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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

NaltrexoneHydrochloride50mgfilm-coatedtablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Eachfilm-coatedtabletcontains50.00mgnaltrexonehydrochloride 

Excipient(s)withknowneffect:Eachfilm-coatedtabletcontains192.85mgoflactose

 

For thefulllistofexcipients,seesection6.1.

3 PHARMACEUTICAL FORM

Film-coatedtablet.

Yellowcolored,oval,biconvex,filmcoatedtabletswithbreaklineononesideandplainonotherside.

Thetabletcanbedividedintoequaldoses.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

For use as an additional therapy within a comprehensive treatment program including psychological guidance for detoxified 

patients who have been opioid-dependent (see section 4.2 and 4.4) & alcoholdependencetosupportabstinence.

4.2 Posology and method of administration

Use in adults

Naltrexone treatment should be initiated and supervised by suitable qualified physicians.

 

Theinitialdoseofnaltrexonehydrochlorideshouldbe25mg(halfatablet)foropioid-dependentpatientfollowedbytheusual

doseofonetabletperday(=50mgnaltrexonehydrochloride)

 

Amisseddosecanbemanagedbyproviding1tabletperdayeachdaytillthenextregulardosage-administration.

 

Naltrexoneadministeredtoopioid-dependentpersonscancauselife-threateningwithdrawalsymptoms.Patientssuspectedof

usingorbeingaddictedtoopioidsmustundergoanaloxoneprovocationtest(seesection4.4),unlessitcanbeverifiedthat

thepatienthasnottakenanyopioidsfor7-10days(urinetest)priortotheinitiationoftreatmentwithnaltrexone.

 

AsNaltrexoneisanadjunctivetherapyandthefullrecoveryprocessinopioid-dependentpatientsisindividuallyvariable,no

standarddurationoftreatmentcanbestated;aninitialperiodofthreemonthsshouldbeconsidered.However,prolonged

administrationmaybenecessary.

 

Therecommendeddoseforalcoholdependencetosupportabstinenceis50mgperday(1tablet).Adoseofover150mgon

anysingledayisnotrecommended,sincethiscanleadtoahigherincidenceofsideeffects.

 

Asnaltrexonehydrochlorideisanadjunctivetherapyandthefullrecoveryprocessfromalcoholdependenceisindividually

variable,nostandarddurationoftreatmentcanbestated;aninitialperiodofthreemonthsshouldbeconsidered.However,

prolongedadministrationmaybenecessary

 

Thedosage-regimencanbemodifiedinordertoimprovecompliancetoathree-times-a-weekdosingscheduleasfollows:

administrationof2tablets(=100mgnaltrexonehydrochloride)onMondayandonWednesdayand3tablets(=150mg

naltrexonehydrochloride)onFriday.

 

Paediatric population 
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Naltrexone should not be used in children and adolescents under 18 years of age, since clinical data in this age-group are 

lacking. Safe use in children has not been established.

 

Older people

Thereareinsufficientdataonthesafetyandefficacyofnaltrexoneforthisindicationinelderlypatients.

4.3 Contraindications

 -Hypersensitivitytonaltrexonehydrochlorideortoanyoftheexcipientslistedinsection6.1.

 -Severerenalimpairment

 -Severehepaticimpairment

 -Acutehepatitis

 -Opioidaddictedpatientswithacurrentabuseofopioidssinceanacutewithdrawalsyndromemayensue.

 -Positivescreeningresultforopioidsorafterfailureofthenaloxoneprovocationtest.

 -Foruseinconjunctionwithanopioid-containingmedication

 -Incombinationwithmethadone(seesection4.5).

4.4 Special warnings and precautions for use

Inaccordancetonationalguidancethetherapyshouldbeinitiatedandsupervisedbyaphysicianexperiencedintreatmentof

opioid-addictedand alcohol-addictedpatients

Highdoseopioidintake,concomitantwithNaltrexonetreatment,canleadtolife-threateningopioidpoisoningfrom

respiratoryandcirculatoryimpairment.

Shouldnaltrexonebeusedinopioid-dependentpatientsawithdrawalsyndromemayoccurrapidly:thefirstsymptomscan

occurwithin5minutes,thelastafter48hours.Thetreatmentofwithdrawalsymptomsissymptomatic.

 

Itisnotuncommonforalcoholabusingindividualstoshowsignsofimpairedhepaticfunction.Abnormalhepaticfunctiontest

parametershavebeenreportedinobeseandelderlypatientsreceivingnaltrexoneindosageshigherthanrecommended(upto

300mg/day).Hepaticfunctioncontrolsshouldbemadebeforeandduringtreatment.Specialattentionshouldbepaidto

patientswithhepaticenzymelevelsinserumexceedingthreetimesthenormalvalueandpatientswithrenalimpairment.

