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IPAR

 

Public Assessment Report for a

Medicinal Product for Human Use

 

ScientificDiscussion

AripiprazoleKrka10mgTablets

Aripiprazole

PA1347/089/002

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

Thisproductwasinitiallyauthorisedunderprocedurenumber HU/H/0381/001-004 withtheUKasRMS.Theresponsibilityof

RMSwastransferredtoIrelandon 25thMarch2021 underprocedurenumberIE/H/1182/001-004/DC

 

PleasenotethefollowingdetailfortheproductinIE:

MarketingAuthorisationNumber: PA1347/089/001-004

MarketingAuthorisation Holder:KRKA,d.d.,Novomesto

 

ThecurrentSummaryofProductCharacteristics(SmPC)forthismedicinalproductisavailableontheHPRAwebsite

at www.hpra.ie.

 

TheHungarianpublicassessmentreportpublishedatthetimeoftheinitialmarketingauthorisationisprovidedherein

 

 

This application concerns generic versions of aripiprazole.With Hungary as the ReferenceMember State (RMS) as well as

Belgium, Cyprus, France, Ireland, Italy,Netherland and Spain as ConcernedMember States (CMS) the application has been

submittedaccordingtoArticle10(1)ofDirective2001/83/EC(asamended,e.g.agenericapplication)Therefore,itcontainsno

newnon-clinical and clinical data, other than the bioequivalence study aswell as supporting literaturewhere necessary, in

accordancewiththeprovisionsofthearticleindicatedabove.

 

Theapplicanthasadequatelydemonstratedbioequivalencebetweentheproductandreferenceproducts.Thelatterhavebeen

Abilify5mg,10mg,15mgand30mgtabletsmarketedbyOtsukaPharmaceuticalEuropeLtd.,approvedformorethan10

years.

 

Based on the review of the quality, safety and efficacy data, theMember States have grantedmarketing authorisation for

Aripiprazole Focus 5 mg, 10 mg, 15 mg and 30 mg tablets. The holder of the marketing authorisation is Focus Care

PharmaceuticalsB.V.(theNetherlands).

 

The marketing authorisation has been granted pursuant to Article 10(1) of Directive2001/83/EC.

 

The products are indicated for the treatment of schizophrenia in adults and in adolescents aged 15 years and older, for

moderatetoseveremanicepisodesinBipolarIDisorderandforthepreventionofanewmanicepisodeinadults,andinthe

treatmentupto12weeksofmoderatetoseveremanicepisodesinBipolarIDisorderinadolescentsaged13yearsandolder.

 

AcomprehensivedescriptionoftheindicationsandposologyisgivenintheSummaryofProductCharacteristics(SmPC).

II. QUALITY ASPECTS

II.1 Introduction

 

The chemical-pharmaceutical assessment report concerns the application for marketing author- isations via Decentralised

Procedure products Aripiprazole Focus 5 mg, 10 mg, 15 mg and 30 mg tablets, according to Article 10(1) of Directive

2001/83/EC(i.e.agenericapplication).

 

Thebioequivalence studyhasbeenperformedusing theproductsAbilify®10mg tablets con- tainingaripiprazole (Otsuka

PharmaceuticalEuropeLtd)asreferencemedicine.

 

II.2 Drug substance

 

Data on thequality andmanufacture of the active substancewere provided in the applicant's submission using theActive

Substance Master File (ASMF) procedure with additional data in the marketing authorization dossier. The Quality Overall

Summaryisadequate.

 

Internationalnon-proprietaryname(INN):aripiprazole

Chemicalname: 7-[4-[4-(2,3-Dichlorophenyl)piperazin-1-yl]but-oxy]-3,4-dihydroquinolin-2(1H)-one

http://www.hpra.ie/
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Structure:

 

 

 

The active substance iswhite or almostwhite crystals or crystalline powder; not hygroscopic; practically insoluble inwater,

solubleinmethylenechloride,veryslightlysolubleinethanol(96%).Themoleculehasnochiralcentre,anddoesnotexhibit

stereoisomerism.Therearecertainknownpolymorphicformsofaripiprazole.

 

Detaileddescriptionofthemanufacturingprocessofthedrugsubstancewasprovidedbythemanufacturer.Itisadequate.

 

Evidence of the structure of aripiprazole was presented and confirmed by various spectroscopic methods. It has been

demonstrated that the manufacturing process consistently produces the same stable crystalline form of aripiprazole. The

impurityprofileoftheactivesubstancein-cludingdetailedinformationaboutgenotoxicimpurities,residualsolventsandother

carryoverimpuritieshasbeenappropriatelydiscussed.

 

The substance is specified according to the requirements of the current European Pharmaco- poeia (Ph. Eur.)monograph,

additionalspecificationhasonlybeensetforresidualsolvents,certainrelatedsubstancesandparticlesizedistribution.

