Health Products Regulatory Authority

Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Pantup40 mg gastreresstanttablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead gasto-resstanttablet contains40 mg of pantopraole (as pantopraole sodiumsesquihydate).
For thefull list of excipients,seesection6.1.

3PHARMACEUTICAL FORM

Gastio-resstanttables.

Paleyellow to yellowishtablets oblongandconvex.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Adults and adolescents 12 years of age and above
— Reflux oesophagitis.

Adults

— Gastricandduodenalilcer.
- Zollinger-Ellison-Syndromeandotherpathobgical hypersecreatry condiions.

4.2 Posology and method of administration
Tabletsshout not be chewedor crushedandshoull be swalowedwhole 1 hou beforea mealwith somewater.

Recommended dose

Adults and adolescents 12 years of age and above

Reflux oesophagif

One tablet of Pantupper day. In individud casesthe dosemay be doubled (increag to 2 tablets Pantupdaily)
especiallywhentherehasbeenno responseo othertreatnent.A 4-weekperiodis usuallyrequiredfor thetreamentof
reflux oesophagis. If thisis not sufficient, healing will usually beachievedwithin afurther4 weeks.

Adults

Treatmet of gastrc ulcer

One tablet of Pantupperday. In individual casesthe dosemay be doubkd (increaseto 2 tablets of Pantupdaily)
especiallywhentherehasbeenno responseo othertreatnent.A 4-weekperiodis usuallyrequiredfor thetreamentof
gastric ulcers.If thisis not sufficient,healng will usually beachievedwithin afurther4 weeks.

Treatmet of duodenallcer

Onetabletof Pantupperday.In individua caseshe dosemay be doubled(increaseto 2 Pantupdaily) especiallywher
therehasbeenno responséo othertreatmet. A duodenallcer generaly heak within 2 weeks If a 2-weekperiod of
treamentis not sufficient,healingwill be achievedin almostall caseswithin afurther2 weeks.
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Zollinger-Ellisor-Syndromeand other pathobgical hyperseretory conditions

For the long-term managemenbof ZollingerEllisonSyndrome and other pathological hypersepetory condtions
patientsshout start their treatmentwith a daily doseof 80 mg (2 tables of Pantup 40 mg). Thereaafter, the dosecanbe
titratedup or down asneededisingmeasurmentsof gastricsecretion to guide With dosesabove80 mg daily, the dose¢
should be dividedandgiventwice daly. A temporaryincreaseof the dos abovel60 mg pantopazoleis possibé bui
should notbe appliedlongerthanrequiredfor adequée acid contol.

Treatmet duraion in Zollinger-Ellison-Syndrome and other pathologicalhypersecrmsry conditionsis not limited and
should beadapédaccordingo clinical needs.

Special populations

Children below 12 years of age
Pantupis notrecommendedbr usein childrenbdow 12 yearsof age dueto limited dataon sakety andefficacyin this

age group.

Hepatic Impairment

A daily doseof 20 mg pantoprazol€l tabletof 20 mg pantoprazoé) shouldnot be exceededn paientswith severe
liver impairment. Pantip mustnot beused in combindion treatmentfor eradicationof H. pylori in patientswith
moderateto severehepaticdysfunctionsincecurrently no daia areavaiable on the efficacy andsafetyof Pantupin
combinationtreatmentof thes patientg(seesecton 4.4).

Renal Impairment

No dose adjustnentis necesary in patents with imparedrenalfunction. Partup must not be usedin combination
treamentfor eradicaton of H. pylori in patients with impairedrenalfunction sincecurrently no dataareavailableon
the efficacyandsafetyof Pantupin combination treatmentfor thesepaients.

Elderly
No dose adjustrrentis necesary in elderly patiens.

4.3 Contraindications
Hypersasitivity to the activesubsance substitued benamidazoles or to any of the excipientdistedin section6.1
4.4 Special warnings and precautions for use

Hepatic Impairment

In patientswith severdiver impairmenttheliver enzynesshouldbe monitoredregularlyduringtreatmet with
pantoprazade, paricularly onlong-termuse In the caseof ariseof theliver enzymesthetreatmenshouldbe
discontinuedseesection4.2).

