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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Protium 40mgGasto-resistantTablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead gasto-resstanttablet contains40 mg pantopraole (assodiumsesquihydrate).
ExcipientsincludesSoyal ecithin

For afull listof excipients,seesection6.1.

3PHARMACEUTICAL FORM

Gastio-resstanttablet

Product imported from the UK:

Y ellow, oval biconvex,film -coatdtabletsmarked P40 in brownink on oneside.
4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

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

— Eradicaton of Helicobacter pylori (H. pylori) in combindion with appropriae antibiotic therapyin patients with H.
pylori asseiatedulcers.

— Gastricandduodenalilcer.
- Zollinger-Ellison-Syndromeandotherpathobgical hypesecrebry conditions.

4.2 Posology and method of administration

Tabletsshout not be chewedor crushedandshoull be swalowedwhole 1 hou beforea mealwith somewater.

Recommendedosage:
Adults and adolescents 12 years of age and above:

Reflux oesophagis

Onetabléd of Proium perday. In individual case the dosemaybe doubled(increaseto 2 tabletsProtiumdaily)
especiallywhentherehasbeenno respamseto othertreatment. A 4 - week period is usuallyrequiral for thetreatment
of reflux oesophagitisif thisis not sufficient, heding will usudly be achevedwithin afurther4 weeks.

Adults

Eradicationof H. pylori in combinaion with two appropriateantibiotcs

In H. pylori positive patients with gastricandduodenallcers,eralicaion of the germby a combinationtherapy should
be achieved.Constderationsshouldbe givento official localguidance(e.g.naional recommendationsjegading
bacterialresisanceandthe appropriataiseandprescrption of anibaderial agents.Dependingupontheresistance
pattern,the following combinaions canberecommendel for the eradication of H. pylori:
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a) twice daily onetabletProtium

+ twice daily 1000mg amoxicillin

+ twice daily 500mg clarithromycin

b) twice daily onetabletProtium

+ twice daily 400-500 mg metronidazolgor 500 mg tinidazole)
+ twice daily 250-500mg clarithromycin

¢) twice daily onetabletProtium

+ twice daily 1000mg amoxicillin

+ twice daily 400-500mg metronidazoléor 500 mg tinidazole)

In combinationtherapyfor eradicatiorof H. pylori infection, the secondProtium tabletshouldbetakenl hourbefore
theevening meal Thecombinaion therapyisimplenmental for 7 daysin generdandcanbe prolongedfor a further7
daysto atotal durationof up to two weeks.f, to ensurehealing of theulcers,further treatmentwith pantoprazoles
indicated,the doserecommendationfor duodenabnd gastriculcersshouldbe considered.

If combinationtherapyis notanoption,e.g.if the paient hastestednegative for H. pylori, thefollowing dose
guidelinesapplyfor Protiummonotherapy:

Treatmat of gastrc ulcer

Onetabléd of Proium perday.In individual casa the dosemay be doubled(increaseo 2 tabletsProtiumdaily)
especiallywhentherehasbeenno respamseto othertreatment. A 4-week period is usuallyrequiredfor the treatmenof
gastric ulcers.If thisis not sufficient,healng will usually beachievedwithin afurther4 weeks.

Treatmet of duodenallcer

Onetabléd of Proium perday.In individual casa the dosemay be doubled(increaseo 2 tabletsProtiumdaily)
especiallywhentherehasbeenno respamseto othertreatment. A duodenallcer geneally healswithin 2 weeks.If a 2-
weekperiodof treatnmentis not sufficient, healng will beachevedin amostall caseswithin afurther2 weeks.

Zollinger-EllisonSyndromeand other pathobgical hyperseretory conditions

For thelong-termmanagemenf Zollinger-Ellison-Syndromeandother pahologicalhypersecretgrconditions
patientsshoud starttheir treamentwith adaily doseof 80 mg (2 tables of Proium 40 mg). Thereafterthe dosecanbe
titratedup or downasneededisng measurenentsof gastricacid secetion to guide.With dosesabove80 mg daily, the
doseshouldbedividedandgiventwice daly. A temporay increaseof thedoseabovel60 mg pantopraoleis possible
but shouldnot be applied longerthanrequiredfor adequateacid control.

