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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

DarunavirRowex800mgFilm-coatedtablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Eachfilm-coatedtabletcontains800mgofdarunavir.

 

Forthefulllistofexcipients,seesection6.1.

3 PHARMACEUTICAL FORM

Film-coatedtablet

 

Darkredovalshapedfilm-coatedtablet,debossedwith‘800’ononesideandplainontheotherside.

Dimensions:approximately20.2x10.1mm

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Darunavir Rowex, co-administered with low dose ritonavir is indicated in combination with other antiretroviral medicinal

productsforthetreatmentofpatientswithhumanimmunodeficiencyvirus(HIV-1)infection.

 

DarunavirRowex,co-administeredwithcobicistat is indicatedincombinationwithotherantiretroviralmedicinalproductsfor

thetreatmentofhumanimmunodeficiencyvirus(HIV-1)infectioninadultpatientsandadolescents(aged12yearsandolder,

weighingatleast40kg)(seesection4.2). 

 

Darunavir Rowex tabletsmaybe used to provide suitable dose regimens for the treatment ofHIV-1 infection in adult and

paediatricpatientsfromtheageof3yearsandatleast40kgbodyweightwhoare:

 antiretroviraltherapy(ART)-naïve(seesection4.2).

 ART-experiencedwithnodarunavirresistanceassociatedmutations(DRV-RAMs)andwhohaveplasmaHIV-1RNA

<100,000copies/mlandCD4+cellcount≥100cellsx106/l.IndecidingtoinitiatetreatmentwithDarunavir

RowexinsuchART-experiencedpatients,genotypictestingshouldguidetheuseofDarunavirRowex(seesections

4.2,4.3,4.4and5.1).

4.2 Posology and method of administration

TherapyshouldbeinitiatedbyahealthcareproviderexperiencedinthemanagementofHIVinfection.Aftertherapywith

DarunavirRowexhasbeeninitiated,patientsshouldbeadvisednottoalterthedosage,doseformordiscontinuetherapy

withoutdiscussingwiththeirhealthcareprovider.

 

Theinteractionprofileofdarunavirdependsonwhetherritonavirorcobicistatisusedaspharmacokineticenhancer.Darunavir

maythereforehavedifferentcontraindicationsandrecommendationsforconcomitantmedicationsdependingonwhetherthe

compoundisboostedwithritonavirorcobicistat(seesections4.3,4.4and4.5).

 

Posology

DarunavirRowexmustalwaysbegivenorallywithcobicistatorlowdoseritonavirasapharmacokineticenhancerandin

combinationwithotherantiretroviralmedicinalproducts.TheSummaryofProductCharacteristicsofcobicistatorritonaviras

appropriate,mustthereforebeconsultedpriortoinitiationoftherapywithDarunavirRowex.Cobicistatisnotindicatedforuse

intwicedailyregimensorforuseinthepaediatricpopulationlessthan12yearsofageandweighinglessthan40kg.

 

ART-naïve adult patients

Therecommendeddoseregimenis800mgoncedailytakenwithcobicistat150mgoncedailyorritonavir100mgoncedaily

takenwithfood.DarunavirRowex800mgtabletscanbeusedtoconstructtheoncedaily800mgregimen.
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ART-experienced adultpatients

Therecommendeddoseregimensareasfollows:

 InART-experiencedpatientswithnodarunavirresistanceassociatedmutations(DRV-RAMs)*andwhohave

plasmaHIV-1RNA<100,000copies/mlandCD4+cellcount≥100cellsx106/l(seesection4.1)aregimenof800

mgoncedailywithcobicistat150mgoncedailyorritonavir100mgoncedailytakenwithfoodmaybeused.

DarunavirRowex800mgtabletscanbeusedtoconstructtheoncedaily800mgregimen.

 InallotherART-experiencedpatientsorifHIV-1genotypetestingisnotavailable,therecommendeddose

regimenis600mgtwicedailytakenwithritonavir100mgtwicedailytakenwithfood.SeetheSummaryof

ProductCharacteristicsfordarunavir75mg,150 mg,300mgor600mgtablets.*  DRV-RAMs:V11I,V32I,L33F,

I47V,I50V,I54M,I54L,T74P,L76V,I84VandL89V

ART-naïve paediatric patients (3 to 17 years of age and weighing at least 40kg)

Therecommendeddoseregimenis800mgoncedailywithritonavir100mgoncedailytakenwithfoodor800mgoncedaily

withcobicistat150mgoncedailytakenwithfood(inadolescentpatients12yearsofageorolder).DarunavirRowex800mg

tabletscanbeusedtoconstructtheoncedaily800mgregimen.Thedoseofcobicistattobeusedwithdarunavirinchildren

lessthan12yearsofagehasnotbeenestablished.

ART-experienced paediatric patients (3 to 17 years of age and weighingatleast40 kg)

Thedoseofcobicistattobeusedwithdarunavirinchildrenlessthan12yearsofagehasnotbeenestablished.

 

Therecommendeddoseregimensareasfollows:

 InART-experiencedpatientswithoutDRV-RAMs*andwhohaveplasmaHIV-1RNA<100,000copies/mlandCD4+

cellcount≥100cellsx106/l(seesection4.1)aregimenof800mgoncedailywithritonavir100mgoncedaily

takenwithfoodor800mgoncedailywithcobicistat150mgoncedailytakenwithfood(inadolescentpatients12

yearsofageorolder)maybeused.DarunavirRowex800mgtabletscanbeusedtoconstructtheoncedaily800

mgregimenThedoseofcobicistattobeusedwithDarunavirRowexinchildrenlessthan12yearsofagehasnot

beenestablished.

 InallotherART-experiencedpatientsorifHIV-1genotypetestingisnotavailable,therecommendeddose

regimenisdescribedintheSummaryofProductCharacteristicsfordarunavir75mg,150mg,300mgor600mg

tablets.*  DRV-RAMs:V11I,V32I,L33F,I47V,I50V,I54M,I54L,T74P,L76V,I84VandL89V

Advice on missed doses

IfaoncedailydoseofDarunavirRowexand/orcobicistatorritonavirismissedwithin12hoursofthetimeitisusuallytaken,

patientsshouldbeinstructedtotaketheprescribeddoseofDarunavirRowexandcobicistatorritonavirwithfoodassoonas

possible.Ifthisisnoticedlaterthan12hoursafterthetimeitisusuallytaken,themisseddoseshouldnotbetakenandthe

patientshouldresumetheusualdosingschedule.

 

Thisguidanceisbasedonthehalf-lifeofdarunavirinthepresenceofcobicistatorritonavirandtherecommendeddosing

intervalofapproximately24hours.

Ifapatientvomitswithin4hoursoftakingthemedicine,anotherdoseofDarunavirRowexwithcobicistatorritonavirshould

betakenwithfoodassoonaspossible.Ifapatientvomitsmorethan4hoursaftertakingthemedicine,thepatientdoesnot

needtotakeanotherdoseofDarunavirRowexwithcobicistatorritonaviruntilthenextregularlyscheduledtime.

 

Special populations

Elderly

Limitedinformationisavailableinthispopulation,andtherefore,DarunavirRowexshouldbeusedwithcautioninthisage

group(seesections4.4and5.2).

Hepatic impairment

Darunavirismetabolisedbythehepaticsystem.Nodoseadjustmentisrecommendedinpatientswithmild(Child-PughClass

A)ormoderate(Child-PughClassB)hepaticimpairment,however,DarunavirRowexshouldbeusedwithcautioninthese
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patients.Nopharmacokineticdataareavailableinpatientswithseverehepaticimpairment.Severehepaticimpairmentcould

resultinanincreaseofdarunavirexposureandaworseningofitssafetyprofile.Therefore,DarunavirRowexmustnotbeused

inpatientswithseverehepaticimpairment(Child-PughClassC)(seesections4.3,4.4and5.2).

Renal impairment

Nodoseadjustmentisrequiredfordarunavir/ritonavirinpatientswithrenalimpairment(seesections4.4and5.2).Cobicistat

hasnotbeenstudiedinpatientsreceivingdialysis,and,therefore,norecommendationcanbemadefortheuseof

darunavir/cobicistatinthesepatients.

Cobicistatinhibitsthetubularsecretionofcreatinineandmaycausemodestincreasesinserumcreatinineandmodestdeclines

increatinineclearance.Hence,theuseofcreatinineclearanceasanestimateofrenaleliminationcapacitymaybemisleading.

Cobicistatasapharmacokineticenhancerofdarunavirshould,therefore,notbeinitiatedinpatientswithcreatineclearanceless

than70ml/minifanyco-administeredagentrequiresdoseadjustmentbasedoncreatinineclearance:e.g.emtricitabine,

lamivudine,tenofovirdisoproxil(asfumarate,phosphateorsuccinate)oradefovirdipovoxil.

Forinformationoncobicistat,consultthecobicistatSummaryofProductCharacteristics.

Paediatric population

DarunavirRowexshouldnotbeusedinchildren 

 below3yearsofage,becauseofsafetyconcerns(seesections4.4and5.3),or

 lessthan15kgbodyweight,asthedoseforthispopulationhasnotbeenestablishedinasufficientnumberof

patients(seesection5.1).

DarunavirRowextakenwithcobicistatshouldnotbeusedinchildrenaged3to11yearsofageweighing< 40kgasthedose

ofcobicistattobeusedinthesechildrenhasnotbeenestablished(seesections4.4and5.3).

DarunavirRowex800mgtabletsarenotsuitableforthispatientpopulation.Otherformulationsareavailable,seetheSummary

ofProductCharacteristicsfordarunavir75mg,150mg,300 mg,600mgtablets.

Pregnancy and postpartum

Nodoseadjustmentisrequiredfordarunavir/ritonavirduringpregnancyandpostpartum.DarunavirRowex/ritonavirshouldbe

usedduringpregnancyonlyifthepotentialbenefitjustifiesthepotentialrisk(seesections4.4,4.6and5.2).

Treatmentwithdarunavir/cobicistat800/150mgduringpregnancyresultsinlowdarunavirexposure(seesections4.4and5.2).

Therefore,therapywithDarunavirRowex/cobicistatshouldnotbeinitiatedduringpregnancy,andwomenwhobecome

pregnantduringtherapywithDarunavirRowex/cobicistatshouldbeswitchedtoanalternativeregimen(seesections4.4and

4.6).DarunavirRowex/ritonavirmaybeconsideredasanalternative. 

Method of administration

PatientsshouldbeinstructedtotakeDarunavirRowexwithcobicistatorlowdoseritonavirwithin30minutesaftercompletion

ofameal.Thetypeoffooddoesnotaffecttheexposuretodarunavir(seesections4.4,4.5and5.2).

4.3 Contraindications

Hypersensitivitytotheactivesubstanceortoanyoftheexcipientslistedinsection6.1.

Patientswithsevere(Child-PughClassC)hepaticimpairment.

 

Concomitanttreatmentwithanyofthefollowingmedicinalproductsgiventheexpecteddecreaseinplasmaconcentrationsof

darunavir,ritonavirandcobicistatandthepotentialforlossoftherapeuticeffect(seesections4.4and4.5).

 

Applicabletodarunavirboostedwitheitherritonavirorcobicistat:

 Thecombinationproductlopinavir/ritonavir(seesection4.5).

 StrongCYP3AinducerssuchasrifampicinandherbalpreparationscontainingStJohn'sWort(Hypericum 

perforatum).Co-administrationisexpectedtoreduceplasmaconcentrationsofdarunavir,ritonavirandcobicistat,

whichcouldleadtolossoftherapeuticeffectandpossibledevelopmentofresistance(seesections4.4and4.5).
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Applicabletodarunavirboostedwithcobicistat,notwhenboostedwithritonavir:

 DarunavirboostedwithcobicistatismoresensitiveforCYP3Ainductionthandarunavirboostedwithritonavir.

ConcomitantusewithstrongCYP3Ainducersiscontraindicated,sincethesemayreducetheexposuretocobicistat

anddarunavirleadingtolossoftherapeuticeffect.StrongCYP3Ainducersincludee.g.carbamazepine,

phenobarbitalandphenytoin(seesections4.4and4.5).

Darunavirboostedwitheitherritonavirorcobicistatinhibitstheeliminationofactivesubstancesthatarehighlydependenton

CYP3Aforclearance,whichresultsinincreasedexposuretotheco-administeredmedicinalproduct.Therefore,concomitant

treatmentwithsuchmedicinalproductsforwhichelevatedplasmaconcentrationsareassociatedwithseriousand/or

life-threateningeventsiscontraindicated(appliestodarunavirboostedwitheitherritonavirorcobicistat).Theseactive

substancesincludee.g.:

 alfuzosin

 amiodarone,bepridil,dronedarone,ivabradine,quinidine,ranolazine

 astemizole,terfenadine

 colchicinewhenusedinpatientswithrenaland/orhepaticimpairment(seesection4.5)

 ergotderivatives(e.g.dihydroergotamine,ergometrine,ergotamine,methylergonovine)

 elbasvir/grazoprevir

 cisapride

 dapoxetine

 domperidone

 naloxegol

 lurasidone,pimozide,quetiapine,sertindole(seesection4.5)

 triazolam,midazolamadministeredorally(forcautiononparenterallyadministeredmidazolam,seesection4.5)

 sildenafil-whenusedforthetreatmentofpulmonaryarterialhypertension,avanafil

 simvastatin,lovastatinandlomitapide(seesection4.5)

 ticagrelor(seesection4.5).

4.4 Special warnings and precautions for use

Regularassessmentofvirologicalresponseisadvised.Inthesettingoflackorlossofvirologicalresponse,resistancetesting

shouldbeperformed.

 

DarunavirRowexmustalwaysbegivenorallywithcobicistatorlowdoseritonavirasapharmacokineticenhancerandin

combinationwithotherantiretroviralmedicinalproducts(seesection5.2).TheSummaryofProductCharacteristicsofcobicistat

orritonavirasappropriate,mustthereforebeconsultedpriortoinitiationoftherapywithDarunavirRowex.

 

Increasingthedoseofritonavirfromthatrecommendedinsection4.2didnotsignificantlyaffectdarunavirconcentrations.Itis

notrecommendedtoalterthedoseofcobicistatorritonavir.

 

Darunavirbindspredominantlytoα1--acidglycoprotein.Thisproteinbindingisconcentration-dependentindicativefor

saturationofbinding.Therefore,proteindisplacementofmedicinalproductshighlyboundtoα1--acidglycoproteincannotbe

ruledout(seesection4.5).

 

ART-experienced patients – once daily dosing

DarunavirRowexusedincombinationwithcobicistatorlowdoseritonavironcedailyinART-experiencedpatientsshouldnot

beusedinpatientswithoneormoredarunavirresistanceassociatedmutations(DRV-RAMs)orHIV-1RNA≥100,000

copies/mlorCD4+cellcount<100cellsx106/l(seesection4.2).Combinationswithoptimisedbackgroundregimen(OBRs)

otherthan≥2NRTIshavenotbeenstudiedinthispopulation.LimiteddataareavailableinpatientswithHIV-1cladesother

thanB(seesection5.1).