Combination therapy
In the caseof combinationtherapy the sunmaries of productcharateristics of therespetive medicinalproducts
should beobseved.

In presence of alarm symptoms

In the presenceof anyalarmsymptom(e. g. significantunintentonalweight loss,recurientvomiting, dysphagia,
haemateness, anaemiaor melaenapndwhengastrc ulcer is suspetedor present,malignancyshouldbe
excluded,astreamentwith pantoprazolenayalleviatesympbmsanddelay diagnosis.

Further investigaion is to be consideredf symptomspersistdespit adejuatetreatment.

Co-administration with atazanavir

Co-administationof atazanavimwith protonpumpinhibitorsis notrecommended(seesection4.5). If thecombination
of atazanaui with a protonpumpinhibitor is judgedunavodable,closeclinical monitoring

(eg.virusload)is recommendeth combinaion with anincreasen the doseof atazanavito 400 mg with 100mg of
ritonavir. A panbprazoé dos of 20 mg perday shouldnotbe exceeded.
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Influence on vitamin B12 absorption

In patientswith ZollingerEllison syndromeandother pathologicd hyperseretory conditionsrequiring long-term
treament,pantoprazoleasall acid-blockingmedcines, may reducethe absorptionof vitamin B12 (cyanocobalamin)
dueto hypo- or achlorhydria.This should be consderedin paientswith redu@dbody storesor risk factorsfor
reducedvitamin B12 absrptiononlong-termtherapyor if respedive clinical symptomsare obseved.

Long term treatment
In long-termtreatnent,epeciallywhenexceeling atreatment period of 1 year,patientsshouldbe keptunder
regular surveilance.

Gastrointestinal infections caused by bacteria

Pantopraole, like all protonpunyp inhibitors (PPIs),might be expet¢edto increasethe countsof bacterianormally
presentin the uppergastointestinaltract Treamentwith Pantp mayleadto a slightly increasedisk of
gastrointesinal infectionscausedy bacteia sud asSalmonella and Campylobacter.

Hypomagnesaemia

Severehypomagnesaemlzasbeenreportedn paientstreagedwith PPIslike pantopazolefor atleastthreemonts,
and in mostcasedor ayear.Seriousmnanifesationsof hypomagnesamria sud asfatigue,tetany,delirium,
convulsions,dizzinessandventriculararrhythmiacanoccur butthey maybegin insidiouslyandbe ovelooked.In most
affectedpatients,hypomagnesaemimprovedafter magnsiumreplacenentand discontinuationof the PH.

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

Bonefracures

Proton pumpinhibitors,espedally if usel in high doses and overlong duratons (>1 year) may modestlyincreasethe
risk of hip, wrist andspinefracture,precdominantly 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.

SubacutecutaneousupuserythenatosugSCLE)

Proton pumpinhibitorsareas®ciatedwith very infrequentcasesf SCLE. If lesionsoccur,especiallyin sunexposed
areasof the skin, andif accompaniedby arthralgiag the patient shoutl seek medical help promptlyandthe healthcare
professionakhouldconsder stoppingPantup20 mg. SCLE after previoustreatmentwith a proton pumpinhibitor may
increas therisk of SCLEwith otherprotonpumpinhibitors.

Interferencewith laboratorytests

Increasd ChromogranirA (CgA) level mayinterfere with investigaionsfor neuoendocine tumous. To avoidthis
interference Pantuptreamentshout be stoppedfor atleast5 daysbeforeCgA measuremerst(seesection5.1).1f CgA
and gagrin levelshavenotreturnedo referencerangeatfter initial measurenent,measurementshouldberepeated 4
days aftercessabn of protonpumpinhibitor treatment

4.5 Interaction with other medicinal products and other forms of interaction

Effect of pantoprazole on the absor ption of other medicinal products

Becausef profoundandlong laging inhibition of gastrc aad secréion, pantoprazolemay reducethe absoption of
drugs with a gastric pH dependentbioavalability, e.g sonme azole antifungals as ketoconaole, itraconazole,
posaconazolandothermedicheaserlotinib.