Treatmet duraton in Zollinger-Ellison syndromeandother pathobgicd hyperseagtory conditionsis notlimited and
should beadapédaccordingo clinical needs.

Special populations
Children below 12 years of age
Protiumis notrecommendedbr usein childrenbelow 12 yearsof age dueto limited dataon safetyandefficacyin this

age group.

Hepatic Impairment

A daily doseof 20 mg pantoprazol€l tabletof 20 mg pantoprazoé) shouldnot be exceedeadn paientswith severe
liver impairment. Protium mustnot be usedin combnation treatnentfor eradcationof H. pylori in patientswith
moderateto severehepaticdysfunctionsincecurrently no data areavaiable on the efficacyandsafetyof Protiumin
combinationtreatmentof thes patientg(seesecton 4.4).

Renal Impairment

No dose adjustrrentis necesary in paients with imparedrenalfunction. Proium mustnot be usedin combinatior
treamentfor eradicaton of H. pylori in patients with impairedrenalfunction sincecurrenty no dataareavailableon
the efficacyandsafetyof Protiumin combindion treament for thesepatients.

Elderly
No dose adjustirentis necesary in elderly patiens.
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4.3 Contraindications

Hypersasitivity to the activesubsance substituedbenimidazoles, soyaoil or to anyof the otherexcipientsor of the
combinationpartners.

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,recurentvomiting, dysphagia,
haemateness, anaemiaor melaenapndwhengastrc ulcer is suspetedor present,malignancyshouldbe excluded,as
treamentwith pantoprazolenayalleviae symptomsanddelay diagnosis.

Furtherinvestigaton is to be consideredf symptomspersistdespie adejuatetreatment.

Co-administration with atazanavir

Co-administationof atazanavimwith 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. A
pantoprazade doseof 20 mg perdayshout notbe exceedel.

Influence on vitamin B12 absorption

In patientswith ZollingerEllison syndromeandother pathologicd hyperseretory conditionsrequiring long-temm
treament,pantoprazoleasall acid-blockingmedcines, may reducethe absorptionof vitamin B12 (cyanocobalamin)
dueto hypo- or achlorhydria.This should be consderedin paientswith reduedbody storesor risk factorsfor reduced
vitamin B12 absoption onlong-termtheray or if respective clinicd symptons areobserved.

Long term treatment
In long-termtreatment, epeciallywhenexceeling atreatment period of 1 year,patientsshouldbe keptunderreguar
surveillance.

Gastrointestinal infections caused by bacteria

Pantopraole, like all protonpumnp inhibitors (PPIs),might be expededto increasethe countsof bacterianormally
presentin the uppergastointestinaltract Treamentwith Proium may lead to a slightly increasedisk of
gastrointesinal infectionscausedy bacteia sud asSalmonella and Campylobacter.

Soya oil
This medicinalprodud containssoyaoil. If thepaientis allergicto peanuir soya,do not usethis medicinalproduct
(seesection 4.3).

4.5 Interaction with other medicinal productsand other forms of interaction

Effect of pantoprazole on the absor ption of other medicinal products

Becausef profoundandlong lastinginhibition of gastricacid seaetion, pantopazolemay reducethe absoption of
drugswith agastic pH dependenbioavalability, e.gsomeazoleantifungalsasketoconazolefraconanle,
posaconazolandothermediche aserlotinib.
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HIV medications (atazanavir)

Co-administationof atazanaviandotherHIV medicationswhoseabsorptions pH-dependentvith protonpump
inhibitors might resultin a substantiafeducton in the bioavalability of theseHIV medicationsandmightimpactthe
efficacy of thesemedicinesThereforethe co-admnistraion of protonpumpinhibitors with atazanaviris not
recanmendedseesecton4.4).

Coumarin anticoagul ants (phenprocoumon or warfarin)

Althoughno interactionduringconcomiantadministraton of phenprocouran or warfarin hasbeenobsevedin clinical
pharmacoknetic studies,afewisolatedcasesof changsin Internatonal NormalisedRatio (INR) havebeenreported
during concomtanttreatnentin the postmarketing period. Thereforgin patentstreaedwith coumarinanticoagulants
(eg. phenprocoumonr warfarin), monitoring of prothrombn time/ INR is recanmendedafter initiation, termination
or duringirregularuseof pantoprazole.