 

Paediatric population

DarunavirRowexisnotrecommendedforuseinpaediatricpatientsbelow3yearsofageorlessthan15kgbodyweight(see

sections4.2and5.3).

 

Pregnancy
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DarunavirRowex/ritonavirshouldbeusedduringpregnancyonlyifthepotentialbenefitjustifiesthepotentialrisk.Caution

shouldbeusedinpregnantwomenwithconcomitantmedicationswhichmayfurtherdecreasedarunavirexposure(see

sections4.5and5.2).

Treatmentwithdarunavir/cobicistat800/150mgoncedailyduringthesecondandthirdtrimesterhasbeenshowntoresultin

lowdarunavirexposure,withareductionofaround90%inCminlevels(seesection5.2).Cobicistatlevelsdecreaseandmaynot

providesufficientboosting.Thesubstantialreductionindarunavirexposuremayresultinvirologicalfailureandanincreased

riskofmothertochildtransmissionofHIVinfection.Therefore,therapywithDarunavirRowex/cobicistatshouldnotbe

initiatedduringpregnancy,andwomenwhobecomepregnantduringtherapywithDarunavirRowex/cobicistatshouldbe

switchedtoanalternativeregimen(seesections4.2and4.6).DarunavirRowexgivenwithlowdoseritonavirmaybeconsidered

asanalternative.

 

Elderly

Aslimitedinformationisavailableontheuseofdarunavirinpatientsaged65andover,cautionshouldbeexercisedinthe

administrationofDarunavirRowexinelderlypatients,reflectingthegreaterfrequencyofdecreasedhepaticfunctionandof

concomitantdiseaseorothertherapy(seesections4.2and5.2).

 

Severe skin reactions

Duringthedarunavir/ritonavirclinicaldevelopmentprogram(N=3,063),severeskinreactions,whichmaybeaccompaniedwith

feverand/orelevationsoftransaminases,havebeenreportedin0.4%ofpatients.DRESS(DrugRashwithEosinophiliaand

SystemicSymptoms)andStevens-JohnsonSyndromehasbeenrarely(<0.1%)reported,andduringpost-marketingexperience

toxicepidermalnecrolysisandacutegeneralisedexanthematouspustulosishavebeenreported.DarunavirRowexshouldbe

discontinuedimmediatelyifsignsorsymptomsofsevereskinreactionsdevelop.Thesecaninclude,butarenotlimitedto,

severerashorrashaccompaniedbyfever,generalmalaise,fatigue,muscleorjointaches,blisters,orallesions,conjunctivitis,

hepatitisand/oreosinophilia.

 

Rashoccurredmorecommonlyintreatment-experiencedpatientsreceivingregimenscontainingdarunavir/ritonavir+

raltegravircomparedtopatientsreceivingdarunavir/ritonavirwithoutraltegravirorraltegravirwithoutdarunavir(seesection

4.8).

 

Darunavircontainsasulphonamidemoiety.DarunavirRowexshouldbeusedwithcautioninpatientswithaknown

sulphonamideallergy.

 

Hepatotoxicity

Drug-inducedhepatitis(e.g.acutehepatitis,cytolytichepatitis)hasbeenreportedwithdarunavir.Duringthe

darunavir/ritonavirclinicaldevelopmentprogram(N=3,063),hepatitiswasreportedin0.5%ofpatientsreceivingcombination

antiretroviraltherapywithdarunavir/ritonavir.Patientswithpre-existingliverdysfunction,includingchronicactivehepatitisBor

C,haveanincreasedriskforliverfunctionabnormalitiesincludingsevereandpotentiallyfatalhepaticadversereactions.Incase

ofconcomitantantiviraltherapyforhepatitisBorC,pleaserefertotherelevantproductinformationforthesemedicinal

products.

AppropriatelaboratorytestingshouldbeconductedpriortoinitiatingtherapywithDarunavirRowexusedincombinationwith

cobicistatorlowdoseritonavirandpatientsshouldbemonitoredduringtreatment.IncreasedAST/ALTmonitoringshouldbe

consideredinpatientswithunderlyingchronichepatitis,cirrhosis,orinpatientswhohavepre-treatmentelevationsof

transaminases,especiallyduringthefirstseveralmonthsofDarunavirRowexusedincombinationwithcobicistatorlowdose

ritonavirtreatment.

 

Ifthereisevidenceofneworworseningliverdysfunction(includingclinicallysignificantelevationofliverenzymesand/or

symptomssuchasfatigue,anorexia,nausea,jaundice,darkurine,livertenderness,hepatomegaly)inpatientsusingDarunavir

Rowexusedincombinationwithcobicistatorlowdoseritonavir,interruptionordiscontinuationoftreatmentshouldbe

consideredpromptly.

 

Patients  with coexisting conditions

 

Hepatic impairment

ThesafetyandefficacyofdarunavirhavenotbeenestablishedinpatientswithsevereunderlyingliverdisordersandDarunavir

Rowexisthereforecontraindicatedinpatientswithseverehepaticimpairment.

Duetoanincreaseintheunbounddarunavirplasmaconcentrations,DarunavirRowexshouldbeusedwithcautioninpatients

withmildormoderatehepaticimpairment(seesections4.2,4.3and5.2).

 

Renal impairment
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Nospecialprecautionsordoseadjustmentsfordarunavir/ritonavirarerequiredinpatientswithrenalimpairment.Asdarunavir

andritonavirarehighlyboundtoplasmaproteins,itisunlikelythattheywillbesignificantlyremovedbyhaemodialysisor

peritonealdialysis.Therefore,nospecialprecautionsordoseadjustmentsarerequiredinthesepatients(seesections4.2and

5.2).Cobicistathasnotbeenstudiedinpatientsreceivingdialysis,therefore,norecommendationcanbemadefortheuseof

darunavir/cobicistatinthesepatients(seesection4.2).

 

Cobicistatdecreasestheestimatedcreatinineclearanceduetoinhibitionoftubularsecretionofcreatinine.Thisshouldbe

takenintoconsiderationifdarunavirwithcobicistatisadministeredtopatientsinwhomtheestimatedcreatinineclearanceis

usedtoadjustdosesofco-administeredmedicinalproducts(seesection4.2andcobicistatSmPC).

 

Therearecurrentlyinadequatedatatodeterminewhetherco-administrationoftenofovirdisoproxilandcobicistatisassociated

withagreaterriskofrenaladversereactionscomparedwithregimensthatincludetenofovirdisoproxilwithoutcobicistat.

 

Haemophiliac patients

Therehavebeenreportsofincreasedbleeding,includingspontaneousskinhaematomasandhaemarthrosisinpatientswith

haemophiliatypeAandBtreatedwithPIs.InsomepatientsadditionalfactorVIIIwasgiven.Inmorethanhalfofthereported

cases,treatmentwithPIswascontinuedorreintroducediftreatmenthadbeendiscontinued.Acausalrelationshiphasbeen

suggested,althoughthemechanismofactionhasnotbeenelucidated.Haemophiliacpatientsshould,therefore,bemade

awareofthepossibilityofincreasedbleeding.

 

Weightand metabolicparameters

Anincreaseinweightandinlevelsofbloodlipidsandglucosemayoccurduringantiretroviraltherapy.Suchchangesmayin

partbelinkedtodiseasecontrolandlifestyle.Forlipids,thereisinsomecasesevidenceforatreatmenteffect,whileforweight

gainthereisnostrongevidencerelatingthistoanyparticulartreatment.Formonitoringofbloodlipidsandglucosereference

ismadetoestablishedHIVtreatmentguidelines.Lipiddisordersshouldbemanagedasclinicallyappropriate.

 

Osteonecrosis

Althoughtheaetiologyisconsideredtobemultifactorial(includingcorticosteroiduse,alcoholconsumption,severe

immunosuppression,higherbodymassindex),casesofosteonecrosishavebeenreportedparticularlyinpatientswith

advancedHIVdiseaseand/orlong-termexposuretocombinationantiretroviraltherapy(CART).Patientsshouldbeadvisedto

seekmedicaladviceiftheyexperiencejointachesandpain,jointstiffnessordifficultyinmovement.

 

Immunereconstitution inflammatory syndrome

InHIVinfectedpatientswithsevereimmunedeficiencyatthetimeofinitiationofcombinationantiretroviraltherapy(CART),an

inflammatoryreactiontoasymptomaticorresidualopportunisticpathogensmayariseandcauseseriousclinicalconditions,or

aggravationofsymptoms.Typically,suchreactionshavebeenobservedwithinthefirstweeksormonthsofinitiationofCART.

Relevantexamplesarecytomegalovirusretinitis,generalisedand/orfocalmycobacterialinfectionsandpneumoniacausedby

Pneumocystis jirovecii(formerlyknownasPneumocystis carinii).Anyinflammatorysymptomsshouldbeevaluatedand

treatmentinstitutedwhennecessary.Inaddition,reactivationofherpessimplexandherpeszosterhasbeenobservedinclinical

studieswithdarunavirco-administeredwithlowdoseritonavir.

 

Autoimmunedisorders(suchasGraves'diseaseandautoimmunehepatitis)havealsobeenreportedtooccurinthesettingof

immunereactivation;however,thereportedtimetoonsetismorevariableandtheseeventscanoccurmanymonthsafter

initiationoftreatment(seesection4.8).

 

Interactions with medicinal  products

Severaloftheinteractionstudieshavebeenperformedwithdarunaviratlowerthanrecommendeddoses.Theeffectson

co-administeredmedicinalproductsmaythusbeunderestimatedandclinicalmonitoringofsafetymaybeindicated.Forfull

informationoninteractionswithothermedicinalproductsseesection4.5.

 

Pharmacokinetic enhancer and concomitant medications

Darunavirhasdifferentinteractionprofilesdependingonwhetherthecompoundisboostedwithritonavirorcobicistat:

 DarunavirboostedwithcobicistatismoresensitiveforCYP3Ainduction:concomitantuseofdarunavir/cobicistat

andstrongCYP3Ainducersisthereforecontraindicated(seesection4.3),andconcomitantusewithweakto

moderateCYP3Ainducersisnotrecommended(seesection4.5).Concomitantuseofdarunavir/ritonavirand

darunavir/cobicistatwithstrongCYP3Ainducerssuchaslopinavir/ritonavir,rifampicinandherbalproducts

containingStJohn'sWort,Hypericumperforatum,iscontraindicated(seesection4.5).
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 Unlikeritonavir,cobicistatdoesnothaveinducingeffectsonenzymesortransportproteins(seesection4.5).If

switchingthepharmacoenhancerfromritonavirtocobicistat,cautionisrequiredduringthefirsttwoweeksof

treatmentwithdarunavir/cobicistat,particularlyifdosesofanyconcomitantlyadministeredmedicinalproducts

havebeentitratedoradjustedduringuseofritonavirasapharmacoenhancer.Adosereductionofthe

co-administereddrugmaybeneededinthesecases.

Efavirenzincombinationwithboosteddarunavironcedailymayresultinsub-optimaldarunavirCmin.Ifefavirenzistobeused

incombinationwithdarunavir,thedarunavir/ritonavir600/100mgtwicedailyregimenshouldbeused.SeetheSummaryof

ProductCharacteristicsfordarunavir75mg,150mg,300mgand600 mgtablets(seesection4.5).

Life-threateningandfataldruginteractionshavebeenreportedinpatientstreatedwithcolchicineandstronginhibitorsof

CYP3AandP-glycoprotein(P-gp;seesections4.3and4.5).

4.5 Interaction with other medicinal products and other forms of interaction

Theinteractionprofileofdarunavirmaydifferdependingonwhetherritonavirorcobicistatisusedaspharmacoenhancer.The

recommendationsgivenforconcomitantuseofdarunavirandothermedicinalproductsmaythereforedifferdependingon

whetherdarunavirisboostedwithritonavirorcobicistat(seesections4.3and4.4),andcautionisalsorequiredduringthefirst

timeoftreatmentifswitchingthepharmacoenhancerfromritonavirtocobicistat(seesection4.4).

 

Medicinal products that affect darunavir exposure (ritonavir as pharmacoenhancer)

DarunavirandritonaviraremetabolisedbyCYP3A.MedicinalproductsthatinduceCYP3Aactivitywouldbeexpectedto

increasetheclearanceofdarunavirandritonavir,resultinginloweredplasmaconcentrationsofthesecompoundsand

consequentlythatofdarunavir,leadingtolossoftherapeuticeffectandpossibledevelopmentofresistance(seesections4.3

and4.4).CYP3Ainducersthatarecontraindicatedincluderifampicin,StJohn'sWortandlopinavir.

 

Co-administrationofdarunavirandritonavirwithothermedicinalproductsthatinhibitCYP3Amaydecreasetheclearanceof

darunavirandritonavir,whichmayresultinincreasedplasmaconcentrationsofdarunavirandritonavir.Co-administrationwith

strongCYP3A4inhibitorsisnotrecommendedandcautioniswarranted,theseinteractionsaredescribedintheinteraction

tablebelow(e.g.indinavir,azoleantifungalslikeclotrimazole).

 

Medicinal products that affect darunavir exposure (cobicistat as pharmacoenhancer)

DarunavirandcobicistataremetabolisedbyCYP3A,andco-administrationwithCYP3Ainducersmaythereforeresultin

subtherapeuticplasmaexposuretodarunavir.DarunavirboostedwithcobicistatismoresensitivetoCYP3Ainductionthan

ritonavir-boosteddarunavir:co-administrationofdarunavir/cobicistatwithmedicinalproductsthatarestronginducersof

CYP3A(e.g.St.John'sWort,rifampicin,carbamazepine,phenobarbital,andphenytoin)iscontraindicated(seesection4.3).

Co-administrationofdarunavir/cobicistatwithweaktomoderateCYP3Ainducers(e.g.efavirenz,etravirine,nevirapine,

fluticasone,andbosentan)isnotrecommended(seeinteractiontablebelow).

 

Forco-administrationwithstrongCYP3A4inhibitors,thesamerecommendationsapplyindependentofwhetherdarunaviris

boostedwithritonavirorwithcobicistat(seesectionabove).

 

Medicinal products that may be affected by darunavir boosted with ritonavir

DarunavirandritonavirareinhibitorsofCYP3A,CYP2D6andP-gp.Co-administrationofdarunavir/ritonavirwithmedicinal

productsprimarilymetabolisedbyCYP3Aand/orCYP2D6ortransportedbyP-gpmayresultinincreasedsystemicexposureto

suchmedicinalproducts,whichcouldincreaseorprolongtheirtherapeuticeffectandadversereactions.

 

Darunavirco-administeredwithlowdoseritonavirmustnotbecombinedwithmedicinalproductsthatarehighlydependent

onCYP3Aforclearanceandforwhichincreasedsystemicexposureisassociatedwithseriousand/orlife-threateningevents

(narrowtherapeuticindex)(seesection4.3).

 

Co-administrationofboosteddarunavirwithdrugsthathaveactivemetabolite(s)formedbyCYP3Amayresultinreduced

plasmaconcentrationsoftheseactivemetabolite(s),potentiallyleadingtolossoftheirtherapeuticeffect(seetheInteraction

tablebelow).

