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ScientificDiscussion

Paracetamol500mg/Guaifenesin100mg/Phenylephrinehydrochloride6.1mgcapsules,hard

Paracetamol

Guaifenesin

PhenylephrineHydrochloride

PA1186/025/001

ThePublicAssessmentReportreflectsthescientificconclusionreachedbytheHealthProductsRegulatoryAuthority(HPRA)at

theendof theevaluationprocess andprovides a summaryof thegrounds for approvalof amarketingauthorisation for a

specificmedicinal product for humanuse. It ismade availableby theHPRA for information to thepublic, after deletionof

commercially sensitive information. The legal basis for its creation and availability is contained in Article 21 of Directive

2001/83/EC,asamended. It isa concisedocumentwhichhighlights themainpartsof thedocumentationsubmittedby the

applicantandthescientificevaluationcarriedoutbytheHPRAleadingtotheapprovalofthemedicinalproductformarketing

inIreland.
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I. INTRODUCTION

Basedonthereviewofthedataonquality,safetyandefficacy,theHPRAhasgrantedamarketingauthorisationfor

Paracetamol500mg,Guaifenesin100mg,Phenylephrinehydrochloride6.1mgcapsules,hard,fromChefaroIrelandDACon 10 th

September2021 fortheshort-termsymptomaticreliefofcoldsandfluincludingmildtomoderatepains,headache,blocked

noseandsorethroat,chillsandfever,andforrelieffromchestycoughsinadults,theelderlyandadolescentsaged16years

andover.

 

Thisapplicationforamarketingauthorisationwassubmittedasadecentralisedprocedureapplicationinaccordancewith

Article10aofDirective2001/83/ECandisreferredtoasawell-establisheduseapplication.TheRMSisIE,withCMS'BG,CY,CZ,

EE,EL,HR,HU,LT,LV,PL,PT,RO,SIandSK.

 

Thisisanon-prescriptionmedicinalproducthoweverpacksizerestrictionsmayapplyinthememberstates. InIreland,pack

sizesgreaterthan24unitsaresubjecttoprescription.

 

TheSummaryofProductCharacteristicsfor(SmPC)forthismedicinalproductisavailableontheHPRA'swebsiteat

www.hpra.ie

 

Nameoftheproduct
Paracetamol500mg,Guaifenesin100mg,Phenylephrine

hydrochloride6.1mgcapsules,hard

Name(s)oftheactivesubstance(s)(INN) Paracetamol,Guaifenesin,PhenylephrineHydrochloride

Pharmacotherapeuticclassification(ATCcode)  N02BE51

Pharmaceuticalformandstrength(s) 500mg/100mg/6.1mgCapsule,hard

MarketingAuthorisationNumber(s)inIreland(PA)   PA1186/025/001

MarketingAuthorisationHolder ChefaroIrelandDAC

MRP/DCPNo. IE/H/1029/001/DC

ReferenceMemberState
IE

 

ConcernedMemberState BGCYCZEEELHRHULTLVPLPTROSISK

 

II. QUALITY ASPECTS

II.1.  Introduction

 

ThisapplicationisforParacetamol500 mg,Guaifenesin100 mg,PhenylephrineHydrochloride6.1 mgcapsules,hard.

 

II.2  Drug substance

 

Theactivesubstancesareparacetamol,guaifenesinandphenylephrinehydrochloride,eachanestablishedactivesubstance

describedintheEuropeanPharmacopoeia,andaremanufacturedinaccordancewiththeprinciplesofGoodManufacturing

Practice(GMP)

 

Theactivesubstancespecificationsareconsideredadequatetocontrolthequalityandmeetscurrentpharmacopoeial

requirements.Batchanalyticaldatademonstratingcompliancewiththespecificationshasbeenprovided.

 

II.3  Medicinal product

 

P.1 Composition

 

Eachcapsuleofthemedicinalproductcontains:500 mgParacetamol,100 mgguaifenesinand6.1 mgphenylephrine

hydrochloride.

Themedicinalproductalsocontainstheexcipientsmaizestarch,croscarmellosesodium,sodiumlaurylsulfate,talcand

magnesiumstearate.  Thecapsuleshellcontains:gelatin,sodiumlaurylsulfate,titaniumdioxide(E171),Indigocarmine(E132),

quinolineyellow(E104),erythrosine(E127)andpurifiedwater.

http://www.hpra.ie/
http://www.hpra.ie/
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Theexcipientsinthemedicinalproductarelistedinsection6.1oftheSmPC.

