
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Protium 40mggastro-resistanttablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each gastro-resistanttablet contains40mgpantoprazole(assodiumsesquihydrate).

Excipients: containssoyalecithin as part of theprinting ink

For a full li st of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Gastro-resistanttablet.

Product imported from the UK and Italy:
Yellow, oval biconvexfilm-coatedtabletmarked‘P40’ in brownink ononeside.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

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

Adults
− Eradicationof Helicobacter pylori (H. pylori) in combination with appropriateantibiotic therapyin patientswith

H. pylori associatedulcers.
− 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
Onetablet of Protium perday.In individual cases thedosemaybedoubled(increaseto 2 tabletsProtiumdaily)
especiallywhentherehasbeenno responseto othertreatment. A 4-weekperiod is usuallyrequiredfor thetreatmentof
reflux oesophagitis. If this is not sufficient,healingwil l usually beachievedwithin a further4 weeks.

Adults
Eradicationof H. pylori in combination with two appropriateantibiotics
In H. pylori positive patients with gastricandduodenalulcers,eradication of thegermby a combinationtherapyshould
beachieved.Considerationsshouldbegivento official localguidance(e.g.national recommendations)regarding
bacterialresistanceandtheappropriateuseandprescriptionof antibacterial agents.Dependingupontheresistance
pattern,thefollowingcombinationscanberecommended for theeradication of H. pylori:
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a) twicedaily onetabletProtium
+ twicedaily 1000mgamoxicillin
+ twicedaily 500mgclarithromycin

b) twice daily onetabletProtium
+ twicedaily 400- 500mgmetronidazole(or 500mg tinidazole)
+ twicedaily 250- 500mgclarithromycin

c) twicedaily onetabletProtium
+ twicedaily 1000mgamoxicillin
+ twicedaily 400- 500mgmetronidazole(or 500mg tinidazole)

In combinationtherapyfor eradicationof H. pylori infection, thesecondProtium tabletshouldbetaken1 hourbefore
theeveningmeal. Thecombination therapyis implemented for 7 days in general andcanbeprolongedfor a further7
days to a total durationof up to two weeks.If, to ensurehealingof theulcers,further treatmentwith pantoprazoleis
indicated,thedoserecommendationsfor duodenalandgastriculcersshouldbeconsidered.

If combinationtherapyis not anoption,e.g. if thepatient hastestednegative for H. pylori, thefollowing dose
guidelinesapplyfor Protiummonotherapy:

Treatment of gastric ulcer
Onetablet of Protium perday.In individual cases thedosemaybedoubled(increaseto 2 tabletsProtiumdaily)
especiallywhentherehasbeenno responseto othertreatment. A 4-weekperiod is usuallyrequiredfor thetreatmentof
gastriculcers.If this is not sufficient,healing wil l usually beachievedwithin a further4 weeks.

Treatment of duodenalulcer
Onetablet of Protium perday.In individual cases thedosemaybedoubled(increaseto 2 tabletsProtiumdaily)
especiallywhentherehasbeenno responseto othertreatment. A duodenalulcer generally healswithin 2 weeks.If a 2-
weekperiodof treatmentis not sufficient, healing will beachievedin almostall caseswithin a further2 weeks.

Zollinger-Ellison-Syndromeandotherpathological hypersecretoryconditions
For thelong-termmanagementof Zollinger-Ellison-Syndromeandotherpathologicalhypersecretory conditions
patientsshould starttheir treatmentwith adaily doseof 80mg (2 tablets of Protium 40mg). Thereafter,thedosecanbe
titratedupor downasneededusing measurementsof gastricacid secretion to guide.With dosesabove80mgdaily, the
doseshouldbedividedandgiventwicedaily. A temporary increaseof thedoseabove160mgpantoprazoleis possible
but shouldnot beapplied longerthanrequiredfor adequateacid control.
Treatment duration in Zollinger-Ellisonsyndromeandotherpathological hypersecretoryconditionsis not limited and
should beadaptedaccordingto clinical needs.

Special populations

Children below 12 years of age
Protium is not recommendedfor usein childrenbelow 12yearsof agedueto limited dataonsafetyandefficacyin this
age group.

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

Renal Impairment
No doseadjustmentis necessary in patients with impairedrenalfunction.Protium mustnotbeusedin combination
treatmentfor eradicationof H. pylori in patients with impairedrenalfunctionsincecurrently nodataareavailableon
theefficacyandsafetyof Protiumin combination treatment for thesepatients.
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Elderly
No doseadjustmentis necessary in elderly patients.

4.3 Contraindications

Hypersensitivity to theactivesubstance,substitutedbenzimidazoles or to anyof theotherexcipientsor of the
combinationpartners.

