepraole Pens&0 mg + clarithromycin250mg (alternatvely 500mg) + metronidaole 400 mg (or 500mg or
tinidazole500mg), eachtwice daily for oneweek or

e Omepraole Pensad0 mg oncedaily with amoxidllin 500mg andmetrondazole 400 mg (or 500mgor
tinidazole500mg), boththreetimesa dayfor oneweek.

In eachregmen,if the patientis still H. pylori postive, therapymay berepeatd.

Treatment of NSAI D-associated gastric and duodenal ulcers

For thetreatmenbf NSAID-associatedgastric andduodenal ulcers,the recommendedioseis OmeprazolePensa20
mg oncedaily. In mostpatientshealing occurswithin four weeks For thosepaientswho maynotbefully healedafter
theinitial coursehealingusuallyoccursduringa furtherfour weekstreament period.

Prevention of NSAID-associated gastric and duodenal ulcersin patients at risk

For the preventon of NSAID-associatedgastric ulcersor duodenal ulcersin patentsatrisk (age>60, previoushistory
of gastic andduodenabllcers,previoushistory of upperGl bleeding) therecommendedoseis OmeprazolePens£20
mg oncedaily.

Treatment of reflux esophagitis

Therecommendedoseis Omeprazold?ens&0 mg oncedaily. In mostpatientshealingoccurswithin four weeks.For
thosepatientswho maynot befully healel after theinitial course healng usuallyoccursduringa furtherfour weeks
treamentperiod.

In patientswith severeesophagis OmepazolePensat0 mg oncedaiy is reaommendeaandhealingis usually
achievedwithin eight weeks.

Long-term management of patients with healed reflux esophagitis
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For thelong-term managenentof paientswith heala reflux esophadis therecomnmendeddoseis OmeprazolePense
10 mg oncedally. If neededthedos canbeincreasedo Omeprazoé Pens&0-40 mg oncedaily.

Treatment of symptomatic gastro-oesophageal reflux disease

Therecommendedoseis OmeprazoldPens&0 mgdaiy. Patentsmayrespondadequatelyo 10 mgdaily, and
thereforeindividual dose adjustmenshould be consdered.

If symptan controlhasnot beenachievedafter four weekstreatmentwith OmepazolePensa20 mgdaily, further
investigationis recommended.

Treatment of Zollinger-Ellison syndrome

In patientswith ZollingerEllison syndromethe dos shouldbeindividually adjusiedandtreatmentcontinuedaslong as
clinically indicated.Therecommendechitial doseis Omeprazoé Pensa60 mgdaily. All patientswith sevee diseae
and inadejuateresponseo othertherapeshave beeneffectively controlledandmore than90% of the patients
maintainedon dosesof 20-120mg daily. Whendoseexceal Omeprazok PensaB0 mg daily, thedose shouldbe
dividedand giventwice daily.

Paediatric population

Children over 1 year of ageand >10 kg

Treatment of reflux esophagitis

Symptomatic treatment of heartburn and acid regurgitation in gastro-oesophageal reflux disease

Theposologyrecomnendationsareasfollows:

Age Weight | Posology

> 1yearof age | 10-20kg [ 10 mgoncedaily. Thedosecanbeincreasedo 20 mg once daily if neede
> 2 yearsof age | >20kg | 20 mgoncedaily. Thedosecanbeincreasedo 40 mg onae dally if neede

Reflux esophagitis: Thetreatmenttime is 4-8 weeks

Symptomatic treatment of heartburn and acid regurgitation in gastro-oesophageal reflux disease: Thetreamenttimeis
2—-4weels. If synptomcontrolhasnotbeen achievel after 2—4 weeks the patent shouldbeinvestigatedurther

Children and adolescents over 4 years of age

Treatment of duodenal ulcer caused by H. pylori

Whenselectingappropriatecombinationthergy, consderaton shoutl be givento official national regionalandlocal
guidanceregardingbecterial resstanceduraton of treatnent(mostcomnonly 7 days but sometimesip to 14 days),
and appropriag¢ useof anibacterialagents.