Avisualdescriptionoftheproductisincludedinsection3oftheSmPC.

 

P.2 PharmaceuticalDevelopment

 

Theproductisanestablishedpharmaceuticalformanditsdevelopmentisadequatelydescribedinaccordancewiththe

relevantEuropeanguidelines.

 

P.3 ManufactureoftheProduct

 

Theproductismanufacturedinaccordancewiththeprinciplesofgoodmanufacturingpractice(GMP)atsuitablyqualified

manufacturingsites.

 

ThemanufacturingprocesshasbeenvalidatedaccordingtorelevantEuropean/ICHguidelinesandtheprocessisconsideredto

besufficientlyvalidated.

 

P.4 ControlofOtherSubstances(Excipients/Ancillary Substances)

 

AllingredientscomplywithPh.Eur.orareadequatelycontrolledbythemanufacturer'sspecifications.

 

P.5 ControlofFinishedProduct

 

TheFinishedProductSpecificationisbasedonthepharmacopoeialmonographforhardcapsules,andthetestsandcontrol

limitsareconsideredappropriateforthistypeofproduct.

 

Theanalyticalmethodsusedaredescribedinsufficientdetailandaresupportedbyvalidationdata.

 

Batchanalyticaldataforanumberofbatchesfromtheproposedproductionsite(s)havebeenprovided,anddemonstratethe

abilityofthemanufacturertoproducebatchesoffinishedproductofconsistentquality.

 

P.6 Packagingmaterial

 

Theapprovedpackagingforthisproductisdescribedinsection6.5oftheSmPC.

 

EvidencehasbeenprovidedthatthepackagingcomplieswithPh.Eur./EUlegislationforusewithfoodstuffsrequirements.

 

P.7 StabilityoftheFinishedProduct

 

StabilitydataonthefinishedproductintheproposedpackaginghavebeenprovidedinaccordancewithEUguidelinesand

supporttheshelf-lifeandstorageconditionslistedinsections6.3and6.4oftheSmPC.

 

AdventitiousAgentSafety

 

Specificmeasuresconcerningthepreventionofthetransmissionofanimalspongiformencephalopathies

 

Scientificdataand/orcertificatesofsuitabilityissuedbyEDQMhavebeenprovidedfor gelatininthecapsuleandcompliance

withtheNoteForGuidanceonMinimisingtheRiskifTransmittingAnimalSpongiformEncephalopathyAgentsviaMedicinal

Productshasbeensatisfactorilydemonstrated

 

 

II.4  Discussion on Chemical, Pharmaceutical and Biological Aspects

 

Theimportantqualitycharacteristicsoftheproductarewell-definedandcontrolled.Satisfactorychemicalandpharmaceutical

documentationhasbeenprovided,assuringconsistentqualityofParacetamol500mg,Guaifenesin100mg,Phenylephrine

hydrochloride6.1mgcapsules,hard.

III. NON-CLINICAL ASPECTS
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III.1  Introduction

 

Paracetamol,guaifenesinandphenylephrinehydrochloridearewidelyusedandwell-knownactivesubstancesandtheir

pharmacodynamic,pharmacokineticandtoxicologicalpropertiesarewellknown.Theapplicanthasnotprovidedadditional

non-clinicalsafetystudiesandfurtherstudiesarenotrequired.Anoverviewbasedonliteraturereviewisappropriate.

 

III.2  Pharmacology 

 

Theanalgesicandantipyreticpropertiesofparacetamol,theexpectorantactivityofguaifenesinandthenasaldecongestant

effectofphenylephrineareallwellestablished.

 

ParacetamolblocksprostaglandinbiosynthesisbyinhibitingCOX(cyclooxygenase).Prostaglandinsproducepainandcause

inflammationbylocalaction.Inaddition,themechanismofactionmayincludeeffectsontheserotonergic,opioidergic,or

eicosanoidsystemsand/ornitricoxide-containingpathways.

Guaifenesinincreasesthevolumeandreducestheviscosityoftenacioussputum.Itmaythereforebeusedasanexpectorantin

casesofproductivecough.