 

Theoverallpharmacokineticenhancementeffectbyritonavirwasanapproximate14-foldincreaseinthesystemicexposureof

darunavirwhenasingledoseof600mgdarunavirwasgivenorallyincombinationwithritonavirat100mgtwicedaily.

Therefore,darunavirmustonlybeusedincombinationwithapharmacokineticenhancer(seesections4.4and5.2).
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AclinicalstudyutilisingacocktailofmedicinalproductsthataremetabolisedbycytochromesCYP2C9,CYP2C19andCYP2D6

demonstratedanincreaseinCYP2C9andCYP2C19activityandinhibitionofCYP2D6activityinthepresenceof

darunavir/ritonavir,whichmaybeattributedtothepresenceoflowdoseritonavir.Co-administrationofdarunavirandritonavir

withmedicinalproductswhichareprimarilymetabolisedbyCYP2D6(suchasflecainide,propafenone,metoprolol)mayresult

inincreasedplasmaconcentrationsofthesemedicinalproducts,whichcouldincreaseorprolongtheirtherapeuticeffectand

adversereactions.Co-administrationofdarunavirandritonavirwithmedicinalproductsprimarilymetabolisedbyCYP2C9(such

aswarfarin)andCYP2C19(suchasmethadone)mayresultindecreasedsystemicexposuretosuchmedicinalproducts,which

coulddecreaseorshortentheirtherapeuticeffect.

 

AlthoughtheeffectonCYP2C8hasonlybeenstudiedin vitro,co-administrationofdarunavirandritonavirandmedicinal

productsprimarilymetabolisedbyCYP2C8(suchaspaclitaxel,rosiglitazone,repaglinide)mayresultindecreasedsystemic

exposuretosuchmedicinalproducts,whichcoulddecreaseorshortentheirtherapeuticeffect.

 

RitonavirinhibitsthetransportersP-glycoprotein,OATP1B1andOATP1B3,andco-administrationwithsubstratesofthese

transporterscanresultinincreasedplasmaconcentrationsofthesecompounds(e.g.dabigatranetexilate,digoxin,statinsand

bosentan;seetheInteractiontablebelow).

 

Medicinal products that may be affected by darunavir boosted with cobicistat

Therecommendationsfordarunavirboostedwithritonaviraresimilartotherecommendationsfordarunavirboostedwith

cobicistatwithregardtosubstratesofCYP3A4,CYP2D6,P-glycoprotein,OATP1B1andOATP1B3(seecontraindicationsand

recommendationspresentedinthesectionabove).Cobicistat150mggivenwithdarunavir800mgoncedailyenhances

darunavirpharmacokineticparametersinacomparablewaytoritonavir(seesection5.2).

 

Unlikeritonavir,cobicistatdoesnotinduceCYP1A2,CYP2B6,CYP2C8,CYP2C9,CYP2C19orUGT1A1.Forfurtherinformationon

cobicistat,consultthecobicistatSummaryofProductCharacteristics.

 

Interaction table

Interactionstudieshaveonlybeenperformedinadults.

Severaloftheinteractionstudies(indicatedby#inthetablebelow)havebeenperformedatlowerthanrecommendeddoses

ofdarunavirorwithadifferentdosingregimen(seesection4.2Posology).Theeffectsonco-administeredmedicinalproducts

maythusbeunderestimatedandclinicalmonitoringofsafetymaybeindicated.

 

Theinteractionprofileofdarunavirdependsonwhetherritonavirorcobicistatisusedaspharmacokineticenhancer.Darunavir

maythereforehavedifferentrecommendationsforconcomitantmedicationsdependingonwhetherthecompoundisboosted

withritonavirorcobicistat.Nointeractionstudiespresentedinthetablehavebeenperformedwithdarunavirboostedwith

cobicistat.Thesamerecommendationsapply,unlessspecificallyindicated.Forfurtherinformationoncobicistat,consultthe

cobicistatSummaryofProductCharacteristics.

 

Interactionsbetweendarunavir/ritonavirandantiretroviralandnon-antiretroviralmedicinalproductsarelistedinthetable

below.Thedirectionofthearrowforeachpharmacokineticparameterisbasedonthe90%confidenceintervalofthe

geometricmeanratiobeingwithin(↔),below(↓)orabove(↑)the80-125%range(notdeterminedas"ND").

Inthetablebelowthespecificpharmacokineticenhancerisspecifiedwhenrecommendationsdiffer.Whenthe

recommendationisthesameforDarunavirRowexwhenco-administeredwithalowdoseritonavirorcobicistat,theterm

"boostedDarunavirRowex"isused.

 

Thebelowlistofexamplesofdrugdruginteractionsisnotcomprehensiveandthereforethelabelofeachdrugthatis

co-administeredwithDarunavirRowexshouldbeconsultedforinformationrelatedtotherouteofmetabolism,interaction

pathways,potentialrisks,andspecificactionstobetakenwithregardstoco-administration.

 

INTERACTIONSANDDOSERECOMMENDATIONSWITHOTHERMEDICINALPRODUCTS

Medicinalproducts 

examplesby 

therapeuticareas

Interaction

Geometricmeanchange(%)
Recommendationsconcerning co-administration

HIVANTIRETROVIRALS

Integrasestrandtransferinhibitors

Dolutegravir

dolutegravirAUC↓22%

dolutegravirC24h38%

dolutegravirCmax↓11%

darunavir↔*

BoostedDarunavirRowexanddolutegravircanbeusedwithout

doseadjustment.
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*Usingcross-study

comparisonstohistorical

pharmacokineticdata

Raltegravir

Someclinicalstudiessuggest

raltegravirmaycausea

modestdecreaseindarunavir

plasmaconcentrations.

Atpresenttheeffectofraltegravirondarunavirplasma

concentrationsdoesnotappeartobeclinicallyrelevant.Boosted

DarunavirRowexandraltegravircanbeusedwithoutdose

adjustments.

Nucleo(s/t)idereversetranscriptaseinhibitors(NRTIs)

Didanosine

400mgoncedaily

didanosineAUC↓9%

didanosineCminND

didanosineCmax↓16%

darunavirAUC↔

darunavirCmin↔

darunavirCmax↔

BoostedDarunavirRowexanddidanosinecanbeusedwithout

doseadjustments.

Didanosineistobeadministeredonanemptystomach,thusit

shouldbeadministered1hourbeforeor2hoursafterboosted

DarunavirRowexgivenwithfood.

Tenofovirdisoproxil

245mgoncedaily‡

tenofovirAUC↑22%

tenofovirCmin↑37%

tenofovirCmax↑24%

#darunavirAUC↑21%

# darunavirCmin ↑24%

# darunavirCmax ↑16%

(↑ tenofovir from effect on

MDR-1 transport in the renal

tubules)

Monitoring of renal function may be indicated when boosted

DarunavirRowexisgivenincombinationwithtenofovirdisoproxil,

particularly inpatientswithunderlying systemicor renaldisease,

orinpatientstakingnephrotoxicagents.

 

 

 

 

Darunavir Rowex co-administered with cobicistat lowers the

creatinineclearance.Refertosection4.4 ifcreatinineclearanceis

usedfordoseadjustmentoftenofovirdisoproxil.

Emtricitabine/tenofovir

alafenamide

Tenofoviralafenamide↔

Tenofovir↑

Therecommendeddoseofemtricitabine/tenofoviralafenamideis

200/10mgoncedailywhenusedwithboostedDarunavirRowex.

Abacavir

Emtricitabine

Lamivudine

Stavudine

Zidovudine

Notstudied.Basedonthe

differentelimination

pathwaysoftheotherNRTIs

zidovudine,emtricitabine,

stavudine,lamivudine,that

areprimarilyrenallyexcreted,

andabacavirforwhich

metabolismisnotmediated

byCYP450,nointeractions

areexpectedforthese

medicinalcompoundsand

boostedDarunavirRowex.

BoostedDarunavirRowexcanbeusedwiththeseNRTIswithout

doseadjustment.

 

DarunavirRowexco-administeredwithcobicistatlowersthe

creatinineclearance.Refertosection4.4ifcreatinineclearanceis

usedfordoseadjustmentofemtricitabineorlamivudine.

Non-nucleo(s/t)idereversetranscriptaseinhibitors(NNRTIs)

Efavirenz

600mgoncedaily

efavirenzAUC↑21%

efavirenzCmin↑17%

efavirenzCmax↑15%

#darunavirAUC↓13%

# darunavirCmin ↓31%

# darunavirCmax ↓15%

(↑ efavirenz from CYP3A

inhibition)

(↓ darunavir from CYP3A

induction)

Clinicalmonitoring forcentralnervoussystemtoxicityassociated

with increased exposure to efavirenz may be indicated when

DarunavirRowexco-administeredwithlowdoseritonavirisgiven

incombinationwithefavirenz.

 

 

 

Efavirenz incombinationwithDarunavirRowex/ritonavir800/100

mgoncedailymayresultin

sub-optimal darunavir Cmin. If efavirenz is to be used in

combination with Darunavir Rowex/ritonavir, the Darunavir

Rowex/ritonavir600/100mg twicedaily regimenshouldbeused

(seesection4.4).

Co-administration with Darunavir Rowex co-administered with

cobicistatisnotrecommended(seesection4.4).

Etravirine etravirineAUC↓37% Darunavir Rowex co-administered with low dose ritonavir and
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100mgtwicedaily

etravirineCmin↓49%

etravirineCmax↓32%

darunavirAUC↑15%

darunavirCmin↔

darunavirCmax↔

etravirine 200   mg   twice   daily can be used without dose

adjustments.

 

 

Co-administration with Darunavir Rowex co-administered with

cobicistatisnotrecommended(seesection4.4).

Nevirapine

200mgtwicedaily

nevirapineAUC↑27%

nevirapineCmin↑47%

nevirapineCmax↑18%

#darunavir:concentrations

wereconsistentwithhistorical

data

(↑nevirapinefromCYP3A

inhibition)

DarunavirRowexco-administeredwithlowdoseritonavirand

nevirapinecanbeusedwithoutdoseadjustments.

 

Co-administrationwithDarunavirRowexco-administeredwith

cobicistatisnotrecommended(seesection4.4).

Rilpivirine

150mgoncedaily

rilpivirineAUC↑130%

rilpivirineCmin↑178%

rilpivirineCmax↑79%

darunavirAUC↔

darunavirCmin↓11%

darunavirCmax↔

BoostedDarunavirRowexandrilpivirinecanbeusedwithoutdose

adjustments.

HIVProteaseinhibitors(PIs)- withoutadditionalco-administrationoflowdoseritonavir†

Atazanavir

300mgoncedaily

atazanavirAUC↔

atazanavirCmin↑52%

atazanavirCmax↓11%

#darunavirAUC↔

# darunavirCmin  ↔

# darunavirCmax ↔

Atazanavir: comparison of

atazanavir/ritonavir 300/100

mg once daily vs. atazanavir

300 mg once daily in

combination with

darunavir/ritonavir 400/100

mg twice daily. Darunavir:

comparison of

darunavir/ritonavir 400/100

mg twice daily vs.

darunavir/ritonavir 400/100

mgtwicedailyincombination

with atazanavir 300mg once

daily.

Darunavir Rowex co-administered with low dose ritonavir and

atazanavircanbeusedwithoutdoseadjustments.

 

Darunavir Rowex co-administered with cobicistat should not be

used in combination with another antiretroviral agent that

requires pharmacoenhancement by means of co-administration

withaninhibitorofCYP3A4(seesection4.5).

Indinavir

800mgtwicedaily

indinavirAUC↑23%

indinavirCmin↑125%

indinavirCmax↔

#darunavirAUC↑24%

#darunavirCmin↑44%

#darunavirCmax↑11%

Indinavir: comparison of

indinavir/ritonavir 800/100

mg twice daily vs.

indinavir/darunavir/ritonavir

800/400/100mgtwicedaily.

Darunavir: comparison of

darunavir/ritonavir 400/100

mg twice daily vs.

WhenusedincombinationwithDarunavirRowexco-administered

withlowdoseritonavir,doseadjustmentofindinavirfrom800mg

twice daily to 600 mg twice daily may be warranted in case of

intolerance.

 

 

 

Darunavir Rowex co-administered with cobicistat should not be

used in combination with another antiretroviral agent that

requires pharmacoenhancement by means of co-administration

withaninhibitorofCYP3A4(seesection4.5).
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darunavir/ritonavir 400/100

mg in combination with

indinavir800mgtwicedaily.

Saquinavir

1,000mgtwicedaily

#darunavirAUC↓26%

#darunavirCmin↓42%

#darunavirCmax↓17%

saquinavirAUC↓6%

saquinavirCmin↓18%

saquinavirCmax↓6%

Saquinavir: comparison of

saquinavir/ritonavir 1,000/100

mg twice daily vs.

saquinavir/darunavir/ritonavir

1,000/400/100mgtwicedaily

Darunavir: comparison of

darunavir/ritonavir 400/100

mg twice daily vs.

darunavir/ritonavir 400/100

mg in combination with

saquinavir 1,000 mg twice

daily.

It is not recommended to combine Darunavir Rowex

co-administeredwithlowdoseritonavirwithsaquinavir.

 

Darunavir Rowex co-administered with cobicistat should not be

used in combination with another antiretroviral agent that

requires pharmacoenhancement by means of co-administration

withaninhibitorofCYP3A4(seesection4.5).

HIVProteaseinhibitors(PIs)- withco-administrationoflowdoseritonavir†

Lopinavir/ritonavir

400/100mgtwicedaily

 

Lopinavir/ritonavir

533/133.3mgtwicedaily

lopinavirAUC↑9%

lopinavirCmin↑23%

lopinavirCmax↓2%

darunavirAUC↓38%‡

darunavirCmin↓51%‡

darunavirCmax↓21%‡

lopinavirAUC↔

 

lopinavirCmin↑13%

lopinavirCmax↑11%

darunavirAUC↓41%

darunavirCmin↓55%

darunavirCmax↓21%

‡ based upon non dose

normalisedvalues

Due to a decrease in the exposure (AUC) of darunavir by 40%,

appropriatedosesofthecombinationhavenotbeenestablished.

Hence, concomitant use of boosted Darunavir Rowex and the

combination product lopinavir/ritonavir is contraindicated (see

section4.3).

CCR5ANTAGONIST

Maraviroc

150mgtwicedaily

maravirocAUC↑305%

maravirocCminND

maravirocCmax↑129%

darunavir,ritonavir

concentrationswere

consistentwithhistoricaldata

Themaravirocdoseshouldbe150mgtwicedailywhen

co-administeredwithboostedDarunavirRowex.

α1-ADRENORECEPTOR ANTAGONIST

Alfuzosin

Basedontheoretical

considerationsDarunavir

Rowexisexpectedtoincrease

alfuzosinplasma

concentrations.

(CYP3Ainhibition)

Co-administrationofboostedDarunavirRowexandalfuzosinis

contraindicated(seesection4.3).

ANAESTHETIC

Alfentanil

Notstudied.Themetabolism

ofalfentanilismediatedvia

CYP3A,andmayassuchbe

inhibitedbyboosted

DarunavirRowex.

