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IPAR

 

Public Assessment Report for a

Medicinal Product for Human Use

 

ScientificDiscussion

Oroxine175microgramtablets

Levothyroxine

PA1691/013/007

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

This product was initially authorised under procedure number NL/H/2700/001-008  with  NL as RMS. The responsibility

of RMS was transferred to Ireland on 26 April 2022 under procedure number IE/H/1225/001-008

Please note the following detail for the product in IE:

Marketing Authorisation Number:  PA1691/013/001-008

Marketing Authorisation Holder: Aspen Pharma Trading Limited

 

The current Summary of Product Characteristics (SmPC) for this medicinal product is available on the HPRA website 

at www.hpra.ie.

 

The NL public assessment report published at the time of the initial marketing authorisation is provided herein.

 

 

 

 

Basedonthereviewofthequality,safetyandefficacydata,theMemberStateshavegrantedamarketingauthorisationfor

LevothyroxineNatriumVale25mcg,50mcg,75mcg,100mcg,

 125mcg, 150mcg,175mcgand200mcgtablets.TheMarketingAuthorisationHolder(MAH)isValePharmaceuticalsLimited.

 

LevothyroxineNatrium25-200microgramsisindicatedfor:

  Hypothyroidism

  Prophylaxisagainstgoitrerecurrencefollowingresectionofeuthyroidgoitre

  Benign,euthyroidgoitre

  Suppressionandreplacementtherapyinthyroidmalignancy,especiallypostthyroidectomy.

 

LevothyroxineNatrium25-200microgramsisindicatedfor:

  Co-therapyintheantithyroidtreatmentofhyperthyroidism,onceeuthyroidstatushasbeenachieved.

 

LevothyroxineNatrium100/150/200microgramsisindicatedfor:

 Thyroidsuppressiontest.

 

LevothyroxineNatriumValetablets,containsyntheticcrystallineL-,3,3',5,5'-tetraiodothyroninesodiumsalt(levothyroxine(T4)

sodium).SyntheticT4isidenticaltothatproducedinthehumanthyroidgland.

 

AcomprehensivedescriptionoftheindicationsandposologyisgivenintheSmPC.

 

ThisdecentralisedprocedureconcernsagenericapplicationclaimingessentialsimilaritywiththeinnovatorproductEuthyrox

25mcg,50mcg,75mcg,100mcg,125mcg,150mcg,175mcgand200mcgtablets(NLLicenseRVG11718,11344,21494,

101391,09009,101393,15468,101394,11345,26173,26174).IntheNetherlands,thefirstmarketingauthorisationwasgranted

in1982,forEuthyrox100mcgtablets.

 

The concernedmember states (CMS) involved in this procedure were Austria, Belgium, Czech Republic, Denmark, Finland,

France,Germany,Ireland,Italy,Luxembourg,Norway,Poland,Portugal,Slovenia,SpainandSweden.

 

ThemarketingauthorisationhasbeengrantedpursuanttoArticle10(1)ofDirective2001/83/EC.

II. QUALITY ASPECTS

http://www.hpra.ie/
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II.1 Introduction

LevothyroxineNatriumValetabletsare:

25mcg:whitetooff-white,round,tabletsimprintedwith25ononesideandbisectedontheothersidetoallowsub-divisionto

achievea12.5mcgdose.

50-200mcg:whitetooff-white,round,flat,bevelledtabletsimprintedwith"L01,L02,L07,L10,L11,L12,L15,L17,L20orL21"

ononesideand"50,75,88,100,112,125,137,150,175or200"ontheotherside.

 

Thetabletsarepackedinhighdensitypolyethylene(HDPE)bottles,closedwithwhitepolypropylene(PP) screw caps with foil

heat  induction seals,  and  with  a  1.0  g  white  polypropylene canister containing oxygen absorber. The canister (oxygen

absorber)shouldremaininsidethebottleduringthein-useperiod.

 

Theexcipientsare:microcrystallinecellulosePH101(E460),pregelatinisedmaizestarch,talc(E553b),colloidalanhydroussilica

(E551),magnesiumstearate(E470b).