HIV medications (atazanavir)

Co-administation of atazanavirand other HIV medrcaions whose absorpton is pH-dependat with protonpump
inhibitors might resultin a substantiateductionin the bioavalability of theseHIV medicationsand might impactthe
efficacy of these medicines.Therefore the co-administration of proton punp inhibitors with atazanavir is not
recanmendedseesecton4.4).

Coumarin anticoagul ants (phenprocoumon or warfarin)
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Although no interaction during concomiaint adminstration of phenprocouma or warfarin has beenobseved in
clinical pharnmacokingic studies a few isolaed casesof changesn International NormalisedRatio (INR) havebeen
reported during concomitanttreatnent in the postmarkeing period. Therefore, in patientstreata with coumarin
anticoagulants(e.g. phenprocoumoror warfarin), monitoring of prothrombin time / INR is recommendedhfter
initiation, terminationor duringirregular useof pantopraole.

Other interactions studies

Pantopraole is extensively metabolizedin the liver via the cytochrome P450 enzymesysten. The main metaboli
pathway is demethyation by CYP2C19 and othe metaolic pathwaysinclude oxidation byCYP3A4. Interadion
studieswith drugsalsometabolizedvith thesepathways)ike carbamazpine diazepamglibenclamidenifedipine,anc
an oral cortracepive contining levonorgestreénd ethinyl oestradbl did notreveal clinically significantinteractions.

Resultsfrom a rangeof interactionstudies denonstate that pantoprazoé does not effect the metabolismof active
substancesmetabolisd by CYP1A2 (sud as cafeine, theophyllne), CYP2C9 (such as piroxicam, diclofenac
naproxen),CYP2D6 (suchasmetoprobl), CYP2E1(suchasethanol)or doesnot interfere with p-glycoproteinrelatec
absorption of digoxin.

Therewereno interactionswith conconitantly admnisterel antaads.

Interactionstudieshavealsobeenperformal adminstering pantoprazok concomitantlywith therespetive antibiotics
(clarithromycin, metronidazoleamoxicillin) No clinically relevant interad¢ionswerefound.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequ#e data from the use of pantopramle in pregnantwomen. Studiesin animals have shown

reprodudive toxicity (seesection5.3). The potental risk for humansis unknown.Pantupshouldnot be usedduring
pregnancyunlessclearly necesary.

Breastfeeding
Animal studies have shown excretionof pantopramle in breastmilk. Excrdion into humanmilk hasbeenreported

Thereforea decisionon wheherto continuédiscmontinuebreat-feeding or to continue/discontinuéherapywith Pantup
should be madetaking into accountthe benefit of breastfeeding to the child and the beneit of Pantuptherapyto
women.

4.7 Effects on ability to drive and use machines

Adversedrugreactionssuchasdizzinessand visualdisturbance may ocaur (see section4.8).1f affected,patients
should notdrive or operatanachines.

4.8 Undesirable effects

Approximatel 5 % of patientscanbe expectedto experienceadvasedrugreactons(ADRs) Themostcommonly
reportedADRs arediarrhoeaandheadabe, bothoccurrngin approximatdy 1 % of paients.

Thetablebelow listsadversereactonsreportedwith pantoprazog, ranked unde the following frequeng classification
Very common(>1/10); comnon (>1/100 to <1/10);uncommon (>1/1,000to <1/100);rare(>1/10,000to <1/1,000);
very rare(<1/10,000) nhotknown (canna be estimated from the availabledatg. For all adwersereactiongeportedirom
postmarketingexperienceit is not possble to applyany AdverseReacion frequeng andtherefore they are mentioned
with a“notknown’ frequency.