Phenylephrineisasympathomimeticvasoconstrictorwithagonistselectivityfortheα1-receptorsubtype,whichhasbeenused

asanasaldecongestantformanyyears.Mostoftheα1-stimulantactivityisduetodirectactiononreceptorsinpre-capillary

andpost-capillarybloodvesselsofthenasalmucosa.Theresultingvasoconstrictiondecreasesbloodflowthroughthenasal

mucosaandresultsinshrinkageofthistissue,therebyresultingindecongestion.

 

III.3  Pharmacokinetics 

 

Absorption

Paracetamolisrapidlyandcompletelyabsorbedafteroraladministrationwithpeakplasmaconcentrationsinhumansusually

occurringwithin10-60minutesafteringestion.

Guaifenesinisrapidlyabsorbedandhasashorthalf-lifeinhumans.

Phenylephrineisrapidlybuterraticallyabsorbedafteroraladministrationtohumans.Itsbioavailabilityisabout40%dueto

first-passmetabolismbymonoamineoxidaseinthegastrointestinaltractandliver.

 

Distribution

Paracetamolisrapidlyandevenlydistributedintomostbodytissuesinhumans.Itcrossestheplacentaandappearsinbreast

milkatconcentrationsapproximately20%lowerthanthoseinserum.Plasmaproteinbindingisnegligibleatusualtherapeutic

concentrationsbutincreaseswithincreasingconcentration.

Guaifenesin.Thepharmacokineticsofguaifenesinweredeterminedinfourrabbitsafteranoraldoseof200mg/kg.The

maximumplasmaconcentrationwas94.85μg/mLandthetimetomaximumplasmaconcentration(tmax)wasassessedinone

rabbitandfoundtobe0.5hour.

Phenylephrine.Peakplasmaconcentrationsofphenylephrineareattained0.5–2hoursafteroraldosing.Considerable

inter-individualvariationsinpeakserumlevelshavebeenobserved.Phenylephrineshowsextensivedistributioninto

extravascularsites.

 

Metabolism

Paracetamolismetabolisedpredominantlyintheliver,undergoingextensivebiotransformationtosulphateandglucuronide

conjugates.Inaddition,asmallfractionofparacetamolismetabolizedbycytochromeP450-dependentmixed-functionoxidase

tothereactivemetaboliteN-acetyl-p-benzoquinoneimine(NAPQI).Normallythismetaboliteundergoesconjugationwith

glutathioneandisexcretedasmercapturicacidandcysteineconjugates.Inconditionsofglutathionedeficiency,suchas

followingparacetamoloverdoseandinpoornutritionalstates,NAPQIaccumulatesandbindstohepaticproteinscausing

irreversibledamageandnecrosis,whichmayleadtohepaticfailure

Guaifenesinismetabolisedbyoxidationandnounchangeddrugisfoundintheurine.

Phenylephrineundergoesextensiveintestinalandhepaticbiotransformationwithonlyasmallfractionofanoraldosebeing

excretedunchanged.Theprimaryroutesofmetabolismarebysulphateconjugationtophenylephrine-3-O-sulphateor

deaminationto3-hydroxymandelicacidand3-hydroxyphenylglycol,whichisitselfsulphatedtoproducethe3-O-sulphate.

Someglucuronidationofphenylephrinealsooccurs.
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Excretion

Paracetamol.Themeanplasmahalf-lifeofparacetamolafteratherapeuticdoserangesfrom1to4hourswithatotalbody

clearanceofabout5mL/min/kg.Excretionismainlyintheurineasglucuronideandsulphateconjugatesbutabout2-5%is

excretedunchanged.

Guaifenesinismetabolisedbyoxidationandnounchangeddrugisfoundintheurine.

Phenylephrineanditsmetabolitesareexcretedalmostentirelyintheurine,withlessthan20%excretedasunchangeddrug.

Theplasmaclearanceofphenylephrineis2L/h.

 

III.4  Toxicology 

 

Sinceparacetamol,guaifenesinandphenylephrineactbydifferentpharmacologicalmechanisms,theirtoxicologicalprofiles

maybeexpectedtobeindependentofoneanother.

 

Singleandrepeatdosetoxicity

Paracetamol 

Themostcommonlyaffectedorgansinsingle-dosetoxicitystudiesofparacetamolaretheliverandkidneys;primarilyinvolving

hepatocellularnecrosisandchangesinrenalfunction.TheoralLD50valuesofparacetamolarequotedas338mg/kg,1944

mg/kgand2620mg/kginthemouse,ratandguinea-pigrespectively.Themajortoxicityconcernsassociatedwithparacetamol

inhumansaretheadversehepaticandrenaleffectswhichcanoccurfollowingingestionofhighdoses.