Thetreatmentshouldbe superviedby a specidist.

Theposologyrecomnendationsareasfollows:
Weight | Posolog

15-30 Combinaton with two antibiotics:Omepraza Pensd0 mg, amoxicilli n 25 mg/kgbodyweightand

kg clarithromycin 7.5 mg/kgbodyweightare all admnistraedtogethertwo timesdaily for oneweek.
31-40 Combinaton with two antibiotics:Omepraza Pens&0 mg, amoxicillin 750 mg and clarithromycin7.5
kg mg/kgbodyweight areall administratedwo times daly for oneweek.

>40kg | Combinationwith two antibiotics: Omepranle Pens&0 mg, amoxicllin 1 g andclarithromycin500mg
areall admnistratedtwo timesdaily for oneweek.

Special populations
Impaired renal function
Doseadjustnentis not neededn patientswith impaired renalfundion (seesection 5.2).

Impaired hepatic function
In patientswith impaired hepaticfunctionadaily doseof 10~20 mg may be sufficient(seesection5.2).
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Elderly (> 65 years old)
Doseadjustnentis not neededn theeldaly (seesection 5.2).

Methodof adminstration
It is recommendetb takeOmeprazod Pensacapsuls in the morning, preferaby without food, swallowedwhole with
half a glassof water.The capsulesnustnotbe chewedor crushed.

For patients with swallowing difficulties and for children who can drink or swallow semi-solid food
Patientscanopenthe capsuleanddispersat in a spoonfulof non-carbongedwater- if sowished,mix with somefruit
juicesor applesaucelhedisperson shoutl betakenimmediatdy (or within 30 minutes).Thedispesionshouldalways
be stirredjust beforedrinking andrinseddownwith half a glassof water. DO NOT USE milk or carbonatedvater.
Theentericcoatedpelletsmustnot be chewed.

4.3 Contraindications

Hypersasitivity to the activesubsanceor to anyof the excipientslisted in secton 6.1.
Omeprazok like otherprotonpumpinhibitors (PPIs)mustnot be usedconmmitantly with ndfinavir (seesection4.5).

4.4 Special warnings and precautions for use

In the presenceof anyalarmsymptom(e.g.significantunintentonalweightloss,recurentvomiting, dysphagia,
haemateness or melena)andwhengastic ulceris suspeador presentmalignancyshouldbe excludel, astreatment
may alleviatesymptomsanddelaydiagrosis.

Co-administationof atazanaviwith protonpumpinhibitorsis notrecommended(seesection4.5). If thecombination
of atazanaui with a protonpumpinhibitor is judgedunavodable,closeclinical monitoring(e.gvirusload)is
recanmendedn combinationwith anincreasein the doseof ataanavr to 400mg with 100mg of ritonavir;
omeprazole20 mg shouldnot be exceedd.

Omeprazok, asall acid-blockingmedicines, may reducethe absorptiorof vitaminB12 (cyanocobalaminiue to hypo
or achlorhydria.This shouldbe consideredn patents with reducedody stores or risk factorsfor reducedvitamin B12
absomption onlong-termthemapy.

Omeplazok is a CYP2C19inhibitor. Whenstartng or endingtreatmentwith omeprazolethe potentialfor interactions
with drugs metabolisedhroughCYP2C19shouldbe consdered.An interacion is obseved beweenclopidogrel and
omeprazolgseesection4.5). Theclinical relevanceof thisinteracton is uncetain. As a precautionconcomitanuseof
omeprazoleandclopidogrelshouldbe disoouraged.

Somechildrenwith chronicillnessesmnay requirelong-term treament althoughit is notrecommended.

Omepiazok Pensagagdro-resisantcapsué contanssucrosePatentswith rare hereditay problemsof fructose
intoleranceglucosegalactos malabsorpbn or sucdaseisomataseinsufficiency shouldnot takethis medicine.

Treatmet with protonpunmp inhibitorsmay leadto slightly increased risk of gastrointestinainfectionssuchas
Salmonella andCampylobacter (seesecton5.1).

