
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Pantup40mggastro-resistanttablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each gastro-resistanttablet contains40mgof pantoprazole(as pantoprazolesodiumsesquihydrate).

For thefull list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Gastro-resistanttablets.

Paleyellow to yellowishtablets, oblongandconvex.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Adults and adolescents 12 years of age and above
− Refluxoesophagitis.

Adults
− Gastricandduodenalulcer.
- Zollinger-Ellison-Syndromeandotherpathological hypersecretory conditions.

4.2 Posology and method of administration

Tabletsshould not bechewedor crushed,andshould beswallowedwhole1 hour beforeamealwith somewater.

Recommended dose

Adults and adolescents 12 years of age and above

Reflux oesophagitis

One tablet of Pantupper day. In individual cases the dosemay be doubled (increase to 2 tabletsPantupdaily)
especiallywhentherehasbeenno responseto other treatment.A 4-weekperiodis usuallyrequiredfor thetreatmentof
reflux oesophagitis. If this is not sufficient,healingwil l usually beachievedwithin a further4 weeks.

Adults

Treatment of gastric ulcer
One tablet of Pantupperday. In individual cases,the dosemay be doubled (increaseto 2 tablets of Pantupdaily)
especiallywhentherehasbeenno responseto other treatment.A 4-weekperiodis usuallyrequiredfor thetreatmentof
gastriculcers.If this is not sufficient,healing wil l usually beachievedwithin a further4 weeks.

Treatment of duodenalulcer
Onetabletof Pantupperday.In individual casesthedosemay bedoubled(increaseto 2 Pantupdaily) especiallywhen
therehasbeenno responseto othertreatment. A duodenalulcer generally heals within 2 weeks. If a 2-weekperiod of
treatmentis not sufficient,healingwill beachievedin almostall caseswithin a further2 weeks.
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Zollinger-Ellison-Syndromeandotherpathological hypersecretoryconditions
For the long-term managementof Zollinger-Ellison-Syndrome and other pathological hypersecretory conditions
patientsshould start their treatmentwith a daily doseof 80 mg (2 tablets of Pantup40 mg). Thereafter, thedosecanbe
titratedupor down asneededusingmeasurementsof gastricsecretion to guide. With dosesabove80mgdaily, thedose
should bedividedandgiven twice daily. A temporaryincreaseof thedose above160mg pantoprazoleis possible but
should notbeappliedlongerthanrequiredfor adequateacid control.
Treatment duration in Zollinger-Ellison-Syndromeandotherpathologicalhypersecretory conditionsis not limited and
should beadaptedaccordingto clinical needs.

Special populations

Children below 12 years of age
Pantupis not recommendedfor usein childrenbelow 12 yearsof agedueto limited dataon safety andefficacy in this
age group.

Hepatic Impairment
A daily doseof 20mgpantoprazole(1 tabletof 20mgpantoprazole) shouldnot beexceededin patientswith severe
liver impairment.Pantupmustnot beused in combination treatmentfor eradicationof H. pylori in patientswith
moderateto severehepaticdysfunctionsincecurrently nodataareavailableon theefficacyandsafetyof Pantupin
combinationtreatmentof thesepatients(seesection 4.4).

Renal Impairment
No doseadjustmentis necessary in patients with impairedrenalfunction.Pantupmust not beusedin combination
treatmentfor eradicationof H. pylori in patients with impairedrenalfunctionsincecurrently nodataareavailableon
theefficacyandsafetyof Pantupin combination treatmentfor thesepatients.

Elderly
No doseadjustmentis necessary in elderly patients.

4.3 Contraindications

Hypersensitivity to theactivesubstance,substitutedbenzimidazoles or to anyof theexcipientslistedin section6.1.

4.4 Special warnings and precautions for use

Hepatic Impairment
In patientswith severeliver impairment,theliver enzymesshouldbemonitoredregularlyduringtreatment with
pantoprazole, particularly on long-termuse. In thecaseof a riseof theliver enzymes, thetreatmentshouldbe
discontinued(seesection4.2).

Combination therapy
In thecaseof combinationtherapy,thesummaries of productcharacteristics of therespective medicinalproducts
should beobserved.