A13-weekoraltoxicitystudyinwhichratsreceivedcontinuousadministrationofparacetamolatdosesabove700mg/kg/day.

Thisresultedinchangesintheliver,kidney,ureterandbladderaswellasbody-weightlossorreducedweightgain.Inaddition,

evidenceofthehepatotoxicityofhigh-doseparacetamolisavailablefromastudyinwhichadoseof400mg/kginducedliver

injuryinmice(indicatedbyalanineaminotransferaseactivityandglutathionelevels).

Thehepatotoxicityofhighdosesofparacetamolisgenerallythoughttobeduetotheaccumulationofthereactivemetabolite

N-acetyl-p-benzoquinoneimine(NAPQI)which,underconditionsofglutathionedepletionorinsufficiency,bindstoproteinsin

hepatocytes,resultinginhepatocellularnecrosisandpossiblehepaticfailure.Similarly,thepathogenesisof

paracetamol-inducednephrotoxicityisattributedtoaccumulationofthemetabolitesNAPQIandp-benzoquinone,

accompaniedbytheproductionoffreeradicals.

Guaifenesin

AsearchofthePubMeddatabasefrom1945todatefailedtoidentifyanytoxicologicalstudiesofguaifenesininthepublished

literature.However,inviewofthelonghistoryofsafeuseofguaifenesininhumans,thelackoftoxicitydataisnotconsidered

tobeassociatedwithasafetyrisk.

 

Phenylephrine

Acutetoxicitystudiesofphenylephrineperformedinthe1960sandreportedintheRTECSdatabasegiveoralLD50valuesof

120mg/kginthemouseand350mg/kgintherat.In12-weekrepeatdosetoxicitystudies,bodyweightgainsdecreasedina

dose-relatedmannerandfoodconsumptionwaslowerintreatedrats.Deathsoccurredinmaleratsandmicetreatedwith

dietaryconcentrationsof10,000or20,000mg/kg.Oneofthe10maleratstreatedwith5,000mg/kgalsodied.Anapproximate

estimateofdoselevelsachievedinthesedietarystudiesindicatesonlyminoreffectsaftertwoyearsofcontinuousoral

administrationatdosesuptoabout60mg/kg/dayinratsanduptoabout170mg/kg/dayinmice.Thesedosesare

substantiallyhigherthanthedoseofphenylephrineprovidedbytheproposedproductintherecommendedregimen.

 

Genotoxicity

Paracetamoldoesnotcausegenemutationsineitherbacteriaormammaliancells,butitconsistentlyproduceschromosomal

aberrationsinin-vitrostudies.Theclastogenicityisconcentration-andincubationtime-dependentwithclastogeniceffects

generallyabsentuntilcytotoxicconcentrationsarereached.

Guaifenesin

Aliteraturesearchfrom1945todatefailedtoidentifyanygenotoxicitystudiesofguaifenesininthepublishedliterature.In

viewofthelonghistoryofsafeuseofguaifenesininhumans,thelackofdataisnotconsideredtobeassociatedwithasafety

risk.

Phenylephrine

InanAmestest,phenylephrine-hydrochloridewasnotmutagenicinfourstrainsofSalmonellatyphimurium(TA100,TA1535,

TA1537,andTA98)withorwithoutS9mix,andgaveequivocalresultsinthemouselymphomaL5178Y/TK+/-assayinthe

absenceofS9mix.

Phenylephrine-hydrochloridedidnotinducechromosomalaberrationsinChinesehamsterovarycells

 

Carcinogenicity

Paracetamol
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StudiesinmouseandratwereconductedwithintheUSNationalToxicologyProgramandwereprobablycarriedoutin

compliancewithGLP.Thesestudiesindicatedthatparacetamolisnon-carcinogenicwhengivenatdosesofupto300

mg/kg/day.

Guaifenesin

Aliteraturesearchfrom1945todatefailedtoidentifyanycarcinogenicitystudiesofguaifenesininthepublishedliterature.In

viewofthelonghistoryofsafeuseofguaifenesininhumans,thelackofdataisnotconsideredtobeassociatedwithasafety

risk.