Severehypomagnesaemiazasbeenreportedn paientstreaedwith PPIslike omepeazolefor 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 professbnds shoutl considemeasuringnagnesiunievelsbefore
starting PPItreatnentandperiodically during treatment.

Asin all long-termtreatments, especiallywhen excealing atreatmentperiod of 1 year, patientsshouldbe kept under
regular surveilance
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Proton pumpinhibitors,espedally if usel in high doses and overlong duratons (>1 year) may modestlyincreasethe
risk of hip, wrist andspinefracture,precominantly in theeldealy or in presene of otherrecognisedisk factors.
Observdional studiessuggesthatproton pumpinhibitorsmayincreasethe 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.

Subacute cutaneous lupus erythematosus (SCLE)

Proton pumpinhibitorsareas®ciatedwith very infrequentcasef SCLE. If lesionsoccur,especiallyin sunexposed
areasof the skin, andif accompaniedby arthralgiag the patient shoutl seek medical help promptlyandthe healthcare
professionakhouldconsder stoppingOmeprazolePensa SCLE after previoustreatmentvith a protonpumpinhibitor
may increasethe risk of SCLE with otherprotonpumpinhibitors.

Interference with laboratory tests

Increasd ChromogranirA (CgA) level mayinterferewith investigaionsfor neuoendocine tumous. To avoidthis
interferencethe omeprazoldreatnentshouldbe stoppedor atleast5 daysbefore CgA measuementgseesection5.1).
If CgA andgastrin levelshavenotreturnal to referene rangeafter initial measurenent,measuementsshouldbe
repeatedl4 daysaftercessatiorof protonpumpinhibitor treament.

4.5 Interaction with other medicinal products and other forms of interaction

Effectsof omeprazde onthe pharmacokinéts of otheractive substaces

Active substances with pH dependent absorption
Thedeceasedntragastricacidity during treamentwith omeprazole mightincreaseor deaeaseheabsorptiorof active
substancesvith a gadric pH dependenabsorption.

Nelfinavir, atazanavir
Theplasmalevels of nelfinavr andatazanaviaredeaeasedn caseof co-administrationwith omepazole.

Concomitantadministrationof omeprazad with neffinavir is contrandicaed (seesectiord.3). Co-administratiorof
omeprazolg40 mg oncedaily) reducednean ndvinavir exposureédy ca 40% and the meanexposue of the
pharmacologicdy activemetabolte M8 wasreducedy ca. 75-90%.Theinteractionmayalso involve CYP2C19
inhibition.

Concomitantadministrationof omeprazad with atazanaviris notrecommended(seesection 4.4). Concomitant
administrationof omeprazol€40 mg oncedaily) andatazanavir 300 mg/kitonavir 100mg to healthyvoluntees resultec
in a75%decreasef theatazanaviexposurelncreaing the atazanavir doseto 400 mg did not compenste for the
impactof omeprazolen atazanaviexposureThe co-adminstration of

omeprazolg20 mg oncedaily) with atazanavid00mg/kitonavr 100mgto healthy volunteergesultedn adecreasef
approximately30%in the atazanaviexposureascomparel to atazanair 300 mg/ritonavir 100mg oncedaily.

Digoxin

Concomitantreatmenwith omeprazolé20 mg daly) and digoxinin healthy subjectancreasedhe bioavailability of
digoxin by 10%.Digoxin toxicity hasbeenrarely reportel. Howevercaution shaild be exercisedvhenomepazoleis
givenathigh dosesn eldetty patients.Therapeutc drugmonitoring of digoxin shouldthenbereinforced.

Clopidogre

Resultsfrom studesin healthysubjectshave showna pharrmacokingic (PK)/pharmacodynamiPD) interaction
betweenclopidogrel(300mg loading dose/75mg daily mantenaacedose)and omeprazolé80 mg p.o.daily) resulting
in adecreaseéxposurdo theactivemetabolite of clopidogrelby an averae of 46%anda deceasednaximum
inhibition of (ADP induced)plateletaggreg#ion by anaverageof 16%.