 

The specification is in accordancewith the Ph. Eur.monograph of aripiprazole, the Ph. Eur. general chapter Sub s tan ce s  f or 

pharmaceutical use  andwiththeInternationalConferenceonHarmonisation(ICH)Q6AandQ3A(R2)guidelines.

 

Thespecificationsreflectallrelevantqualityattributesoftheactivesubstanceandwerefoundtobeadequatetocontrolthe

qualityofthedrugsubstance.Thelimitssetareproperlyjustified.

 

Testingmethodsnotdescribedindetail inthePharmacopoeiaareadequatelydrawnupandsufficientlyvalidated.Reference

materialsusedbytheactivesubstancemanufacturerandthedrugproductmanufacturerforthecontrolofthesubstanceare

adequatelycharacterised.

 

Batchanalysisdatajustifythelimits, indicatethegoodperformanceoftestingmethodsanddemonstratethebatchtobatch

consistencyoftheproduction.

 

Ithasbeendemonstratedby thepresentedstabilityand forceddegradationstudies that the sub- stance is very stable, the

availablestabilitydatasupporttheproposedre-testperiodpackedinlaminatedPET/Al/PEbag(placeddesiccantsilicagelon

thetop)andincardboarddrum.

 

GoodManufacturingPractice(GMP)complianceofthedrugsubstancemanufacturehasbeendemonstratedbytheapplicant.

 

II.3 Medicinal product

 

The aim was to develop immediate release oral tablets containing aripiprazole as active sub- stance, which are

pharmaceuticallyequivalentandbioequivalent to the referenceproductsAbilify®5mg,10mg,15mgand30mgstrength

tablets,withthesamestrengthsandsamequalitativecomposition.



HealthProductsRegulatoryAuthority

24April2024 CRN00F9FF Page5of15

 

Asatisfactorypackageofdataondevelopmentpharmaceuticshasbeenpresented.Briefdiscus-siononreasonsforinclusion

andquantityofexcipientshasbeenprovided.

 

Asregardsdissolutionandimpurityprofiletheproductisshowntobesimilartothereferenceproduct.

 

Thecompositionsandthepharmaceutical testsevaluatedduringdevelopmentof the final for-mulationare included in the

documentation.Asa resultofdevelopmentstudiesproductwith the followingappearance,compositionandpackagingwas

obtained:

 

5mg

blue,roundtabletswithbevellededgesandwithpossible

darkerandlighterspots

(diameter:5mm,thickness:1.4–2.4mm);

10mg

lightpink,rectangulartabletswithpossibledarkerandlighter

spotsandengravedwithA10ononeside

(length:8mm,width:4.5mm,thickness:2.1–3.1mm);

15mg

lightyellowtobrownishyellow,round,slightlybiconvex

tabletswithbevellededgesandwithpossibledarkerand

lighterspotsandengravedwithA15ononeside

(diameter:7.5mm,thickness:2.5–3.7mm);

30mg

lightpink,round,biconvextabletswithbevellededgesand

withpossibledarkerandlighterspotsandengravedwithA30

ononeside(diameter:9mm,thickness:3.9–5.3mm).

 

ThetabletsarepackedinOPA/Al/PVC-Alfoilblisters.

 

The excipients used are lactose monohydrate, microcrystalline cellulose, maize starch, hydrox- ypropyl cellulose (type LF),

yelloworredironoxidesorindigocarminealuminiumlake(E132),magnesiumstearate,andpurifiedwater.

 

Allexcipientscomplywiththeir respectivePh.Eur.monograph,except fromthecolouringagents. Ironoxideyellowandred

complywithUSP/NFandE172.Thecoloursareinaccord-ancewithCommissionRegulation(EU)No231/2012.Indigocarmine

aluminiumlakeiscon-trolledaccordingtoanin-housespecification.

 

Compliance of the product with the general monograph of the Ph. Eur. on the P r odu c ts w ith the  r i s k of T S E  has been

demonstratedbytheapplicant.

 

Adescriptionandflowchartofthemanufacturingmethodhasbeenprovided.Appropriatein-processcontrolsareincludedin

themanufacturingprocess.Satisfactorybatchformulaewerealsopresented.GMPcomplianceof themanufacturingsitehas

beendemonstrated.

 

The finished product specification is satisfactory. Acceptance criteria have been justified with respect to conventional

pharmaceuticalrequirementsasrequiredintherelevantdosageformmonographofthePh.Eur.andtheICHQ6Aguideline.

Appropriatecontrolstrategywasse- lected.The testmethodshavebeendescribedandhavebeenadequatelyvalidated,as

appropri- ate. Batch data have been provided and complied with the specification. Certificates of analysis for the batches

involvedinthebioequivalencestudyarepresented.

 

Thecontainerclosuresystemof theproduct isblisterconsistingofOPA/Al/PVCfoilandalu-miniumfoil.Specificationsand

qualitycertificatesforallpackagingcomponentsareenclosed.