Phenylephrine

Two-yearNTPstudiesingroupsof504-6-week-oldF344/NratsandB6C3F1miceofbothgendersshowednoevidenceof

carcinogenicityofphenylephrinehydrochlorideatthestudieddietaryconcentrationsofupto1250ppmforratsor2500ppm

formice.Noincreasesinneoplasmswereseeninanytreatmentgroupineitherratsormice.

 

Reproductiveanddevelopmentaltoxicity

Paracetamol

Inastudyassessingthereproductiveeffectsofparacetamolovertwogenerationsinmice,therewerenoeffectsongestation,

parturition,lactationandoffspringdevelopmentatdosesupto1400mg/kg/day.Thegreatesttoxicitywasonthegrowing

neonateandseenasreducedweightgainduringnursing.Somestudiesreportconflictingeffectsfortesticularabnormalities.

Recentanimaldataindicatedthatcognitionandbehaviourmaybealteredfollowingexposuretotherapeuticdosesof

paracetamolduringearlydevelopment.However,nofirmconclusionabouttherelevanceoftheseobservationstohumanscan

bedrawn.

Guaifenesin

Significantdevelopmentaltoxicityassociatedwithguaifenesin,particularlyathighdoses,wasobservedinastudyofgroupsof

fivefemaleSprague-Dawleyrats.Foetalmortalityoccurredatdosesof350,500and600mg/kg.Therewasasignificantdecline

infoetalweight,fullbodylength,skulllength,forelimblength,hindlimblength,andtaillengthinallguaifenesin-treated

groups.

Phenylephrine

Seminalvesicleatrophyandovarianatrophyhavebeenreportedafterhighrepeateddosesofphenylephrineinthe

repeated-dosestudies.Theα-adrenergicstimulanteffectsofphenylephrinecouldcauseconstrictionofuterinevesselsand

reduceuterinebloodflow,therebyproducingfoetalbradycardiaandhypoxia.Phenylephrinecrossestheplacentainhumans.

Sympathomimeticagentsareknowntobeteratogenicinsomeanimalspecies.Phenylephrinehasbeenreportedtopotentiate

theteratogeniceffectofacetazolamideinadose-relatedmannerinrats.

 

III.5  Ecotoxicity/environmental risk assessment

 

SinceParacetamol500mg,Guaifenesin100mg,PhenylephrineHydrochloride6.1mgCapsule,hard,isintendedforgeneric

substitution,thiswillnotleadtoanincreasedexposuretotheenvironment.Anenvironmentalriskassessmentisthereforenot

deemednecessary.

 

III.6  Discussion on the non-clinical aspects

 

Asparacetamol,guaifenesin,andphenylephrinearewell-knownactivesubstances,thisisabibliographicapplicationwithno

newnon-clinicalstudiesconductedbytheapplicant.Thesubmittedoverviewoftheavailablenon-clinicalpharmacodynamic,

pharmacokineticandtoxicologicaldataisacceptable.

IV. CLINICAL ASPECTS

IV.1    Introduction

 

Noclinicalstudiesweresubmittedandnonearerequiredasthisisabibliographicapplicationbaseduponliterature. 

 

Paracetamol,guaifenesinandphenylephrinehydrochloridearewell-knownactivesubstanceswithestablishedefficacyand

tolerabilitywhenusedincombination.

 

IV.2  Pharmacokinetics

 

InvitrodissolutiondatademonstratesthereleaseprofileofParacetamol500mg,Guaifenesin100mg,Phenylephrine

hydrochloride6.1mgcapsuleswithapproximately50%oftheactivesubstancesreleasedafter5minutes.
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PARACETAMOL

Absorption:

Paracetamolisrapidlyabsorbedfromthegastro-intestinaltractwithpeakplasmaconcentrationsoccurringbetween10and60

minutesafteroraladministration. 

 

Distribution:

Paracetamolisrelativelyuniformlydistributedthroughoutmostbodilyfluidsandexhibitsvariableproteinbinding.

Plasma-proteinbindingisnegligibleatusualtherapeuticconcentrationsbutincreaseswithincreasingconcentrations.

 

Biotransformation:

Paracetamolismetabolisedintheliver.