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,malignancyshouldbeexcluded,as
treatmentwith 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.gvirusload)is
recommendedin combinationwith anincreasein thedoseof atazanavir to 400mgwith 100mgof ritonavir.A
pantoprazole doseof 20mgperdayshould not beexceeded.

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 reduced
vitamin B12absorptionon long-termtherapy or if respective clinical symptoms areobserved.

Long term treatment
In long-termtreatment,especiallywhenexceedinga treatment periodof 1 year,patientsshouldbekeptunderregular
surveillance.

Gastrointestinal infections caused by bacteria
Pantoprazole, like all protonpump inhibitors (PPIs),might beexpectedto increasethecountsof bacterianormally
presentin theuppergastrointestinaltract. Treatmentwith Protium may lead to aslightly increasedrisk of
gastrointestinal infectionscausedby bacteriasuch asSalmonella and Campylobacter.

Hypomagnesaemia
Severehypomagnesaemiahasbeenreportedin patientstreatedwith PPI’s like pantoprazolefor at leastthreemonths,
and in mostcasesfor ayear.Seriousmanifestationsof hypomagnesaemia such asfatigue,tetany,delirum,convulsions,
dizzinessandventricular arrhythmiacanoccurbut they maybegin insidiouslyandcanbeoverlooked.In mostaffected
patients,hypomagnesaemiaimprovedafter magnesiumreplacementanddiscontinuation of thePPI. Forpatients
expectedto beonprolongedtreatmentor who takePPI’s with digoxinor drugsthat may causehypomagnesaemia(e.g.
diuretics),health careprofessionalsshould considermeasuring magnesium levels beforestartingPPItreatmentand
periodically duringtreatment.
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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%. Some of
this increasemaybedueto otherrisk factors.Patientsat risk of osteoporosis shouldreceivecareaccordingto current
clinical guidelinesand theyshouldhaveanadequateintakeof vitamin D andcalcium.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of pantoprazole on the absorption of other medicinal products
Becauseof profoundandlong lastinginhibition of gastricacid secretion,pantoprazolemay reducetheabsorptionof
drugswith agastric pH dependentbioavailability, e.gsomeazoleantifungalsasketoconazole,itraconazole,
posaconazoleandothermedicineaserlotinib.

HIV medications (atazanavir)
Co-administrationof atazanavirandotherHIV medicationswhoseabsorptionis pH-dependentwith proton-pump
inhibitors might resultin a substantialreduction in thebioavailability of theseHIV medicationsandmight impactthe
efficacy of thesemedicines.Therefore,theco-administration of protonpumpinhibitorswith atazanaviris not
recommended(seesection4.4).

Coumarin anticoagulants (phenprocoumon or warfarin)
Althoughno interactionduringconcomitantadministration of phenprocoumonor warfarinhasbeenobservedin clinical
pharmacokinetic studies,a few isolatedcasesof changes in International NormalisedRatio (INR) havebeenreported
duringconcomitanttreatmentin thepost-marketing period.Therefore, in patientstreatedwith coumarinanticoagulants
(e.g. phenprocoumonor warfarin), monitoringof prothrombin time / INR is recommendedafter initiation, termination
or duringirregularuseof pantoprazole.

Other interactions studies
Pantoprazole is extensivelymetabolizedin theliver via thecytochrome P450enzymesystem.Themainmetabolic
pathway is demethylation by CYP2C19andothermetabolic pathways includeoxidationby CYP3A4.
Interactionstudieswith drugsalsometabolizedwith thesepathways,like carbamazepine,diazepam,glibenclamide,
nifedipine,andanoral contraceptivecontaining levonorgestrel andethinyl oestradiol did not revealclinically
significant interactions.

Resultsfrom arangeof interactionstudies demonstrate thatpantoprazoledoesnoteffect themetabolismof active
substancesmetabolisedby CYP1A2 (suchascaffeine, theophylline),CYP2C9(such aspiroxicam, diclofenac,
naproxen),CYP2D6(suchasmetoprolol),CYP2E1(suchas ethanol)or does not interferewith 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
Therearenoadequatedatafrom theuse of pantoprazolein pregnantwomen.Studiesin animalshaveshown
reproductive toxicity (seesection5.3).Thepotential risk for humansis unknown. Protium shouldnot beused during
pregnancyunlessclearly necessary.

Lactation
Animal studieshaveshownexcretionof pantoprazole in breastmilk. Excretion into humanmilk hasbeenreported.
Thereforeadecisiononwhetherto continue/discontinuebreast-feedingor to continue/discontinuetherapywith Protium
should bemadetakinginto accountthebenefi t of breast-feeding to thechild andthebenefit of Protiumtherapyto
women.
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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-marketing experience, it is notpossibleto applyanyAdverseReaction
frequencyandthereforetheyarementionedwith a “notknown” frequency.

Within eachfrequencygrouping,adversereactionsarepresentedin orderof decreasingseriousness.

