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IPAR

 

Public Assessment Report for a

Medicinal Product for Human Use

 

ScientificDiscussion

TolvaptanAscend7.5mgtablets

Tolvaptan

PA23429/006/001

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.



HealthProductsRegulatoryAuthority

10May2024 CRN00DC92 Page2of7

CONTENTS

I.     INTRODUCTION

II.     QUALITY ASPECTS

III.    NON-CLINICAL ASPECTS

IV.     CLINICAL ASPECTS

V.     OVERALL CONCLUSION AND BENEFIT-RISK ASSESSMENT

VI.     REVISION DATE

VII.    UPDATE



HealthProductsRegulatoryAuthority

10May2024 CRN00DC92 Page3of7

I. INTRODUCTION

Basedonthereviewofthedataonquality,safetyandefficacy,theHPRAhasgrantedamarketingauthorisationforTolvaptan

Ascend7.5mgTablets,fromAscendGmbHon10thMay2024

 

Adultsforthetreatmentofhyponatremiasecondarytothesyndromeofinappropriateantidiuretichormonesecretion(SIADH).

 

ThisdecentralisedapplicationconcernsgenericversionofTolvaptantablets.

Referenceproduct:Samsca7.5mgtablets,whichwasauthorizedtoOtsukaPharmaceuticalNetherlandsB.V.on02/08/2003in

accordancewithArticle8(3)ofDirective2001/83/EC.

 

ThelegalbasisforthissubmissioninIEandotherconcernedmemberstatesisarticle10.1ofdirective2001/83/ECasamended.

 

WithIEastheReferenceMemberStateinthisDecentralisedProcedure,AscendGmbH

isapplyingfortheMarketingAuthorisationsfor7.5mgtabletsinDE.

TheSummaryofProductCharacteristicsfor(SmPC)forthismedicinalproductisavailableontheHPRA'swebsiteat

www.hpra.ie

Nameoftheproduct: TolvaptanAscend7.5mgTablets

Name(s)oftheactivesubstance(s)(INN) Tolvaptan

Pharmacotherapeuticclassification(ATCcode) C03XA01

Pharmaceuticalformandstrength(s) 7.5mgTablets

MarketingAuthorisationNumber(s)inIreland(PA)  PA23429/006/001

MarketingAuthorisationHolder AscendGmbH

MRP/DCPNo. IE/H/1249/001/DC

ReferenceMemberState IE

ConcernedMemberState DE

II. QUALITY ASPECTS

II.1.  Introduction

 

ThisapplicationisforTolvaptanAscend7.5mgTablets.

 

II.2  Drug substance

 

Theactivesubstanceistolvaptan,anestablishedactivesubstancesupportedbyanASMF,andismanufacturedinaccordance

withtheprinciplesofGoodManufacturingPractice(GMP)

 

Theactivesubstancespecificationisconsideredadequatetocontrolthequalityandmeetscurrentpharmacopoeial

requirements.Batchanalyticaldatademonstratingcompliancewiththisspecificationhasbeenprovided.

 

II.3  Medicinal product

 

P.1 Composition

 

Eachtabletcontains7.5mgtolvaptan.

 

Theexcipientsinthemedicinalproductarelistedinsection6.1oftheSmPC.

Avisualdescriptionoftheproductisincludedinsection3oftheSmPC.

 

P.2 PharmaceuticalDevelopment

 

Theproductisanestablishedpharmaceuticalformanditsdevelopmentisadequatelydescribedinaccordancewiththe

relevantEuropeanguidelines.

 

http://www.hpra.ie/
http://www.hpra.ie/
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P.3 ManufactureoftheProduct

 

Theproductismanufacturedinaccordancewiththeprinciplesofgoodmanufacturingpractice(GMP)atsuitablyqualified

manufacturingsites.

 

ThemanufacturingprocesshasbeenvalidatedaccordingtorelevantEuropean/ICHguidelinesandtheprocessisconsideredto

besufficientlyvalidated.

