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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

PulmicortTurbohaler100microgramsInhalationPowder

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Eachmetereddosecontainsbudesonide100micrograms.

 

For the full list of excipients, see section 6.1.

3 PHARMACEUTICAL FORM

InhalationPowder.

Breathactuatedmetereddoseinhaler.

Whitetooff-whitesphericalgranuleswhichbreakintoafinepowderoninhalation.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Pulmicortisrecommendedinpatientswithbronchialasthma.

 

Pulmicortisindicatedforthetreatmentofchronicobstructivepulmonarydisease(COPD).Treatmentshouldbemaintained

whereabeneficialresponseisobtainedduringthefirst3-6monthsoftherapy.

4.2 Posology and method of administration

Posology

 

COPD

Adults (including the elderly):Therecommendeddoseis400microgramstwiceaday.

 

 

Bronchial asthma

Whenstartingtreatment,orduringperiodsofsevereasthmaandwhilstreducingordiscontinuingthedosagesoforal

corticosteroids,thedosageshouldbeadjustedtotheindividualneedsofthepatient.

 

Adults:Recommendeddosage:200-1600microgramsdaily.

 

Inmildtomoderateasthma,adoseof200-800microgramsdaily,insingleordivideddoses,maybeused.Insevereasthma,

thedailydosagemaybeincreasedtoamaximumof1600micrograms,individeddoses.

 

Children5yearsofageandabove(aschildrenunder5yearsmaynotbeabletohandlethedeviceproperly):Recommended

dosage200-800microgramsdaily,insingleordivideddoses.Insevereasthma,thedailydosagemaybeincreasedtoa

maximumof800micrograms,individeddoses.

 

The elderly:Dosageasforadults.

 

Themaintenancedoseshouldbethelowestpossible.Administrationonceortwicedaily(morningandevening)isusually

sufficient.

 

Inpatientswhereanincreasedtherapeuticeffectisdesired,anincreaseddoseofPulmicortisrecommended,becauseofthe

lowerriskofsystemiceffectsascomparedwithacombinedtreatmentwithoralcorticosteroids.

 

Onset of effect
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ImprovementinasthmacontrolfollowinginhaledadministrationofPulmicortTurbohalercanoccurwithin24hoursofinitiation

oftreatment,althoughpeakeffectmaynotbeachievedfor1to2weeksorlongerafterstartingtreatment.

 

Patients maintained on oral glucocorticosteroids

PulmicortTurbohalermaypermitreplacementorsignificantreductionindosageoforalglucocorticosteroidswhilemaintaining

asthmacontrol.WhentransferralfromoralsteroidstoPulmicortTurbohalerisstarted,thepatientshouldbeinarelatively

stablephase.AhighdoseofPulmicortTurbohaleristhengivenincombinationwiththepreviouslyusedoralsteroiddosefor

about10days.Afterthat,theoralsteroiddoseshouldbegraduallyreduced(byforexample2.5milligramsprednisoloneorthe

equivalenteachmonth)tothelowestpossiblelevel.Inmanycases,itispossibletocompletelysubstitutetheoralsteroidwith

PulmicortTurbohaler.Forfurtherinformationonthewithdrawalofcorticosteroids,seesection4.4.

 

Initially,PulmicortTurbohalershouldbeusedconcurrentlywiththepatient’susualmaintenancedoseoforal

glucocorticosteroid.Afterapproximatelyoneweektheoraldoseisgraduallyreducedtothelowestpossiblelevel.Aslowrate

ofwithdrawalisstronglyrecommended.Inanumberofcasesithasbeenpossibletocompletelysubstitutetheoral

glucocorticosteroidwithPulmicortTurbohaler.

 

Duringwithdrawal,somepatientsmayexperiencesymptomsofsystemiccorticosteroidwithdrawal,e.g.jointand/ormuscular

pain,lassitudeanddepression,despitemaintenanceorevenimprovementinpulmonaryfunction.Suchpatientsshouldbe

encouragedtocontinuewithPulmicortTurbohalerbutshouldbemonitoredforobjectivesignsofadrenalinsufficiency.If

evidenceofadrenalinsufficiencyoccurs,thesystemiccorticosteroiddosesshouldbeincreasedtemporarilyandthereafter

withdrawalshouldbecontinuedmoreslowly.Duringperiodsofstressorduringasevereasthmaattack,patientstransferredto

inhaledsteroidsmayrequiresupplementarytreatmentwithsystemiccorticosteroids.