Inconsisentdata on the clinical implicationsof a PK/PD interacton of omeprazolein termsof majorcardiovascular
event havebeenreportedfrom both obsevationalandclinica studies. As a precautionconcomitanuseof omepazole
and clopidogrel shoutl be discouragedseesedion 4.4).

Date Printed 21/03/2018 CRN 2199703 page number: 5



Health Products Regulatory Authority

Other active substances
Theabsorpton of posaconazolegrlotinib, ketoconanl anditraconaol is significantly reducedand thusclinical
efficacy maybeimpaired.For posaconaol anderlotinib concomiantuseshoul be avoided.

Active substances metabolised by CYP2C19

Omepazok is amodeateinhibitor of CYP2C19 the major omgorazok meabdising enzyme Thus,the metabolisnof
concamitantactivesubsancesalsometabolisedy CYP2C19 may bedeaeasedandthe systemicexposue to these
substancescreasedExamplesof suchdrugsareR-warfarin andothervitamin K antagonsts,cilostaol, diazepamand
pherytoin.

Cilostazol
Omepmzok, givenin dosesof 40 mgto heathy subpctin a crossover study, increasedC, ., and AUC for cilostazol

by 18% and26%respectivelyandoneof its acive metabolitesby 29% and 69% respectively.

Phenytoin

Monitoring phenytoinplasmaconcentation is recommendedduringthefirst two weeksafter initiating omeprazole
treadmentand,if a phenytoin doseadjustments made,monitoring and afurther doseadjustmenshouldoccurupon
ending omepazoletreatment.

Unknownmechansm

Saquinavir

Concomitantadmnistrationof omeprazad with saquin&ir/ritonavirresultedin increaseglasmaevelsup to
approximately70%for saquinavi assocated with goodtolerability in HIV -infectedpatients.

Tacrolimus

Concomitantadministrationof omepraza hasbeenreportedto increaethe serumlevds of tacrolimus A reinforced
monitoring of tacrolimusconcentationsaswell asrend function (credinine clearanceyhouldbe peiformed, and
dosageof taciolimusadjustedf needed.

Methotrexate
Whengiventogethemwith protonpumpinhibitors, methotrexde levek have been reportedto increasdan somepatients.
In high-dosemethotrexat@administratioratemporarywithdraval of omeprazolemay needto be consideed

Effectsof otheractive substancesn the phamacokingics of omeprazok

Inhibitors CYP2C19 and/or CYP3A4

Sinceomeprazoleis metaboliedby CYP2C19and CYP3A4,active subséinces knownto inhibit CYP2C19or CYP3A4
(suchas clarithromycin andvoriconazoé) mayleadto increasemeprasle serumlevelsby decrasingomeprazolés
rateof metaboism. Concomitantvoriconaoletreamentresutedin morethandoublingof theomeprazoleexposure
As high dosesof omeprazoldavebeenwell -tolerated adjustmat of theomeprazolaloseis notgenerallyrequired.
Howeve, doseadjugmentshouldbe

considerel in paientswith severehepaticimpairment andif long-termtreament is indicated.

Inducers of CYP2C19 and/or CYP3A4
Active subsainceknownto induceCYP2C19or CYP3A4or both (suchasrifampicin andSt Johris wort) mayleadto
decreasedmeprazoleserumlevelsby increasing omepraole’ s rateof metabolism.

4.6 Fertility, pregnancy and lactation

Pregnancy
Resultsfrom threeprospectiveepidemidogicd studies(morethan1000exposedutcomes)ndicateno adverseeffects

of omeprazat on pregnancyor onthe heath of thefoetushewbornchild. Omepazolecanbe usedduring pregnancy.

Breastfeding
Omeprazok is excreedin breastmilk butis notlikely to influencethe child whentherapautic doses areused
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4.7 Effects on ability to drive and use machines

Omepiazol Pensahasno or negligible influenceon the ability to drive and usemachinesAdversedrugreactionssuch

asdizzinessandvisual disturbancesnayoccur(see secton 4.8). If affeded,paientsshouldnotdrive or operaé
machnery.