TheconcomitantusewithboostedDarunavirRowexmayrequire

tolowerthedoseofalfentanilandrequiresmonitoringforrisksof

prolongedordelayedrespiratorydepression.

ANTIANGINA/ANTIARRHYTHMIC
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Disopyramide

Flecainide

Lidocaine(systemic)

Mexiletine

Propafenone

 

Amiodarone

Bepridil

Dronedarone

Ivabradine

Quinidine

Ranolazine

Notstudied.Boosted

DarunavirRowexisexpected

toincreasethese

antiarrhythmicplasma

concentrations.

(CYP3Aand/orCYP2D6

inhibition)

Cautioniswarrantedandtherapeuticconcentrationmonitoring,if

available,isrecommendedfortheseantiarrhythmicswhen

co-administeredwithboostedDarunavirRowex.

 

 

 

Co-administrationofboostedDarunavirRowexandamiodarone,

bepridil,dronedarone,ivabradine,quinidine,orranolazineis

contraindicated(seesection4.3).

Digoxin

0.4mgsingledose

digoxinAUC↑61%

digoxinCminND

digoxinCmax↑29%

(↑digoxinfromprobable

inhibitionofP-gp)

Giventhatdigoxinhasanarrowtherapeuticindex,itis

recommendedthatthelowestpossibledoseofdigoxinshould

initiallybeprescribedincasedigoxinisgiventopatientson

boostedDarunavirRowextherapy.Thedigoxindoseshouldbe

carefullytitratedtoobtainthedesiredclinicaleffectwhile

assessingtheoverallclinicalstateofthesubject.

ANTIBIOTIC

Clarithromycin

500mgtwicedaily

clarithromycinAUC↑57%

clarithromycinCmin↑174%

clarithromycinCmax↑26%

#darunavirAUC↓13%

# darunavirCmin↑1%

# darunavirCmax ↓17%

max

14-OH-clarithromycin

concentrationswerenot

detectablewhencombined

withDarunavir

Rowex/ritonavir.

(↑clarithromycinfromCYP3A

inhibitionandpossibleP-gp

inhibition)

Cautionshouldbeexercisedwhenclarithromyciniscombined

withboostedDarunavirRowex.

 

ForpatientswithrenalimpairmenttheSummaryofProduct

Characteristicsforclarithromycinshouldbeconsultedforthe

recommendeddose.

ANTICOAGULANT/PLATELET AGGREGATION INHIBITOR

Apixaban

Rivaroxaban

Notstudied.

Co-administrationofboosted

DarunavirRowexwiththese

anticoagulantsmayincrease

concentrationsofthe

anticoagulant.

(CYP3Aand/orP-gp

inhibition)

TheuseofboostedDarunavirRowexwithadirectoral

anticoagulant

(DOAC)thatismetabolisedby

CYP3A4andtransportedbyP-gpisnotrecommendedasthismay

leadtoanincreasedbleedingrisk.

Dabigatranetexilate

Edoxaban dabigatranetexilate(150mg):

darunavir/ritonavir      800/100

mg single

dose:

dabigatranAUC↑72%

dabigatranCmax↑64%

darunavir/ritonavir      800/100

mg once

daily:

dabigatranAUC↑18%

dabigatranCmax↑22%

darunavir/cobicistat    800/150

mg single

dose:

Darunavir/ritonavir:

Clinicalmonitoringand/ordose

reductionoftheDOACshouldbe

consideredwhenaDOAC

transportedbyP-gpbutnot

metabolisedbyCYP3A4,

includingdabigatranetexilateand

edoxaban,isco-administeredwith

DarunavirRowex.

 

Darunavir/cobicistat:

Clinicalmonitoringanddose

reductionisrequiredwhena

DOACtransportedbyP-gpbutnot

metabolisedbyCYP3A4,
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Ticagrelor

Clopidogrel

dabigatranAUC↑164%

dabigatranCmax↑164%

darunavir/cobicistat    800/150

mg once

daily:

dabigatranAUC↑88%

dabigatranCmax↑99%

Based on theoretical

considerations,co-administrati

on of boosted Darunavir

Rowex with ticagrelor may

increase concentrations of

ticagrelor(CYP3A

and/or P-glycoprotein

inhibition).Not studied.

Co-administration of

clopidogrel with boosted

Darunavir Rowex is expected

todecreaseclopidogrelactive

metabolite plasma

concentration, which may

reducetheantiplateletactivity

ofclopidogrel

includingdabigatranetexilateand

edoxaban,isco-administeredwith

DarunavirRowex.

Concomitant administration of boosted Darunavir Rowex with

ticagreloriscontraindicated(seesection4.3).

Co-administrationofclopidogrelwithboostedDarunavirRowexis

notrecommended.UseofotherantiplateletsnotaffectedbyCYP

inhibitionorinduction(e.g.prasugrel)isrecommended.

Warfarin

Notstudied.Warfarin

concentrationsmaybe

affectedwhen

co-administeredwithboosted

DarunavirRowex.

Itisrecommendedthattheinternationalnormalisedratio(INR)be

monitoredwhenwarfariniscombinedwithboostedDarunavir

Rowex.

ANTICONVULSANTS

Phenobarbital

Phenytoin

Notstudied.Phenobarbital

andphenytoinareexpected

todecreaseplasma

concentrationsofdarunavir

anditspharmacoenhancer.

(inductionofCYP450

enzymes)

DarunavirRowexco-administeredwithlowdoseritonavirshould

notbeusedincombinationwiththesemedicines.

 

TheuseofthesemedicineswithDarunavirRowex/cobicistatis

contraindicated(seesection4.3).

Carbamazepine

200mgtwicedaily

carbamazepineAUC↑45%

carbamazepineCmin↑54%

carbamazepineCmax↑43%

darunavirAUC↔

darunavirCmin↓15%

darunavirCmax↔

NodoseadjustmentforDarunavirRowex/ritonaviris

recommended.IfthereisaneedtocombineDarunavir

Rowex/ritonavirandcarbamazepine,patientsshouldbe

monitoredforpotentialcarbamazepine-relatedadverseevents.

Carbamazepineconcentrationsshouldbemonitoredanditsdose

shouldbetitratedforadequateresponse.Baseduponthefindings,

thecarbamazepinedosemayneedtobereducedby25%to50%

inthepresenceof

DarunavirRowex/ritonavir.

 

TheuseofcarbamazepinewithDarunavirRowexco-administered

withcobicistatiscontraindicated(seesection4.3).

Clonazepam

Notstudied.

Co-administrationofboosted

DarunavirRowexwith

clonazepammayincrease

concentrationsofclonazepam.

(CYP3Ainhibition)

Clinicalmonitoringisrecommendedwhenco-administering

boostedDarunavirRowexwithclonazepam.

ANTIDEPRESSANTS

Paroxetine

20mgoncedaily paroxetineAUC↓39%

paroxetineCmin↓37%

If antidepressants are co-administered with boosted Darunavir

Rowex, the recommended approach is a dose titration of the
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Sertraline

50mgoncedaily

Amitriptyline

Desipramine Imipramine

NortriptylineTrazodone

paroxetineCmax↓36%

#darunavirAUC↔

#darunavirC ↔

min

#darunavirC ↔

max

sertralineAUC↓49%

sertralineCmin↓49%

sertralineCmax↓44%

#darunavirAUC↔

# darunavirCmin ↓6%

# darunavirCmax ↔

Incontrasttothesedatawith

Darunavir Rowex/ritonavir,

Darunavir Rowex /cobicistat

may increase these

antidepressant plasma

concentrations (CYP2D6

and/orCYP3Ainhibition).

Concomitant use of boosted

Darunavir Rowex and these

antidepressants may increase

concentrations of the

antidepressant. (CYP2D6

and/orCYP3Ainhibition)

antidepressant based on a clinical assessment of antidepressant

response. In addition, patients on a stable dose of these

antidepressants who start treatment with boosted Darunavir

Rowexshouldbemonitoredforantidepressantresponse.

 

 

 

Clinical monitoring is recommended when co-administering

boostedDarunavirRowexwith theseantidepressantsandadose

adjustmentoftheantidepressantmaybeneeded.

ANTI-DIABETICS

Metformin

Notstudied.Basedon

theoreticalconsiderations

DarunavirRowex

co-administeredwith

cobicistatisexpectedto

increasemetforminplasma

concentrations.

(MATE1inhibition)

Carefulpatientmonitoringanddoseadjustmentofmetforminis

recommendedinpatientswhoaretakingDarunavirRowex

co-administeredwithcobicistat.

(notapplicableforDarunavirRowexco-administeredwith

ritonavir)

ANTIEMETICS

Domperidone Notstudied.
Co-administrationofdomperidonewithboostedDarunavirRowex

iscontraindicated.

ANTIFUNGALS

Voriconazole

Notstudied.Ritonavirmay

decreaseplasma

concentrationsof

voriconazole.(inductionof

CYP450enzymes)

 

Concentrationsof

voriconazolemayincreaseor

decreasewhen

co-administeredwith

DarunavirRowex

 co-administeredwith

cobicistat.

(inhibitionofCYP450

enzymes)

VoriconazoleshouldnotbecombinedwithboostedDarunavir

Rowexunlessanassessmentofthebenefit/riskratiojustifiesthe

useofvoriconazole.

Fluconazole

Isavuconazole

Itraconazole

Posaconazole

Notstudied.Boosted

DarunavirRowex may

increaseantifungalplasma

concentrationsand

Cautioniswarrantedandclinicalmonitoringisrecommended.

Whenco-administrationisrequiredthedailydoseofitraconazole

shouldnotexceed200mg.
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Clotrimazole

posaconazole,isavuconazole,

itraconazoleorfluconazole

mayincreasedarunavir

concentrations.

(CYP3Ainhibitionand/or

P-gpinhibition)

 

 

Notstudied.Concomitant

systemicuseofclotrimazole

andboostedDarunavirRowex

mayincreaseplasma

concentrationsofdarunavir

and/orclotrimazole.

darunavirAUC24h↑33%

(basedonpopulation

pharmacokineticmodel)

ANTIGOUTMEDICINES

Colchicine

Notstudied.Concomitantuse

ofcolchicineandboosted

DarunavirRowexmay

increasetheexposureto

colchicine.

(CYP3Aand/orP-gp

inhibition)

Areductionincolchicinedoseoraninterruptionofcolchicine

treatmentisrecommendedinpatientswithnormalrenalor

hepaticfunctioniftreatmentwithboostedDarunavirRowexis

required.Forpatientswithrenalorhepaticimpairmentcolchicine

withboostedDarunavirRowexiscontraindicated(seesections4.3

and4.4).

ANTIMALARIALS

Artemether/Lumefantrine

80/480mg,6dosesat0,

8,24,36,48,and

60hours

artemetherAUC↓16%

artemetherCmin↔

artemetherCmax↓18%

dihydroartemisininAUC↓18%

dihydroartemisininCmin↔

dihydroartemisininCmax↓

18%

lumefantrineAUC↑175%

lumefantrineCmin↑126%

lumefantrineCmax↑65%

darunavirAUC↔

darunavirCmin↓13%

darunavirCmax↔

ThecombinationofboostedDarunavirRowexand

artemether/lumefantrinecanbeusedwithoutdoseadjustments;

however,duetotheincreaseinlumefantrineexposure,the

combinationshouldbeusedwithcaution.

ANTIMYCOBACTERIALS

Rifampicin

Rifapentine

Notstudied.Rifapentineand

rifampicinarestrongCYP3A

inducersandhavebeen

showntocauseprofound

decreasesinconcentrations

ofotherproteaseinhibitors,

whichcanresultinvirological

failureandresistance

development(CYP450

enzymeinduction).During

attemptstoovercomethe

decreasedexposureby

increasingthedoseofother

proteaseinhibitorswithlow

doseritonavir,ahigh

frequencyofliverreactions

wasseenwithrifampicin.

ThecombinationofrifapentineandboostedDarunavirRowexis

notrecommended.

 

ThecombinationofrifampicinandboostedDarunavirRowexis

contraindicated(seesection4.3).

Rifabutin

150mgonceeveryother

rifabutinAUC**↑55%

rifabutinCmin**  ↑ND

Adosereductionofrifabutinby75%oftheusualdoseof300

mg/day(i.e.rifabutin150mgonceeveryotherday)andincreased
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day

rifabutinCmax**  ↔

darunavirAUC↑53%

darunavirCmin↑68%

darunavirCmax↑39%

**sumofactivemoietiesof

rifabutin(parentdrug

+25-O-desacetylmetabolite)

 

Theinteractiontrialshoweda

comparabledailysystemic

exposureforrifabutin

betweentreatmentat300mg

oncedailyaloneand150mg

onceeveryotherdayin

combinationwithDarunavir

Rowex/ritonavir(600/100mg

twicedaily)withanabout

10-foldincreaseinthedaily

exposuretotheactive

metabolite

25-O-desacetylrifabutin.

Furthermore,AUCofthesum

ofactivemoietiesofrifabutin

(parentdrug+

25-O-desacetylmetabolite)

wasincreased1.6-fold,while

Cmaxremainedcomparable.

Dataoncomparisonwitha

150mgoncedailyreference

doseislacking.

 

(Rifabutinisaninducerand

substrateofCYP3A.)An

increaseofsystemicexposure

todarunavirwasobserved

whenDarunavirRowex

co-administeredwith100mg

ritonavirwasco-administered

withrifabutin(150mgonce

everyotherday).

monitoringforrifabutinrelatedadverseeventsiswarrantedin

patientsreceivingthecombinationwithDarunavirRowex

co-administeredwithritonavir.Incaseofsafetyissues,afurther

increaseofthedosingintervalforrifabutinand/ormonitoringof

rifabutinlevelsshouldbeconsidered.Considerationshouldbe

giventoofficialguidanceontheappropriatetreatmentof

tuberculosisinHIVinfectedpatients.

BaseduponthesafetyprofileofDarunavirRowex/ritonavir,the

increaseindarunavirexposureinthepresenceofrifabutindoes

notwarrantadoseadjustmentforDarunavirRowex/ritonavir.

Basedonpharmacokineticmodeling,thisdosereductionof75%is

alsoapplicableifpatientsreceiverifabutinatdosesotherthan300

mg/day.

 

Co-administrationofDarunavirRowexco-administeredwith

cobicistatandrifabutinisnotrecommended.

ANTINEOPLASTICS

Dasatinib

Nilotinib

Vinblastine

Vincristine

 

Everolimus

Irinotecan

Notstudied.Boosted

DarunavirRowex isexpected

toincreasethese

antineoplasticplasma

concentrations.

(CYP3Ainhibition)

Concentrationsofthesemedicinalproductsmaybeincreased

whenco-administeredwithboostedDarunavirRowexresultingin

thepotentialforincreasedadverseeventsusuallyassociatedwith

theseagents.

Cautionshouldbeexercisedwhencombiningoneofthese

antineoplasticagentswithboostedDarunavirRowex.

 

Concomitantuseofeverolimusoririnotecanandboosted

DarunavirRowexisnotrecommended.

ANTIPSYCHOTICS/NEUROLEPTICS

Quetiapine

Notstudied.Boosted

DarunavirRowex isexpected

toincreasethese

antipsychoticplasma

concentrations.