 

Method of administration

 

PulmicortTurbohalerisfororalinhalation.

 

PulmicortTurbohalerisinspiratoryflow-driven,whichmeansthatwhenthepatientinhalesthroughthemouthpiece,the

substancewillfollowtheinspiredairintotheairways.

 

Note:Itisimportanttoinstructthepatient/carer:

 

 Tocarefullyreadtheinstructionsforuseinthepatientinformationleaflet,whichispackedwitheachTurbohaler.

 Tobreatheinforcefullyanddeeplythroughthemouthpiece,toensurethatanoptimaldoseisdeliveredtothe

lungs.

 Nevertobreatheoutthroughthemouthpiece.

 Tominimisetheriskoforopharyngealcandidainfection,thepatientshouldrinsetheirmouthoutwithwaterafter

inhaling.

 ThattheymaynottasteorfeelanymedicationwhenusingPulmicortTurbohaler,duetothesmallamountofdrug

dispensed.

4.3 Contraindications

Hypersensitivitytotheactivesubstance.

4.4 Special warnings and precautions for use

Specialcautionisnecessaryinpatientswithactiveorquiescentpulmonarytuberculosisandinpatientswithfungalorviral

infectionsintheairways.PatientswithactivepulmonarytuberculosismayusePulmicortTurbohaleronlyiftheyare

simultaneouslytreatedwitheffectivetuberculostatics.

 

Non steroid-dependent patients:Atherapeuticeffectisusuallyreachedwithin10 days.Inpatientswithexcessivemucus

secretioninthebronchi,ashort(about2weeks)additionaloralcorticosteroidregimencanbegiveninitially.
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Steroid-dependent patients:WhentransferfromoralsteroidstoPulmicortTurbohalerisstarted,thepatientshouldbeina

relativelystablephase.AhighdoseofPulmicortTurbohaleristhengivenincombinationwiththepreviouslyusedoralsteroid

dose,forabout10 days.Afterthattheoralsteroiddoseshouldbegraduallyreduced(byforexample2.5mgprednisoloneor

theequivalenteachmonth)tothelowestpossiblelevel.Inmanycases,itispossibletocompletelysubstitutePulmicort

Turbohalerinplaceoftheoralsteroid.

 

Particularcareisneededinpatientstransferringfromoralsteroids,sincetheymayremainatriskofimpairedadrenalfunction

foraconsiderabletime.Patients,whohaverequiredhighdoseemergencycorticosteroidtherapyorprolongedtreatmentat

thehighestrecommendeddoseofinhaledcorticosteroids,mayalsobeatriskofimpairedadrenalfunction.Thesepatientsmay

exhibitsignsandsymptomsofadrenalinsufficiencywhenexposedtoseverestress.Additionalsystemiccorticosteroid

treatmentshouldbeconsideredduringperiodsofstressorelectivesurgery.

 

PulmicortTurbohalerisnotintendedforrapidreliefofacuteepisodesofasthmawhereaninhaledshort-actingbronchodilator

isrequired.Ifpatientsfindshort-actingbronchodilatortreatmentineffective,ortheyneedmoreinhalationsthanusual,medical

attentionmustbesought.Inthissituationconsiderationshouldbegiventotheneedforincreasedanti-inflammatorytherapy,

e.g.,higherdosesofinhaledbudesonideoracourseoforalglucocorticosteroid.

 

Somepatientsfeelunwellinanon-specificwayduringthewithdrawalphase,e.g.,paininmusclesandjoints.Astateof

glucocorticoiddeficiencyshouldbesuspectedif,inrarecases,symptomssuchastiredness,headache,nauseaandvomiting

shouldoccur.Inthesecasesatemporaryincreaseinthedoseoforalglucocorticosteroidsissometimesnecessary.

Replacementofsystemicglucocorticosteroidtreatmentwithinhaledtherapysometimesunmasksallergies,e.g.rhinitisand

eczema,whichwerepreviouslycontrolledbythesystemicdrug.Theseallergiesshouldbesymptomaticallycontrolledwithan

antihistamineand/ortopicalpreparations.

 

ExacerbationsinCOPDshouldbetreatedwithacourseoforalcorticosteroidsand/oranantibiotic.

 

PatientsshouldbecarefullyinstructedinthecorrectuseofthePulmicortTurbohaleranditscare.