 

Liverfunctiontestabnormalitieshavebeenreportedinobeseandelderlypatientstakingnaltrexonewhohavenohistoryof

drugabuse.Liverfunctiontestsshouldbecarriedoutbothbeforeandduringtreatment.

 

Patientsmustbewarnedagainsttheconcomitantuseofopioids(e.g.opioidsincoughmedication,opioidsinsymptomatic

medicationforthetreatmentofcommoncolds,oropioidscontainedinantidiarrhoealagents,etc.)duringnaltrexone

treatment(seesection4.3).

 

Naltrexonetreatmentmustbeginonlywhentheopioidhasbeendiscontinuedforasufficientlylongperiod(about5to7days

forheroinandatleast10daysformethadone).

 

Ifthepatientneedsopioidtreatment,e.g.opioidanalgesiaoranesthesiainemergencysituations,thedoseneededmaybe

higherthannormal.Inthesecases,therespiratorydepressionandcirculatoryeffectswillbemoreprofoundandlongerlasting.

Symptomsrelatedtoreleaseofhistamine(generalizederythema,diaphoresis,itchingandotherskinandmucocutaneous

manifestations)canalsobemanifestedmoreeasily.Thepatientrequiresspecificattentionandcareinthesesituations.

 

Duringtreatmentwithnaltrexone,painfulconditionsshouldbetreatedwithnon-opioidanalgesiaonly.

 

Patientsshouldbewarnedthatlargedosesofopioidstoovercometheblockademayafterthecessationofthenaltrexone

resultinanacuteopioidoverdose,withpossiblefataloutcome.

 

Patientsmightbemoresensitivetoopioidcontainingmedicinesaftertreatmentwithnaltrexone.

 

Patientssuspectedofusingorbeingaddictedtoopioidsmustundergoanaloxoneprovocationtest,unlessitcanbeverified

thatthepatienthasnottakenanyopioidsfor7-10days(urinetest)priortotheinitiationoftreatmentwithnaltrexone.

Awithdrawalsyndromeprecipitatedbynaloxonewillbeofshorterdurationthanwithdrawalprecipitatedbynaltrexone.
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Therecommendedprocedureisasfollows:

Intravenousprovocation

 -Intravenousinjectionof0.2mgnaloxone

 -Ifafter30secondsnoadversereactionsoccur,afurtheri.v.injectionof0.6mgnaloxonemaybeadministered.

 -Thepatientshouldbeobservedcontinuouslyfor30minutesforanydetectablesignofwithdrawalsymptoms.

 

Ifanysymptomsofwithdrawaloccurnaltrexone-therapymustnotbeundertaken.Ifthetest-resultisnegativethetreatment

canbeinitiated.Ifanydoubtexiststhatthepatientisopioid-free,thechallengemayberepeatedwiththedosageof1.6mg.If

noreactionoccursafterthis,25mgofnaltrexonehydrochloridecanbeadministeredtothepatient.

Analoxonehydrochlorideprovocationtestshouldnotbemadeinpatientswithclinicallyprominentwithdrawalsymptomsnor

inanycaseofapositiveurinetestforopioids.

 

Naltrexoneisextensivelymetabolisedbytheliverandexcretedpredominantlyintheurine.Therefore,cautionshouldbe

observedinadministeringthemedicinalproducttopatientswithimpairedhepaticorrenalfunction.Liverfunctiontestsshould

becarriedoutbothbeforeandduringtreatment.

 

Theriskofsuicideisknowntoincreaseinsubstanceabusers,withorwithoutconcomitantdepression.Treatmentwith

Naltrexonetabletdoesnoteliminatethisrisk.

 

Lactose

Patientswithrarehereditaryproblemsofgalactoseintolerance,theLapplactasedeficiencyorglucose-galactosemalabsorption

shouldnottakethismedicine.

4.5 Interaction with other medicinal products and other forms of interactions

Concomitantadministrationofnaltrexonewithanopioid-containingmedicationshouldbeavoided.

 

Presently,clinicalexperienceandexperimentaldataontheeffectofnaltrexoneonthepharmacokineticsofothersubstances

arelimited.Concomitanttreatmentwithnaltrexoneandothermedicinalproductsshouldbeconductedwithcautionand

shouldbefollowedcarefully.

Nointeractionstudieshavebeenperformed.