Other interactions studies
Pantopraole is extensivelymetabolizedn theliver viathe cytochrone P450enzymesystem.The mainmetabolic
pathway is denethylaton by CYP2C19andothermetaboic pahways includeoxidationby CYP3A4.

Interactionstudieswith drugsalsometabolizdwith thesepathways,like carbamazepinaliazepam glibenclanide,
nifedipine,andanoral contraceptiveontaning levonorgetrel andethinyl oestradbl did notrevealclinically
significantinteractons.

Resultsfrom a rangeof interactionstudies denonstrde thatpanbprazok doesnot effect the metabolisnof active
substancesnetaboliedby CYP1A2 (suchascaffeine, theophyline), CYP2C9(sud aspiroxicam, diclofenac,
naproxen),CYP2D6(suchasmetoprolol),CYP2E1(suchas ethanol)or does notinterferewith p-glycoproteinrelated
absorption of digoxin.

Therewereno interactionsvith conconitantly admnisteral antadds.

Interactionstudieshavealsobeenperformal adminstering pantoprazoe concomitantlywith therespetive antibiotics
(clarithromycin, metronidazoleamoxicillin) No clinically relevant interagionswerefound.

4.6 Fertility, pregnancy and lactation

Pregnancy
Thereareno adequatelatafrom the use of pantopraolein pregnantvomen. Studiesin animalshaveshown

reprodudive toxicity (seesection5.3). The potental risk for humansis unknown Protium shouldnot be used during
pregnancyunlessclearly necesary.

Lactation
Animal studieshave shownexcreton of panbpraolein breasimilk. Exaretioninto humanmilk hasbeenrepoted.
Thereforea decisbn on whetherto continuédiscontinuebreastfeedingor to continue/discontinu¢herapywith Protium

should be madetakinginto accounthe bendit of breastfeeding to the child andthe beneit of Protiumtherapyto
women.

4.7 Effects on ability to drive and use machines

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

4.8 Undesirable effects

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

Thetablebelow listsadversereactonsreportedwith pantoprazog, ranked unde thefollowing frequeng classification
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Very common(> 1/10); common(>1/100to <1/10) uncommon> 1/1,000to <1/100);rare (> 1/10,000to <1/1,000);
very rare(<1/10,000) hotknown(cannd be estimatel from the availabledatg. For all adverseaeactionsrepotedfrom
postmarketingexperienceit is not possble to applyany AdverseReacion frequeng andtherefore theyare mentioned
with a“notknown’ frequency.

Within eachfrequencygrouping,advesereactionsarepresatedin orderof deceasingsaiousness.

Tablel. Adversereactionsvith pantoprazolén clinicd trials andpostmarketing expeience
Frequency Uncommon Rare Veryrare Not known

System Organ Class

Blood andlymphatic Agranulocybsis Thrombocybpenia,
systemdisorders Leukopenia
Pang/topena
Immunesystem Hypersendivity
disaders (including
anaphylactic
reactonsand
anaplylactic shock)
Metabolsm and Hyperlipidaemasand Hyponatraema
nutrition disorders lipid increases Hypomagnesaemia
(triglycerides,
cholesterol);Weight
changes
Psychiatricdisorders | Sleepdisorders Depresion(and all Disorientaion (and | Hallucination;
aggravations) al aggmavaions) Confusion(espedcally

in pre-disposed
patients,aswell as

the agglavationof
thesesymptomsn
caseof pre-exisience)
Nervoussystem HeadachebDizziness | Tasedisaders
disarders
Eyedisorders Disturbancsin
vision / blurredvision
Gastrointestinal Diarrhoea; Naused
disarders vomiting; Abdominal
distersionand
bloating;

Constipéion; Dry
mouth; Abdominal
painanddiscombrt

Hepatobiliary Liver enzymes Bili rubinincreased Hepatoellularinjury;
disarders increagd Jaundice;
(transaminases;GT) Hepatoellularfailure
Skinandsub Rash/ exanthemd Urticarig StevensJahnson
cutaneougissue eruption; Pruritus Angioedema syndromeLyell
disarders syndromeErythema
multiforme;
Photosensivity
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Arthrdgia; Myalgia

Renaland urinary
disaders

Interstitial nephritis

Reproductivesystem
andbreastdisorders

Gynaecomasia

Gereraldisordersaand
administratiorsite

Asthenia fatigueand
malaise

Body temperature
increasd; Oedema

conditions peripherd

4.9 Overdose

Thereareno known symptomsof overdosan man.
Systemicexposuravith up to 240mg administera intravenousy over2 minuteswerewell tolerated.
As pantopazoleis extensivelyprotein bound,it is notreadily dialysabé.