 

Prolongedorexcessiveadministrationmayinducesystemiccorticosteroideffects,withreductioninplasmacortisollevels.

 

Systemiceffectsmayoccurwithanyinhaledcorticosteroid,particularlyathighdosesprescribedforlongperiods.Theseeffects

aremuchlesslikelytooccurwithinhalationtreatmentthanwithoralcorticosteroids.Possiblesystemiceffectsinclude

Cushing’ssyndrome,Cushingoidfeatures,adrenalsuppression,growthretardationinchildrenandadolescents,decreasein

bonemineraldensity,cataract,glaucomaandmorerarely,arangeofpsychologicalorbehaviouraleffectsincluding

psychomotorhyperactivity,sleepdisorders,anxiety,depressionoraggression(particularlyinchildren).Itisimportanttherefore

thatthedoseofinhaledcorticosteroidistitratedtothelowestdoseatwhicheffectivecontrolofasthmaismaintained.

 

Reducedliverfunctionaffectstheeliminationofcorticosteroids,causinglowereliminationrateandhighersystemicexposure.

Beawareofpossiblesystemicsideeffects.

 

Thereisarelativelysmall,althoughsignificantdifferencebetweennormalandcirrhoticsubjectsinintravenous

pharmacokineticsincludinglongerhalflife.Thepharmacokineticsafteroralingestionofbudesonidewereaffectedby

compromisedliverfunctionasevidencedbyincreasedsystemicavailability.Thisishoweveroflimitedclinicalimportancefor

PulmicortTurbohaler,asafterinhalationtheoralcontributiontothesystemicavailabilityisrelativelysmall.

 

Co-treatmentwithCYP3Ainhibitors,e.g.itraconazole,ketoconazole,HIVproteaseinhibitorsandcobicistat-containingproducts

isexpectedtoincreasetheriskofsystemiccorticosteroidsideeffects.Therefore,thecombinationshouldbeavoidedunlessthe

benefitoutweighsthisincreasedrisk,inwhichcasepatientsshouldbemonitoredforsystemiccorticosteroidsideeffects.Thisis

oflimitedclinicalimportanceforshort-term(1-2weeks)treatmentwithitraconazoleorketoconazoleorotherpotentCYP3A

inhibitors,butshouldbetakenintoconsiderationduringlong-termtreatment.

 

Oralcandidiasismayoccurduringthetherapywithinhaledcorticosteroids.Thisinfectionmayrequiretreatmentwith

appropriateantifungaltherapyandinsomepatientsdiscontinuationoftreatmentmaybenecessary(seealsosection4.2).

 

Aswithotherinhalationtherapyparadoxicalbronchospasmmayoccurwithanimmediateincreaseinwheezingafterdosing.If

thisoccurs,treatmentwithinhaledbudesonideshouldbediscontinuedimmediately,thepatientassessedandalternative

therapyinstitutedifnecessary.
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Pneumonia in patients with COPD

Anincreaseintheincidenceofpneumonia,includingpneumoniarequiringhospitalisation,hasbeenobservedinpatientswith

COPDreceivinginhaledcorticosteroids.Thereissomeevidenceofanincreasedriskofpneumoniawithincreasingsteroiddose

butthishasnotbeendemonstratedconclusivelyacrossallstudies.

 

Thereisnoconclusiveclinicalevidenceforintra-classdifferencesinthemagnitudeofthepneumoniariskamonginhaled

corticosteroidsproducts.

 

PhysiciansshouldremainvigilantforthepossibledevelopmentofpneumoniainpatientswithCOPDastheclinicalfeaturesof

suchinfectionsoverlapwiththesymptomsofCOPDexacerbations.

 

RiskfactorsforpneumoniainpatientswithCOPDincludecurrentsmoking,olderage,lowbodymassindex(BMI)andsevere

COPD.

 

Visual disturbance

Visualdisturbancemaybereportedwithsystemicandtopicalcorticosteroiduse.Ifapatientpresentswithsymptomssuchas

blurredvisionorothervisualdisturbances,thepatientshouldbeconsideredforreferraltoanophthalmologistforevaluation

ofpossiblecauseswhichmayincludecataract,glaucomaorrarediseasessuchascentralserouschorioretinopathy(CSCR)

whichhavebeenreportedafteruseofsystemicandtopicalcorticosteroids.