 

Finishedproduct stability studieshavebeen conducted in accordancewith the currentguide- lines. Basedon the results, a

shelf-lifeof24monthswithoutanyspecialstorageconditionisapproved.

 

TheSummaryofProductCharacteristics,PatientInformationLeafletandlabeltextsarephar-maceuticallyacceptable.

 

II . 4  Di s c u ss ion  on  c h e m i c a l , ph a r m a ce u t i c a l  a n d  b io l ogi c al  a s p ec t s 

Theproductshavebeenshowntomeetthecurrentregulatoryrequirementswithregardstotheirqualityandcontentofthe

activesubstanceaswellasdosage-formcharacteristicsuntiltheendoftheapprovedshelf-lifeconsistently.Themanufacture

andthequalitystandardsappliedade-quatelysupportthesafeuseandefficacyoftheproduct.
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Fromchemical-pharmaceuticalpointofviewtheproductsareapprovable.

III. NON-CLINICAL ASPECTS

III.1  Introduction

 

Pharmacodynamic,pharmacokineticandtoxicologicalpropertiesofaripiprazolearewellknown.Asit isagenericapplication

basedonbioequivalencestudiesandaripiprazoleisawidelyused,well-knownactivesubstance,nofurtherstudiesarerequired

andtheapplicantprovidesnone.Thenon-clinicaloverviewisthereforebasedonareviewofdataavailableinseveralscientific

databasesorpublishedinrelationtotheactiveingredient,aripiprazole.

 

III.2 Pharmacology

 

The Aripiprazole Focus tablets contain the active substance aripiprazole. It is an antipsychotic medicine. The efficacy of

aripiprazoleinschizophreniaandBipolarIDisorderismediatedthroughacombinationofpartialagonismatdopamineD2and

serotonin5HT1a receptorsandantagonismof serotonin5HT2a receptors. 'Partialagonist'propertiesmean thataripiprazole

acts like dopamine and 5-hydroxytryptamine by activating these receptors, but less strongly than the neurotransmitters.

Aripiprazolehelps tonormalise theactivityof thebrain, reducingpsychoticormanic symptomsandpreventing them from

returning. Interaction with receptors other than dopamine and serotonin subtypes may explain some of the other clinical

effectsofaripiprazole.

 

The active substance is a well-known compound. No further information was provided regard- ing the pharmacology of

aripiprazole.

 

III.3 Pharmacokinetics

 

Nonewnon-clinicalpharmacokineticstudieswereconductedbytheApplicant.Suchstudiesarenotneededforthistypeof

application.

 

III.4 Toxicology

 

Publishedinformationontoxicologicalstudieswitharipiprazolewasthebasisfortheevalua-tion.

 

NonewtoxicitystudiesweresubmittedbytheApplicantfortheproduct,whichisacceptableforthistypeofapplication.

 

III.5 Ecotoxicology/environmentalrisk assessment

 

SinceAripiprazole Focus 5mg, 10mg, 15mg, 30mg tablets are intended for generic substitution, thiswill not lead to an

increasedexposuretotheenvironment.Anenvironmentalriskassessmentisthereforenotdeemednecessary.

 

III.6 Discussionon the non-clinical aspects

 

Abridgedapplicationsavoidtheneedforrepetitivetestsonanimals.

 

Pharmacodynamics, pharmacokinetics and toxicology of aripiprazole are well-known. As Aripiprazole Focus is a generic

productthereisnoneedforfurtherexcessivenon-clinicalstudies.Thenon-clinicalpartoftheapplicationisacceptable.

IV. CLINICAL ASPECTS

IV.1 Introduction

 

Theclinicalpharmacologyofaripiprazoleiswellknown.

 

Exceptforestablishingbioequivalence,nospecificclinicalstudieshavebeenperformed,astheapplicationissubmittedin

accordancewithArticle10(1)ofDirective2001/83/ECasamended.
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Theapplicationcontainsanadequatereviewofpublishedclinicaldata.

 

IV.2 Pharmacokinetics

 

IV.2.1 Literature data

 

Aripiprazoleiswellabsorbed,withpeakplasmaconcentrationsoccurringwithin3-5hoursafterdosing.Aripiprazoleundergoes

minimalpre-systemicmetabolism.Theab-soluteoralbioavailabilityofthetabletformulation is87%.There isnoeffectofa

highfatmealonthepharmacokineticsofaripiprazole.

 

Aripiprazole is widely distributed throughout the body with an apparent volume of dis- tribution of 4.9 l/kg, indicating

extensive extravascular distribution. At therapeutic con- centrations, aripiprazole and dehydro-aripiprazole are greater than

99%boundtoserumproteins,bindingprimarilytoalbumin.

 

Aripiprazole is extensively metabolised by the liver primarily by three biotransfor- mation pathways: dehydrogenation,

hydroxylation, and N-dealkylation. Based on in vitro studies, CYP3A4 and CYP2D6 enzymes are responsible for

dehydrogenation and hydroxylation of aripiprazole, and N-dealkylation is catalysed by CYP3A4. Aripipra- zole is the

predominantmedicinal productmoiety in systemic circulation. At steady state, dehydro-aripiprazole, the activemetabolite,

representsabout40%ofaripiprazoleAUCinplasma.