In the caseof overdosewith clinical signsof intoxication, apartfrom symptomdic andsuppotive treatmentno
specific therap@tic recommendationsanbe made.

5PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Pharmacotherapeutigroup: Protonpumpinhibitors, ATC code:A02BC02
Mechanism of action

Pantopraole is a subsituted benzimidazad which inhibits the secréion of hydrochloic acidin the stomachoy specific
blockadeof the protonpumpsof the parietalcells.

Pantopraole is converedto its activeform in theaddic environment in the parietalcells wher it inhibits the H+, K+-
ATPaseenzyme,i.e. thefinal stagein the producton of hydrochloricacid in the stomachTheinhibition is dose
deperdent andaffectsboth basalandstimulated acid secetion.In mostpatients,freedomfrom symptomss achieved
within 2 weeks.As with otherprotonpunyp inhibitorsandH2 receptor inhibitors, treatmentwith pantopazolereduces
acidity in the stomachandtherebyincreasegastin in proporton to thereducton in acidity. Theincreasen gastrin is
reversible.Sincepartoprazolebindsto the enzymedistalto the cell receptor level, it can inhibit hydrochlotic acid
secretionindependerty of stimulation by othe substanes(aceylcholine, histamine,gastrin).Theeffed is thesane
whetherthe productis givenorally or intravenously.

Thefastinggastin valuesincreasaunderpantopraole 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 termtreatmentwith pantoprazoé exceedingoneyearcannotbe completelyruledouton
endocrine paramegrsof thethyroid accordingo results in animal studies

Date Printed 30/04/2012 CRN 2097772 page number: 6



Irish Medicines Board

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.

Pharmacokneticsdo notvary aftersingleor repeated admnistration. In the doserangeof 10to 80 mg, theplasma
kineticsof pantoprazolarelinearafterbothoral andintravenousadmnistraton.

Theabsolutebioavailabilty from thetadet wasfoundto be about77 %. Concomitat intakeof foodhad noinfluence
on AUC, maximum seum concentratiorandthusbioavalability. Only the variability of thelag-time will beincreased
by concomitintfood intake.

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

Elimination

Thesubsanceis almostexclusvely metabolzedin theliver. The main metabolic pathwayis demethylatiorby
CYP2C19with subsequerdulphateconjugaion, othe metabolic pathwayinclude oxidationby CYP3A4. Temind
half-life is aboutl hour andclearances about0.11/h/kg. Therewere a few casef subjectswith delayedelimination.
Becausef the specifc binding of pantopraale to the protonpumpsof the parietalcell the eliminationhalf-lif e does
not correltewith the muchlongerduraton of adion (inhibition of acid secretion).

Renalelimination representshe majorrouteof exaetion (about80 %) for the metabolitef pantopazle, therestis
excretedwith thefaecesThe mainmetaolite in boththe seum andurineis desmethylpantoprazolehichis
conjugatedwith sulphate.Thehalf-life of themainmetabolite (aboutl.5 hours)is notmuchlongerthanthatof
pantoprazade.

Characteristicsin patients/special groups of subjects

Approximately 3 % of the Europearpopuktionlack a funcional CYP2C19nzme andarecalledpoormetabolisers.
In theseindividualsthe metabolisn of pantoprazad is probablymainly caalysedby CYP3A4. After asingledose
administrationof 40 mg pantoprazolethe meanareaunderthe plasmaconcentatiorrtime curvewas approximatelyé
timeshigherin poormetaboligrsthanin subgctshavinga funciond CYP2C19nzyme(extensivemetabolises).
Meanpeakplasmaconcentationswereincreasedy about60 %. Thesefindingshaveno implicationsfor the posology
of pantopraza.