 

Invitrostudieshaveshownthatneithernaltrexonenoritsmainmetabolite6-ß-naltrexolismetabolisedviahumanCYP450

enzymes.ThereforeitisunlikelythatthepharmacokineticsofnaltrexoneisaffectedbycytochromeP450enzymeinhibiting

drugs.

 

Association not recommended:opioidderivatives(analgesics,antitussives,substitutiontreatments),Centralantihypertensives,

(alpha-methyldopa).

 

Concomitantadministrationofnaltrexonewithanopioid-containingmedicationshouldbeavoided.

 

Methadoneinsubstitutiontreatment.Thereisariskofonsetofwithdrawalsyndrome.

 

Association to be taken into account:barbiturates;benzodiazepines,anxiolyticsothersthanbenzodiazepines(i.emeprobamate),

hypnotics,sedativeantidepressants(amitriptyline,doxepin,mianserin,trimipramine),sedativeantihistaminicsH1,neuroleptics

(droperidol).

 

Datafromasafetyandtolerabilitystudyofco-administrationofnaltrexonewithacamprosateinnon-treatmentseeking,

alcoholdependentindividualsshowedthatnaltrexoneadministrationsignificantlyincreasedacamprosateplasmalevel.

Interactionwithotherpsychopharmacologicalagents(e.g.disulfirame,amitryptiline,doxepine,lithium,clozapine,

benzodiazepines)havenotbeeninvestigated

 

Untilnownointeractionbetweencocaineandnaltrexonehydrochloridehasbeendescribed.

 

Therearenoknowninteractionsbetweennaltrexoneandalcohol.
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Forinteractionswithopioidcontainingdrugspleaseseesection4.4.

4.6 Fertility, pregnancy and lactation

Pregancy

Therearenoclinicaldataonnaltrexonehydrochlorideuseinpregnancy.Datafromanimalstudieshaveshownreproductive

toxicity(seesection5.3.).Thedataareinsufficienttoestablishclinicalrelevance.Thepotentialriskforhumansisunknown.

Naltrexoneshouldonlybegiventopregnantwomenwhen,inthejudgementoftheattendingphysicianthepotentialbenefits

outweighandthepossiblerisk.

 

Theuseofnaltrexoneinpregnantalcoholicpatientsreceivinglong-termtreatmentwithopiatesorsubstitutiontreatmentwith

opiates,orinpregnantpatientswhoareopioid-dependent,createsariskofacutewithdrawalsyndromewhichcouldhave

seriousconsequencesforthemotherandthefoetus(seesection4.4).Naltrexoneadministrationmustbesuspendedifopiate

analgesicsareprescribed(seesection4.5).

 

Lactation: 

TherearenoclinicaldataonnaltrexoneHCluseinlactation.Itisunknownwhethernaltrexoneor6-beta-naltrexolisexcretedin

humanbreastmilk.Duringtreatmentbreastfeedingisnotrecommended.

4.7 Effects on ability to drive and use machines

Naltrexonemayimpairthementaland/orphysicalabilitiesrequiredforperformanceofpotentiallyhazardoustaskssuchas

drivingacaroroperatingmachinery.

4.8 Undesirable effects

Thefollowingundesirableeffectsarerankedaccordingtosystemorganclassandtotheirfrequency:

 

Verycommon(≥1/10)

Common(≥1/100to<1/10)

Uncommon(≥1/1,000to<1/100)

Rare(≥1/10,000to<1/1,000)

Veryrare(<1/10,000)

notknown(cannotbeestimatedfromtheavailabledata)

 

MedDRA system organ class  

Infections and infestation  

Uncommon Oralherpes

  Tineapedis

Blood and lymphatic system disorders  

Uncommon Lymphadenopathy

Rare Idiopathicthrombocytopenicpurpura

Metabolism and nutrition disorders  

Common Decreasedappetite

Psychiatric disorders:  