 

The mean elimination half-lives for aripiprazole are approximately 75 hours in extensive metabolisers of CYP2D6 and

approximately146hoursinpoormetabolisersofCYP2D6.

 

The total body clearance of aripiprazole is 0.7 ml/min/kg, which is primarily hepatic. Following a single oral dose of

[14C]-labelledaripiprazole,approximately27%oftheadministeredradioactivitywasrecoveredintheurineandapproximately

60%inthefaeces.Lessthan1%ofunchangedaripiprazolewasexcretedintheurineandapproxi-mately18%wasrecovered

unchangedinthefaeces.

 

IV.2.2 Bioequivalence study

 

Thedevelopmentstudiesfocusedonobtainingaproducthavingsimilarcharacteristicstothereferenceproduct,i.e.dissolution

profileandbioavailability.

 

Essential similaritywasdemonstratedbymeansofapivotalbioequivalencestudybe- tween the testproductand reference

product. The studyhasdemonstrated that a singledoseof the applicant'sAripiprazole 10mg tablets is bioequivalent to a

singledoseofAbilify®10mgtablets.

 

Similaritiesofin-vitrodissolutionprofileswerealsojustified.Dissolutionstudieswereperformedforthe4strengths.

 

Biowaiver

 

The applicant claimed for biowaiver for the 5mg, 15mg and 30mg dose strengths on the  basis  of  general  biowaiver

 requirements (CPMP/EWP/QWP/1401/98 Rev 1Corr**):

a) all the four strengths (5, 10, 15 and 30 mg) of proposed pharmaceutical products are manufactured by the same

manufacturerandusingthesamemanufacturingprocess;

b) thequalitativecompositionsofAripiprazole5mg,15mgand30mg tabletsare thesameas thatofAripiprazole10mg

tablets;

c)thecompositionofallthestrengthsarequantitativelyproportional,i.e.theratiobe-tweentheamountsofeachexcipientto

theamountofactivesubstanceisthesameforallthefourstrengths;

d)thein-vitrodissolutionprofileissimilarunderidenticalconditionsfortheadditionalstrengthsi.e.5mg,15mgand30mg,

andthestrengthofthebatchusedinthebioequiv-alencestudy(i.e.10mg);

e)aripiprazoleexhibitslinearpharmacokineticsintherangeof5mg-30mg.

 

Biowaiver claim for the 5 mg, 15 mg and 30 mg dose-strengths is justified as general requirements for biowaiver are

completelyfulfilled.
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The pivotal bioequivalence study was performed at the strength of 10mg in line with the requirement of bioequivalence

guideline in force (CPMP/EWP/QWP/1401/98 Rev 1 Corr**, page 12), and to the draft FDA guideline of Aripiprazole (Draft

GuidanceofAripiprazole,FDA/CDER,lastmodified:2007).

 

Themainobjectiveofthebio e qui v al e n c e  s tudy wastocomparetherateandextentofabsorptionofAripiprazole10mgtablet

(Test)versusAbilify®10mgtablet(Reference)administeredunderfastingconditions.

 

Thebioequivalencestudywasdesignedasasingle-dose,randomized,singlecentre,two-waycrossoverstudyconductedunder

fastingconditionsinhealthymaleandfemalesubjectswithasufficientwashoutperiodbetweenthedoses.

 

Aripiprazoleinplasmasampleswasdeterminedusingavalidatedmethod.

Incurred sample reanalysis (ISR) was performed according to the guideline on bioana- lytical method validation

(EMA/CHMP/EWP/192217/2009,21July2011).ResultsoftheISRmetacceptancecriteria.

 

Allstatisticaltestswereevaluatedatthe95%significancelevel(α=0.05).

 

Allcontinuousvariablesweresummarizedbytheusualdescriptivestatistics:mean,median,minimum,maximum,standard

deviation(SD),range.

 

Demographicparametersweresummarizeddescriptively.

 

Bioequivalencewas tobeconcluded if the90%geometricconfidence intervalsof the ratio (T/R)of least-squaresmeans for

ln-transformedAUC0-72andCmaxwerewithintheacceptablerangeof80.00%to125.00%.TheresultsarepresentedinTable

1.

 

ThebioequivalencestudywasundertakenaccordingtoGCPguidelines.Noissuesre-gardingGLPorGCPaspectshavebeen

identifiedduringthereviewofthisdossier.

 

Table1:Summary of study results

 

Parameter

Ratio

(T/R)1



90%GeometricC.I.2
Intra-subjectCV



Inter-subjectCV

Lower Upper

AUC0-72 103.26% 98.02% 108.78% 11.23% 21.28%

Cmax 104.17% 95.83% 113.24% 18.08% 21.99%

1Calculatedusingleast-squaresmeansaccordingtotheformula:e(DIFFERENCE)X100.