In presence of alarm symptoms
In thepresenceof anyalarmsymptom(e.g. significantunintentionalweight loss,recurrentvomiting,dysphagia,
haematemesis,anaemiaor melaena)andwhengastric ulcer is suspectedor present,malignancyshouldbe
excluded,astreatmentwith pantoprazolemayalleviatesymptomsanddelaydiagnosis.

Further investigation is to beconsideredif symptomspersistdespite adequatetreatment.

Co-administration with atazanavir
Co-administrationof atazanavirwith protonpumpinhibitorsis not recommended(seesection4.5). If thecombination
of atazanavir with aprotonpumpinhibitor is judgedunavoidable,closeclinical monitoring
(e.g. virus load)is recommendedin combination with anincreasein thedoseof atazanavirto 400mgwith 100mgof
ritonavir.A pantoprazole doseof 20mgperdayshouldnotbeexceeded.
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Influence on vitamin B12 absorption
In patientswith Zollinger-Ellisonsyndromeandotherpathological hypersecretoryconditionsrequiring long-term
treatment,pantoprazole,asall acid-blockingmedicines,may reducetheabsorptionof vitamin B12 (cyanocobalamin)
dueto hypo- or achlorhydria.This should beconsideredin patientswith reducedbodystoresor risk factorsfor
reducedvitamin B12absorptionon long-termtherapyor if respective clinical symptomsareobserved.

Long term treatment
In long-termtreatment,especiallywhenexceedinga treatment periodof 1 year,patientsshouldbekeptunder
regularsurveillance.

Gastrointestinal infections caused by bacteria
Pantoprazole, like all protonpump inhibitors (PPIs),might beexpectedto increasethecountsof bacterianormally
presentin theuppergastrointestinaltract. Treatmentwith Pantupmayleadto a slightly increasedrisk of
gastrointestinal infectionscausedby bacteriasuch asSalmonella and Campylobacter.

Hypomagnesaemia
Severehypomagnesaemiahasbeenreportedin patientstreatedwith PPIslike pantoprazolefor at leastthreemonths,
and in mostcasesfor ayear.Seriousmanifestationsof hypomagnesaemia such asfatigue,tetany,delirium,
convulsions,dizzinessandventriculararrhythmiacanoccurbut they maybegin insidiouslyandbeoverlooked.In most
affectedpatients,hypomagnesaemia improvedafter magnesiumreplacementanddiscontinuationof thePPI.
For patients expectedto beonprolongedtreatmentor who takePPIswith digoxinor drugsthatmaycause
hypomagnesaemia (e.g.,diuretics),healthcareprofessionals should considermeasuringmagnesiumlevelsbefore
starting PPItreatmentandperiodically during treatment.

Bonefractures
Proton pumpinhibitors,especially if used in highdoses andoverlongdurations(>1 year), maymodestlyincreasethe
risk of hip, wrist andspinefracture,predominantly in theelderly or in presenceof otherrecognisedrisk factors.
Observational studiessuggestthatprotonpumpinhibitorsmayincreasetheoverallrisk of fracture by 10–40%.Someof
this increasemaybedueto otherrisk factors.Patientsat risk of osteoporosis shouldreceivecareaccordingto current
clinical guidelinesand theyshouldhaveanadequateintakeof vitamin D andcalcium.

Subacutecutaneouslupuserythematosus(SCLE)
Proton pumpinhibitorsareassociatedwith very infrequentcasesof SCLE. If lesionsoccur,especiallyin sun-exposed
areasof theskin,andif accompaniedby arthralgia, thepatient should seekmedical helppromptlyandthehealthcare
professionalshouldconsiderstoppingPantup20mg. SCLE afterprevioustreatmentwith aprotonpumpinhibitor may
increase therisk of SCLEwith otherprotonpumpinhibitors.