Verycommon Nervousness

  Anxiety

  Insomnia

Common Affectivedisorders

  Despondency

  Irritability

  Moodswings

Uncommon Hallucination

  Confusionalstate

  Depression

  Paranoia

  Disorientation
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  Nightmare

  Agitation

  Libidodisorder

  Abnormaldreams

Rare Suicidalideation

  Attemptedsuicide

Veryrare Euphoria

Nervous system disorder  

Verycommon Headache

  Sleepdisorders

  Restlessness

Common Dizziness

  Shivering

  Vertigo

Uncommon Tremor

  Somnolence

Rare Speechdisorder

Eye disorders  

Common Lacrimationincreased

Uncommon Vision-blurred

Eyeirritation

  Photophobia

  Eyeswelling

  Eyepain

  Asthenopia

Ear and labyrinth disorders  

Uncommon Eardiscomfort

  Earpain

  Tinnitus

  Vertigo

Cardiac disorders  

Common Tachycardia

  Palpitations

  Electrocardiogramchange

Vascular disorders  

Uncommon Bloodpressurefluctuation

  Flushing

Respiratory, thoracic and mediastinal disorder  

Common Chestpain

Uncommon Nasalcongestion

  Nasaldiscomfort

  Rhinorrhea

  Sneezing

  Oropharyngealpain

  Sputumincreased

  sinusdisorder

  Dyspnoea

  Dysphonia

  Cough

  Yawning

Gastrointestinal disorder  

Verycommon Abdominalpain

  Abdominalcramps

  NauseaorInclinationtovomit

  Vomiting

Common Diarrhoea
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  Constipation

Uncommon Flatulence

  Haemorrhoids

  Ulcer

  Drymouth

Hepatobiliary disorders  

Uncommon Liverdisorder

  bloodbilirubinincreased

  hepatitis

  Duringtreatmentanincreaseoflivertransaminasesmayoccur.After

discontinuationofNaltrexonethetransaminasesdecreasedto

baselinewithinseveralweeks.

Skin and subcutaneous tissue disorder  

Common Rash

Uncommon Seborrhoea

  Pruritus

  Acne

  Alopecia

Veryrare Exanthema
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Musculoskeletal and connective tissue disorders:  

Verycommon Arthralgia

  Myalgia

Uncommon Groinpain

VeryRare Rhabdomyolysis

Renal and urinary disorders  

Common Urineretention

Uncommon Pollakiuria

  Dysuria
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Reproductive system and breast disorders  

Common Delayedejaculation

  Erectiledysfunction

General disorder and administration site conditions  

Verycommon Feebleness

  Asthenia

Common Lackofappetite

  Thirst

  Energyincreased
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  Chills

  Hyperhidrosis

Uncommon Increasedappetite

  weightloss

  weightgain

  Pyrexia

  Pain

  Peripheralcoldness

  Feelinghot

 

Reporting of suspected adverse reactions

Reportingsuspectedadversereactionsafterauthorisationofthemedicinalproductisimportant.Itallowscontinued

monitoringofthebenefit/riskbalanceofthemedicinalproduct.Healthcareprofessionalsareaskedtoreportanysuspected
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adversereactionsviatheonlinereportingoption(preferredmethod)accessiblefromtheIMBhomepage(www.imb.ie). A

downloadablereportformisalsoaccessiblefromtheIMBwebsite,whichmaybecompletedmanuallyandsubmittedtothe

IMBvia‘freepost’(seedetailsbelow).Alternatively,thetraditionalpost-paid‘yellowcard’optionmayalsobeused.

 

FREEPOST

PharmacovigilanceSection

IrishMedicinesBoard

KevinO’MalleyHouse

EarlsfortCentre

EarlsfortTerrace

Dublin2

Tel:+35316764971

Fax:+35316762517

Website:www.imb.ie

e-mail:imbpharmacovigilance@imb.ie

 

 

4.9 Overdose

Symptoms

 -Thereislimitedclinicalexperiencewithnaltrexoneoverdoseinpatients.

 -Therewasnoevidenceoftoxicityinvolunteersreceiving800mg/dayforsevendays.

Treatment

 -Incaseofoverdose,patientsshouldbemonitoredandtreatedsymptomaticallyinacloselysupervised

environment.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:othernervoussystemdrugs;drugsusedinaddictivedisorders

ATCcode:N07BB04

 

-Naltrexoneisaspecificopioidantagonistwithonlyminimalagonisticactivity.Itactsbystereospecificcompetitionwith

receptorswhicharemainlylocatedinthecentralandperipheralnervoussystem.Naltrexonecompetitivelybindstothese

receptorsandblockstheaccessforexogenouslyadministeredopioids.

-Naltrexonetreatmentdoesnotleadtophysicalormentaldependence.Notolerancefortheopioidantagonisingeffectis

seen.

-NaltrexoneHydrochloride50mgfilm-coatedtabletsreducestheriskofrelapseandsupportsabstinencefromopioids.

-NaltrexoneHydrochloride50mgfilm-coatedtabletsisanon-aversivetherapyanddoesnotcausereactionsafteropioid

intake.Thereforeitdoesnotcauseadisulfiram-typereaction.