 

Paediatric populations

Influence on growth 

Itisrecommendedthattheheightofchildrenreceivingprolongedtreatmentwithinhaledcorticosteroidsisregularly

monitored.Ifgrowthisslowed,therapyshouldbere-evaluatedwiththeaimofreducingthedoseofinhaledcorticosteroid,if

possible,tothelowestdoseatwhicheffectivecontrolofasthmaismaintained.Thebenefitsofthecorticosteroidtherapyand

thepossiblerisksofgrowthsuppressionmustbecarefullyweighed.Inaddition,considerationshouldbegiventoreferringthe

patienttoapaediatricrespiratoryspecialist.

4.5 Interaction with other medicinal products and other forms of interactions

Whenusedinconjunctionwithotheragents,suchassystemiccorticosteroids,anyreadjustmentofdosageshouldbecarried

outwithcaution.

ThemetabolismofbudesonideisprimarilymediatedbyCYP3Aenzymes.Inhibitorsoftheseenzymes,e.g.ketoconazole,

itraconazole,HIVproteaseinhibitorsorcobicistatcanthereforeincreasesystemicexposuretobudesonideseveraltimes,see

section4.4.

 

ThecombinationofPulmicortwithpotentCYP3Ainhibitorsshouldbeavoidedunlessthebenefitoutweighstheincreasedrisk

ofsystemiccorticosteroidsideeffects,inwhichcasepatientsshouldbemonitoredforsystemiccorticosteroidsideeffects.A

reductionofthebudesonidedosecouldbeconsidered.IfPulmicortisco-administeredwithanti-fungals(suchasitraconazole

andketoconazole),theperiodbetweentreatmentsshouldbeaslongaspossible.

 

Limiteddataaboutthisinteractionforhigh-doseinhaledbudesonideindicatethatmarkedincreasesinplasmalevels(on

averagefour-fold)mayoccurifitraconazole,200mgoncedaily,isadministeredconcomitantlywithinhaledbudesonide

(singledoseof1000µg).

 

Raisedplasmaconcentrationsofandenhancedeffectsofcorticosteroidshavebeenobservedinwomenalsotreatedwith

oestrogensandcontraceptivesteroids,butnoeffecthasbeenobservedwithbudesonideandconcomitantintakeoflowdose

combinationoralcontraceptives.

 

Becauseadrenalfunctionmaybesuppressed,anACTHstimulationtestfordiagnosingpituitaryinsufficiencymightshowfalse

results(lowvalues).

 

Paediatric population

Interactionstudieshaveonlybeenperformed onadults.

4.6 Fertility, pregnancy and lactation

Pregnancy
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Mostresultsfromprospectiveepidemiologicalstudiesandworld-widepost-marketingdatahavenotbeenabletodetectan

increasedriskforadverseeffectsforthefoetusandnewbornchildfromtheuseofinhaledbudesonideduringpregnancy.

 

Itisimportantforbothfoetusandmothertomaintainanadequateasthmatreatmentduringpregnancy.Aswithotherdrugs

administeredduringpregnancy,thebenefitoftheadministrationofbudesonideforthemothershouldbeweighedagainstthe

riskstothefoetus.

 

Iftreatmentwithglucocorticosteroidsduringpregnancyisunavoidable,inhaledglucocorticosteroidsshouldbepreferred

becauseoftheirlowersystemiceffectcomparedwiththeequipotentanti-asthmaticdosesoforalglucocorticosteroids.

 

Breast-feeding

Budesonideisexcretedinbreastmilk.However,attherapeuticdosesofPulmicortTurbohalernoeffectsonthesucklingchild

areanticipated.PulmicortTurbohalercanbeusedduringbreastfeeding.

 

Maintenancetreatmentwithinhaledbudesonide(200or400microgramstwicedaily)inasthmaticnursingwomenresultsin

negligiblesystemicexposuretobudesonideinbreast-fedinfants.

 

Inapharmacokineticstudy,theestimateddailyinfantdosewas0.3%ofthedailymaternaldoseforbothdoselevels,andthe

averageplasmaconcentrationininfantswasestimatedtobe1/600thoftheconcentrationsobservedinmaternalplasma,

assumingcompleteinfantoralbioavailability.Budesonideconcentrationsininfantplasmasampleswerealllessthanthelimit

ofquantification.