(CYP3Ainhibition)

ConcomitantadministrationofboostedDarunavirRowexand

quetiapineiscontraindicatedasitmayincreasequetiapine-related

toxicity.

Increasedconcentrationsofquetiapinemayleadtocoma(see

section4.3).

Perphenazine

Risperidone

Not studied. Boosted

Darunavir Rowex  is expected

A dose decrease may be needed for these medicinal products

whenco-administeredwithboostedDarunavirRowex.
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Thioridazine

Lurasidone

Pimozide

Sertindole

to increase these

antipsychotic plasma

concentrations.

(CYP3A, CYP2D6 and/or P-gp

inhibition)

 

Concomitant administration of boosted Darunavir Rowex and

lurasidone,pimozideorsertindole iscontraindicated (seesection

4.3).

β-BLOCKERS

Carvedilol

Metoprolol

Timolol

NotStudied.Boosted

DarunavirRowex isexpected

toincreasetheseβ-blocker

plasmaconcentrations.

(CYP2D6inhibition)

Clinicalmonitoringisrecommendedwhenco-administering

boostedDarunavirRowexwithβ-blockers.Alowerdoseofthe

β-blockershouldbeconsidered.

CALCIUMCHANNELBLOCKERS

Amlodipine

Diltiazem

Felodipine

Nicardipine

Nifedipine

Verapamil

Notstudied.Boosted

DarunavirRowex canbe

expectedtoincreasethe

plasmaconcentrationsof

calciumchannelblockers.

(CYP3Aand/orCYP2D6

inhibition)

Clinicalmonitoringoftherapeuticandadverseeffectsis

recommendedwhenthesemedicinesareconcomitantly

administeredwithboostedDarunavirRowex.

CORTICOSTEROIDS

Corticosteroidsprimarily

metabolisedbyCYP3A

(including

betamethasone,

budesonide,fluticasone,

mometasone,

prednisone,

triamcinolone)

Fluticasone:inaclinicalstudy

whereritonavir100mg

capsulestwicedailywere

co-administeredwith50μg

intranasalfluticasone

propionate(4timesdaily)for

7daysinhealthysubjects,

fluticasonepropionateplasma

concentrationsincreased

significantly,whereasthe

intrinsiccortisollevels

decreasedbyapproximately

86%(90%CI82-89%).Greater

effectsmaybeexpectedwhen

fluticasoneisinhaled.

Systemiccorticosteroid

effectsincludingCushing's

syndromeandadrenal

suppressionhavebeen

reportedinpatientsreceiving

ritonavirandinhaledor

intranasallyadministered

fluticasone.Theeffectsof

highfluticasonesystemic

exposureonritonavirplasma

levelsareunknown.

Othercorticosteroids:

interactionnotstudied.

Plasmaconcentrationsof

thesemedicinalproductsmay

beincreasedwhen

co-administeredwithboosted

DarunavirRowex,resultingin

reducedserumcortisol

concentrations.

ConcomitantuseofboostedDarunavirRowexandcorticosteroids

(allroutesofadministration)thataremetabolisedbyCYP3A may

increasetheriskofdevelopmentofsystemiccorticosteroideffects,

includingCushing'ssyndromeandadrenalsuppression.

Co-administrationwithCYP3A-metabolisedcorticosteroidsisnot

recommendedunlessthepotentialbenefittothepatient

outweighstherisk,inwhichcasepatientsshouldbemonitoredfor

systemiccorticosteroideffects.

AlternativecorticosteroidswhicharelessdependentonCYP3A

metabolisme.g.beclomethasoneshouldbeconsidered,

particularlyforlongtermuse.

Dexamethasone

(systemic)

Notstudied.Dexamethasone

maydecreaseplasma

concentrationsofdarunavir.

(CYP3Ainduction)

Systemicdexamethasoneshouldbeusedwithcautionwhen

combinedwithboostedDarunavirRowex.
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ENDOTHELINRECEPTORANTAGONISTS

Bosentan

Notstudied.Concomitantuse

ofbosentanandboosted

darunavirmayincrease

plasmaconcentrationsof

bosentan.Bosentanis

expectedtodecreaseplasma

concentrationsofdarunavir

and/oritspharmacoenhancer.

(CYP3Ainduction)

WhenadministeredconcomitantlywithDarunavirRowexandlow

doseritonavir,thepatient'stolerabilityofbosentanshouldbe

monitored.

 

CoadministrationofDarunavirRowexco-administeredwith

cobicistatandbosentanisnotrecommended.

HEPATITISC VIRUS(HCV)DIRECT-ACTINGANTIVIRALS

NS3-4Aproteaseinhibitors

Elbasvir/grazoprevir

BoostedDarunavirRowex

mayincreasetheexposureto

grazoprevir.(CYP3Aand

OATP1Binhibition)

ConcomitantuseofboostedDarunavirRowexand

elbasvir/grazopreviriscontraindicated(seesection4.3).

Glecaprevir/pibrentasvir

Basedontheoretical

considerationsboosted

DarunavirRowexmay

increasetheexposureto

glecaprevirandpibrentasvir.

(Pgp,BCRPand/or

OATP1B1/3inhibition)

Itisnotrecommendedtoco-administerboostedDarunavirRowex

withglecaprevir/pibrentasvir.

HERBALPRODUCTS

StJohn'sWort

(Hypericumperforatum)

Notstudied.StJohn'sWortis

expectedtodecreasethe

plasmaconcentrationsof

darunavirorits

pharmacoenhancers.(CYP450

induction)

BoostedDarunavirRowexmustnotbeusedconcomitantlywith

productscontainingStJohn'sWort(Hypericumperforatum)(see

section4.3).IfapatientisalreadytakingStJohn'sWort,stopSt

John'sWortandifpossible,checkvirallevels.Darunavirexposure

(andalsoritonavirexposure)mayincreaseonstoppingStJohn's

Wort.Theinducingeffectmaypersistforatleast2weeksafter

cessationoftreatmentwithStJohn'sWort.

HMGCO-AREDUCTASEINHIBITORS

Lovastatin

Simvastatin

Notstudied.Lovastatinand

simvastatinareexpectedto

havemarkedlyincreased

plasmaconcentrationswhen

co-administeredwithboosted

DarunavirRowex.(CYP3A

inhibition)

Increasedplasmaconcentrationsoflovastatinorsimvastatinmay

causemyopathy,includingrhabdomyolysis.Concomitantuseof

boostedDarunavirRowex withlovastatinandsimvastatinis

thereforecontraindicated(seesection4.3).

Atorvastatin

10mgoncedaily

atorvastatinAUC↑3-4fold

atorvastatinCmin↑≈5.5-10

fold

atorvastatinCmax↑≈2fold

#darunavir/ritonavir

atorvastatinAUC↑290%Ω

atorvastatinCmax↑319%
Ω

atorvastatinCminND
Ω

Ωwithdarunavir/cobicistat

800 mg/150mg

WhenadministrationofatorvastatinandboostedDarunavir

Rowexisdesired,itisrecommendedtostartwithanatorvastatin

doseof10mgoncedaily.Agradualdoseincreaseofatorvastatin

maybetailoredtotheclinicalresponse.

Pravastatin

40mgsingledose

pravastatinAUC↑81%¶

pravastatinCminND

pravastatinCmax↑63%

¶anuptofive-foldincrease

wasseeninalimited

subsetofsubjects

WhenadministrationofpravastatinandboostedDarunavirRowex

isrequired,itisrecommendedtostartwiththelowestpossible

doseofpravastatinandtitrateuptothedesiredclinicaleffect

whilemonitoringforsafety.

Rosuvastatin

10mgoncedaily

rosuvastatinAUC↑48%

rosuvastatinCmax↑144%

 basedonpublisheddata

withdarunavir/ritonavir

WhenadministrationofrosuvastatinandboostedDarunavir

Rowexisrequired,itisrecommendedtostartwiththelowest

possibledoseofrosuvastatinandtitrateuptothedesiredclinical

effectwhilemonitoringforsafety.
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rosuvastatinAUC↑93%§

rosuvastatinCmax↑277%
§

rosuvastatinCminND
§

§withdarunavir/cobicistat

800 mg/150mg

OTHER LIPID MODIFYING AGENTS

Lomitapide

Basedontheoretical

considerationsboosted

DarunavirRowexisexpected

toincreasetheexposureof

lomitapidewhen

co-administered.

(CYP3Ainhibition)

Co-administrationiscontraindicated(seesection4.3)

H2-RECEPTORANTAGONISTS

Ranitidine

150mgtwicedaily

#darunavirAUC↔

# darunavirCmin ↔

# darunavirCmax ↔

 

BoostedDarunavirRowexcanbeco-administeredwith

H2-receptorantagonistswithoutdoseadjustments.

IMMUNOSUPPRESSANTS

Ciclosporin

Sirolimus

Tacrolimus

 

Everolimus

Notstudied.Exposureto

theseimmunosuppressants

willbeincreasedwhen

co-administeredwithboosted

DarunavirRowex.

(CYP3Ainhibition)

Therapeuticdrugmonitoringoftheimmunosuppressiveagent

mustbedonewhenco-administrationoccurs.

 

 

ConcomitantuseofeverolimusandboostedDarunavirRowexis

notrecommended.

INHALEDBETAAGONISTS

Salmeterol

Notstudied.Concomitantuse

ofsalmeterolandboosted

darunavirmayincrease

plasmaconcentrationsof

salmeterol.

ConcomitantuseofsalmeterolandboostedDarunavirRowexis

notrecommended.Thecombinationmayresultinincreasedrisk

ofcardiovascularadverseeventwithsalmeterol,includingQT

prolongation,palpitationsandsinustachycardia.

NARCOTICANALGESICS/ TREATMENTOFOPIOIDDEPENDENCE

Methadone

individualdoseranging

from55mgto150mg

oncedaily

R(-)methadoneAUC↓16%

R(-)methadoneCmin↓15%

R(-)methadoneCmax↓24%

 

DarunavirRowex/cobicistat

may,incontrast,increase

methadoneplasma

concentrations(seecobicistat

SmPC).

Noadjustmentofmethadonedoseisrequiredwheninitiating

co-administrationwithboostedDarunavirRowex.However,

adjustmentofthemethadonedosemaybenecessarywhen

concomitantlyadministeredforalongerperiodoftime.Therefore,

clinicalmonitoringisrecommended,asmaintenancetherapymay

needtobeadjustedinsomepatients.

Buprenorphine/naloxone

8/2mg–16/4mgonce

daily

buprenorphineAUC↓11%

buprenorphineCmin↔

buprenorphineCmax↓8%

norbuprenorphineAUC↑46%

norbuprenorphineCmin↑

71%norbuprenorphineCmax

↑36%

naloxoneAUC↔

naloxoneCminND

naloxoneCmax↔

Theclinicalrelevanceoftheincreaseinnorbuprenorphine

pharmacokineticparametershasnotbeenestablished.Dose

adjustmentforbuprenorphinemaynotbenecessarywhen

co-administeredwithboostedDarunavirRowexbutacareful

clinicalmonitoringforsignsofopiatetoxicityisrecommended.

Fentanyl

Oxycodone

Tramadol

Basedontheoretical

considerationsboosted

DarunavirRowexmay

increaseplasma

concentrationsofthese

analgesics.

(CYP2D6and/orCYP3A

inhibition)

Clinicalmonitoringisrecommendedwhenco-administering

boostedDarunavirRowexwiththeseanalgesics.
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OESTROGEN-BASEDCONTRACEPTIVES

Drospirenone

Ethinylestradiol (3

mg/0.02mgoncedaily)

 

 

Ethinylestradiol

Norethindrone

35μg/1mgoncedaily

drospirenoneAUC↑58%€

drospirenoneCminND
€

drospirenoneCmax↑15%
€

ethinylestradiolAUC↓30%€

ethinylestradiolCminND
€

ethinylestradiolCmax↓14%
€

€withdarunavir/cobicistat

ethinylestradiolAUC↓44%β

ethinylestradiolCmin↓62%β

 ethinylestradiolCmax↓32%β

 norethindroneAUC↓14%β

norethindroneCmin↓30%β

norethindroneCmax↔β

βwithdarunavir/ritonavir

When Darunavir Rowex is co-administered with a

drospirenone-containing product, clinical monitoring is

recommendedduetothepotentialforhyperkalaemia.

 

 

 

 

 

 

Alternative or additional contraceptive measures are

recommended when oestrogen-based contraceptives are

co-administered with boosted Darunavir Rowex. Patients using

oestrogensashormone replacement therapy shouldbe clinically

monitoredforsignsofoestrogendeficiency.

OPIOID ANTAGONIST 

Naloxegol

 

Notstudied.

 

Co-administrationofboosteddarunavirandnaloxegolis

contraindicated.

PHOSPHODIESTERASE, TYPE 5 (PDE-5) INHIBITORS

Forthetreatmentof

erectiledysfunction

Avanafil

Sildenafil

Tadalafil

Vardenafil

Inaninteractionstudy#,a

comparablesystemic

exposuretosildenafilwas

observedforasingleintake

of100mgsildenafilaloneand

asingleintakeof25mg

sildenafilco-administered

withDarunavirRowexandlow

doseritonavir.

ThecombinationofavanafilandboostedDarunavirRowexis

contraindicated(seesection4.3).ConcomitantuseofotherPDE-5

inhibitorsforthetreatmentoferectiledysfunctionwithboosted

DarunavirRowexshouldbedonewithcaution.Ifconcomitantuse

ofboostedDarunavirRowexwithsildenafil,vardenafilortadalafil

isindicated,sildenafilatasingledosenotexceeding25mgin48

hours,vardenafilatasingledosenotexceeding2.5mgin72

hoursortadalafilatasingledosenotexceeding10mgin72

hoursisrecommended.

Forthetreatmentof

pulmonaryarterial

hypertension

Sildenafil

Tadalafil

Notstudied.Concomitantuse

ofsildenafilortadalafilforthe

treatmentofpulmonary

arterialhypertensionand

boostedDarunavirRowex

mayincreaseplasma

concentrationsofsildenafilor

tadalafil.(CYP3Ainhibition)

Asafeandeffectivedoseofsildenafilforthetreatmentof

pulmonaryarterialhypertensionco-administeredwithboosted

DarunavirRowexhasnotbeenestablished.Thereisanincreased

potentialforsildenafil-associatedadverseevents(includingvisual

disturbances,hypotension,prolongederectionandsyncope).

Therefore,co-administrationofboostedDarunavirRowexand

sildenafilwhenusedforthetreatmentofpulmonaryarterial

hypertensioniscontraindicated(seesection4.3).

Co-administrationoftadalafilforthetreatmentofpulmonary

arterialhypertensionwithboostedDarunavirRowexisnot

recommended.

PROTONPUMPINHIBITORS

Omeprazole

20mgoncedaily

#darunavirAUC↔

# darunavirCmin ↔

# darunavirCmax ↔

BoostedDarunavirRowexcanbeco-administeredwithproton

pumpinhibitorswithoutdoseadjustments.