 

Elimination:

Paracetamolismostlyexcretedintheurine.Ninetypercentoftheingesteddoseiseliminatedviathekidneyswithin24hours

astheglucuronide(60-80%)andsulphateconjugates(20-30%).Lessthan5%isexcretedasunchangedparacetamol. The

eliminationhalf-lifevariesfromabout1to4hours.

 

GUAIFENESIN

Absorption:

Guaifenesinisabsorbedinthegastrointestinaltractafteroraladministration.

 

Metabolismandelimination:

Guaifenesin israpidlymetabolisedbytheliverbyoxidationto-(2-methoxy-phenoxy)lacticacidwhichisexcretedintheurine.

 

PHENYLEPHRINE HYDROCHLORIDE

Absorption:

Phenylephrinehydrochlorideisirregularlyabsorbedfromthegastrointestinaltract.Peakplasmalevelsoccurwithin2hours.

 

Metabolism:

Phenylephrinehydrochlorideundergoesfirst-passmetabolismbymonoamineoxidaseinthegutandliver.Therefore,orally

administeredphenylephrinehasreducedbioavailability. 

 

Elimination:

Phenylephrinehydrochlorideisexcretedintheurinealmostentirelyasthesulphateconjugate.

 

IV.3  Pharmacodynamics

 

PARACETAMOL

Paracetamolisananalgesicandantipyretic.

 

GUAIFENESIN

Guaifenesinisawell-knownexpectorant. 

 

PHENYLEPHRINE HYDROCHLORIDE

Phenylephrinehydrochlorideisasympathomimeticaminewhichactsasadecongestant.

 

IV.4  Clinical Efficacy 

 

Theanalgesicandantipyreticpropertiesofparacetamol,theexpectorantactivityofguaifenesinandthenasaldecongestant

effectofphenylephrineareallwell-establishedandtheproposedindicationsanddosingissupportedbyliteraturedata.

 

IV.5  Clinical Safety 

 

TheApplicanthasgivenanadequateoverviewofthesafetyprofilesofparacetamol,guaifenesinandphenylephrine

hydrochloridebasedonliteraturedata. Therecommendations,contraindications,precautionsandwarningsintheproposed

SummaryofProductCharacteristicsareappropriateandconsistentwiththese.
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Risk Management Plan 

 

TheMAHhassubmittedariskmanagementplan,inaccordancewiththerequirementsofDirective2001/83/ECasamended,

describingthepharmacovigilanceactivitiesandinterventionsdesignedtoidentify,characterise,preventorminimiserisks

relatingtoParacetamol/Guaifenesin/PhenylephrineHydrochloride.

 

Summaryofsafetyconcerns:

ImportantIdentifiedRisks  Hepatotoxicity(paracetamol)

Importantpotentialrisks None

Missinginformation None

 

Routinepharmacovigilanceactivitiesandroutineriskminimisationactivitiesaresuggested,whichisendorsed.

 

PeriodicSafetyUpdateReports(PSURs)shouldbesubmittedinaccordancewiththerequirementssetoutinthelistofUnion

referencedates(EURDlist)providedforunderArticle107c(7)ofDirective2001/83/ECandpublishedontheEuropean

medicinesweb-portal.

 

IV.6    Discussion on the clinical aspects

 

Thisapplicationisbasedonwell-establisheduseandthereforetheclinicaldossierisbaseduponpublishedliterature.

Paracetamol,guaifenesinandphenylephrinehydrochloridearewell-knownactivesubstanceswithestablishedefficacyand

tolerability.

V. OVERALL CONCLUSIONS

TheoverallassessmentoutcomeofParacetamol500mg,Guaifenesin100mg,Phenylephrinehydrochloride6.1mgcapsules,

hardfromChefaroIrelandDAC,ispositive.

 

TheMAHhasprovidedwrittenconfirmationthatsystemsandservicesareinplacetoensurecompliancewiththeir

pharmacovigilanceobligations.

 

TheHPRA,onthebasisofthedatasubmitted,consideredthatParacetamol500mg,Guaifenesin100mg,Phenylephrine

hydrochloride6.1mgcapsules,harddemonstratedadequateevidenceofefficacyfortheapprovedindicationsaswellasa

satisfactoryrisk/benefitprofileandthereforegrantedamarketingauthorisation. 

VI. REVISION DATE

 10.06.2026

VII. UPDATES

Thissectionreflectsthesignificantchangesfollowingfinalisationoftheinitialprocedure.
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