290%GeometricConfidenceIntervalusingln-transformeddata.

 

Conclusion on the bioequivalenc estudy

 

Results derived from the analysis of log-transformed primary target parameters, Cmax and AUC0-72 parameters for

aripiprazole,theT/Rratiosofgroupmeansandtheir90%confidenceintervalswerealsoincludedwithintheacceptancerange

of80%-125%.Thus,resultssupportthebioequivalencebetweenthetestandreferenceproducts.

 

Basedontheclinicallaboratoryassessments,itcanbeconcludedthatbothstudymedicationswererelativelywelltoleratedby

subjectsinvolvedinthestudy.

 

BasedonthesubmittedbioequivalencestudyAripiprazoleFocus10mgtablets(FocusCarePharmaceuticalsB.V)isconsidered

bioequivalentwithAbilify10mgtablets(OtsukaPharmaceuticalEuropeLtd).

 

Theresultswith10mgformulationcanbeextrapolatedtootherstrengths5mg,15mgand30mgaccordingtoconditionsin

GuidelineontheInvestigationofBioequivalenceCPMP/EWP/QWP/1401/98Rev.1/Corr*,section4.1.6.

 

IV.3 Pharmacodynamics
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No clinical pharmacological studies to evaluate the pharmacodynamics of Aripiprazole Focus 5mg, 10mg, 15mg, 30mg

tabletswereperformed.

 

IV.4 Clinical efficacy

 

Nonewefficacydatahavebeensubmittedandnonearerequired.Theapplicanthasprovidedanadequatereviewofclinical

trialspublishedintheliterature,describingtheefficacyandsafetyprofileofaripiprazole.

 

IV.5Clinical safety

 

With theexceptionof thedatageneratedduring thebioequivalence studies,nonewsafetydatawere submittedandnone

wererequiredforthisapplication.

 

Noseriousorsevereadverseeventswerereportedinthebioequivalencestudy.Thus,thefor-mulationswerewelltolerated,

withnomajorsideeffects.Norelevantdifferencesinsafetyprofileswereobservedbetweenthepreparations,particularlywith

respecttothenumberofadverseevents.

 

IV.6 Pharmacovigilance

 

IV.6.1 Pharmacovigilance System

 

ThefuturemarketingauthorisationholderhassubmittedasignedSummaryofthePhar-macovigilanceSystem.Providedthat

the Pharmacovigilance System Master File fully complies with the new legal requirements as set out in the Commission

ImplementingRegulationandasdetailedintheGVPmodule,theRMSconsiderstheSummaryac-ceptable.

 

IV.6.2Risk Management Plan

The Risk Management Plan for aripiprazole, submitted by the applicant was accepted. The applicant has identified the

followingsafetyconcernsintheRMP

 

Summary of safety concerns

Importantidentified

risks

 Extrapyramidalsymptoms,includingtardivedyskinesia

  NeurolepticMalignantSyndrome

  Seizures

  Suicide-relatedevents

 Somnolenceandfatigue

 Pathologicalgambling

 Weightgain

 Hyperglycaemia/diabetes

 Cardiovascularrelateddisorders (includingconductionabnormalities,orthostatic

hypotension, increasedmortalityand cerebrovascularaccidentinelderlypatientswith

dementia)

 Dysphagia

 Serotoninsyndrome

 Hepaticadverseeventsrelatedwithhepaticinjury



Importantpotentialrisks

 Concomitantadministrationwith potentinhibitororinducerofCYP3A4orCYP2D6

inhibitorsandwithother CNSmedicinalproductoralcohol

Missinginformation

 Safetyinpregnancyandlactation

 Useinpaediatricpatients

 

On-going and planned studies in the Post-authorisation Pharmacovigilance Development Plan

 

Themarketingauthorisationholderhasnotplannedtoperformpost-authorisationsafetystudies.

 

Summary of Post authorisation efficacy development plan
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Themarketingauthorisationholderhasnotplannedtoperformpost-authorisationefficacystudies.

 

Summary table of Risk Minimisation Measures

 

Safety concern Routine risk minimisation measures Additional risk minimisation measures

Extrapyramidalsymptoms,including

tardivedyskinesia

ContentintheSmPC:

4.4 Special warnings and precautions for 

use:warningofpossibledevelopmentof

tardivedyskinesiaandother

extrapyramidalsymptomsfromclinical

trials.Thedoseshouldbere-ducedor

thetreatmentdiscontinued.Whenthe

doseisreducedclosemonitoringis

necessary.

 

4.6 Fertility,pregnancy and lactation: 

neo-natesexposedtoantipsychotics

(includingaripiprazole)duringthethird

trimesterofpregnancyareatriskof

adversereactionsincluding

extrapyramidaland/orwithdrawal

symptoms.

 

4.8Undesirable effects: listedinthis

section.