4.8 Undesirable effects

Themostcommonside effects(1-10% of paients)areheadahe,abdoninal pan, constipationdiarhoea flatulence
and nauga/voniting.

Thefollowing adversalrugreactionshavebeenidentified or suspetedin theclinical trials progranmefor omeprazole

and pod-marketng. Nonewasfoundto bedoserelaed.

Adversereactonslistedbelowareclassified accordingto frequencyand Systen OrganClass(SOQ). Frequency
categoriesaredefinedaccordingto thefollowing conventon: Very common (> 1/10), Comnon (> 1/100to < 1/10),
Uncammon(> 1/1,000to < 1/100),Rare(> 1/10,000to < 1/1,0M), Veryrare(< 1/10,000),Not known (cannotbe

estimated from theavalable dag).

SOC/frequency

| Adversereaction

Blood and lymphatic system disorder s

Rare:

Leukopeta, thrombocytopenis

Very rare

Agranulocytosispancytopeni

Immune system disorder s

Rare: | Hypersengivity reactionse.qg.fever,angioedemaand anaphylatic reaction/shocl

M etabolism and nutrition disorders

Rare: Hyponatraena

Not known: Hypomagnesaera(seesection4.4), severenypomagnesaemimay resut in hypocataenia.

Hypomagnesaeraimay also be as®ciaedwith hypokalaema

Psychiatric disorders

Uncommon: Insomni¢

Rare: Agitation, confuson, depressin
Very rare: Aggressionhallucinatiore

Nervous system disorders

Common: Headabe

Uncommon: Dizziness paraedtesia,somnolenc
Rare: Tastedisturbanc

Eyedisorders

Rare: | Blurredvision

Ear and labyrinth disorders

Uncommon:

| Vertigo

Respiratory, thoracic and mediastinal disorders

Rare:

| Bronchospasi

Gastrointestinal disorders

Common: Abdominalpain, constipationdiarrhoeafl atulence nausea/voniting, fundic gland polyps
(benign’

Rare: Dry mouth,stomatitis,gastroinedinal candidiasis

Not known: Microscopiccoliti s

Hepatobiliary disorders

Uncommon: Increasediver enzy/mes
Rare: Hepatitis with or withoutjaundice
Very rare: Hepatic failure,encephalopathin patiens with pre-existing liver diseas

Skin and subcutaneoustissue disorders
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Uncommon: Dermatitis,pruritus,rash,urticarie

Rare: Alopecia,photosensitivit

Very rare: Erythemamultiforme, Steven-Johrsonsyndrone, toxic epidermahecrolsis(TEN)
Not known: Subacuteutaneousupus erythematosuéseesedion 4.4)
Musculoskeletal and connectivetissue disorders

Uncommon Fradure of the hip, wrist or spine(seesed¢ion4.4

Rare: Arthralgia,myalgia

Very rare: Muscularweaknes

Renal and urinary disorders

Rare: | Interstitial nephrtis

Reproductive system and breast disorders

Very rare. | Gynaecomast

General disordersand administration site conditions

Uncommon: Malaise, peripheralbedem

Rare: Increasedweaing

Paedatric population

The safetyof omepramle hasbeenasessd in atotd of 310childrenaged O to 16 yearswith acid-relateddiseas.
Therearelimitedlongtermsafetydatafrom 46 children who received maintenanceherapyof omepazle duringa
clinical study for sewereerosiveesophagis for upto 749days. Theadverseeventprofile wasgeneally the sameasfor
adults in short aswell asin long-termtreatnent. There areno longtermdataregading the effects of omepazle
treamenton pubery andgrowth.