TheseLevothyroxinetabletsare inprinciplesimilartothe innovatorEltroxintablets. Inadditionsupplementarystrengthsare

introduced.Thecurrent50mcgtablethasatabletweightof75.0mg.TheMAHintroducedanewformulationwithaweightof

75.0mginsteadof150.0mgforallotherstrengthsi.e.allstrengthsacrosstherangenowhaveatabletweightof75.0mg.The

MAHconductedabioequivalencestudytocomparethe75.0mgformulationwiththe150.0formulation,usingthe100mcg

strength.Inaddition,asEuthyroxistheinnovatorproductinsomeCMSandEltroxinisnot,abioequivalencestudyissubmitted

usingEuthyroxascomparator.Nexttothese2studiesadoseproportionality/bioavailabilitystudywascarriedoutusingthe50,

100and200µgEltroxintablets.TheresultsofthesestudiesarediscussedundersectionIV.2´Pharmacokinetics´.

 

Allstrengthswereformulatedwiththesametabletmass75.0mg.Differencesinthedrugsubstancecontentbetweenstrengths

werecompensatedforbyslightmasschangesinthemicrocrystallinecellulose.

 

II.2   Drug Substance

 

The active substance is levothyroxine sodium, an established active substance described in the European Pharmacopoeia

(Ph.Eur.). The active substance is a white to pale brownish-yellow, hygroscopic amorphous or crystalline powder, which is

soluble in alkali hydroxides, very slightly soluble in ethanol and practically insoluble in water, chloroform, ethyl ether and

acetone. The drug substance has one chiral center, the active ingredient is levothyroxine. The product does not exhibit

polymorphism.

 

TheCEPprocedure isusedforbothmanufacturersoftheactivesubstance.UndertheofficialCertificationProceduresofthe

EDQMoftheCouncilofEurope,manufacturersorsuppliersofsubstancesforpharmaceuticalusecanapplyforacertificateof

suitability concerning the control of the chemical purity and microbiological quality of their substance according to the

corresponding specific monograph, or the evaluation of reduction of Transmissible Spongiform Encephalopathy (TSE) risk,

accordingtothegeneralmonograph,orboth.Thisprocedureismeanttoensurethatthequalityofsubstancesisguaranteed

andthatthesesubstancescomplywiththeEuropeanPharmacopoeia.

 

Manufacturing process

CEPshavebeensubmitted;thereforenodetailsonthemanufacturingprocesshavebeenincluded.

 

Quality control of drug substance

Thedrugsubstancespecification is in linewiththePh.Eur.andtheadditionalrequirementoftheCEPs.Batchanalyticaldata

demonstratingcompliancewiththedrugsubstancespecificationhavebeenprovidedbythedrugproductmanufactureron8

batchesofthedrugsubstanceobtainedfromonemanufacturerand1batchoftheothersupplier.Additionalbatchanalysis

datahavebeenprovided

bythissecondmanufacturer.

 

Stabilityof drug substance

The active substance from the firstmanufacturer is stable for 36monthswhen storedunder the stated conditions. For the

secondsupplier theactivesubstance is stable for24months if storedata temperatureat2-8 °C in theproposedpackage.

AssessmentthereofwaspartofgrantingtheCEPsandhasbeengrantedbytheEDQM.

 

II.3 Medicinal Product

 

Pharmaceutical development
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Thedevelopmentoftheproducthasbeendescribed,thechoiceofexcipientsjustifiedandtheirfunctionshavebeenexplained.

Allexcipientsusedarewellknown.Thechoicesofthepackagingand

manufacturingprocessarejustified.

 

The aimof theproductdevelopmentwas to extend the innovator formulation Eltroxin 50µg and100µg tablets. Thenew

rangeincludes25,50,75,88,100,112,125,137,150,175,and200µgtabletstrengths.

 

Themainbioequivalencestudywasperformedononebatch(200µg)withthesamecompositionasthecommercialbatches.

ThereferenceproductusedforthisbioequivalencestudyisEuthyrox200µg

(MerckGermany,DE/H/0284/008/MR).Thesecondstudywasasingledosepharmacokineticanddoseproportionalitystudyof

Eltroxin50,100and200µgtabletsatadoseof600µg.Athirdbiostudywasperformedtocomparethecurrentlyregistered

100µgEltroxinproduct(withtabletmass150mg)totheproposed100µgproduct(withtabletmass75mg).