Noneproposed

 

 

4.9 Overdose:potentiallymedically

serious

symptomsofoverdoseinclude

extrapyramidal

symptoms.

5.1Pharmacodynamicproperties:

identifi-cationofstudies.

Prescription-onlymedicine.

 

 

Neurolepticmalignantsyndrome

ContentintheSmPC:

4.4 Special warnings and precautions for 

use:warningofpossibledevelopmentof

neurolepticmalignantsyndromefrom

clinicaltrialswiththedescribedsigns

andsymptoms.

 

4.8 Undesirable effects :listedinthis

section.

 

Prescription-onlymedicine.

 

Noneproposed

Seizures

ContentintheSmPC:

4.4 Special warnings and precautions for 

use warningofpossibledevelopmentof

seizuresfromclinicaltrials.Aripiprazole

shouldbeusedwithcautionespecially

inpatientswhohaveahistoryofseizure

disorderorhaveconditionsassociated

withseizures.

4.8 Undesirable effects:listedinthis

section.Prescription-onlymedicine.

Noneproposed

Suicide-relatedevents
ContentintheSmPC:

4.4  Special warnings and precautions for 
Noneproposed
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use theoccurrenceofsuicidalbehaviour

isinherentinpsychoticillnessesand

mooddisordershow-everawarning

aboutpossiblesuicidalbehav-iourearly

afterinitiationorswitchofantipsy-

chotictherapywasstatedandthat

high-riskpa-tientsshouldbeclosely

supervised.

 

4.8 Undesirable effects:listedinthis

section.Prescription-onlymedicine.

Somnolence/fatigue

ContentintheSmPC:

4.2  Posology and method ofa 

dministration:itisstatedthatthe

treatmentdurationfortheindication

ManicepisodesinBipolarIDisor-derin

adolescentsaged13yearsandolder

shouldbetheminimumnecessaryfor

symp-tomcontrolandmustnotexceed

12weeksandthatdailydoseexceeding

10mghasnotdemonstratedenhanced

efficacy,whiledailydosesof30mgwere

associatedwithasubstan-tiallyhigher

incidenceofsignificantundesira-ble

effectsincludingEPSrelatedevents,

som-nolence,fatigueandweightgain.

 

4.7 Effects on ability to drive and use 

machines statingthatsomepaediatric

patientswithBipolarIDisorderhavean

increasedincidenceofsomnolenceand

fatigue.

 

4.8 Undesirable effects:statingthatin

thepaediatricpopulationsomnolence

andfatiguewereobservedmore

frequentlyinpatientswithbipolar

disordercomparedtopatientswith

schizophrenia.

 

Prescription-onlymedicine.

Noneproposed

Pathologicalgambling

ContentintheSmPC:

4.4 Special warnings and precautions for use itis

statedthatpost-marketingreportsof

pathologicalgamblinghavebeenreported

amongpatientsprescribedaripiprazole,regard-

lessofwhetherthesepatientshadapriorhis-

toryofgamblingandthatthereforepatients

withapriorhistoryofpathologicalgambling

maybeatincreasedriskandshouldbemoni-

toredcarefully.

 

4.8 Undesirable effects:listedinthissection.

Prescription-onlymedicine.

Noneproposed

 Weightgain

ContentintheSmPC:

4.4 Special warnings and precautions for use 

weightgainiscommonlyseeninschizophrenic

andbipolarmaniapatientsduetocomorbidities,

useofantipsychoticsknowntocauseweight

gain,poorlymanagedlife-style,andmightlead

 Noneproposed.
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toseverecomplications.Whenweightgainhas

beenreportedfrompostmarketingamong

patientsprescribedaripiprazole,itisusuallyin

thosewithsignificantriskfac-torssuchas

historyofdiabetes,thyroiddisor-derorpituitary

adenoma.Inclinicaltrialsofadolescentpatients

withbipolarmania,aripiprazolehasbeenshown

tobeassociatedwithweightgainafter4weeks

oftreatment.Therefore,weightgainshouldbe

monitoredinado-lescentpatientswithbipolar

maniaandifitisclinicallysignificant,dose

reductionshouldbeconsidered.

 

4.8 Undesirable effects:listedinthissection.

Prescription-onlymedicine.

 Hyperglycaemia/diabetes

ContentintheSmPC:

4.4 Special warnings and precautions for use: 

warningofpossibledevelopmentofhypergly-

caemiaordiabetesinpatientstreatedwith

atypicalantipsychoticagentsincludingari-

piprazole.Itmaybeextremewithketoacidosis

orhyperosmolarcomaorevendeath.

 

4.8 Undesirable effects:listedinthissection.

Prescription-onlymedicine.

 Noneproposed.