Interferencewith laboratorytests
Increased ChromograninA (CgA) level mayinterferewith investigationsfor neuroendocrine tumours.To avoidthis
interference,Pantuptreatmentshould bestoppedfor at least5 daysbeforeCgA measurements (seesection5.1).If CgA
and gastrin levelshavenot returnedto referencerangeafter initial measurement,measurementsshouldberepeated14
days aftercessationof protonpumpinhibitor treatment.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of pantoprazole on the absorption of other medicinal products
Becauseof profoundandlong lasting inhibition of gastric acid secretion, pantoprazolemayreducetheabsorptionof
drugs with a gastric pH dependentbioavailability, e.g some azole antifungals as ketoconazole, itraconazole,
posaconazoleandothermedicineaserlotinib.

HIV medications (atazanavir)
Co-administration of atazanavirand other HIV medications whoseabsorption is pH-dependent with proton-pump
inhibitors might result in a substantialreductionin the bioavailability of theseHIV medicationsandmight impactthe
efficacy of these medicines.Therefore, the co-administration of proton pump inhibitors with atazanavir is not
recommended(seesection4.4).

Coumarin anticoagulants (phenprocoumon or warfarin)

Health Products Regulatory Authority

______________________________________________________________________________________________________________________

Date Printed 29/05/2017 CRN 2191440 page number: 3



Although no interactionduring concomitant administration of phenprocoumon or warfarin has beenobserved in
clinical pharmacokinetic studies, a few isolated casesof changesin International NormalisedRatio (INR) havebeen
reported during concomitanttreatment in the post-marketing period. Therefore, in patientstreated with coumarin
anticoagulants(e.g. phenprocoumonor warfarin), monitoring of prothrombin time / INR is recommendedafter
initiation, terminationor duringirregularuseof pantoprazole.

Other interactions studies
Pantoprazole is extensivelymetabolizedin the liver via the cytochrome P450enzymesystem. The main metabolic
pathway is demethylation by CYP2C19 and other metabolic pathwaysinclude oxidation byCYP3A4. Interaction
studieswith drugsalsometabolizedwith thesepathways,like carbamazepine, diazepam,glibenclamide,nifedipine,and
an oral contraceptive containing levonorgestrelandethinyl oestradiol did not reveal clinically significantinteractions.

Resultsfrom a rangeof interactionstudies demonstrate that pantoprazole does not effect the metabolismof active
substancesmetabolised by CYP1A2 (such as caffeine, theophylline), CYP2C9 (such as piroxicam, diclofenac,
naproxen),CYP2D6 (suchasmetoprolol), CYP2E1(suchasethanol)or doesnot interfere with p-glycoproteinrelated
absorptionof digoxin.

Therewereno interactionswith concomitantly administered antacids.

Interactionstudieshavealsobeenperformed administeringpantoprazole concomitantlywith therespective antibiotics
(clarithromycin, metronidazole,amoxicillin) No clinically relevant interactionswerefound.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from the use of pantoprazole in pregnantwomen. Studiesin animals have shown
reproductive toxicity (seesection5.3). The potential risk for humansis unknown.Pantupshouldnot be usedduring
pregnancyunlessclearly necessary.

Breastfeeding
Animal studies haveshown excretionof pantoprazole in breast milk. Excretion into humanmilk hasbeenreported.
Thereforea decisionon whether to continue/discontinuebreast-feeding or to continue/discontinuetherapywith Pantup
should be madetaking into accountthe benefit of breast-feeding to the child and the benefit of Pantuptherapy to
women.

4.7 Effects on ability to drive and use machines

Adversedrugreactionssuchasdizzinessandvisualdisturbances mayoccur (seesection4.8).If affected,patients
should notdrive or operatemachines.

4.8 Undesirable effects

Approximately 5 % of patientscanbeexpectedto experienceadversedrugreactions(ADRs). Themostcommonly
reportedADRs arediarrhoeaandheadache,bothoccurring in approximately 1 % of patients.

Thetablebelow listsadversereactionsreportedwith pantoprazole, ranked under thefollowing frequency classification:

Verycommon(≥1/10); common(≥1/100 to <1/10);uncommon(≥1/1,000to <1/100);rare(≥1/10,000to <1/1,000);
very rare(<1/10,000),notknown(cannot beestimated from theavailabledata). For all adversereactionsreportedfrom
post-marketingexperience,it is not possible to applyany AdverseReaction frequency andtherefore theyare mentioned
with a “not known” frequency.