 

Abiowaiverfortheadditionalstrengthswasappliedfor.TheMAHprovideddatatoshowsimilarityindissolutionprofiles.The

dissolutionprofilesweresimilarformoststrengthsandbatches.Forsomestrengths and under some of the test conditions,

similarity of dissolution profiles was notdemonstrated.However,someofthesebatches(50µgand200µgstrengths)were

used in a dose proportionality bioequivalence study, which demonstrated bioequivalence. Further justification based on

solubility characteristics was provided. In conclusion, dissolution similarity has been sufficiently demonstrated using an

appropriatemethod, and a biowaiver for the additional strengths canbegranted froma chemical-pharmaceutical point of

view.

 

Breakability of the 25 µg tablet has been demonstrated according to the Ph. Eur. sub-division test for tablets.Overall, the

pharmaceuticaldevelopmenthasbeendescribedinsufficientdetail.

 

Manufacturing process

Themanufacturingprocessfor levothyroxinesodiumtablets includespreparationofatriturationofthedrugsubstancewith

microcrystallinecellulose,mixing,sieving,blendingandcompressing.Asthetotalamountofactivesubstancepresent inthe

formulation is less than2% themanufacturingprocess is consideredasanon-standardprocess.TheMAHappliedamatrix

approachandprovidedprocessvalidationdataforthemostcritical25µgstrength,for2inter-mediatestrengths(88µgand

100µg),andthelowest&higheststrengths(50µgand200µg).Foreachofthesestrengths3batcheswerevalidated.This

approach is considered acceptable and the provided validation data are considered satisfactory. In addition the MAH

committedtovalidatethetabletstrengthsthathavenotbeenvalidatedyet(75µg,112µg,125µg,137µg,150µgand175µg)

postauthorisation.

 

Control of excipients

TheexcipientscomplywiththeirrespectivePh.Eur.monographs.Thesespecificationsareacceptable.

 

Quality control of drug product

The product specification includes tests for appearance, averagemass, uniformity ofmass, hardness, dimensions,  friability,

 disintegration time, moisture content, HPLC assay, identification, related

substances,contentuniformity,uniformityofdosageunits,dissolution,residualsolvents,microbiologicaltestsandsubdivision

oftablets(25µg).ThespecificationsareinlinewiththePh.Eur.orUSP.Thetestmethodswhichareusedinbothreleaseand

shelf-lifespecificationshavethesamespecificationlimitsexceptforhardnessandrelatedsubstances.Theanalyticalmethods

havebeenadequatelydescribedandvalidated.Thestabilityindicatingpropertiesof theassayandrelatedsubstancesmethod

has been demonstrated. Batch analytical data from the proposed production site have been provided on three full-scale

batchesofeachstrength,demonstratingcompliancewiththereleasespecifications.

 

Stability of drug product

Fullstabilitydataontheproducthasbeenprovidedforthreefull-scaledbatchesofeachstrengthstoredat25°C/60%RH(24

months),30°C/65%RH(12months),30°C/75%RH(12months)and40°C/75%RH(6months) forthe25-50-100-150-200µg

strengths.Fortheremainingstrengthsamatrixapproachhasbeenapplied;however,at12-18-24monthsfullstabilitydatais

available.Thebatcheswerestoredin40ccwhitemultilayerHDPEbottle;polypropyleneclosurewithinductionsealslinerand

1.0goxygenabsorber.

Stabilityresultsshowedthatatacceleratedconditionsoutofspecificationswereobserved.Forsometabletstrengthsatvarious

conditionsdeviatingresultswerefound,andthisresultedin3different

storageconditionsforthe11tabletstrengths.Neverthelessitiscorrecttobaseallstorageconditionsonactualstabilitydata.

Basedontheavailablestabilitydataabovetheproposedshelf-lifeof2yearscanbeaccepted.

Theapplicantprovidedin-usestabilityoflimitedin-usetestperiods:67daysat25°C/60%RHforthe25µgstrength(fortablets

havingbeenstoredbeforefor24monthsat25°C/60%RH)and30daysat30°C/75%RHfor50µgtablets(havingbeenstored
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before for 18 months at 30°C/75% RH). Test parameters for 25 µg tablets were appearance, assay, related substances,

dissolution andmicrobiological testing. Test parameters for the 50 µg tablets were appearance, assay, related substances,

averagehardness,friability,disintegrationtime,watercontent,dissolutionandmicrobiologicaltesting.