SEDATIVES/HYPNOTICS  

Buspirone

Clorazepate

Diazepam

Estazolam

Flurazepam

 

 

Midazolam(parenteral)

Zolpidem

 

Notstudied.

Sedative/hypnoticsare

extensivelymetabolisedby

CYP3A.Co-administration

withboostedDarunavir

Rowexmaycausealarge

increaseintheconcentration

ofthesemedicines.

 

 

 

 

Clinicalmonitoringisrecommendedwhenco-administering

boostedDarunavirRowexwiththesesedatives/hypnoticsanda

lowerdoseofthesedatives/hypnoticsshouldbeconsidered.

 

 

 

 

Ifparenteralmidazolamisco-administeredwithboosted

DarunavirRowex,itshouldbedoneinanintensivecareunit(ICU)

orsimilarsetting,whichensurescloseclinicalmonitoringand

appropriatemedicalmanagementincaseofrespiratory

depressionand/orprolongedsedation.Doseadjustmentfor
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Ifparenteralmidazolamis

co-administeredwithboosted

DarunavirRowexitmaycause

alargeincreaseinthe

concentrationofthis

benzodiazepine.Datafrom

concomitant

useofparenteralmidazolam

withotherproteaseinhibitors

suggestapossible3-4fold

increaseinmidazolamplasma

levels.

midazolamshouldbeconsidered,especiallyifmorethanasingle

doseofmidazolamisadministered.

 

BoostedDarunavirRowexwithtriazolamororalmidazolamis

contraindicated(seesection4.3).

TREATMENT FOR PREMATURE EJACULATION

Dapoxetine Notstudied.
Co-administrationofboostedDarunavirRowexwithdapoxetineis

contraindicated.

UROLOGICAL DRUGS

Fesoterodine

Solifenacin
Notstudied.

Usewithcaution.Monitorforfesoterodineorsolifenacinadverse

reactions,dosereductionoffesoterodineorsolifenacinmaybe

necessary.
#studieshavebeenperformedatlowerthanrecommendeddosesofdarunavirorwithadifferentdosingregimen(seesection

4.2Posology).
†Theefficacyandsafetyoftheuseofdarunavirwith100mgritonavirandanyotherHIVPI(e.g.(fos)amprenavirandtipranavir)

hasnotbeenestablishedinHIVpatients.Accordingtocurrenttreatmentguidelines,dualtherapywithproteaseinhibitorsis

generallynotrecommended.
‡Studywasconductedwithtenofovirdisoproxilfumarate300mgoncedaily.

4.6 Fertility, pregnancy and lactation

Pregnancy

Asageneralrule,whendecidingtouseantiretroviralagentsforthetreatmentofHIVinfectioninpregnantwomenand

consequentlyforreducingtheriskofHIVverticaltransmissiontothenewborn,theanimaldataaswellastheclinical

experienceinpregnantwomenshouldbetakenintoaccount.

 

Therearenoadequateandwellcontrolledstudiesonpregnancyoutcomewithdarunavirinpregnantwomen.Studiesin

animalsdonotindicatedirectharmfuleffectswithrespecttopregnancy,embryonal/foetaldevelopment,parturitionor

postnataldevelopment(seesection5.3).

 

DarunavirRowexco-administeredwithlowdoseritonavirshouldbeusedduringpregnancyonlyifthepotentialbenefit

justifiesthepotentialrisk.

 

Treatmentwithdarunavir/cobicistat800 mg/150mgduringpregnancyresultsinlowdarunavirexposure(seesection5.2),

whichmaybeassociatedwithanincreasedriskoftreatmentfailureandanincreasedriskofHIVtransmissiontothechild.

TherapywithDarunavirRowex/cobicistatshouldnotbeinitiatedduringpregnancy,andwomenwhobecomepregnantduring

therapywithDarunavirRowex/cobicistatshouldbeswitchedtoanalternativeregimen(seesections4.2and4.4).

 

Breast-feeding

Itisnotknownwhetherdarunavirisexcretedinhumanmilk.Studiesinratshavedemonstratedthatdarunavirisexcretedin

milkandathighlevels(1,000mg/kg/day)resultedintoxicityoftheoffspring.

 

Becauseofthepotentialforadversereactionsinbreast-fedinfants,womenshouldbeinstructednottobreast-feediftheyare

receivingDarunavirRowex.

 

InordertoavoidtransmissionofHIVtotheinfantitisrecommendedthatwomenlivingwithHIVdonotbreast-feed.

 

Fertility

Nohumandataontheeffectofdarunavironfertilityareavailable.Therewasnoeffectonmatingorfertilitywithdarunavir

treatmentinrats(seesection5.3).
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4.7 Effects on ability to drive and use machines

Darunavirincombinationwithcobicistatorritonavirhasnoornegligibleinfluenceontheabilitytodriveandusemachines.

However,dizzinesshasbeenreportedinsomepatientsduringtreatmentwithregimenscontainingdarunavirco-administered

withcobicistatorlowdoseritonavirandshouldbeborneinmindwhenconsideringapatient’sabilitytodriveoroperate

machinery(seesection4.8).

4.8 Undesirable effects

Summary of the safety profile

Duringtheclinicaldevelopmentprogram(N=2,613treatment-experiencedsubjectswhoinitiatedtherapywith

darunavir/ritonavir600/100mgtwicedaily),51.3%ofsubjectsexperiencedatleastoneadversereaction.Thetotalmean

treatmentdurationforsubjectswas95.3weeks.Themostfrequentadversereactionsreportedinclinicaltrialsandas

spontaneousreportsarediarrhoea,nausea,rash,headacheandvomiting.Themostfrequentseriousreactionsareacuterenal

failure,myocardialinfarction,immunereconstitutioninflammatorysyndrome,thrombocytopenia,osteonecrosis,diarrhoea,

hepatitisandpyrexia.

 

Inthe96weekanalysis,thesafetyprofileofdarunavir/ritonavir800/100mgoncedailyintreatment-naïvesubjectswassimilar

tothatseenwithdarunavir/ritonavir600/100mgtwicedailyintreatment-experiencedsubjectsexceptfornauseawhichwas

observedmorefrequentlyintreatment-naïvesubjects.Thiswasdrivenbymildintensitynausea.Nonewsafetyfindingswere

identifiedinthe192weekanalysisofthetreatment-naïvesubjectsinwhichthemeantreatmentdurationofdarunavir/ritonavir

800/100mgoncedailywas162.5weeks.

 

DuringthePhaseIIIclinicaltrialGS-US-216-130withdarunavir/cobicistat(N=313treatment-naïveandtreatment-experienced

subjects),66.5%ofsubjectsexperiencedatleastoneadversereaction.Themeantreatmentdurationwas58.4weeks.Themost

frequentadversereactionsreportedwerediarrhoea(28%),nausea(23%),andrash(16%).Seriousadversereactionsare

diabetesmellitus,(drug)hypersensitivity,immunereconstitutioninflammatorysyndrome,rashandvomiting.

Forinformationoncobicistat,consultthecobicistatSummaryofProductCharacteristics.

 

Tabulated list of adverse reactions

Adversereactionsarelistedbysystemorganclass(SOC)andfrequencycategory.Withineachfrequencycategory,adverse

reactionsarepresentedinorderofdecreasingseriousness.Frequencycategoriesaredefinedasfollows:verycommon(≥1/10),

common(≥1/100to<1/10),uncommon(≥1/1,000to<1/100),rare(≥1/10,000to<1/1,000)andnotknown(frequency

cannotbeestimatedfromtheavailabledata).

 

Adverse reactions observed with darunavir/ritonavirin clinical trials and post-marketing

 

 

MedDRA systemorgan class

Frequency category
Adverse reaction

Infections and infestations

uncommon herpessimplex

Blood and lymphatic system disorders

uncommon

 

 

rare

thrombocytopenia,neutropenia,anaemia,

leukopenia

 

increasedeosinophilcount

Immune system disorders

uncommon immunereconstitutioninflammatorysyndrome,(drug)hypersensitivity

Endocrine disorders

uncommon hypothyroidism,increasedbloodthyroidstimulatinghormone

Metabolism and nutrition disorders

common diabetesmellitus,hypertriglyceridaemia,hypercholesterolaemia,hyperlipidaemia

uncommon

gout,anorexia,decreasedappetite,decreasedweight,increasedweight,hyperglycaemia,

insulinresistance,decreasedhighdensitylipoprotein,increasedappetite,polydipsia,increased

bloodlactatedehydrogenase

Psychiatric disorders

common

 

insomnia
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uncommon

 

rare

depression,disorientation,anxiety,sleepdisorder,abnormaldreams,nightmare,decreased

libido

 

confusionalstate,alteredmood,restlessness

Nervous system disorders

common

 

uncommon

 

 

rare

headache,peripheralneuropathy,dizziness

 

lethargy,paraesthesia,hypoaesthesia,dysgeusia,disturbanceinattention,memoryimpairment,

somnolence

 

syncope,convulsion,ageusia,sleepphaserhythmdisturbance

Eye disorders

uncommon

 

rare

conjunctivalhyperaemia,dryeye

 

visualdisturbance

Ear and labyrinth disorders

uncommon vertigo

Cardiac disorders

uncommon

 

rare

myocardialinfarction,anginapectoris,prolongedelectrocardiogramQT,tachycardia

 

acutemyocardialinfarction,sinusbradycardia,palpitations

Vascular disorders

uncommon hypertension,flushing

Respiratory, thoracic and mediastinal disorders

uncommon

 

rare

dyspnoea,cough,epistaxis,throatirritation

 

rhinorrhoea

Gastrointestinal disorders

verycommon

 

commonuncommon

 

 

rare

diarrhoea

 

vomiting,nausea,abdominalpain,increasedbloodamylase,dyspepsia,abdominaldistension,

flatulence

 

pancreatitis,gastritis,gastrooesophagealrefluxdisease,aphthousstomatitis,retching,dry

mouth,abdominaldiscomfort,constipation,increasedlipase,eructation,oraldysaesthesia

 

stomatitis,haematemesis,cheilitis,drylip,coatedtongue

Hepatobiliary disorders

common

 

uncommon

increasedalanineaminotransferase

 

hepatitis,cytolytichepatitis,hepaticsteatosis,hepatomegaly,increasedtransaminase,increased

aspartateaminotransferase,increasedbloodbilirubin,increasedbloodalkalinephosphatase,

increasedgamma-glutamyltransferase

Skin and subcutaneous tissue disorders

common

 

 

uncommon

 

rare

 

 

notknown

rash(includingmacular,maculopapular,papular,erythematousandpruriticrash),pruritus

angioedema, generalised rash, allergic dermatitis, urticaria, eczema, erythema, hyperhidrosis,

nightsweats,alopecia,acne,dryskin,nailpigmentation

DRESS, Stevens-Johnson syndrome, erythemamultiforme, dermatitis, seborrhoeic dermatitis,

skinlesion,xeroderma

 

toxicepidermalnecrolysis,acutegeneralisedexanthematouspustulosis

Musculoskeletal and connective tissue disorders

uncommon

 

 

rare

myalgia,osteonecrosis,musclespasms,muscularweakness,arthralgia,paininextremity,

osteoporosis,increasedbloodcreatinephosphokinase

 

musculoskeletalstiffness,arthritis,jointstiffness

Renal and urinary disorders
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uncommon

 

 

rare

 

rare

acuterenalfailure,renalfailure,nephrolithiasis,increasedbloodcreatinine,proteinuria,

bilirubinuria,dysuria,nocturia,pollakiuria

 

decreasedcreatininerenalclearance

 

crystalnephropathy§

Reproductive system and breast disorders

uncommon erectiledysfunction,gynaecomastia

General disorders and administration site conditions

common

 

uncommon

 

rare

asthenia,fatigue

 

pyrexia,chestpain,peripheraloedema,malaise,feelinghot,irritability,pain

 

chills,abnormalfeeling,xerosis
§adversereactionidentifiedinthepost-marketingsetting.PertheguidelineonSummaryofProductCharacteristics(Revision2,

September2009),thefrequencyofthisadversereactioninthepost-marketingsettingwasdeterminedusingthe"Ruleof3".

 

Adverse reactions observed with darunavir/cobicistat in adult patients

 

MedDRA system organ class

Frequency category
Adverse reaction

Immune system disorders

common

 

uncommon

(drug)hypersensitivity

 

immunereconstitutioninflammatorysyndrome

Metabolism and nutrition disorders

common anorexia,diabetesmellitus,hypercholesterolaemia,hypertriglyceridaemia,hyperlipidaemia

Psychiatric disorders

common abnormaldreams

Nervous system disorders

verycommon headache

Gastrointestinal disorders

verycommon

 

common

 

uncommon

diarrhoea,nausea

 

vomiting,abdominalpain,abdominaldistension,dyspepsia,flatulence,pancreaticenzymes

increased

 

pancreatitisacute

Hepatobiliary disorders

common

 

uncommon

hepaticenzymeincreased

 

hepatitis*,cytolytichepatitis*

Skin and subcutaneous tissue disorders

verycommon

 

 

common

 

rare

 

notknown

rash(includingmacular,maculopapular,papular,erythematous,pruriticrash,generalisedrash,

andallergicdermatitis)

 

angioedema,pruritus,urticaria

 

drugreactionwitheosinophiliaandsystemicsymptoms*,Stevens-Johnsonsyndrome*

 

toxicepidermalnecrolysis*,acutegeneralisedexanthematouspustulosis*

Musculoskeletal and connective tissue disorders

Common

Uncommon

myalgia

osteonecrosis*

Renal and urinary disorders

rare crystalnephropathy*§

Reproductive system and breast disorders

uncommon gynaecomastia*
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General disorders and administration site conditions

common

 

uncommon

fatigue

 

asthenia

Investigations

common increasedbloodcreatinine

*  theseadversedrugreactionshavenotbeenreportedinclinicaltrialexperiencewithdarunavir/cobicistatbuthavebeen

notedwithdarunavir/ritonavirtreatmentandcouldbeexpectedwithdarunavir/cobicistattoo.
§adversereactionidentifiedinthepost-marketingsetting.PertheguidelineonSummaryofProductCharacteristics(Revision2,

September2009),thefrequencyofthisadversereactioninthepost-marketingsettingwasdeterminedusingthe"Ruleof3".

 

Description of selected adverse reactions

 

Rash

Inclinicaltrials,rashwasmostlymildtomoderate,oftenoccurringwithinthefirstfourweeksoftreatmentandresolvingwith

continueddosing.Incasesofsevereskinreactionseethewarninginsection4.4.Inasinglearmtrialinvestigatingdarunavir

800mgoncedailyincombinationwithcobicistat150mgoncedailyandotherantiretrovirals2.2%ofpatientsdiscontinued

treatmentduetorash.

 

Duringtheclinicaldevelopmentprogramofraltegravirintreatment-experiencedpatients,rash,irrespectiveofcausality,was

morecommonlyobservedwithregimenscontainingdarunavir/ritonavir+raltegravircomparedtothosecontaining

darunavir/ritonavirwithoutraltegravirorraltegravirwithoutdarunavir/ritonavir.Rashconsideredbytheinvestigatortobe

drug-relatedoccurredatsimilarrates.Theexposure-adjustedratesofrash(allcausality)were10.9,4.2,and3.8per100

patient-years(PYR),respectively;andfordrug-relatedrashwere2.4,1.1,and2.3per100PYR,respectively.Therashesobserved

inclinicalstudiesweremildtomoderateinseverityanddidnotresultindiscontinuationoftherapy(seesection4.4).