Reportingof suspecteddversaeactions

Reportingsuspecte@adversaeactionsafterauthorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendit/risk balanceof the medidgnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsusng the detals below:

PharmacovgilanceSecton
IrishMedicinesBoard

Kevin O’ Malley House

Eailsfort Centre

Eailsfort Terrace

IRL - Dublin 2

Tel: +3531 6764971

Fax:+3531 6762517
Website:www.imb.ie

e-smail: imbpharmacowilance@imb g

4.9 Overdose

Thereis limitedinformationavailableon the effects of overdose®f omeprable in humans.In theliterature,dosesof
up to 560mg havebeendescribedandoccasionakeportshavebeen recaved whensingleoral doseshavereachedup
to 2,400mg omeprazol€120timesthe usualrecommendedclinicd dose) . Nauseayomiting, dizzinessabdominal
pain, diarrhoeaandheadachénavebeenrepored. Alsoapathy,depresionand confusionhavebeendescribedn single
cases.

Thesymptons describechavebeentransent,and no serobusoutcomehas beenrepoted. Therateof eliminationwas
unchangael (first order kinetics)with increasediosesTreament if nealed,is symptomatic.

5 PHARMACOLOGICAL PROPERTIES
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5.1 Phar macodynamic properties
Pharmacotherapeutigroup:Protonpumpinhibitors, ATC code:A02BC01

Mechanisnof acton

Omepiazok, araceme mixture of two enantiomes reducesgastricacid secretion througha highly targetednechanism
of action. It is a specificinhibitor of theacid pumpin theparietalcell. It israpidly actingandprovidescontrolthrough
reversibleinhibition of gastricacidsecreion with oncedaly dosing.

Omepazok is aweakbaseandis concentragdd andconvetedto theadive form in the highly acidic envionmentof the
intracellularcanalculi within the parietd cel, whereit inhibits theenzme H+ K+-ATPase- the acid pump. This effect
on thefinal stepof the gagric acidformation processis dosedependentand providesfor highly effectiveinhibition of
both basd acidsecretiorandstimulatedacid secréion, irrespetive of stimulus.

Pharmacodynarit effects
All pharmacodynamieffectsobservedanbe explanedby the effed of omepazoleon acidsecretion.

Effect on gastric acid secretion

Oral dosirg with omeprazolencedaily providesfor rapid andeffedive inhibition of daytimeandnighttimegastric
acid secretiorwith maximumeffectbeingadievedwithin 4 daysof treament. With omeprazol€0 mg,amean
decreaseof atleast80%in 24-hourintragastric acidity is then maintainedin duodenablcerpatientswith themean
decreasan peakacid outputafter pentagastrirstimulation beingabout 70% 24 hoursafterdosing.

Oral dosirg with omeprazol€0 mg maintansanintragatric pH of > 3 for ameantime of 17 hours of the 24-hour
period in duodenallcer patients

Asaconsequencef reducedacid secretiorandintragastrt acidity, omepraole dosedependentlyreduces/namalizes
acid expasureof the esophagus paients with gastro-esophageakeflux disease.

Theinhibition of acid secretions relatedto the areaunderthe plasmaconcentationtime curve (AUC) of omepazole
and notto theactal plagnaconcentratia ata given time.

No tachyphylaxs hasbeenobservediuringtreatnentwith omepraple.

Effect on H. pylori

H. pylori is associateavith pepticulcerdiseaseincludingduodenhandgastrt ulcer diseaseH. pylori isamajor
facor in thedevelopnentof gastrits. H. pylori togeherwith gastricacid aremajor factorsin the devdopment of peptc
ulcer disease H. pylori isamajor factorin the devebpmentof atrophicgastrits whichis associatedavith anincreased
risk of developinggastic cancer.

Eradicationof H. pylori with omepraza andantimicrobialsis associgedwith, high ratesof healingandlong-term
remisson of peptc ulcers

Dualtherapeshavebeentestedandfoundto belesseffective than triple therapies.Theycould,however be consderec
in casesvhereknownhypergnsitvity predudesuseof anytriple combinaion.

Other effectsrelated to acid inhibition

During long-termtreatmengastricglandula cyst have beenreportedin a somewhatincreasedrequency.These
changesarea physiologicalconsquencef pronouncd inhibition of add secretionarebenignandapper to be
reversible.