 

Inthe50µg/30daysstudynodeviatingresultswereobserved.Resultsafter67daysforthe25µgtabletsalsomeettheset

specifications,althoughsomeassayanddissolutiondecreaseandincreasefortotalimpuritieshavebeenobserved.TheMAH

committedtoperformin-usestabilitystudieson28-,50-and100-tabletpacksforthe25µgand200µgvalidationbatches.

Thefollowingin-usestabilityclaimisincludedintheSmPC:"AfteropeningoftheHDPEcontainerthetabletsshouldbeused

within2months".Inviewofthe112tabletbottleasthemaximumpacksize,theminimuminuseperiodwouldbe112days.

Additionalin-usestabilitydatainsupportofthisperiodwillbeprovidedpostauthorisation.

 

Specific measures concerning the prevention of the transmission of anima lspongiform encephalopathies

Therearenosubstancesofruminantanimaloriginpresentintheproductnorhaveanybeenusedinthemanufacturingofthis

product,soatheoreticalriskoftransmittingTSEcanbeexcluded.Therawmaterialsusedfortheproductionofmagnesium

stearatearenotofanimaloriginanddonotcomeintodirectcontactwithsuchmaterials.

 

II.4  Discussion on chemical,pharmaceutical and biological aspects

 

CMD(h) referral

 

Grounds for referral

Theprocedurewas referred to theCMD(h)due toadifferentpointof viewbetweenRMSandCMS regarding the required

dissolution specification limits for these generic levothyroxine products to ensure that batches will show a batch to batch

consistencybasedonthedissolutionprofilesofthebiobatches,andthustoensureasatisfactoryin- v i v o behaviourforallfuture

commercialbatches.

 

Outcome

The CMD(h) requested the CHMP's Quality Working Party (QWP) to provide a scientific opinion on the dissolution

specificationsrequiredfortheseproducts.AstheMAHhasamendedthedissolutionspecificationsinlinewiththefeedbackof

theQWP,theissueisconsideredresolvedandagreementhasbeenreached.

 

Quality conclusion

Overall,basedonthesubmitteddossier,thememberstatesconsiderthataprovenchemical-pharmaceuticalqualityhasbeen

demonstratedforLevothyroxineNatriumVale25mcg,50mcg,75mcg,88mcg,100mcg,112mcg,125mcg,137mcg,150

mcg,175mcgand200mcgtablets.Sufficientcontrolshavebeenlaiddownfortheactivesubstanceandfinishedproduct.

 

Thefollowingpost-approvalcommitmentsweremade:

 TheMAHcommittedtovalidatethetabletstrengthsthathavenotbeenvalidatedyet(75µg,112µg,125µg,137

µg,150µgand175µg).

 The MAH committed to test homogeneity on the final blend on all process validation batches of all product

strengths,  thereafter  on  the  first  10  commercial  batches  of  all  product  strengths.

Subsequentlythiswillbeperformedonceayear,ifthespecificproductstrengthismanufactured.

 TheMAHcommittedtoperformin-usestabilitystudieson28-,50-and100-countcontainersforthe25µgand

200µgvalidationbatches.Inviewofthemaximumpacksizeof112tablets,theminimuminusestabilityperiodof

112daysshouldbecovered.

 

III. NON-CLINICAL ASPECTS

III.1   Ecotoxicity/environmental  risk  assessment  (ERA)

Since Levothyroxine Natrium Vale is intended for generic substitution, this will not lead to an increased exposure to the

environment.Anenvironmentalriskassessmentisthereforenotdeemednecessary.

 

III.2   Discussion  on  the  non-clinical  aspects

ThisproductisagenericformulationofEuthyroxtablets,whichareavailableontheEuropeanmarket.Referenceismadetothe

preclinical data obtained with the innovator product. A non-clinical overview on the pharmacology, pharmacokinetics and
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toxicologyhasbeenprovided,whichisbasedonup-to-dateandadequatescientificliterature.Theoverviewjustifieswhythere

isnoneed togenerateadditionalnon-clinicalpharmacology,pharmacokineticsand toxicologydata.Therefore, themember

statesagreedthatnofurthernon-clinicalstudiesarerequired.