Within eachfrequencygrouping,advesereactionsarepresatedin orderof deceasingsaiousness.

Tablel. Adversereactionswvith pantoprazolen clinicd trials andpos-marketingexperienc
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r=—4

Frequency Common | Uncommon Rare Veryrare Not known
System Organ
Class
Bloodand Agranulocytosi Thrombocybpenia;
lymphatic Leukopenia;
systemdisorders Pang/topena
Hypersnsitvity
(including
Immunesystem anaphylact
disarders reactionsand
anaphylacts
shock)
Metabolsm and Hyperlipidaemias Hyponatraend
nutrition andlipid increases Hypomagnesaemig
disarders (triglycerides, (seesedion 4.4)
cholesterd;
Weightchange:
Psychiatric Sleepdisorders | Depression(and Disarientaton (and | Halluanation;
disarders all aggravatons) | al aggravatons) Confuson
(especiallyin pre-
disposeaients,
aswell asthe
aggraationof
these
symptomsn case
of preexistence)
Nervoussysternr Headabe; Tastedisorder:
disarders Dizziness
Eyedisorders Disturbancesn
vision/ blurred
vision
Furdic Diarrhoea;
gland Nausa/
polyps vomiting;
(benign) Abdominal
Gastrointestine g:gtgrsl;nand
disarders Condipation;
Dry mouth;
Abdominal
painand
discomfort
Hepatobiliary Liverenzymes | Bilirubin Hepatocelluhr
disarders increased increased injury; Jaurdice;
(trarsamirases, Hepataellular
v-GT) failure
Skinandsut- Rash/ Urticaria; Stewens-Johrson
cutaneougissue exarnthemal Angioedema syndromeLyell
disarders eruption; syndrome;
Pruritus Erythana
multiforme;
Phdosensivity;
Subacute
cutaneousupus
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erythematosuésee
section4.4)

Musculoskeledl Fradure of the | Arthralgia;

andconnedtve hip, wrist or Myalgia

tissuedisorders spine(see

section4.4)

Sr?r?:rlsnd Interst_it_ial

disarders nephritis

Reproductive Gynaecomasdi

systemand

breastdisorders

Gereral Asthenia, Body temperature

disadersand fatigueand increaed;

administration malaise Oedema

site conditions periphera

Reportingof suspecteddverseaeactions

Reporting suspeatd advers® reactons after authorisatn of the medicinal productis important. It allows continuet
monitoring of the benefit/rik balanceof the medicind produd. Healthcare professionalsare askedto report any
sugpectedadvese reactions via HPRA Phamacovgilance, Earlsfort Terrae, IRL - Dublin 2; Tel: +3531 6764971
Fax: +353 1 6762517.Website: www.hpra.e; E-mail: medsafety@hpra.ieBy repating side effects you can help
provide moreinformationon the safety of this medicine.

4.9 Overdose

Thereareno known symptomsof overdosen man.

Systemicexposurewith up to 240 mg adminsteredintravenouslyover 2 minuteswere well tolerated. As pantoprazd
isextensivey protein boundi,it is notreadly dialysabe.

In the case of overdosewith clinical signs of intoxicaion, apartfrom symptomatic and supportivetreatment,nc
specific therap@tic recommendationsanbe made.

5SPHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties
Pharmacotherapeutigroup: Protonpumpinhibitors.
ATC Code:A02BC02

Mechanism of action

Pantopraole is a subsituted benzimidazad which inhibits the secréion of hydrochlorc acidin the stomachoy specific
blockadeon the protonpumpsof the paridal cells.