Cardiovascularrelateddisorders(including

conductionabnormalities,orthostatic

hypotension,increasedmortalityandcerebro

vascularaccidentinelderlypatientswith

dementia)

ContentintheSmPC:

4.4 Special warnings and precautions for use

warningthataripiprazoleshouldbeusedwith

cautioninpatientswithknowncardiovascular

disease,cerebrovasculardisease,conditions

whichwouldpredisposepatientstohypoten-

sionorhypertension.Describingclinicaltrials 

andwarningthataripiprazoleshouldbeused

withcautioninpatientswithafamilyhistoryof

QTprolongation.

 

Informationfromtrialsisprovidedandthe

conclusionthataripiprazoleisnotindicatedfor

thetreatmentofdementiarelatedpsychosisis

beingreached.

 

4.8 Undesirable effects:listedinthissection.

 

Prescription-onlymedicine.

 Noneproposed

Dysphagia

ContentintheSmPC:

4.4 Special warnings and precautions for use as 

oesophageal dysmotility and aspiration have 

been associated with antipsychotic treatment, 

including aripiprazole, aripiprazole and other 

antipsychotic active substances should be used 

cautiously in patients at risk for aspiration 

pneumonia.

 

4.8 Undesirable effects:listedinthissection.

Prescription-onlymedicine.

Noneproposed

Serotoninsyndrome

ContentintheSmPC:

4.5 Interaction with other medicinal products and 

other forms of interaction:itiswrittenthatcases

ofserotoninsyndromehavebeenreportedin

patientstakingaripiprazole,andpossiblesigns

Noneproposed
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andsymptomsforthisconditioncanoccur

especiallyincasesofconcomitantusewithother

serotonergicdrugs,suchasSSRI/SNRI,orwith

drugsthatareknowntoincreasearipiprazole

concentrations.

 

4.8 Undesirable effects:listedinthissection.

 

Prescription-onlymedicine.

Hepaticadverseeventsrelatedwithhepatic

injury

ContentintheSmPC:

4.8 Undesirable effects:listedinthissection.

Prescription-onlymedicine.

Noneproposed

Concomitantadministrationwithpotent

inhibitororinducerofCYP3A4orCYP2D6

inhibitorsandwithotherCNSmedicinalproduct

oralcohol

ContentintheSmPC:

4.5 Interaction with other medicinal products and 

other forms of interaction:inthissection

informationonvariouspotentialdruginterac-

tionswithdrugsthatareinhibitorsorinducersof

CYP3A4orCYP2D6inhibitorsisprovidedas

aripiprazoleismetabolisedbymultiplepath-

waysinvolvingtheCYP2D6andCYP3A4en-

zymes.Cautionisadvisedwhenaripiprazoleis

takenincombinationwithalcoholorotherCNS

medicinalproductswithoverlappingadverse

reactionssuchassedation.Prescription-only

medicine.

Noneproposed

Safetyinpregnancyandlactation

ContentintheSmPC:

4.6 Fertility,pregnancy and lactation:

warning

thatnoadequatewell-controlledtrialsin

pregnantwomenandthataripiprazole

shouldnotbeusedinpregnancyunless

theexpectedbenefitclearlyjusti-fies

thepotentialrisktofoetus.Neonates

exposedtoantipsychoticsduringthird

trimesterareatriskofadverseevents,

especiallyneurologic.

Aripiprazoleisexcretedinmilk,

thereforethepatientsareadvisednotto

breastfeedwhentheyaretaking

aripiprazole.

 

5.3 Preclinical safety data:animalstudies

could

notexcludepotentialdevelopmental

toxicity.Prescription-onlymedicine.

Noneproposed

Safetyinpaediatrics

ContentintheSmPC:

4.1 Therapeutic indications:aripiprazole

isnotindicatedforuseinpaediatric

populationunder15yearsofage(for

treatmentofschizophrenia)or13years

ofage(forbipolardisorder)

 

4.2 Posology and method of 

administration:aripip-razoleisnot

recommendedforuseinpatientswith

schizophreniabelow15yearsofagedue

toinsuffi-cientdataonsafetyand

efficacy.Andforthetreatmentofmanic

episodesinBipolarIDisorderin

adolescentsaged13yearsandolderthe

Aneducationalprogrammeisinplace

bytheoriginatortocommunicateand

reinforcethecoresafetymessagescon-

veyedintheSmPCandPILtocarefully

considertheindicatedagerange,dose,

anddurationoftreatmentbefore

consideringaripiprazoleforpatients

withpaediatricbipolardisorder.
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treatmentdurationshouldbethe

minimumnecessaryforsymp-tom

controlandmustnotexceed12weeks

anddailydoseof10mgshouldnotbe

exceededorshouldthereforeonlybe

usedinexceptionalcasesandwithclose

clinicalmonitoring.Inthetreatmentof

irritabilityassociatedwithautistic

disorderthesafetyandefficacyof

aripiprazoleinchildrenandadolescents

agedbelow18yearshavenotyetbeen

established.

4.4  Special warnings and precautions for 

use: warningaboutpossible

developmentofotherextrapyramidal

symptomsfrompaediatrictrials.