 

P.4 ControlofOtherSubstances(Excipients/Ancillary Substances)

 

AllingredientscomplywithPh.Eur.orareadequatelycontrolledbythemanufacturer'sspecifications.

 

P.5 ControlofFinishedProduct

 

TheFinishedProductSpecificationisbasedonthepharmacopoeialmonographfortablets,andthetestsandcontrollimitsare

consideredappropriateforthistypeofproduct.

 

Theanalyticalmethodsusedaredescribedinsufficientdetailandaresupportedbyvalidationdata.

 

Batchanalyticaldataforanumberofbatchesfromtheproposedproductionsite(s)havebeenprovided,anddemonstratethe

abilityofthemanufacturertoproducebatchesoffinishedproductofconsistentquality.

 

P.6 Packagingmaterial

 

Theapprovedpackagingforthisproductisdescribedinsection6.5oftheSmPC.

 

EvidencehasbeenprovidedthatthepackagingcomplieswithPh.Eur./EUlegislationforusewithfoodstuffsrequirements.

 

P.7 StabilityoftheFinishedProduct

 

StabilitydataonthefinishedproductintheproposedpackaginghavebeenprovidedinaccordancewithEUguidelinesand

supporttheshelf-lifeandstorageconditionslistedinsections6.3and6.4oftheSmPC.

 

II.4  Discussion on Chemical, Pharmaceutical and Biological Aspects

 

Theimportantqualitycharacteristicsoftheproductarewell-definedandcontrolled.Satisfactorychemicalandpharmaceutical

documentationhasbeenprovided,assuringconsistentqualityofTolvaptanAscend7.5mgtablets,.

III. NON-CLINICAL ASPECTS

III.1  Introduction

 

ThisactivesubstanceisagenericformulationofSamsca7.5mgtabletsontheEuropeanmarket.Nonewpreclinicaldatahave

beensubmitted. Assuch,nopre-clinicalassessmenthasbeenmadeontheapplication.Thisisacceptableforthistypeof

application.

 

III.2  Pharmacology 

 

Notapplicable

 

III.3  Pharmacokinetics 

 

Notapplicable

 

III.4  Toxicology 

 

Notapplicable

 



HealthProductsRegulatoryAuthority

10May2024 CRN00DC92 Page5of7

III.5  Ecotoxicity/environmental risk assessment

 

SinceTolvaptanAscend7.5mgtabletisagenericproduct,anincreaseinenvironmentalexposuretotheactivesubstanceisnot

anticipated. Environmentalriskassessmentstudiesarethereforenotdeemednecessary.

 

III.6  Discussion on the non-clinical aspects

 

Pharmacodynamic,pharmacokineticandtoxicologicalpropertiesofTolvaptanarewellknown.AsTolvaptanisawidelyused,

well-knownactivesubstance,theapplicanthasnotprovidedadditionalstudiesandfurtherstudiesarenotrequired.

IV. CLINICAL ASPECTS

IV.1    Introduction

 

For generic applications (Article 10.1, 10.3, 10.4, 10.c),the following statements can be used: 

 

Tolvaptanisawellknownactivesubstancewithestablishedefficacyandtolerability.

 

ThecontentoftheSmPCapprovedduringthedecentralisedprocedureisinaccordancewiththatacceptedforthereference

productSamsca7.5mgtablets,whichwasauthorizedtoOtsukaPharmaceuticalNetherlandsB.V.on02/08/2003inaccordance

withArticle8(3)ofDirective2001/83/EC.

 

Forthisgenericapplication,theapplicanthassubmittedabioequivalencestudyinwhichthepharmacokineticprofileofthe

testproductTolvaptanAscendiscomparedwiththepharmacokineticprofileofthereferenceproductSamsca7.5mg.

 

Samsca7.5mgandtesttablettolvaptanascendarebioequivalentwithextenttotherateandextentofabsorptionandfulfilthe

bioequivalencerequirementsoutlinedintherelevantCHMPNoteforGuidance.