Within eachfrequencygrouping,adversereactionsarepresentedin orderof decreasingseriousness.

Table1. Adversereactionswith pantoprazolein clinical trials andpost-marketingexperience

Health Products Regulatory Authority

______________________________________________________________________________________________________________________

Date Printed 29/05/2017 CRN 2191440 page number: 4



Frequency
System Organ
Class

Common Uncommon Rare Very rare Not known

Bloodand
lymphatic
systemdisorders

Agranulocytosis Thrombocytopenia;
Leukopenia;
Pancytopenia

Immunesystem
disorders

Hypersensitivity
(including
anaphylactic
reactionsand
anaphylactic
shock)

Metabolism and
nutrition
disorders

Hyperlipidaemias
andlipid increases
(triglycerides,
cholesterol);
Weightchanges

Hyponatraemia
Hypomagnesaemia
(seesection 4.4)

Psychiatric
disorders

Sleepdisorders Depression(and
all aggravations)

Disorientation (and
all aggravations)

Hallucination;
Confusion
(especiallyin pre-
disposedpatients,
aswell asthe
aggravationof
these
symptomsin case
of preexistence)

Nervoussystem
disorders

Headache;
Dizziness

Tastedisorders

Eyedisorders Disturbancesin
vision/ blurred
vision

Gastrointestinal
disorders

Fundic
gland
polyps
(benign)

Diarrhoea;
Nausea/
vomiting;
Abdominal
distensionand
bloating;
Constipation;
Dry mouth;
Abdominal
painand
discomfort

Hepatobiliary
disorders

Liverenzymes
increased
(transaminases,
γ-GT)

Bilirubin
increased

Hepatocellular
injury; Jaundice;
Hepatocellular
failure

Skinandsub-
cutaneoustissue
disorders

Rash/
exanthema/
eruption;
Pruritus

Urticaria;
Angioedema

Stevens-Johnson
syndrome;Lyell
syndrome;
Erythema
multiforme;
Photosensitivity;
Subacute
cutaneouslupus
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Reportingof suspectedadversereactions
Reportingsuspected adverse reactions after authorisation of the medicinal product is important.It allows continued
monitoring of the benefit/risk balanceof the medicinal product. Healthcareprofessionalsare askedto report any
suspectedadverse reactionsvia HPRA Pharmacovigilance, Earlsfort Terrace, IRL - Dublin 2; Tel: +353 1 6764971;
Fax: +353 1 6762517.Website:www.hpra.ie; E-mail: medsafety@hpra.ie. By reporting side effects you can help
providemoreinformationon thesafetyof this medicine.

4.9 Overdose

Therearenoknown symptomsof overdosein man.

Systemicexposurewith up to 240mg administeredintravenouslyover 2 minuteswere well tolerated.As pantoprazole
is extensively proteinbound,it is not readily dialysable.

In the case of overdosewith clinical signs of intoxication, apart from symptomatic and supportivetreatment,no
specific therapeutic recommendationscanbemade.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:Protonpumpinhibitors.

ATC Code:A02BC02

Mechanism of action
Pantoprazole is asubstitutedbenzimidazolewhich inhibits thesecretion of hydrochloric acidin thestomachby specific
blockadeon theprotonpumpsof theparietal cells.

Pantoprazole is convertedto its activeform in theacidic environment in theparietalcells where it inhibits theH+, K+-
ATPaseenzyme,i. e. thefinal stagein theproductionof hydrochloric acid in thestomach.Theinhibition is dose-
dependent andaffectsbothbasalandstimulated acid secretion.In mostpatients,freedomfrom symptomsis achievedin
2 weeks.As with otherprotonpumpinhibitorsandH2 receptorinhibitors,treatmentwith pantoprazolereduces acidity

in thestomachandtherebyincreasesgastrin in proportionto thereduction in acidity.Theincreasein gastrinis
reversible.Sincepantoprazolebindsto theenzymedistalto thecell receptor level, it can inhibit hydrochloric acid
secretionindependently of stimulationby other substances(acetylcholine,histamine,gastrin).Theeffect is thesame
whethertheproductis givenorally or intravenously.

erythematosus(see
section4.4)