 

BasedondatafrominhaledbudesonideandthefactthatbudesonideexhibitslinearPKpropertieswithinthetherapeutic

dosageintervalsafternasal,inhaled,oralandrectaladministrations,attherapeuticdosesofbudesonide,exposuretothe

breast-fedchildisanticipatedtobelow.

4.7 Effects on ability to drive and use machines

PulmicortTurbohalerhasnoornegligibleinfluenceontheabilitytodriveandusemachines.

4.8 Undesirable effects

Tabulated list of adverse reactions

Thefollowingdefinitionsapplytotheincidenceofundesirableeffects:Frequenciesaredefinedas: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)andnot

known(cannotbeestimatedfromtheavailabledata).

 

Table 1  Adverse Drug Reactions (ADR) by System Organ Class (SOC) and Frequency

 

SOC Frequency Adverse Drug Reaction

Infections and

infestations

Common Oropharyngealcandidiasis

Pneumonia(inCOPDpatients)

Immune system

disorders

 

Rare Immediateanddelayedhypersensitivityreactionsincluding

rash,contactdermatitis,urticaria,angioedemaand

anaphylacticreaction

Endocrine disorders Rare Signsandsymptomsofsystemiccorticosteroideffects,

includingadrenalsuppressionandgrowthretardation*

Psychiatric disorders Uncommon Anxiety

Depression

Rare Psychomotorhyperactivity

Sleepdisorders

Aggression

Behaviouralchanges(predominantlyinchildren)

Nervous system

disorders

Uncommon Tremor**

Eye disorders Uncommon Cataract
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Vision,blurred(seealsosection4.4)

Unknown Glaucoma

Respiratory, thoracic and mediastinal disorders Common Cough

Hoarseness

Throatirritation

Rare Bronchospasm

Dysphonia

Hoarseness***

Skin and subcutaneous tissue disorders Rare Bruising

Musculoskeletal

and connective tissue disorders

Uncommon Musclespasm

 

* refertoPaediatricpopulation,below.

** basedonthefrequencyreportedinclinicaltrials

*** rareinchildren

 

Occasionally,signsorsymptomsofsystemicglucocorticosteroid-sideeffectsmayoccurwithinhaledglucocorticosteroid,

probablydependingondose,exposuretime,concomitantandpreviouscorticosteroidsexposure,andindividualsensitivity(see

section4.4).

 
Description of selected adverse reactions

PossibleCandidainfectionintheoropharynxisduetodrugdeposition.Advisingthepatienttorinsethemouthoutwithwater

aftereachdosing,willminimisethisrisk.

 
Inrarecases,throughunknownmechanisms,drugsforinhalationmaycausebronchospasm.

 
Inplacebo-controlledstudies,cataractwasalsouncommonlyreportedintheplacebogroup.

 
Clinicaltrialswith13119patientsoninhaledbudesonideand7278patientsonplacebohavebeenpooled.Thefrequencyof

anxietywas0.52%oninhaledbudesonideand0.63%onplacebo;thatofdepressionwas0.67%oninhaledbudesonideand

1.15%onplacebo.

 
Paediatric population

Duetotheriskofgrowthretardationinthepaediatricpopulation,growthshouldbemonitoredasdescribedinsection4.4.

 
Reporting of suspected adverse reactions

Reportingsuspectedadversereactionsafterauthorisationofthemedicinalproductisimportant.Itallowscontinued

monitoringofthebenefit/riskbalanceofthemedicinalproduct.Healthcareprofessionalsareaskedtoreportanysuspected

adversereactionsvia:

 
HPRAPharmacovigilance

EarlsfortTerrace

IRL-Dublin2

Tel:+35316764971

Fax:+35316762517

Website:www.hpra.ie

e-mail:medsafety@hpra.ie

4.9 Overdose

http://www.hpra.ie/
mailto:medsafety@hpra.ie
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Symptoms 

AcuteoverdosagewithPulmicortTurbohaler,eveninexcessivedoses,isnotexpectedtobeaclinicalproblem.Theonly

harmfuleffectthatfollowsinhalationoflargeamountsofthedrugoverashortperiod,issuppressionof

hypothalamic-pituitary-adrenal(HPA)function.

 

 

 

Management 

Nospecialemergencyactionneedstobetaken.TreatmentwithPulmicortTurbohalershouldbecontinuedatthe

recommendeddosetocontroltheasthmaorCOPDsymptoms.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Budesonideisaglucocorticosteroidwithhighlocalanti-inflammatoryeffect.