 

Metabolicparameters

Weightandlevelsofbloodlipidsandglucosemayincreaseduringantiretroviraltherapy(seesection4.4).

 

Musculoskeletal abnormalities

IncreasedCPK,myalgia,myositisandrarely,rhabdomyolysishavebeenreportedwiththeuseofproteaseinhibitors,particularly

incombinationwithNRTIs.

 

Cases of osteonecrosis havebeen reported, particularly in patientswith generally acknowledged risk factors, advancedHIV

diseaseorlong-termexposuretocombinationantiretroviraltherapy(CART).Thefrequencyofthisisunknown(seesection4.4).

 

Immune reconstitutioninflammatory syndrome

InHIVinfectedpatientswithsevereimmunedeficiencyatthetimeofinitiationofcombinationantiretroviraltherapy(CART),an

inflammatoryreactiontoasymptomaticorresidualopportunisticinfectionsmayarise.Autoimmunedisorders(suchasGraves'

diseaseandautoimmunehepatitis)havealsobeenreported;however,thereportedtimetoonsetismorevariableandthese

eventscanoccurmanymonthsafterinitiationoftreatment(seesection4.4).

 

Bleeding in haemophiliac patients

Therehavebeenreportsofincreasedspontaneousbleedinginhaemophiliacpatientsreceivingantiretroviralprotease

inhibitors(seesection4.4).

 

Paediatric population

Thesafetyassessmentofdarunavirwithritonavirinpaediatricpatientsisbasedonthe48-weekanalysisofsafetydatafrom

threePhaseIItrials.Thefollowingpatientpopulationswereevaluated(seesection5.1):

 80ART-experiencedHIV-1infectedpaediatricpatientsagedfrom6to17yearsand weighingatleast20kgwho

receiveddarunavirtabletswithlowdoseritonavirtwicedailyincombinationwithotherantiretroviralagents.

 21ART-experiencedHIV-1infectedpaediatricpatientsagedfrom3to<6yearsandweighing10kgto<20kg(16

participantsfrom15kgto<20kg)whoreceiveddarunaviroralsuspensionwithlowdoseritonavirtwicedailyin 

combinationwithotherantiretroviralagents.

 12ART-naïveHIV-1infectedpaediatricpatientsagedfrom12to17yearsandweighingatleast40kgwho

receiveddarunavirtabletswithlowdoseritonavironcedailyincombinationwithotherantiretroviralagents(see

section5.1).
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Overall,thesafetyprofileinthesepaediatricpatientswassimilartothatobservedintheadultpopulation.

Thesafetyassessmentofdarunavirwithcobicistatinpaediatricpatientswasevaluatedinadolescentsaged12tolessthan18

years,weighingatleast40kgthroughtheclinicaltrialGS-US-216-0128(treatment-experienced,virologicallysuppressed,N=7).

Safetyanalysesofthisstudyinadolescentsubjectsdidnotidentifynewsafetyconcernscomparedtotheknownsafetyprofile

ofdarunavirandcobicistatinadultsubjects.

Other special populations

Patients co-infected with hepatitis B and/or hepatitis C virus

Among1,968treatment-experiencedpatientsreceivingdarunavirco-administeredwithritonavir600/100mgtwicedaily,236

patientswereco-infectedwithhepatitisBorC.Co-infectedpatientsweremorelikelytohavebaselineandtreatmentemergent

hepatictransaminaseelevationsthanthosewithoutchronicviralhepatitis(seesection4.4).

Reporting  of suspected adverse reactions

Reportingsuspectedadversereactionsafterauthorisationofthemedicinalproductisimportant.Itallowscontinued

monitoringofthebenefit/riskbalanceofthemedicinalproduct.Healthcareprofessionalsareaskedtoreportanysuspected

adversereactionsviathenationalreportingsystem:HPRAPharmacovigilance;website:www.hpra.ie.

4.9 Overdose

Humanexperienceofacuteoverdosewithdarunavirco-administeredwithcobicistatorlowdoseritonavirislimited.Single

dosesupto3,200mgofdarunavirasoralsolutionaloneandupto1,600mgofthetabletformulationofdarunavirin

combinationwithritonavirhavebeenadministeredtohealthyvolunteerswithoutuntowardsymptomaticeffects.

 

ThereisnospecificantidoteforoverdosewithDarunavirRowex.TreatmentofoverdosewithDarunavirRowexconsistsof

generalsupportivemeasuresincludingmonitoringofvitalsignsandobservationoftheclinicalstatusofthepatient.Since

darunavirishighlyproteinbound,dialysisisunlikelytobebeneficialinsignificantremovaloftheactivesubstance.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:Antiviralsforsystemicuse,proteaseinhibitors,ATCcode:J05AE10.

 

Mechanism  of action

DarunavirisaninhibitorofthedimerisationandofthecatalyticactivityoftheHIV-1protease(KDof4.5x10-
12M).Itselectively

inhibitsthecleavageofHIVencodedGag-Polpolyproteinsinvirusinfectedcells,therebypreventingtheformationofmature

infectiousvirusparticles.

 

Antiviral activity in vitro

DarunavirexhibitsactivityagainstlaboratorystrainsandclinicalisolatesofHIV-1andlaboratorystrainsofHIV-2inacutely

infectedT-celllines,humanperipheralbloodmononuclearcellsandhumanmonocytes/macrophageswithmedianEC50values

rangingfrom1.2to8.5nM(0.7to5.0ng/ml).Darunavirdemonstratesantiviralactivityin vitro againstabroadpanelofHIV-1

groupM(A,B,C,D,E,F,G)andgroupOprimaryisolateswithEC50valuesrangingfrom<0.1to4.3nM.

 

TheseEC50valuesarewellbelowthe50%cellulartoxicityconcentrationrangeof87µMto>100µM.

 

Resistance

In vitro selectionofdarunavir-resistantvirusfromwildtypeHIV-1waslengthy(>3years).Theselectedviruseswereunableto

growinthepresenceofdarunavirconcentrationsabove400nM.

Virusesselectedintheseconditionsandshowingdecreasedsusceptibilitytodarunavir(range:23-50-fold)harboured2to4

aminoacidsubstitutionsintheproteasegene.Thedecreasedsusceptibilitytodarunaviroftheemergingvirusesinthe

selectionexperimentcouldnotbeexplainedbytheemergenceoftheseproteasemutations.

 

TheclinicaltrialdatafromART-experiencedpatients(TITANtrialandthepooledanalysisofthePOWER 1,2and3andDUET 1

and2trials)showedthatvirologicresponsetodarunavir co-administeredwithlowdoseritonavirwasdecreasedwhen3or

http://www.hpra.ie/
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moredarunavirRAMs(V11I,V32I,L33F,I47V,I50V,I54LorM,T74P,L76V,I84VandL89V)werepresentatbaselineorwhen

thesemutationsdevelopedduringtreatment.

 

IncreasingbaselinedarunavirfoldchangeinEC50(FC)wasassociatedwithdecreasingvirologicresponse.Alowerandupper

clinicalcut-offof10and40wereidentified.IsolateswithbaselineFC≤10aresusceptible;isolateswithFC>10to40have

decreasedsusceptibility;isolateswithFC>40

areresistant(seeClinicalresults).

 

VirusesisolatedfrompatientsonDarunavir/ritonavir600/100mgtwicedailyexperiencingvirologicfailurebyreboundthat

weresusceptibletotipranaviratbaselineremainedsusceptibletotipranaviraftertreatmentinthevastmajorityofcases.

 

ThelowestratesofdevelopingresistantHIVvirusareobservedinART-naïvepatientswhoaretreatedforthefirsttimewith

darunavirincombinationwithotherART.

 

ThetablebelowshowsthedevelopmentofHIV-1proteasemutationsandlossofsusceptibilitytoPIsinvirologicfailuresat

endpointintheARTEMIS,ODIN andTITAN trials.

 

 
ARTEMIS

Week192

ODIN

Week48


TITAN

Week48

 

Darunavir

/

ritonavir

800/100

mgonce

daily

N=343

Darunavir

/

ritonavir

800/100

mgonce

daily

N=294

Darunavir

/

ritonavir

600/100

mgtwice

daily

N=296

Darunavir

/

ritonavir

600/100

mgtwice

daily

N=298

Totalnumberofvirologicfailuresa,n(%)

Rebounders

Neversuppressedsubjects

55(16.0%)

 

39(11.4%)

16(4.7%)

65(22.1%)

 

11(3.7%)

54(18.4%)

54(18.2%)

 

11(3.7%)

43(14.5%)

31(10.4%)

 

16(5.4%)

15(5.0%)

Numberofsubjectswithvirologicfailureandpairedbaseline/endpointgenotypes,developingmutationsbatendpoint,n/N

Primary(major)PI

mutations

PIRAMs

0/43

 

4/43

1/60

 

7/60

0/42

 

4/42

6/28

 

10/28

Numberofsubjectswithvirologicfailureandpairedbaseline/endpointphenotypes,showinglossofsusceptibilitytoPIsat

endpointcomparedtobaseline,n/N

PI

darunavir

amprenavir

atazanavir

indinavir

lopinavir

saquinavir

tipranavir

 

0/39

0/39

0/39

0/39

0/39

0/39

0/39

 

1/58

1/58

2/56

2/57

1/58

0/56

0/58

 

0/41

0/40

0/40

0/40

0/40

0/40

0/41

 

3/26

0/22

0/22

1/24

0/23

0/22

1/25
a TLOVRnon-VFcensoredalgorithmbasedonHIV-1RNA<50copies/ml,exceptforTITAN (HIV-1RNA<400copies/ml)
b IAS-USAlists

 

LowratesofdevelopingresistantHIV-1viruswereobservedinART-naïvepatientswhoaretreatedforthefirsttimewith

darunavir/cobicistatoncedailyincombinationwithotherART,andinART-experiencedpatientswithnodarunavirRAMs

receivingdarunavir/cobicistatincombinationwithotherART.ThetablebelowshowsthedevelopmentofHIV-1protease

mutationsandresistancetoPIsinvirologicfailuresatendpointintheGS-US-216-130trial.

 

 

 

GS-US-216-130

Week48 

 
Treatment-naïvedarunavir/cobicistat

800/150mgoncedailyN=295

Treatment-experienceddarunavir/cobicistat800/150mg

oncedailyN=18

Numberofsubjectswithvirologicfailureaandgenotypedatathatdevelopmutationsbatendpoint,n/N
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Primary(major)PI

mutations

PIRAMs

0/8

 

2/8

1/7

 

1/7

NumberofsubjectswithvirologicfailureaandphenotypedatathatshowresistancetoPIsatendpointc,n/N

HIVPI

darunavir

amprenavir

atazanavir

indinavir

lopinavir

saquinavir

tipranavir

 

0/8

0/8

0/8

0/8

0/8

0/8

0/8

 

0/7

0/7

0/7

0/7

0/7

0/7

0/7

a Virogicfailuresweredefinedas:neversuppressed:confirmedHIV-1RNA<1logreductionfrombaselineand≥50copies/ml

attheweek-8;rebound:HIV-1RNA<50copies/mlfollowedbyconfirmedHIV-1RNAto≥400copies/mlorconfirmed>1

log10HIV-1RNAincreasefromthenadir;discontinuationswithHIV-1RNA≥400copies/mlatlastvisit
b IAS-USAlists
c InGS-US216-130baselinephenotypewasnotavailable

 

Cross-resistance

DarunavirFCwaslessthan10for90%of3,309clinicalisolatesresistanttoamprenavir,atazanavir,indinavir,lopinavir,nelfinavir,

ritonavir,saquinavirand/ortipranavirshowingthatvirusesresistanttomostPIsremainsusceptibletodarunavir.

 

InthevirologicfailuresoftheARTEMIS trialnocross-resistancewithotherPIswasobserved.Inthevirologicfailuresofthe

GS-US-216-130trialnocross-resistancewithotherHIVPIswasobserved.

 

Clinical results

ThepharmacokineticenhancingeffectofcobicistatondarunavirwasevaluatedinaPhaseIstudyinhealthysubjectsthatwere

administereddarunavir800mgwitheithercobicistatat150mgorritonavirat100mgoncedaily.Thesteady-state

pharmacokineticparametersofdarunavirwerecomparablewhenboostedwithcobicistatversusritonavir.Forinformationon

cobicistat,consultthecobicistatSummaryofProductCharacteristics.

 

Adult  patients

 

Efficacy of darunavir 800 mg once daily co-administered with 150 mg cobicistat once daily in ART-naïve and ART-experienced 

patients

GS-US-216-130isasinglearm,open-label,PhaseIIItrialevaluatingthepharmacokinetics,safety,tolerability,andefficacyof

darunavirwithcobicistatin313HIV-1infectedadultpatients(295treatment-naïveand18treatment-experienced).These

patientsreceiveddarunavir800mgoncedailyincombinationwithcobicistat150mgoncedailywithaninvestigatorselected

backgroundregimenconsistingof2activeNRTIs.

 

HIV-1infectedpatientswhowereeligibleforthistrialhadascreeninggenotypeshowingnodarunavirRAMsandplasmaHIV-1

RNA≥1,000copies/ml.Thetablebelowshowstheefficacydataofthe48weekanalysesfromtheGS-US-216-130trial:

 

  GS-US-216-130

 

 

Outcomes at Week 48

Treatment-naïve

darunavir/cobicistat

800/150mgoncedaily

+OBRN=295

Treatment-experienced

darunavir/cobicistat

800/150mgoncedaily

+OBRN=18

Allsubjects

darunavir/cobicistat

800/150mgoncedaily

+OBRN=313

HIV-1RNA<50copies/mla 245(83.1%) 8(44.4%) 253(80.8%)

meanHIV-1RNAlogchangefrom

baseline

(log10copies/ml)

-3.01 -2.39 -2.97

CD4+cellcountmeanchangefrom

baselineb
+174 +102 +170

a ImputationsaccordingtotheTLOVRalgorithm
b LastObservationCarriedForwardimputation

 

Efficacy of darunavir 800 mg once daily co-administered with 100 mg ritonavir once daily in ART-naïve patients
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TheevidenceofefficacyofDarunavir/ritonavir800mg/100mgoncedailyisbasedontheanalysesof192weekdatafromthe

randomised,controlled,open-labelPhaseIIItrialARTEMIS inantiretroviraltreatment-naïveHIV-1infectedpatientscomparing

Darunavir/ritonavir800mg/100mgoncedailywithlopinavir/ritonavir800mg/200mgperday(givenasatwice-dailyorasa

once-dailyregimen).Botharmsusedafixedbackgroundregimenconsistingoftenofovirdisoproxilfumarate300mgonce

dailyandemtricitabine200mgoncedaily.