Pantopraole is converedto its activeform in the addic environment in the parietalcells where it inhibits the H*, K*-
ATPaseenzyme,i. e.thefinal stagein the producton of hydrodloric acid in thestomachTheinhibition is dose
deperdent andaffectsboth basalandstimulated acid secetion.In mostpatients,freedomfrom symptomss achievedn
2 weeks As with otherprotonpumpinhibitorsandH,, receptorinhibitors, treatnentwith panbprazolereduce acidity

in thestomachandtherebyincreagsgastin in proportionto theredudion in acidity. Theincreasen gastrinis
reversible.Sincepartoprazolebindsto theenzymedistalto the cell receptor level, it can inhibit hydrochloiic acid
secretionindependerty of stimulation by othe substanes(aceylcholine, histamine,gastrin).Theeffed is thesane
whetherthe productis givenorally or intravenously.
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Thefastinggastin valuesincreasainderpantopraole Onshortterm use,in mostcasesheydo notexceel theupper
limit of normal During long-termtreatnent,gastrinlevek doublein mostcasesAn excessivencreasehowever,
occursonly in isolatedcases.As aresult,amild to modeateincreaein the numberof specifc endocring ECL) cels
in thestomachis observedn a minority of casesduringlongtermtreament(simpleto adenomatoidhyperplasia)
Howeve, accordingo the studiesconducedsofar, theformation of carcinoid precusors (atypicalhyperplasiapr
gastric carcinoidsaswerefoundin animalexperimets (see section 5.3) havenot beenobservedn humans.

Aninfluenceof along-termtreatmentith pantoprazoé exceedingoneyearcannotbe completdy ruled outon
endocrine paramegrsof thethyroid accordingto results in animal studies.

During treamentwith antiecretorymedicinal produds, selum gastrinincreaesin responséo the decrexsedacid
secretion.Also CgA increassdueto decreasedastrt acidity. TheincreasedCgA level mayinterfere with
investigationgor neuroendodne tumours.

Availablepublishedevidencesuggestghatproton pump inhibitors shouldbe discontinueeween5 days and2 weeks
prior to CgA measirenents.This is to allow CgA levek thatmight be spuriouslyelevatedfollowing PPItreatmento
returnto referenceange.

5.2 Phar macokinetic properties

Absorption
Pantopraole is rapidly absrbedandthe maximal plasmaconentraion is achievedeven after onesingle40 mgoral

dose.Onaveiageatabout2.5h p.a.themaximumserumconcentationsof abou 2-3 pg/ml areachievedandthese
valuesremainconstanaftermultiple administration.

Phamacokneticsdo not vary after single or repeaed administration. In the doserangeof 10 to 80 mg, the plasm:
kineticsof pantoprazolarelinear after both oral andintravenousadministraion. The absolutebioavalability from the
tablet was found to be about 77 %. Concomitat intake of food had no influence on AUC, maximum seum
concentraton and thus bioavaibkbility. Only the variability of the lag-time will be increasedoy concomitantfood
inteke.

Distribution
Pantopraole'sserumproten bindingis about98 %. Volume of distributionis about0.151/kg.

Elimination

The substanceis almog exclusvely me@abolized in the liver. The man metabolic pathwayis demethylationby
CYP2C19with subsequensulphateconjugdion, othermetabolic pahway include oxidationby CYP3A4. Terminal
half-life is about 1 hour and clearanceis about 0.1 I/h/kg. There were a few casesof subjectswith delayed
elimination. Becauseof the specificbinding of pantoprazoé to the proton pumpsof the parigal cell the elimination
half-lif e doesnot correlate with the mud longerduration of action (inhibition of acid secretion).

Renal elimination representshe major route of excretion (about 80 %) for the metabolitesof pantoprazoletherestis
excreted with the faeces. The main mefbolite in both the serumand urine is desmethylpantopzole which is
conjugatedwith sulphate.The half-life of the main metaboite (about 1.5 hours)is not much longer than that of
pantoprazde.

Characteristicsin patients/special groups of subjects

Approximately 3 % of the Europeampopuldion lack a functional CYP2C19erzymeandare caled poor metabolises.
In these individuds the metabolismof pantopraza is probably manly caalysedby CYP3A4. After a single-dose
administrationof 40 mg pantopraza, the meanarea underthe plasmaconcentraion-time curvewasapproximagly 6
times higher in poor metabalsers than in subjects having a functiond CYP2C19 enzyme (extensive metabolises).
Meanpeakplasmaconcentrationsvereincreaedby about60 %. Thesefindings haveno implicationsfor the posolog
of pantopraza.