 

Anopenlabel,balanced,pivotal,laboratoryblind,randomized,twoperiod,two

treatment,twosequence,singledose,twoway,crossover,bioequivalencestudywasperformed.

 

TheHPRAhasbeenassuredthatGCPstandardswerefollowedinanappropriatemannerinthestudiesconducted.

 

IV.2  Pharmacokinetics

 

Absorption

 

Afteroraladministration,tolvaptanisrapidlyabsorbedwithpeakplasmaconcentrationsoccurringabout2hoursafterdosing.

Theabsolutebioavailabilityoftolvaptanisabout56%.Co-administrationofa60mgdosewithahigh-fatmealincreasespeak

concentrations1.4-foldwithnochangeinAUCandnochangeinurineoutput.Followingsingleoraldosesof300mg,peak

plasmaconcentrationsappeartoplateau,possiblyduetosaturationofabsorption.

 

Distribution

 

Tolvaptanbindsreversibly(98%)toplasmaproteins.

Biotransformation

Tolvaptanisextensivelymetabolisedbytheliver.Lessthan1%ofintactactivesubstanceisexcretedunchangedintheurine.

In-vitrostudiesindicatethattolvaptanoritsoxobutyricmetabolitemayhavethepotentialtoinhibitOATP1B1,OAT3,BCRPand

OCT1transporters.Administrationofrosuvastatin(OATP1B1substrate)orfurosemide(OAT3substrate)tohealthysubjectswith

elevatedoxobutyricacidmetabolite(inhibitorofOATP1B1andOAT3)plasmaconcentrationsdidnotmeaningfullyalterthe

pharmacokineticsofrosuvastatinorfurosemide.Seealsosection4.5.

 

Elimination

 

Theterminaleliminationhalf-lifeisabout8hoursandsteady-stateconcentrationsoftolvaptanareobtainedafterthefirstdose.
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Radio-labelledtolvaptanexperimentsshowedthat40%oftheradioactivitywasrecoveredintheurineand59%wasrecovered

inthefaeceswhereunchangedtolvaptanaccountedfor32%ofradioactivity.Tolvaptanisonlyaminorcomponentinplasma

(3%).

 

Linearity

 

Tolvaptanhaslinearpharmacokineticsfordosesof7.5mgto60mg.

Pharmacokinetics in special patient groups

Age

Clearanceoftolvaptanisnotsignificantlyaffectedbyage.

 

Hepatic impairment

Theeffectofmildlyormoderatelyimpairedhepaticfunction(Child-PughclassesAandB)onthepharmacokineticsof

tolvaptanwasinvestigatedin87patientswithliverdiseaseofvariousorigins.Noclinicallysignificantchangeshavebeenseen

inclearancefordosesrangingfrom5mgto60mg.Verylimitedinformationisavailableinpatientswithseverehepatic

impairment(Child-PughclassC).

 

Inapopulationpharmacokineticanalysisinpatientswithhepaticoedema,AUCoftolvaptaninseverely(Child-PughclassC)

andmildlyormoderately(Child-PughclassesAandB)hepaticimpairedpatientswere3.1-timesand2.3-timeshigherthanthat

inhealthysubjects.

 

Renal impairment

Inananalysisonpopulationpharmacokineticsforpatientswithheartfailure,tolvaptanconcentrationsofpatientswithmildly

(creatinineclearance[Ccr]50mL/minto80mL/min)ormoderately(Ccr20mL/minto50mL/min)impairedrenalfunctionwere

notsignificantlydifferenttotolvaptanconcentrationsinpatientswithnormalrenalfunction(Ccr80mL/minto150mL/min).

Theefficacyandsafetyoftolvaptaninthosewithacreatinineclearance<10mL/minhasnotbeenevaluatedandistherefore

unknown.

 

IV.3  Pharmacodynamics

 

TolvaptanisaselectivevasopressinV2-receptorantagonistthatspecificallyblocksthebindingofargininevasopressin(AVP)at

theV2-receptorofthedistalportionsofthenephron.TolvaptanaffinityforthehumanV2-receptoris1.8-timesthatofnative

AVP.