IV. CLINICAL ASPECTS

IV.1Introduction

Levothyroxineisawell-knownactivesubstancewithestablishedefficacyandtolerability.

Aclinicaloverviewhasbeenprovided,which isbasedonscientific literature.Theoverview justifieswhy there isnoneed to

generateadditionalclinicaldata.Therefore,thememberstatesagreedthatnofurtherclinicalstudiesarerequired.

 

Forthisgenericapplication,theMAHhassubmittedthreepharmacokineticstudies,whicharediscussedbelow.

 

IV.2   Pharmacokinetics

 

TheMAHconductedthefollowingstudies:

 AsingledosebioequivalencestudycomparingEuthyrox200µgtablet(MerckPharmaGmbH,Germany)andLevothyroxine

NatriumVale200µgtablet,underfastingconditions.

 

AsingledosepharmacokineticanddoseproportionalitystudyofLevothyroxineNatriumVale50,100and200µgtabletsata

doseof600µg,underfastingconditions.

 

 AsingledosebioequivalencestudycomparingthecurrentEltroxin100µgtablet(weight150mg)andthenew100µgtablet

formulation(tabletweight75mg),underfastingconditions.

 

The choice of the reference products in the bioequivalence studies is justified. As Eltroxin is not available as an innovator

productinalloftheCMS,abioequivalencestudyissubmittedusingEuthyroxascomparator.

 

Theformulaandpreparationofthebioequivalencebatchisidenticaltotheformulaproposedformarketing.

 

Analytical/statistical  methods

Theanalyticalmethodshavebeenadequatelyvalidatedandareconsideredacceptableforanalysisoftheplasmasamples.The

studiesunderfastingconditionsarejustifiedasaccordingtheSmPCl-

thyroxineshouldbetakenonanemptystomachatleasthalfanhourbeforebreakfast.Thereforenofoodinteractionstudyis

needed.Inallstudiesa600µgdosehasbeenusedtoensurethatadequatelevothyroxineplasmalevelscanbemeasured.This

is agreed. Pharmacokinetic, statistical and bio- analytical methods used in the studies are acceptable. Both corrected and

uncorrecteddataontotalT4andontotalT3weremeasured.Howeverwithregardtotheendogenousl-thyroxinelevelsthe

statistical analysis and bioequivalence evaluation of the pharmacokinetic parameters should be performed on

baseline-correcteddataoftotalT4only.OnlythesedataarereportedinthePAR.

 

TheMEBhasbeenassured that thestudieshavebeenconducted inaccordancewithacceptablestandardsofGoodClinical

Practice(GCP,seeDirective2005/28/EC)andGoodLaboratoryPractice(GLP,seeDirectives2004/9/ECand2004/10/EC).

 

Pharmacokinetic  studies

 

StudyI–  bioequivalencestudy  -200µgtablet

 

Design

Asingle-dose,randomised,two-period, two-treatment, two-sequence,crossoverbioequivalencestudywascarriedoutunder

fastedconditionsin76healthysubjects,68malesand8females,aged20-44

years.Eachsubjectreceivedasingledoseof600mcg(3x200mcg)ofoneofthe2 levothyroxineformulations.  The tablet

was  orally  administered  with  240  ml  water  after  an  overnight  fast. A subsequent fasting period was  applied for  4

 hours afterdosing.There were 2 dosingperiods,separatedbyawashoutperiodof35days.

 

Bloodsampleswerecollectedat-0.5and-0.25hpriortodosing,atpre-doseandat0.5,1,1.5,2,2.5,3,4,5,6,8,10,12,18,24

and48hoursafteradministrationoftheproducts.

 

Thestudydesignisconsideredadequate.
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Results

OnesubjectwaswithdrawninperiodIduetoanadverseevent(vomiting).OnesubjectdroppedoutbeforedosinginperiodI

andthreesubjectsdroppedoutbeforecheck-inofperiod II forpersonal reasons.Theremaining71subjectscompletedthe

studyandwereincludedintheanalysis.