 

Pharmacotherapeuticgroup:Otherdrugsforobstructiveairwaydiseases,inhalants,glucocorticoids.ATCCode:R03BA02.

 

Topical anti-inflammatory effect 

TheexactmechanismsofactionofglucocorticosteroidsinthetreatmentofasthmaandCOPDarenotfullyunderstood.

Anti-inflammatoryactions,suchasinhibitionofinflammatorymediatorreleaseandinhibitionofcytokine-mediatedimmune

responseareprobablyimportant.

 

Aclinicalstudyinasthmaticscomparinginhaledandoralbudesonidedemonstratedstatisticallysignificantevidenceofefficacy

withinhaledbutnotoralbudesonidecomparedwithplacebo.Thus,thetherapeuticeffectofconventionaldosesofinhaled

budesonidemaybelargelyexplainedbyitsdirectactionontherespiratorytract.

 

Budesonidehasshownanti-anaphylacticandanti-inflammatoryeffectsinprovocationstudiesinpatients,manifestedas

decreasedbronchialobstructionintheimmediateaswellasthelateallergicreaction.

 

Afterasingledose,improvementofthelungfunctionisachievedwithinafewhours.However,thefulleffectofbudesonide,as

forotherglucocorticosteroids,isnotachieveduntilafteracoupleofdays.

 

Airway reactivity 

Budesonidehasbeenshowntodecreaseairwayreactivitytohistamineandmethacholineinhyper-reactivepatients.

 

Exercise-induced asthma 

Therapywithinhaledbudesonidehaseffectivelybeenusedforpreventionofexercise-inducedasthma.

 

Exacerbations of asthma 

Inhaledbudesonide,administeredonceortwicedaily,hasbeenshowntoreduceexacerbationsofasthmainbothchildrenand

adults.

 

 

COPD 

InpatientswithmildtomoderateCOPD,twicedailytreatmentwithPulmicortTurbohaler400 micrograms,slowedthe

acceleratedannualdeclineinFEV1comparedwithplacebo.

 

Growth 

Aninitialsmallbutgenerallytransientreductioningrowth(approximately1 cm)hasbeenobserved,whichusuallyoccurs

withinthefirstyearoftreatment.Long-termstudiesinaclinicalpracticeenvironmentsuggestthatchildrenandadolescents

treatedwithinhaledbudesonideonaverageachievetheiradulttargetheight.However,inalong-termdouble-blindstudy,in

whichthebudesonidedosewasgenerallynottitratedtothelowesteffectivedose,childrenandadolescentstreatedwith

inhaledbudesonidebecameonaverage1.2 cmshorterasadultsthanthoserandomisedtoplacebo.Seesection 4.4about

titrationtothelowesteffectivedoseandaboutmonitoringthegrowthinchildren.

 

Paediatric population 
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Slitlampexaminationswereperformedin157children(5-16yearsold),treatedwithanaveragedailydoseof504μgfor3-6

years.Findingswerecomparedwith111age-matchedasthmaticchildren.Inhaledbudesonidewasnotassociatedwithan

increasedoccurrenceofposteriorsubcapsularcataract.

 

Influence on plasma cortisol concentration

StudiesinhealthyvolunteerswithPulmicortTurbohalerhaveshowndose-relatedeffectsonplasmaandurinarycortisol.At

recommendeddoses,PulmicortTurbohalercausessignificantlylesseffectontheadrenalfunctionthanprednisolone10mg,as

shownbyACTHtests.

5.2 Pharmacokinetic properties

Absorption

FollowingoralinhalationviaPulmicortTurbohaler,peakplasmaconcentrationsofbudesonide(4.0nmol/Lafteradoseof800

μg)occurwithin30minutes.Maximumplasmaconcentrationandareaundertheplasmaconcentrationtimeprofileincrease

linearlywithdose,butareslightly(20-30%)higherfollowingrepeateddoses(3weekstreatment)thanafterasingledose.Lung

depositioninhealthysubjectswasestimatedto34%±10%ofthemetereddose(arithmeticmean±SD),while22%was

retainedinthemouthpieceandtherest(approximately45%ofthemetereddose)wasswallowed.

 

 

 

 

Distribution

Budesonidehasavolumeofdistributionofapproximately3L/Kg.Plasmaproteinbindingaverages85-90%.