 

Inhealthyadultsubjects,oraladministrationof7.5mgto120mgdosesoftolvaptanproducedanincreaseinurineexcretion

ratewithin2hoursofdosing.Followingsingleoraldosesof7.5mgto 60mg,24-hoururinevolumeincreaseddose

dependentlywithdailyvolumesrangingfrom3to9litres.Foralldoses,urineexcretionratesreturnedtobaselinelevelsafter

24hours.Forsingledoses60mgto480mg,ameanofabout7litreswasexcretedduring0to12hours,independentofdose.

Markedlyhigherdosesoftolvaptanproducemoresustainedresponseswithoutaffectingthemagnitudeofexcretion,asactive

concentrationsoftolvaptanarepresentforlongerperiodsoftime.

 

IV.4  Clinical Efficacy 

 

Nonewclinicalefficacystudieswereperformed.

 

IV.5  Clinical Safety 

 

Nonewclinicalsafetystudieswereperformed.NoconcerningsafetysignalswereidentifiedduringtheBEstudywhichwas

performed.

 

Ariskmanagementplanwassubmitted,inaccordancewiththerequirementsofDirective2001/83/ECasamended,describing

the pharmacovigilance activities and interventions designed to identify, characterise, prevent or minimise risks relating to

TolvaptanAscend7.5mgtablets.

 

Safety specification

Importantidentifiedrisks

 Toorapidriseofserumsodiumandneurologic

sequelae(encephalopathy,osmotic

demyelination)

 InteractionwithCYP3A4inhibitors
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 Volumedepletion,dehydrationandassociated

sequelae

suchasrenaldysfunction

Importantpotentialrisks
 Raisedintraocularpressure/glaucoma

Missinginformation

 Paediatricuse

 Pregnancyoutcomedata

 Useinbreastfeeding

 Off-labeluse

 Useinhepaticimpairedpatients

 

Routinepharmacovigilanceandriskminimisationactivitiesaresufficienttoidentify,characterise,preventorminimiserisks

relatingtoTolvaptanAscend7.5mgtablets.

 

PeriodicSafetyUpdateReports(PSURs)shallbesubmittedinaccordancewiththerequirementssetoutinthelistofUnion

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

medicinesweb-portal.

 

IV.6    Discussion on the clinical aspects

 

Samscahasbeenshowntobeeffectiveatincreasingsodiumlevels,particularlyinpatientswithSIADHandtolvaptanascend

hasperformedthenecessarystudiestodemonstratethatitisbioequivalenttothisalreadyapprovedapplication.Thisgeneric

applicationminimisestheneedforfurtherhumanstudies. 

V. OVERALL CONCLUSIONS

Tolvaptanascent7.5mgoraltabletisagenericformofSamsca7.5mgoraltablet.Samscaisawell-knownmedicinalproduct

withaprovenchemical-pharmaceuticalqualityandanestablishedfavourableefficacyandsafetyprofile. 

 

BioequivalencehasbeenshowntobeincompliancewiththeCHMPguidancedocuments.TheSmPCisconsistentwiththatof

thereferenceproduct.

 

TheMAHhasprovidedwrittenconfirmationthatsystemsandservicesareinplacetoensurecompliancewiththeir

pharmacovigilanceobligations.

 

TheHPRA,onthebasisofthedatasubmittedconsideredthattolvaptanascenddemonstratedbioequivalencewiththe

referenceproductaswellasasatisfactoryrisk/benefitprofileandthereforegrantedamarketingauthorisation. 

VI. REVISION DATE

18.01.2029

VII. UPDATES

Thissectionreflectsthesignificantchangesfollowingfinalisationoftheinitialprocedure.

SCOPE PROCEDURENUMBER

PRODUCT 

INFORMATION 

AFFECTED

DATEOF STARTOF 

PROCEDURE

DATEOF END OF 

PROCEDURE

NewDCPasRMS IE/H/1249/001/DC SPC,IPAR 10thMay2024 9thMay2029

 