Decreased@astricacidity dueto anymeansincluding protonpumpinhibitors,increasegastic countsof bacteria
normally presenin the gastrointeshal tract. Treatmentwith acid-reducingdrugsmaylead to dightly increasedisk of
gastrointesinal infectionssuchas Salmonella and Campyl obacter.

During treamentwith antiecretorymedicinal produds, selum gastrinincreaesin responséo the decresedacid
secretion.Also CgA increagssdueto decreasedastrc acidity. TheincreasedCgA level mayinterfere with
investigationgor neuroendogéne tumours.Availablepublishedevidencesuggesthat proton pumpinhibitor shouldbe
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discontinuedbeween5 daysand2 weeksprior CgA measurenens. Thisis to allow CgA levelsthatmight be
spuriouslyelevatedoll owing PPI treatnmentto returnto referencerange..

Anincreasechumberof ECL cellspossibly relatedto theincreasedserumgastrinlevels,havebeenobservedn some
patients(both childrenandadults)duringlongterm treatmentwith omepraole. Thefindingsareconsideredo be of no
clinical significance.

Paedatric population

In anoncontrolled study in children(1 to 16 yearsof age)with severereflux esophaitis, omeprable atdosesof 0.7to
1.4 mg/kgimprovedesophagitislevel in 90% of the casesandsignificantly reducedeflux symptomsin asingle-blind
study, childrenaged0—24 monthswith clinicaly diagnosedjastro-oesophgealreflux diseasaveretreatedwith 0.5,
1.0 or 1.5mg omeprazole/kgThe frequencyof vomiting/regurgitation episodes decreasetly 50% after 8 weeksof
treamentirrespeadve of thedose.

Eradication of H. pylori in children

A randomiseddoubk blind clinical study (Héliot study) concluded thatomepraolein combinatiorwith two
antibiotics (amoxicillin andclarithromych), wassde andeffective in the treatmentof H. pylori infectionin children
age 4 yearsold andabovewith gastitis: H. pylori eradcaion rate 74.2%(23/31patientswith omeprazolet
amoxicillin + clanthromycinversus9.4%(3/32patients)with amoxicillin + clarithromycin.However there wasno
evidenceof anyclinical benefitwith reectto dyspetic sympoms.This studydoesnot supportanyinformation for
childrenagedlessthan4 years.

5.2 Phar macokinetic properties

Absorption
Omeprazok andomeprazolenagnesim areacidlabile andare therdore admnisteredorally asentericcoatedgranules

in capsilesor tablets Absorptionof omeprazat is rapid, with peak plasma levels occuring approximatelyl-2 hours
after dose Absorpton of omeprazolgakesplacein thesmal intestineandis usually completedwithin 3-6 hours.
Concomitantintakeof food hasno influenceon the bioavailability. The systemic availability (bioavailability)from a
single oral doseof omeprazolas approxmately 40%.After repeated oncedaily administation, the bioavailability
increassto about60%.

Distribution
Theapparenvolumeof distributionin healhy subjectsis approximatdy 0.31/kg bodyweight.Omeprazolas 97%
plasmaproteinbound.

Biotransformabn

Omepiazok is completelymetabolisedy the cytochromeP450sysem (CYP). Themajorpatt of its metabolisnis
deperdent onthe polymorphicallyexpresse@YP2C19 responsibldor the formationof hydroxyomepazole,the
major metaboite in plasmaTheremainingpartis degpendenbn anotherspedfic isoform,CYP3A4, responsibldor the
formationof omeprazolesulphone As a consequeneof high affinity of omeprazoleéo CYP2C19ther is a potential
for compettive inhibition andmetabolicdrug

interactionswith othersubgratesfor CYP2C19.However, dueto low affinity to CYP3A4,0mepraale hasno potential
to inhibit the metabolisnof otherCYP3A4 substrags.In addition, omepraolelacksaninhibitory effectonthemain
CYP enzynes.