Musculoskeletal
andconnective
tissuedisorders

Fractureof the
hip, wrist or
spine(see
section4.4)

Arthralgia;
Myalgia

Renaland
urinary
disorders

Interstitial
nephritis

Reproductive
systemand
breastdisorders

Gynaecomastia

General
disordersand
administration
site conditions

Asthenia,
fatigueand
malaise

Body temperature
increased;
Oedema
peripheral
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Thefastinggastrin valuesincreaseunderpantoprazole. Onshort-term use,in mostcasestheydonotexceed theupper
limit of normal. During long-termtreatment,gastrinlevelsdoublein mostcases.An excessiveincrease,however,
occursonly in isolatedcases.Asa result,amild to moderateincreasein thenumberof specific endocrine(ECL) cells
in thestomachis observedin a minority of casesduringlong-termtreatment(simpleto adenomatoidhyperplasia).
However, accordingto thestudiesconductedsofar, theformation of carcinoid precursors (atypicalhyperplasia)or
gastric carcinoidsaswerefoundin animalexperiments(seesection5.3)havenotbeenobservedin humans.

An influenceof a long-termtreatmentwith pantoprazole exceedingoneyearcannotbecompletely ruled outon
endocrineparametersof thethyroidaccordingto results in animal studies.

During treatmentwith antisecretorymedicinal products,serumgastrinincreasesin responseto thedecreasedacid
secretion.AlsoCgA increasesdueto decreasedgastric acidity. TheincreasedCgA level mayinterfere with
investigationsfor neuroendocrine tumours.

Availablepublishedevidencesuggeststhatprotonpump inhibitorsshouldbediscontinuedbetween5 days and2 weeks
prior to CgA measurements.This is to allow CgA levels thatmight bespuriouslyelevatedfollowing PPItreatmentto
returnto referencerange.

5.2 Pharmacokinetic properties

Absorption
Pantoprazole is rapidlyabsorbedandthemaximal plasmaconcentration is achievedeven after onesingle40mgoral
dose.Onaverageatabout2.5h p.a.themaximumserumconcentrationsof about 2-3 µg/ml areachieved,andthese
valuesremainconstantaftermultiple administration.
Pharmacokineticsdo not vary after single or repeated administration. In the doserangeof 10 to 80 mg, the plasma
kineticsof pantoprazolearelinearafterbothoral andintravenousadministration. Theabsolutebioavailability from the
tablet was found to be about 77 %. Concomitant intake of food had no influence on AUC, maximum serum
concentration and thus bioavailability. Only the variability of the lag-time will be increasedby concomitantfood
intake.

Distribution
Pantoprazole'sserumprotein bindingis about98%. Volumeof distributionis about0.15l/kg.

Elimination
The substanceis almost exclusively metabolized in the liver. The main metabolic pathwayis demethylationby
CYP2C19with subsequentsulphateconjugation, othermetabolic pathway includeoxidationby CYP3A4. Terminal
half -life is about 1 hour and clearanceis about 0.1 l/h/kg. There were a few casesof subjectswith delayed
elimination. Becauseof the specificbinding of pantoprazole to the proton pumpsof the parietal cell the elimination
half -lifedoesnot correlatewith themuch longerdurationof action (inhibition of acidsecretion).
Renalelimination representsthe major route of excretion (about 80 %) for the metabolitesof pantoprazole,the rest is
excreted with the faeces. The main metabolite in both the serum and urine is desmethylpantoprazole which is
conjugatedwith sulphate.The half-life of the main metabolite (about 1.5 hours) is not much longer than that of
pantoprazole.

Characteristics in patients/special groups of subjects
Approximately 3 % of theEuropeanpopulation lack a functional CYP2C19enzymeandare called poormetabolisers.
In these individuals the metabolismof pantoprazole is probablymainly catalysedby CYP3A4. After a single-dose
administrationof 40 mg pantoprazole, the meanarea underthe plasmaconcentration-time curvewasapproximately 6
times higher in poor metabolisers than in subjects having a functional CYP2C19 enzyme(extensivemetabolisers).
Meanpeakplasmaconcentrationswereincreasedby about60 %. Thesefindings haveno implicationsfor theposology
of pantoprazole.