Warningthataripiprazolehasbeen

showntobeas-sociatedwithweight

gainafter4weeksoftreat-mentas

seeninclinicaltrialsofadolescent

patientswithbipolarmaniawith

recommendationsthatweightgain

shouldbemonitoredinadolescent

patientswithbipolarmaniaandthat

dosereductionshouldbeconsideredif

weightgainisclinicallysignificant.

 

4.8 Undesirable effects:theadverse

eventsfrompaediatrictrialsarelisted

separatelyinthissection.

 

5.1 Pharmacodynamic properties:listing

ofstudies.

 

 Prescription-onlymedicine.

 

TheRMS is of theopinion that routinepharmacovigilance activity and routine riskmin- imisation is sufficient for all safety

concerns for the marketing authorisation holder of the originator product had introduced educational program in the

concernedmember states. The necessity of preparing educational material should be decided at national level concerning

thosememberstateswheretheinnovatororothermarketingauthori-sationholdersoftheoralsolutionformofaripiprazole

havenotdistributededucationalmaterialintheindicationofmanicepisodesinBipolarIDisorderinadolescentsaged13years

andolder.

 

IV.6.3  Periodic  Safety  Update  Report  cycle

 

WithregardtoPeriodicSafetyUpdateReport(PSUR)submission,themarketingau-thorizationholdershouldtakethe

followingintoaccount:

 

•   PSURs shall be submitted in accordance with the requirements set out in the list of Union reference dates (EURD list)

providedforunderArticle107c(7)ofDirective2001/83/ECandpublishedontheEuropeanmedicinesweb-portal.Marketing

au- thorization holders shall continuously check the European medicines web-portal for the Data Lock Point (DLP) and

frequencyofsubmissionofthenextPSUR.

 

•   FormedicinalproductsauthorizedunderthelegalbasisofArticle10(1)orArticle10aofDirective2001/83/EC,noroutine

PSURsneedtobesubmitted,unlessother-wisespecifiedintheEURDlist.

 

• FormedicinalproductsthatdonotfallwithinthecategorieswaivedoftheobligationtosubmitroutinePSURsbytherevised

pharmacovigilancelegislation,theMAHshouldfollowtheDLPaccordingtotheEURDlist.
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IV.7 Discussion on the clinical aspects

 

Theapplicationconcernsagenericproduct.Abridgedapplicationsavoidtheneedforrepetitivetestsonanimalsandhumans.

 

Tosupport theapplicationtheapplicanthasadequatelydemonstratedbioequivalencebetweenAripiprazoleFocus5mg,10

mg,15mg,30mgtabletsandthereferenceproductAbilify5mg,10mg,15mg,30mgtabletstablets.

 

ForthistypeofapplicationthebioequivalencestudiesdescribedinsectionIV.2arepivotal.Theindicationsarethetreatmentof

schizophreniainadultsandinadolescentsaged15yearsandolder,moderatetoseveremanicepisodesinBipolarIDisorder

andthepreventionofanewmanicepisodeinadults,andinthetreatmentupto12weeksofmoderatetoseveremanicepi-

sodesinBipolarIDisorderinadolescentsaged13yearsandolder.

 

Thereisnoobjectionagainstgrantingthemarketingauthorizationfromaclinicalpointofview.

V. OVERALL CONCLUSIONS

V.1 Summary

 

Thepresentapplications concernsAripirazoleFocus50mg,10mg,15mgand30mg tablets. Theholderof themarketing

authorisationisFocusCarePharmaceuticalB.V.

 

Theproductsareindicatedforthetreatmentofschizophreniainadultsandinadolescentsaged15yearsandolder,moderate

toseveremanicepisodesinBipolarIDisorderandthepreventionofanewmanicepisodeinadults,andinthetreatmentupto

12weeksofmoderatetoseveremanicepisodesinBipolarIDisorderinadolescentsaged13yearsandolder.

 

Tosupporttheapplicationtheapplicanthasadequatelydemonstratedbioequivalencebetween

AripiprazoleFocus5mg,10mg,15mg,30mgtabletsandthereferenceproductAbilify5mg,10mg,15mg,30mgtablets

tablets.

 

Thesubmitteddocumentationisadministrativelyadequateandscientificallysound.Thequalityoftheproductissatisfactory.

Therewerenonon-clinicalorclinicalconcernsraised.

 

Thetherapeuticbenefit/riskassessmentis,therefore,positive.

 

Based on the review of the quality, safety and efficacy data, theMember States have grantedmarketing authorisation for

AripiprazoleFocus50mg,10mg,15mgand30mgtablets.

VI. REVISION DATE

23/04/2024

VII. UPDATES

SCOPE PROCEDURE NUMBER

PRODUCT 

INFORMATION 

AFFECTED

DATE OF START OF 

PROCEDURE

DATE OF END OF 

PROCEDURE

RMStransfer

From

HU/H/0381/001-004to

IE/H/1182/001-004

 N/A  25.03.2021  N/A