Table1. Adversereactionswith pantoprazolein clinical trials andpost-marketing experience

Frequency
System
OrganClass

Uncommon Rare Very rare Not Known

Bloodand
lymphaticsystem
disorders

Thrombocytopenia;
Leukopenia

Pancytopenia
Immunesystem
disorders

Hypersensitivity
(including
anaphylactic
reactionsand
anaphylactic
shock)

Metabolismand
nutrition disorders

Hyperlipidaemias
andlipid increases
(triglycerides,
cholesterol);
Weightchanges

Hyponatraemia

Hypomagnesaemia

Psychiatric
disorders

Sleepdisorders Depression (and
all aggravations)

Disorientation
(and all
aggravations)

Hallucination;
Confusion (especiallyin
pre-disposedpatients,as
well astheaggravation
of thesesymptomsin
caseof pre-existence)

Nervoussystem
disorders

Headache;
Dizziness

Eyedisorders Disturbancesin
vision / blurred
vision

Gastrointestinal
Disorders

Diarrhoea;
Nausea/ Vomiting;
abdominal
distensionand
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4.9 Overdose

Therearenoknown symptomsof overdosein man.
Systemicexposurewith up to 240mgadministered intravenously over2 minuteswerewell tolerated.
As pantoprazoleis extensivelyproteinbound,it is not readily dialysable.

In thecaseof overdosewith clinical signsof intoxication,apartfrom symptomatic andsupportive treatment,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
blockadeof theprotonpumpsof theparietalcells.

Pantoprazole is convertedto its activeform in theacidic environment in theparietalcells where it inhibits theH+, K+-
ATPaseenzyme,i.e. thefinal stagein theproductionof hydrochloricacid in thestomach.Theinhibition is dose-
dependent andaffectsbothbasalandstimulated acid secretion.In mostpatients,freedomfrom symptomsis achieved
within 2 weeks.As with otherprotonpump inhibitorsandH2 receptor inhibitors,treatmentwith pantoprazolereduces
acidity in thestomachandtherebyincreasesgastrin in proportion to thereduction in acidity.Theincreasein gastrin is
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.

bloating;
Constipation;
Dry mouth;
Abdominal painand
discomfort

Hepatobiliary
disorders

Liver enzymes
increased
(transaminases,γ-
GT)

Bili rubin
increased

Hepatocellular injury;
Jaundice;
Hepatocellular failure

Skin andsub-
cutaneoustissue
disorders

Rash/ exanthema/
eruption;
Pruritus

Urticaria;
Angioedema

Stevens-Johnson
syndrome;
Lyell syndrome;
Erythemamultiforme;
Photosensitivity

Musculoskeletal,
connectivetissue
disorders

Arthralgia;
Myalgia

Renalandurinary
disorders

Interstitialnephritis

Reproductive
systemandbreast
disorders

Gynaecomastia

Generaldisorders
andadministration
site conditions

Asthenia,fatigue
andmalaise

Body temperature
increased;
Oedema
peripheral
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Thefastinggastrin valuesincreaseunderpantoprazole. Onshort-termuse,in mostcasestheydonotexceedtheupper
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 pantoprazoleexceedingoneyearcannotbecompletelyruledout on
endocrineparametersof thethyroidaccordingto results in animal studies.

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.
Pharmacokineticsdonotvaryaftersingleor repeated administration. In thedoserangeof 10 to 80mg, theplasma
kineticsof pantoprazolearelinearafterbothoralandintravenousadministration.

Theabsolutebioavailability from thetablet wasfoundto beabout77%. Concomitant intakeof foodhad no influence
on AUC, maximum serum concentrationandthusbioavailability. Only thevariability of thelag-time will beincreased
by concomitantfood intake.

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

Elimination
Thesubstanceis almostexclusively metabolizedin theliver.Themainmetabolic pathwayis demethylationby
CYP2C19with subsequentsulphateconjugation, other metabolicpathwayincludeoxidationby CYP3A4. Terminal
half -life is about1 hourandclearanceis about0.1 l/h/kg.Therewerea few casesof subjectswith delayedelimination.
Becauseof thespecific bindingof pantoprazole to theprotonpumpsof theparietalcell theeliminationhalf-lif e does
not correlatewith themuchlongerdurationof action (inhibition of acid secretion).

Renalelimination representsthemajorrouteof excretion (about80%) for themetabolitesof pantoprazole, therestis
excretedwith thefaeces. Themainmetabolite in boththeserumandurineis desmethylpantoprazolewhich is
conjugatedwith sulphate.Thehalf-life of themainmetabolite (about1.5hours)is notmuchlongerthanthatof
pantoprazole.