 

The  statistical  evaluation  on  baseline  corrected  total  (free+bound)  T4  of  the  200  µg  Euthyrox (Reference, B) and

LevothyroxineNatriumVale(Test,A)formulationsisgivenbelow.

 

Table1

 

Conclusion on  the bioequivalence study

The 90% confidence intervals based on the calculated data of baseline corrected total (free+bound) levothyroxine (T4), for

AUC0-tandCmaxarewithinthebioequivalenceacceptancerangeof80–125%.Basedonthesubmittedbioequivalencestudy

LevothyroxineNatriumVale200mcgisconsideredbioequivalenttoEuthyrox200mcgtablets.

 

StudyII -50  ,100  and  200  mcg  tablet  dose  proportionality  study

A randomized,open label,balanced, three-treatment, three-period, three-sequence, singledose, crossover,pharmacokinetic

anddoseproportionalitystudyunderfastedconditions.Seventy-fivehealthysubjects,63malesand12females,aged19–44

years, were included in this study. Each subject received a single dose (total dose 600 µg) of the 50, 100 and 200 µg

levothyroxineformulations.Thedoseswereadministeredas12x50mcg,6x100mcg3x200mcgtablets.Theformulations

weretakenwith240mlwaterafteranovernight fast.Asubsequentfastingperiodwasappliedfor4hoursafterdosing.For

eachsubjecttherewere3dosingperiods,separatedbyawashoutperiodof38days.

 

Bloodsamplesweretakenat-0.5and-0.25hpriortodosing,atpre-doseandat0.5,1,1.5,2,2.5,3,4,5,6,8,10,12,18,24and

48hoursafteradministrationoftheproducts.

 

Thestudydesign isconsideredadequate.Thestudyunder fastingconditionsandtheadministrationofa600mcgdoseare

justified.

 

Results

Foursubjectsdroppedoutandfoursubjectswerewithdrawnfromthestudy:

- OnesubjectinperiodIduetovomiting

- Threesubjectsbeforecheck-inatperiodIIduetopersonalreasons

- Onesubject,inperiodIIduetoanadverseevent(giddiness)

- Onesubjectduringcheck-inperiodIIIasthesubjectwaspositiveinthedrugabusetest(benzodiazepines)

- Onesubjectbeforecheck-inatperiodIIIduetopersonalreasons

- OnesubjectinperiodIIIduetovomiting.

 

Theremaining67subjectscompletedthestudyandwereincludedintheanalysis.

 

Thegeometricmeanand90%confidence intervalbased for thepharmacokineticparametersCmaxandAUC0-t forbaseline

correctedtotal(bound+free)T4forall3tabletstrengthsarepresentedbelow.

 

DataaregivenasAvs.B,Cvs.B,Avs.Cwhere:A=Levothyroxinesodium)50mcg

B=Levothyroxinesodium)100mcg

C=Levothyroxinesodium)200mcg

 

Table2a
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Table2b

 

 

Table2c

 

 

Conclusion  on study  II

Basedon the statistical analysisofbaselinecorrected total (boundand free)T4, it is concluded thatdoseproportionality is

demonstratedbetweenLevothyroxineNatriumVale50mcgtabletsand100mcgtablets,betweenLevothyroxineNatriumVale

200mcg tabletsand100mcg tabletsandbetweenLevothyroxineNatriumVale50mcg tabletsand200mcg tabletsunder

fastingconditions.

 

StudyIII–Eltroxin  100  mcg  current  formulation  vs.  new   Levothyroxine  Natrium  Vale  100mcg  formulation

A  randomized,  open  label,  balanced,  two-treatment,  two-period,  two-sequence,  single  dose, crossover, bioequivalence

studyoftheEltroxin100mcgtabletwiththenew100mcglevothyroxinesodiumtabletformulationofValePharmaceuticals

Limited.Thenewformulationwasdevelopedwithatabletweightof75.0mginsteadofthe150.0mgcurrentEltroxintablet.

 

Seventy-sixhealthysubjects,52malesand24females,aged20–44years,wereincludedinthisstudy.Eachsubjectreceiveda

singledose(totaldose600mcg)ofthe100mcglevothyroxine

formulations. The tablets were administered in solid formwith 240ml water after an overnight fast. A subsequent fasting

periodwasappliedfor4hoursafterdosing.Foreachsubjecttherewere2dosingperiods,separatedbyawashoutperiodof35

days.