No dose reductionis recommende@vhenpantopranle is administeedto paientswith impairedrenalfunction
(includingdialysispatiens). As with healthysubgcts, pantoprazog'shalf-life is short.Only very smallamountsof
pantoprazde aredialyzed.Althoughthe main metabolite hasa moderaely delayedhalf-lif e (2-3 h), excretionis still
rapd andthusaccumulatiordoesnot ocaur.

Althoughfor patientswith liver cirrhoss (classeA andB acmrdingto Child) the half-life valuesincreasedo between
7 ard 9 h andthe AUC valuesincreagdby afactorof 5-7, the maximumserumconceentrationonly increasedlightly
by afactorof 1.5 comparedvith healthysubjecs.

A slightincreasen AUC andC_ . in elderly volunteerscomparedvith youngercounterpats is also not clini cally

relevant.

Children
Following adminstrationof singleoral dosesof 20 or 40 mg pantoprazoe to childrenaged>-16 yearsAUC and C,

werein therangeof correspondingaluesin aduls.

Following adminstrationof singlei.v. doses of 0.8 or 1.6 mg/kgpanbprazoe to childrenaged2-16 yearsthere was no
significantassociatin betveenpantoprazoleleaanceandageor weight. AUC andvolumeof distributionwerein
accordancewith datafrom adults.
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5.3 Preclinical safety data

Preclinical datarevealno specialhazardo humanshasedn conventiond studiesof safay pharmaology, repeated
dosetoxicity andgenotoxicity.

In thetwo-yearcarcinogenicitystudiesin ratsneuroendogne neophsmswere found. In addition, squamougell
papillomaswerefoundin theforestomaclof rats.The medanismleadingto the formationof gastriccarcinoidsby
substitutel benzimidaoleshasbeencarefully investigaed and allows the conclusionthatit is a seondaryreactionto
themassively elevatedserumgastin leves occurringin therat during chronichigh-dosetreatrnent. In the two-year
rodentstudiesanincreasedumberof liver tumourswasobsevedin rats and in femalemice andwasinterpretedas
being dueto pantopranle’'shigh metabdic ratein theliver.

A slightincreaseof neoplasticchange®f thethyroid was observedn the groupof ratsreceivingthe highestdose(200
mg/kg). Theoccurrene of thee neoplasrsis asso@tedwith the pantopraole-inducedchangesn the breakdowrof
thyroxinein theratliver. As thetherapeuti dosein manislow, no harnful effectsonthethyroid glandsare expected.

In animal reproductiorstudies signsof slight foetotoxidty wereobserve atdosesaboveb mg/kg.
Invedigationsrevealedho evidenceof impairedfertility or terabgeniceffecs.

Penetratiorof the placentavasinvestigaedin therat andwasfoundto increasewith advanedgegation.As aresult,
concentratbn of panbprazolen thefoetusisincreasedhortly before birth.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodiumcarbonate

Mannitol (E421)

Crospovidone

PovidoneK90

Calcium Stearate

Hypromellose

PovidoneK25

Titaniumdioxide (E 171)

Yellow iron oxide (E 172)

Propyleneglycol
Methacrylicacid-ethylacylate copolymer(1:1)
PolysorbateB0

Sodiumlaurilsulfate

Triethyl citrate

Printing ink (shellac,iron oxides,soyalecithin, titanium dioxide E171,antifoam DC 1510)

6.2 Incompatibilities

Not applicable
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6.3 Shelf life

Thesheltlife expiry dateof this productshdl bethedateshownon theblisterand outerpackageof the productonthe
marketin the countryof origin.

6.4 Special precautionsfor storage

Do not stare above25°C

6.5 Nature and contents of container

Protium 40mggastroresistantabletsareavailable in pressthroughfoil blister packsof 28tables.

6.6 Special precautionsfor disposal of a used medicinal product or waste materialsderived from
such medicinal product and other handling of the product

No specialrequirement:

7 PARALLEL PRODUCT AUTHORISATION HOLDER
IPSHealthcareLimited

Sterling House

501 MiddletonRoad

Chadderton

Oldham

Lancasire

OL9 9LY

UnitedKingdom

8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA1659/8/1

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first auhorisation:8th October2010

10 DATE OF REVISION OF THE TEXT

April 2012
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