Approximately 3% of the Caucasanpopulaton and 15-20% of Asianpopuhtions lack afunctional CYP2C19 enzyme
and arecalledpoormetaboisers In suchindividualsthe metéolismof omeprazolds probablymainly catalysedy
CYP3A4. After repea¢doncedaly admnistrationof 20 mg omeprable, themeanAUC was5 to 10timeshigherin
poor metabolisershanin subjectsdhavinga functional

CYP2C19enzyme(extensivemetabolisers)Meanpeak plasma concentraionswerealsohigher,by 3 to 5 times.These
findingshaveno implicationsfor the posologyof omepraodle.

Elimination
Theplasmaelimination half-life of omepraza is usuallyshorterthanonehourboth after singleandrepeated oral
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once-daily dosing.Omeprazolas completelyeliminatedfrom plasma betveendoses with no tendencyfor
accumuldion duringoncedaily adminstration. Almost 80% of anoral doseof omeprazok is exaeted asmetabolitesn
theurine, theremaindetin thefaecesprimarily originating from bile segetion.

The AUC of omeprazoldancreasewith repeatedadministration. This increaseis dosedepenlentandresultsin anon
linear doseAUC relationshipafterrepeaé¢dadminstration. Thistime- and dose dependencys dueto adecreasef first
passmetabolsmandsysemicclearancerobablycausedoy aninhibition of the CYP2C19enzymeby omeprazole
and/or its metaboites (e.g.the sulphone) No metabolite has beenfoundto haveanyeffecton gastricacid secreton.

Special populations

Impaired hepatic function

Themetabolsmof omeprazolen patientswith liver dysfundion isimpared,resultingin anincreasedAUC.
Omepiazok hasnot shownanytendencyto accumulae with oncedaly dosing.

Impaired renal function
Thepharmacokineticef omeprazoleincludingsysemic bioavailability andelimination rate,areunchangd in patients
with reducedenalfunction.

Elderly
Themetabolsmrateof omeprazoles somewhatreducel in elderly subjeds (75-79 years of age.

Paediatric population

During treamentwith thereconmendeddosedo childrenfrom theageof 1 year,similar plasmaconcentrationswere
obtainedascomparedo adults.In childrenyounge than6 months,clearanceof omeprazoles low dueto low capacity
to metabolseomeprazole.

5.3 Preclinical safety data

Gastic ECL-cell hyperplasiaandcarciroids,havebeenobservedn life-long studiesin ratstreatedwith omepgazole.
Thesechangesarethe reault of sustainedypergastrinamiasecondaryo acidinhibition.

Similar findingshavebeenmadeaftertreatment with H2-recepbr antagoniss, proton pumpinhibitors andatfter partial
fundectomyThus,thesechangesrenotfrom adired effed of anyindividud activesubstance.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Granules:

sucrcse

maize starch

hypromedlose

Disodum phosphatelihydrate
methacrylicacid- ethyl acrylatecopolymer
talc

triethyl citrate

sodium laurilsulfate
polysorbate80
titaniumdioxide (E171)

Capsules:
gelatin
titaniumdioxide (E171)

Printing ink:
shellac
blackiron oxide (E172
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6.2 ncompatibilities

Not applicable.

6.3 Shelf life

PlasticJar (packsizes100or below): 4 years
PlasticJar (packsizesover100): 3 years

Aluminium/abminium blister 30 months
PVC-PVDC/alumnium blister: 2 years

6.4 Special precautionsfor storage

PlasticJar: This medcinal productdoesnot requireany special temperatire storageconditions.Keeptheplastc jar

tightly closed,in orderto protectfrom moisture.
Blister: Do nat storeabove30°C. Storein the original package in orderto protectfrom moisture.

6.5 Natur e and contents of container

Plasticjars (HDPE)with screwcap(HDPE/LDPE contaning desicant
40 mg: 16, 30, 32,100(2x50),100(1x100),104(1x104),105gastreresistat capsules.

Blister (aluminumAluminiumfoil or PVC-PVDC/alumnium foil).
40 mg:7, 14, 28, 56 gadro-resstantcapsules.

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal

No specialrequirement:
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