No dose reduction is recommendedwhen pantoprazole is administered to patientswith impaired renal function
(including dialysis patients). As with healthy subjects,pantoprazole's half-life is short. Only very small amountsof
pantoprazole canbe dialyzed.Al thoughthe main metabolite hasa moderately delayedhalf-life (2 - 3h), excretion is
still rapidandthusaccumulationdoesnot occur.
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Althoughfor patientswith liver cirrhosis (classesA andB accordingto Child) thehalf-life valuesincreasedto between
7 and 9 h andthe AUC valuesincreasedby a factorof 5 - 7, themaximumserumconcentrationonly increasedslightly
by a factorof 1.5comparedwith healthysubjects.

A slight increasein AUC and Cmax in elderly volunteerscomparedwith younger counterparts is also not clinically

relevant.

Children
Following administrationof singleoral doses of 20 or 40 mg pantoprazole to children aged5–16years,AUC andCmax
werein therangeof correspondingvaluesin adults.
Following administration of singlei.v. dosesof 0.8 or 1.6 mg/kg pantoprazole to childrenaged2–16 years, therewas
no significantassociationbetweenpantoprazole clearanceandageor weight. AUC andvolumeof distribution werein
accordancewith datafrom adults.

5.3 Preclinical safety data

Preclinical datareveal no special hazardto humansbasedon conventional studies of safety pharmacology,repeated
dosetoxicity andgenotoxicity.

In the two-year carcinogenicity studiesin rats neuroendocrine neoplasms were found. In addition, squamouscell
papillomas were found in the forestomachof rats.The mechanism leading to the formation of gastric carcinoids by
substituted benzimidazoleshasbeencarefully investigated andallows the conclusionthat it is a secondaryreactionto
the massively elevatedserumgastrinlevels occurringin the rat during chronic high-dosetreatment.In the two-year
rodentstudies,an increasednumberof live tumorswas observed in rats and female miceandwasinterpretedasbeing
dueto pantoprazole’s highmetabolic rate in theliver.

A slight increaseof neoplasticchangesof thethyroid wasobservedin thegroupof ratsreceivingthehighestdose(200
mg/kg). The occurrenceof theseneoplasmsis associated with the pantoprazole-inducedchanges in the breakdownof
thyroxinein therat liver. As thetherapeutic dosein manis low, noharmful effectson thethyroidglandsare expected.

In animal reproductionstudies, signsof slight fetotoxicity wereobserved at dosesabove5 mg/kg.
Investigationsrevealednoevidenceof impairedfertilit y or teratogeniceffects.
Penetrationof theplacentawasinvestigated in the rat andwasfound to increasewith advancedgestation.As a result,
concentrationof pantoprazolein thefoetusis increasedshortly beforebirth.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Core:
Mannitol
Microcrystalline cellulose
Pregelatinizedstarch(maize)
Sodiumglycolatestarch(TypeA)
Anhydroussodiumcarbonate
Calciumstearate

Isolatingcoating:
Hypromellose
Propylenglycol
Titaniumdioxide(E171)
Yellow iron oxide(E172)

Enteric coating:
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Methacrylicacidethylacrylatecopolymer
Polysorbate80
Sodiumlaurilsulfate
Triethyl citrate

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

2 years

6.4 Special precautions for storage

Do not storeabove25ºC.

6.5 Nature and contents of container

Tabletsarepacked in blisterPVC/PCTFE/PVC/Aluminium.

Packs of 28 tablets.

Not all packsizesmaybemarketed.

6.6 Special precautions for disposal

No specialrequirements.

Any unusedmedicinalproductor wastematerial should bedisposed of in accordancewith local requirements.

7 MARKETING AUTHORISATION HOLDER

RowaPharmaceuticals Ltd
Newtown
Bantry
Co Cork
Ireland

8 MARKETING AUTHORISATION NUMBER

PA0074/069/002

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:17th October 2014

10 DATE OF REVISION OF THE TEXT

May2017

Health Products Regulatory Authority

______________________________________________________________________________________________________________________

Date Printed 29/05/2017 CRN 2191440 page number: 9