-Themechanismofactionofnaltrexoneinalcoholismisnotcompletelyelucidated,howeveraninteractionwiththe

endogenousopioidsystemissuspectedtoplayanimportantrole.Alcoholconsumptioninhumanshasbeenhypothesisedto

bereinforcingthroughanalcohol-inducedstimulationoftheendogenousopioidsystem.

-Naltrexoneisnotanaversivetherapyanddoesnotcauseadisulfiram-likenegativereactionwhenalcoholisingested.

-Theprominenteffectofnaltrexonetreatmentofalcohol-addictedpatientsseemstobeareductionoftheriskofafullrelapse

withuncontrolledbinge-drinkingafterhavingconsumedalimitedamountofalcohol.

-Thisgivesthepatienta“secondchance”toescapetheotherwisemutuallyreinforcingmechanismsofafullrelapsewith

completelossofcontrol.Naltrexonealsoseemstohaveaneffectontheprimarycravingasitisnon-reinforcingonisolated

consumptionoflimitedamountsofalcohol.

5.2 Pharmacokinetic properties

Absorption

Naltrexoneisrapidlyandalmostcompletelyabsorbedfromthegastrointestinaltractafteroraladministration.

http://www.imb.ie/
http://www.imb.ie/
mailto:imbpharmacovigilance@imb.ie


HealthProductsRegulatoryAuthority

10May2019 CRN008WYG Page11of12

 

Biotransformation

Itundergoesaliverfirst-passeffectandpeakplasmaconcentrationisreachedwithinapproximatelyonehour.

Naltrexoneishydroxylatedintheliverbasicallytothemainactivemetabolite6-beta-naltrexoland,toalesserextent,to

2-hydroxy-3-methoxy-6-beta-naltrexol.

Theplasma-half-lifeofnaltrexoneisapproximately4hours,theaveragebloodlevelis8.55mg/ml,andplasmaprotein-binding

is21%.Theplasma-half-lifeof6-beta-naltrexolis13hours.

 

Elimination 

Themedicinalproductisexcretedprimarilyrenal.About60%oftheperoraldoseisexcretedwithin48hoursasglucuronidised

6-beta-naltrexolandnaltrexone.

5.3 Preclinical safety data

Preclinicaldatarevealednospecialhazardforhumansbasedonconventionalstudiesofsafety,pharmacology,repeateddose

toxicity,genotoxicityandcarcinogenicpotential.However,thereissomeevidenceonhepatotoxicitywithincreasingdose,since

reversibleincreasesofliverenzymeshasbeenfoundinhumanswiththerapeuticandhigherdoses(seesection4.4and4.8).

 

Naltrexone(100mg/kg,approximately140timesthehumantherapeuticdose)causedasignificantincreasein

pseudo-pregnancyintherat. Adecreaseinthepregnancyrateofmatedfemaleratsalsooccurred. Therelevanceofthese

observationstohumanfertilityisnotknown.

 

Naltrexonehasbeenshowntohaveanembryocidaleffectintheratandrabbitwhengivenindosesapproximately140times

thehumantherapeuticdose. Thiseffectwasdemonstratedinratsdosedwith100mg/kgofnaltrexonepriortoand

throughoutgestation,andrabbitstreatedwith60mg/kgofnaltrexoneduringtheperiodoforganogenesis.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core 

Lactosemonohydrate

CelluloseMicrocrystalline

Crospovidone

Colloidalanhydroussilica

Magnesiumstearate

 

Film Coating: 

Hypromellose(E464)

Macrogol400

Polysorbate80(E433)

IronOxideYellow(E172)

Ironoxidered(E172)

TitaniumDioxide(E171)

6.2 Incompatibilities

Notapplicable

6.3 Shelf life

2years

6.4 Special precautions for storage

Thismedicinalproductdoesnotrequireanyspecialstorageconditions

6.5 Nature and contents of container
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NaltrexoneHydrochloride50mgfilm-coatedtabletsarepackedinWhiteopaquePVC/PE/Aclar–AluBlisterandAlu-Alublister

packscontaining7,14,28,30,50and56tablets.

Notallpacksizesmaybemarketed.

6.6 Special precautions for disposal and other handling

Anyunusedmedicinal productorwastematerialshouldbedisposedofinaccordancewithlocalrequirements.

7 MARKETING AUTHORISATION HOLDER

AccordHealthcareIrelandLtd.

EuroHouse

EuroBusinessPark

LittleIsland

CorkT45K857

Ireland

8 MARKETING AUTHORISATION NUMBER

PA2315/111/001.

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateoffirstauthorisation:21stMay2010

Dateoflastrenewal:31stMay2013

10 DATE OF REVISION OF THE TEXT

May2019 