Bloodsamplesweretakenat-0.5and-0.25hpriortodosing,atpre-doseandat0.5,1,1.5,2,2.5,3,4,5,6,8,10,12,18,24and

48hoursafteradministrationoftheproducts.

 

Thestudydesign isconsideredadequate.Thestudyunder fastingconditionsandtheadministrationofa600mcgdoseare

justified.

 

Results

OnesubjectdroppedoutbeforedosingofperiodIduetopersonalreasons.Theremaining75subjectscompletedthestudy

andwereincludedintheanalysis.

 

The statistical evaluation on baseline corrected total (free+bound) T4 of the current Eltroxin 100 mcg (Reference, B) and

LevothyroxineNatriumVale100mcgformulationappliedfor(Test,A)isgivenbelow.
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Table3

 

 

Conclusion on study III

Basedonthepharmacokineticparametersofbaselinecorrectedtotal(free+bound)levothyroxine(T4),thecurrentEltroxin100

µgandthenewlevothyroxineNatriumVale100µgtabletsarebioequivalent.

 

Biowaiver

TheMAH applied for a biowaiver for the 25mcg, 75mcg, 88mcg, 112mcg, 125mcg, 137mcg, 150mcg and 175mcg

strengths. Dissolution similarity between strengths has been sufficiently demonstrated using an appropriate method. The

justification for a biowaiver is acceptable in view of the conditions in theGuideline on the Investigation of Bioequivalence

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

 

IV.3   Risk  Management  Plan

TheMAHhasnotsubmittedariskmanagementplan,whichwasacceptableatthetimeofsubmissionofthisapplication.The

member states considered that the regulatory requirements for the pharmacovigilance systemdescriptionwere adequately

fulfilled.

 

IV.4Discussion  on  the  clinical  aspects

Forthisauthorisation,reference ismadetotheclinicalstudiesandexperiencewiththe innovatorproductEuthyrox.Nonew

clinical studieswereconducted.TheMAHdemonstrated throughbioequivalencestudies that thepharmacokineticprofileof

the product is similar to the pharmacokinetic profile of the reference product. Dose proportionality of the Levothyroxine

NatriumVale50,100and200µgtabletshasbeendemonstratedatadoseof600µg.Bioequivalencehasalsobeenshown

betweenthecurrentEltroxin100µgtabletandthenew100µgtabletformulation.Basedonthedatasubmitted,themember

statesconcludedthatthisgenericformulationcanbeusedinsteadofthereferenceproduct.

V. OVERALL CONCLUSIONS

LevothyroxineNatriumVale25mcg,50mcg,75mcg, 100mcg, ,125mcg,150mcg,175mcgand200mcgtabletshavea

provenchemical-pharmaceuticalqualityandaregenericformsofEuthyroxtablets.Euthyroxisawell-knownmedicinalproduct

withanestablishedfavourableefficacyandsafetyprofile.

 

BioequivalencehasbeenshowntobeincompliancewiththerequirementsofEuropeanguidancedocuments.

 

ThisapplicationwasdiscussedwiththechairoftheBoardon8January,5March,16Apriland3June2014.TheBoardagrees

withtheQWP'sopinionregardingthelimitsofthedissolutionspecification.TheMEBmaintaineditspositivepositionregarding

thisapplication.

 

Agreement between member states was reached during a CMD(h) referral. The member states, on the basis of the data

submitted, considered that essential similarity has been demonstrated for Levothyroxine Natrium Vale with the reference

product,andhave thereforegrantedamarketingauthorisation.TheCMD(h) referralprocedurewas finalisedwithapositive

outcomeon20June2014.IntheNetherlandsthemarketingauthorisationwasgrantedon24November2015.

VI. REVISION DATE

24April2024

VII. UPDATES
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SCOPE PROCEDURE NUMBER

PRODUCT 

INFORMATION 

AFFECTED

DATE OF START OF 

PROCEDURE

DATE OF END OF 

PROCEDURE

RMStransfer

From

NL/H/2700/001-008to

IE/H/1225/001-008

 N/A  26April2022  N/A