 

 

Biotransformation

Budesonideundergoesanextensivedegree(≈90%)ofbiotransformationonfirstpassagethroughthelivertometabolitesof

lowglucocorticosteroidactivity.Theglucocorticosteroidactivityofthemajormetabolites,6β-hydroxybudesonideand

16α-hydroxyprednisolone,islessthan1%ofthatofbudesonide.Themetabolismofbudesonideisprimarilymediatedby

CYP3A,asubfamilyofcytochromep450.

 

Elimination

Themetabolitesofbudesonideareexcretedassuchorinconjugatedformmainlyviathekidneys.Nounchangedbudesonide

hasbeendetectedintheurine.Budesonidehasahighsystemicclearance(approximately1.2L/min)inhealthyadultsandthe

terminalhalf-lifeofbudesonideafteriv.dosingaverages2-3hours.

 

Linearity

Thekineticsofbudesonidearedose-proportionalatclinicallyrelevantdoses.

 

Paediatric population

Budesonidehasasystemicclearanceofapproximately0.5L/minin4-6yearsoldasthmaticchildren.Perkgbodyweight

childrenhaveaclearancewhichisapproximately50%greaterthaninadults.Theterminalhalf-lifeofbudesonideafter

inhalationisapproximately2.3hoursinasthmaticchildren.Thisisaboutthesameasinhealthyadults.Inasthmaticchildren

treatedwithPulmicortTurbohaler(800μgsingledose),plasmaconcentrationreachedCmax(4.85nmol/L)at13.8minutesafter

inhalation,andthendecreasedrapidly;AUCwas10.3nmol·h/L.ThevalueforAUCisgenerallycomparabletothatobservedin

adultsatthesamedose,however,theCmaxvaluetendstobehigherinchildren.

 

Lungdepositioninchildren(31%ofthenominaldose)issimilartothatmeasuredinhealthyadults(34%ofnominaldose).

5.3 Preclinical safety data

Theacutetoxicityofbudesonideislowandofthesameorderofmagnitudeandtypeasthatofthereference

glucocorticosteroidsstudied(beclometasonedipropionate,fluocinoloneacetonide).

 

Resultsfromsubacuteandchronictoxicitystudies,showthatthesystemiceffectsofbudesonidearelessseverethan,orsimilar

to,thoseobservedafteradministrationoftheotherglucocorticosteroids,e.g.decreasedbody-weightgainandatrophyof

lymphoidtissuesandadrenalcortex.
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Anincreasedincidenceofbraingliomasinmaleratsinacarcinogenicitystudy,couldnotbeverifiedinarepeatstudyinwhich

theincidenceofgliomasdidnotdifferbetweenanyofthegroupsonactivetreatment(budesonide,prednisolone,

triamcinoloneacetonide)andthecontrolgroups.

 

Liverchanges(primaryhepatocellularneoplasms)foundinmaleratsintheoriginalcarcinogenicitystudy,werenotedagainin

therepeatstudywithbudesonide,aswellaswiththereferencegluocorticosteroids.Theseeffectsaremostprobablyrelatedto

areceptoreffectandthusrepresentaclasseffect.

 

Availableclinicalexperienceshowsnoindicationthatbudesonide,orotherglucocorticosteroids,inducebraingliomasor

primaryhepatocellularneoplasmsinman.

 

Budesonidehasbeenusedsuccessfullyforthetreatmentofasthmaformanyyears.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

None.

6.2 Incompatibilities

Notapplicable.

 

6.3 Shelf life

2years.

6.4 Special precautions for storage

Donotstoreabove30°C.

Replacethecoverproperlyafteruse.

6.5 Nature and contents of container

Theouterprotectingpartsofthecontainerconsistofatubularcoverscrewedontoabottomplate.Thesepartsaremadeof

polyethylene.Insidethisistheinhalerwithitsmainparts,amouthpiece,adosingmechanismandasubstancestore.

 

Eachinhalercontains200metereddoses.

 

 

 

6.6 Special precautions for disposal and other handling

Nospecialrequirementsfordisposal.

SeeSection4.2.

 

7 MARKETING AUTHORISATION HOLDER

AstraZenecaAB

SE-15185Södertälje

Sweden

8 MARKETING AUTHORISATION NUMBER

PA1019/017/003
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9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateoffirstauthorisation: 21Feb1992

 

Dateoflatestrenewal: 21Feb2007

10 DATE OF REVISION OF THE TEXT

January2019