Characteristics in patients/special groups of subjects
Approximately 3 % of theEuropeanpopulation lack a functional CYP2C19enzymeandarecalledpoormetabolisers.
In theseindividualsthemetabolism of pantoprazole is probablymainly catalysedby CYP3A4.After a single-dose
administrationof 40mgpantoprazole,themeanareaundertheplasmaconcentration-time curvewas approximately6
timeshigher in poormetabolisersthanin subjectshavinga functional CYP2C19enzyme(extensivemetabolisers).
Meanpeakplasmaconcentrationswereincreasedby about60%. Thesefindingshaveno implicationsfor theposology
of pantoprazole.

No dose reductionis recommendedwhenpantoprazole is administeredto patientswith impairedrenalfunction
(includingdialysispatients).As with healthysubjects,pantoprazole'shalf-life is short.Only very smallamountsof
pantoprazole aredialyzed.Althoughthemainmetabolite hasamoderately delayedhalflife (2 - 3 h), excretionis still
rapid andthusaccumulationdoesnot occur.
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 andCmaxin elderly volunteers comparedwith youngercounterpartsis alsonot clinically
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relevant.

Children
Following administrationof singleoral dosesof 20or 40mgpantoprazole to childrenaged5 – 16years AUC andCmax
werein therangeof correspondingvaluesin adults.

Following administrationof singlei.v. doses of 0.8or 1.6mg/kgpantoprazole to childrenaged2 – 16years therewas
no significantassociationbetweenpantoprazoleclearanceandageor weight.AUC andvolumeof distributionwere in
accordancewith datafrom adults.

5.3 Preclinical safety data

Preclinical datarevealnospecialhazardto humansbasedonconventional studiesof safety pharmacology, repeated
dosetoxicity andgenotoxicity.

In thetwo-yearcarcinogenicitystudiesin ratsneuroendocrineneoplasmswere found.In addition,squamouscell
papillomaswerefoundin theforestomachof rats.Themechanismleadingto theformationof gastriccarcinoidsby
substituted benzimidazoleshasbeencarefully investigatedandallows theconclusionthatit is asecondaryreaction to
themassively elevatedserumgastrin levels occurringin therat duringchronichigh-dosetreatment.In thetwo-year
rodentstudiesanincreasednumberof liver tumorswasobservedin rats and in femalemiceandwasinterpretedas
being dueto pantoprazole'shighmetabolic ratein theliver.

A slight increaseof neoplasticchangesof thethyroid was observedin thegroupof ratsreceivingthehighestdose(200
mg/kg). Theoccurrence of theseneoplasms is associatedwith thepantoprazole-inducedchangesin thebreakdownof
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 theplacentawasinvestigatedin therat andwasfoundto increasewith advancedgestation.
As a result,concentrationof pantoprazolein thefoetusis increasedshortly beforebirth.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Sodiumcarbonate,anhydrous
Mannitol(E421)
Crospovidone
PovidoneK90
Calciumstearate
Hypromellose2910
PovidoneK25
Titaniumdioxide(E171)
Yellow iron oxide(E172)
Propyleneglycol
Poly(ethylacrylate,methacrylic acid)1:1
Polysorbate80
Sodiumlaurilsulfate
Triethyl citrate
Shellac
Soyalecithin
Diimeticone

Product importedfrom theUK asPantoprazole:
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Core:
Sodiumcarbonate,anhydrous
Mannitol(E421)
Crospovidone
PovidoneK90
Calciumstearate

Coating:
Hypromellose
PovidoneK25
Titaniumdioxide(E171)
Yellow iron oxide(E172)
Propyleneglycol
Methacrylicacid-Ethylacrylatecopolymer(1:1)
Polysorbate80
Sodiumlaurilsulfate
Triethyl citrate

Printing ink brown:
Shellac,
Ironoxide(red,black,andyellow ironoxide) (E172)
Soyalecithin,
Titaniumdioxide(E171)
Dimeticoineemulsion

6.2 Incompatibilities

Not applicable

6.3 Shelf life

Theshelf life expirydateof this productis thedateshownon theblisterstripsand outercartonof theproductas
marketedin thecountryof origin.

6.4 Special precautions for storage

Do not storeabove25°C

6.5 Nature and contents of container

UK: Aluminium blisters in acardboard cartoncontaining 28 tablets
UK: Re-boxed carton containingblister strips.Pack size:28 tablets(Imported asPantoprazole)
Italy: Re-boxedcarton containingblisterstrips.Packsize 28.

6.6 Special precautions for disposal of a used medicinal product or waste materials derived from
such medicinal product and other handling of the product

No specialrequirements.

7 PARALLEL PRODUCT AUTHORISATION HOLDER

ImbatLimi ted
Unit L2
NorthRingBusinessPark
Santry
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Dublin 9

8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA 1151/16/2

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:8th September 2006

Dateof lastrenewal:8thSeptember2011

10 DATE OF REVISION OF THE TEXT

November2012
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