No dosereducton is recommendedvhen panbprazok is admnistered to patientswith impaired renal function
(including dialysis paientg. As with healthy subgcts, pantopraolés half-life is short. Only very small amountsof
pantoprazde canbe dialyzed.Althoughthe main metabolite hasa moderagly delayedhalf-life (2 - 3h), excreton is
still rapidandthusacaimulationdoesnat ocaur.
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Althoughfor patientswith liver cirrhoss (classeA andB acmrdingto Child) the half-life valuesincreasedo between
7 ard 9 h andthe AUC valuesincreagdby afactorof 5 - 7, the maximum serumconentrationonly increasedlightly
by afactorof 1.5 comparedvith healthysubjecs.

A slightincreasein AUC andC_.. in elderly volunteerscomparedwith younge counterpars is also not clinically
relevant.

Children
Following administation of single oral doses of 20 or 40 mg pantoprazoé to children aged5-16years AUC andC, ..

werein therangeof correspondingaluesin aduls.

Following adminitration of singlei.v. dosesof 0.8 or 1.6 mg/kg pantopraale to childrenaged2-16 years therewas
no significantassociatiorbetweernpant@razok clearanceandageor weight AUC andvolume of distribution werein
accordancevith datafrom aduls.

5.3 Preclinical safety data

Preclinical datareved no specal hazardto humansbasedon conventiond studies of sakety pharmacologyrepeate
dosetoxicity andgenotoxicity.

In the two-year carcinogenidy studiesin rats neuroendogne neoplams were found. In addition, squamouscell
papillomas were found in the foresbmachof rats. The mechalism leadng to the formation of gastic carcinoids by
substitutel benzimidazoleshasbeencarefuly invesigated andallows the conclusionthatit is a secondaryeactionto
the massivey elevatedserumgastrinleves occurringin the rat during chronic high-dosetreatment.In the two-yeatr
rodentstudies,anincreasedumberof live tumorswas obsevedin rats and femde mice andwasinterpretedasbeing
dueto panbprazolés high metaboic ratein theliver.

A slightincreaseof neoplasticchangef the thyroid wasobservedn the groupof ratsreceivingthe highestdose(20C
mg/kg). The occurrenceof theseneoplasmss associged with the pantopraole-induced changes in the breakdownof
thyroxinein theratliver. As thetherapeuti dosein manislow, no harnful effectsonthethyroid glandsare expected.

In animal reproductiorstudies signsof slight fetotoxiaty wereobserve at dosesaboveb mg/kg.
Invedigationsrevealedho evidenceof impairedfertility or terabgeniceffecs.

Penetrationof the placentawasinvestigded in the rat andwasfoundto incressewith advancedjestationAs a result
concentraton of panbprazolen thefoetusis increasedshortly before birth.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Core

Mannitol

Microcrystaline cellulose
Pregelatinizedstarch(maize)
Sodiumglycolate starch(TypeA)
Anhydroussodiumcarbonate
Calciumstearate

Isolating coating
Hypromellose
Propylenglycol
Titaniumdioxide (E171)
Yellow iron oxide (E172)

Enteiic coatng:
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Methacrylicacid ethyl acrylatecopolyme
PolysorbateB0

Sodiumlaurilsulfate

Triethyl citrate

6.2 Incompatibilities

Not applicable

6.3 Shelf life

2years

6.4 Special precautionsfor storage
Do not stare above25°C.

6.5 Nature and contents of container
Tabletsarepackel in blister PVC/PCTFE/PVC/Aluminium.
Packs of 28 tables.

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal

No specialrequirement:

Any unusednedicinalproductor wage matrial shoutl bedisposeé of in accordancewith local requirements.
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