 

Thetablebelowshowstheefficacydataofthe48weekand96weekanalysesfromtheARTEMIS trial:

ARTEMIS

  Week48a Week96b

Outcomes

Darunavir/

ritonavir

800/100

mgonce

daily

N=343

Lopinavir/

ritonavir

800/200

mgper

day

N=346

Treatment

difference

(95%CIof

difference)

Darunavir/

ritonavir

800/100

mgonce

daily

N=343

Lopinavir/

ritonavir

800/200

mgper

day

N=346

Treatment

difference

(95%CIof

difference)

HIV-1RNA

<50copies/mlc

Allpatients

 

Withbaseline

HIV-RNA

<100,000

Withbaseline

HIV-RNA

≥100,000

WithbaselineCD4+cellcount<200

WithbaselineCD4+cellcount≥200

 

 

83.7%

(287)

85.8%

(194/226)

 

79.5%

(93/117)

 

79.4%

(112/141)

 

86.6%

(175/202)

 

 

78.3%

(271)

84.5%

(191/226)

 

66.7%

(80/120)

 

70.3%

(104/148)

 

84.3%

(167/198)

 

 

5.3%

(-0.5;

11.2)d

1.3%

(-5.2;7.9)d

 

12.8%

(1.6;24.1)d

 

9.2%

(-0.8;

19.2)d

 

2.3%

(-4.6;9.2)d

 

 

79.0%

(271)

80.5%

(182/226)

 

76.1%

(89/117)

 

78.7%

(111/141)

 

79.2%

(160/202)

 

 

70.8%

(245)

75.2%

(170/226)

 

62.5%

(75/120)

 

64.9%

(96/148)

 

75.3%

(149/198)

 

 

8.2%

(1.7;14.7)d

5.3%

(-2.3;

13.0)d

 

13.6%

(1.9;25.3)d

 

13.9%

(3.5;24.2)d

 

4.0%

(-4.3;

12.2)d

medianCD4+cellcountchangefrombaseline(x

106/l)e
137 141   171 188  

a Databasedonanalysesatweek48
b Databasedonanalysesatweek96
c ImputationsaccordingtotheTLOVRalgorithm
d Basedonnormalapproximationtothedifferencein%response
e Non-completerisfailureimputation:patientswhodiscontinuedprematurelyareimputedwithachangeequalto0

 

Non-inferiorityinvirologicresponsetotheDarunavir/ritonavirtreatment,definedasthepercentageofpatientswithplasma

HIV-1RNAlevel<50copies/ml,wasdemonstrated(atthepre-defined12%non-inferioritymargin)forbothIntent-To-Treat

(ITT)andOnProtocol(OP)populationsinthe48weekanalysis.Theseresultswereconfirmedintheanalysesofdataat96

weeksoftreatmentintheARTEMIStrial.Theseresultsweresustainedupto192weeksoftreatmentintheARTEMIStrial.

 

Efficacy of darunavir 800 mg once daily co-administered with 100 mg ritonavir once daily in ART-experienced patients

ODIN isaPhaseIII,randomised,open-labeltrialcomparingdarunavir/ritonavir800/100mgoncedailyversusdarunavir

/ritonavir600/100mgtwicedailyinART-experiencedHIV-1infectedpatientswithscreeninggenotyperesistancetesting

showingnodarunavirRAMs(i.e.V11I,V32I,L33F,I47V,I50V,I54M,I54L,T74P,L76V,I84V,L89V)andascreeningHIV-1RNA>

1,000copies/ml.Efficacyanalysisisbasedon48weeksoftreatment(seetablebelow).Botharmsusedanoptimised

backgroundregimen(OBR)of≥2NRTIs.

 

ODIN

Outcomes

Darunavir/ritonavir

800/100mgoncedaily+OBR

N=294

Darunavir/ritonavir

600/100mgtwicedaily+OBR

N=296

Treatmentdifference

(95%CIofdifference)

HIV-1RNA

<50copies/mla

WithBaselineHIV-1

72.1%(212)

 

 

70.9%(210)

 

 

1.2%(-6.1;8.5)b
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RNA(copies/ml)

<100,000

≥100,000

WithBaselineCD4+

cellcount(x106/l)

≥100

<100

 

WithHIV-1clade

TypeB

TypeAETypeC

Otherc

 

77.6%(198/255)

35.9%(14/39)

 

 

75.1%(184/245)

57.1%(28/49)

 

70.4%(126/179)

90.5%(38/42)

72.7%(32/44)

55.2%(16/29)

 

73.2%(194/265)

51.6%(16/31)

 

 

72.5%(187/258)

60.5%(23/38)

 

64.3%(128/199)

91.2%(31/34)

78.8%(26/33)

83.3%(25/30)

 

4.4%(-3.0;11.9)

-15.7%(-39.2;7.7)

 

 

2.6%(-5.1;10.3)

-3.4%(-24.5;17.8)

 

6.1%(-3.4;15.6)

-0.7%(-14.0;12.6)

-6.1%(-2.6;13.7)

-28.2%(-51.0;-5.3)

meanCD4+cellcountchangefrom

baseline(x106/l)e
108 112 -5d(-25;16)

a ImputationsaccordingtotheTLOVRalgorithm

b Basedonanormalapproximationofthedifferencein%response

c CladesA1,D,F1,G,K,CRF02_AG,CRF12_BF,andCRF06_CPX

d Differenceinmeans

e LastObservationCarriedForwardimputation

 

At48weeks,virologicresponse,definedasthepercentageofpatientswithplasmaHIV-1RNAlevel<50copies/ml,with

darunavir/ritonavir800mg/100mgoncedailytreatmentwasdemonstratedtobenon-inferior(atthepre-defined12%

non-inferioritymargin)comparedtoDarunavir/ritonavir600mg/100mgtwicedailyforbothITTandOPpopulations.

 

Darunavir/ritonavir800mg/100mgoncedailyinART-experiencedpatientsshouldnotbeusedinpatientswithoneormore

darunavirresistanceassociatedmutations(DRV-RAMs)orHIV-1RNA≥100,000copies/mlorCD4+cellcount<100cellsx

106/l(seesection4.2and4.4).LimiteddataisavailableinpatientswithHIV-1cladesotherthanB.

 

Paediatric patients

 

ART-naïve paediatric patients from the age of 12 years to <18 years, and weighing at least 40kg DIONE isanopen-label,PhaseII

trialevaluatingthepharmacokinetics,safety,tolerability,andefficacyofdarunavirwithlowdoseritonavirin12ART-naïve

HIV-1infectedpaediatricpatientsaged12tolessthan18yearsandweighingatleast40kg.Thesepatientsreceiveddarunavir

/ritonavir800/100mgoncedailyincombinationwithotherantiretroviral agents.VirologicResponsewasdefinedasa

decreaseinplasmaHIV-1RNAviralloadofatleast1.0log10versusbaseline.

 

DIONE

Outcomes at week 48
Darunavir/ritonavir

N=12

HIV-1RNA<50copies/mla 83.3%(10)

CD4+percentchangefrombaseline 14

CD4+cellcountmeanchangefrombaselineb 221

≥1.0log10decreasefrombaselineinplasmaviralload 100%

a ImputationsaccordingtotheTLOVRalgorithm.

b Non-completerisfailureimputation:patientswhodiscontinuedprematurelyareimputedwithachangeequalto0.

 

Intheopen-label,PhaseII/IIItrialGS-US-216-0128,theefficacy,safety,andpharmacokineticsofdarunavir800mgand

cobicistat150mg(administeredasseparatetablets)andatleast2NRTIswereevaluatedin7HIV-1infected,

treatment-experienced,virologicallysuppressedadolescentsweighingatleast40kg.Patientswereonastableantiretroviral

regimen(foratleast3months),consistingofdarunaviradministeredwithritonavir,combinedwith2NRTIs.Theywere

switchedfromritonavirtocobicistat150mgoncedailyandcontinueddarunavir(N=7)and2NRTIs.

Virologic outcome in ART-experienced, virologically suppressed adolescents at 

week 48


GS-US-216-0128 

OutcomesatWeek48
Darunavir/cobicistat+atleast2NRTIs

(N=7)

HIV-1RNA<50copies/mLperFDASnapshotApproach 85.7%(6)

CD4+percentmedianchangefrombaselinea -6.1%

CD4+cellcountmedianchangefrombaselinea -342cells/mm3
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a Noimputation(observeddata).

 

ForadditionalclinicalstudyresultsinART-experiencedadultsandpaediatricpatients,refertotheSummaryofProduct

Characteristicsfordarunavir75mg,150mg,300mgor600mgtabletsand100mg/mloralsuspension.

 

Pregnancy and postpartum

Darunavir/ritonavir(600/100mgtwicedailyor800/100mgoncedaily)incombinationwithabackgroundregimenwas

evaluatedinaclinicaltrialof36pregnantwomen(18ineacharm)duringthesecondandthirdtrimesters,andpostpartum.

Virologicresponsewaspreservedthroughoutthestudyperiodinbotharms.Nomothertochildtransmissionoccurredinthe

infantsborntothe31subjectswhostayedontheantiretroviraltreatmentthroughdelivery.Therewerenonewclinically

relevantsafetyfindingscomparedwiththeknownsafetyprofileofdarunavir/ritonavirinHIV-1infectedadults(seesections4.2,

4.4and5.2).

5.2 Pharmacokinetic properties

Thepharmacokineticpropertiesofdarunavir,co-administeredwithcobicistatorritonavir,havebeenevaluatedinhealthyadult

volunteersandinHIV-1infectedpatients.ExposuretodarunavirwashigherinHIV-1infectedpatientsthaninhealthysubjects.

TheincreasedexposuretodarunavirinHIV-1infectedpatientscomparedtohealthysubjectsmaybeexplainedbythehigher

concentrationsofα1-acidglycoprotein(AAG)inHIV-1infectedpatients,resultinginhigherdarunavirbindingtoplasmaAAG

and,therefore,higherplasmaconcentrations.

 

DarunavirisprimarilymetabolisedbyCYP3A.CobicistatandritonavirinhibitCYP3A,therebyincreasingtheplasma

concentrationsofdarunavirconsiderably.

 

Forinformationoncobicistatpharmacokineticproperties,consultthecobicistatSummaryofProductCharacteristics.

 

Absorption

Darunavirwasrapidlyabsorbedfollowingoraladministration.Maximumplasmaconcentrationofdarunavirinthepresenceof

lowdoseritonavirisgenerallyachievedwithin2.5-4.0hours.

 

Theabsoluteoralbioavailabilityofasingle600mgdoseofdarunaviralonewasapproximately37%andincreasedto

approximately82%inthepresenceof100mgtwicedailyritonavir.Theoverallpharmacokineticenhancementeffectby

ritonavirwasanapproximate14-foldincreaseinthesystemicexposureofdarunavirwhenasingledoseof600mgdarunavir

wasgivenorallyincombinationwithritonavirat100mgtwicedaily(seesection4.4).

 

Whenadministeredwithoutfood,therelativebioavailabilityofdarunavirinthepresenceofcobicistatorlowdoseritonaviris

lowerascomparedtointakewithfood.Therefore,darunavirtabletsshouldbetakenwithcobicistatorritonavirandwithfood.

Thetypeoffooddoesnotaffectexposuretodarunavir.

 

Distribution

Darunavirisapproximately95%boundtoplasmaprotein.Darunavirbindsprimarilytoplasmaα1-acidglycoprotein.

 

Followingintravenousadministration,thevolumeofdistributionofdarunaviralonewas88.1±59.0l(Mean±SD)and

increasedto131±49.9l(Mean±SD)inthepresenceof100mgtwice-dailyritonavir.

 

Biotransformation

In vitro experimentswithhumanlivermicrosomes(HLMs)indicatethatdarunavirprimarilyundergoesoxidativemetabolism.

DarunavirisextensivelymetabolisedbythehepaticCYPsystemandalmostexclusivelybyisozymeCYP3A4.A14C-darunavir

trialinhealthyvolunteersshowedthatamajorityoftheradioactivityinplasmaafterasingle400/100mgdarunavirwith

ritonavirdosewasduetotheparentactivesubstance.Atleast3oxidativemetabolitesofdarunavirhavebeenidentifiedin

humans;allshowedactivitythatwasatleast10-foldlessthantheactivityofdarunaviragainstwildtypeHIV.

 

Elimination

Aftera400/100mg14C-darunavirwithritonavirdose,approximately79.5%and13.9%oftheadministereddoseof

14C-darunavircouldberetrievedinfaecesandurine,respectively.Unchangeddarunaviraccountedforapproximately41.2%

and7.7%oftheadministereddoseinfaecesandurine,respectively.Theterminaleliminationhalf-lifeofdarunavirwas

approximately15hourswhencombinedwithritonavir.

Theintravenousclearanceofdarunaviralone(150mg)andinthepresenceoflowdoseritonavirwas32.8l/hand5.9l/h,

respectively.
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Specialpopulations

 

Paediatric population

Thepharmacokineticsofdarunavirincombinationwithritonavirtakentwicedailyin74treatment-experiencedpaediatric

patients,aged6to17yearsandweighingatleast20kg,showedthattheadministeredweight-baseddosesof

darunavir/ritonavirresultedindarunavirexposurecomparabletothatinadultsreceivingdarunavir/ritonavir600/100mgtwice

daily(seesection4.2).

 

Thepharmacokineticsofdarunavirincombinationwithritonavirtakentwicedailyin14treatment-experiencedpaediatric

patients,aged3to<6yearsandweighingatleast15kgto<20kg,showedthatweight-baseddosagesresultedindarunavir

exposurethatwascomparabletothatachievedinadultsreceivingdarunavir/ritonavir600/100mgtwicedaily(seesection4.2).

 

Thepharmacokineticsofdarunavirincombinationwithritonavirtakenoncedailyin12ART-naïvepaediatricpatients,aged12

to<18yearsandweighingatleast40kg,showedthatdarunavir/ritonavir800/100mgoncedailyresultsindarunavir

exposurethatwascomparabletothatachievedinadultsreceivingdarunavir/ritonavir800/100mgoncedaily.Thereforethe

sameoncedailydosagemaybeusedintreatment-experiencedadolescentsaged12to<18yearsandweighingatleast40kg

withoutdarunavirresistanceassociatedmutations(DRV-RAMs)*andwhohaveplasmaHIV-1RNA<100,000copies/mland

CD4+cellcount≥100cellsx106/l(seesection4.2).

*  DRV-RAMs:V11I,V32I,L33F,I47V,I50V,I54M,I54L,T74P,L76V,I84VandL89V

 

Thepharmacokineticsofdarunavirincombinationwithritonavirtakenoncedailyin10treatment-experiencedpaediatric

patients,aged3to<6yearsandweighingatleast14kgto<20kg,showedthatweight-baseddosagesresultedindarunavir

exposurethatwascomparabletothatachievedinadultsreceivingdarunavir/ritonavir800/100mgoncedaily(seesection4.2).

Inaddition,pharmacokineticmodelingandsimulationofdarunavirexposuresinpaediatricpatientsacrosstheagesof3to<

18yearsconfirmedthedarunavirexposuresasobservedintheclinicalstudiesandallowedtheidentificationofweight-based

darunavir/ritonavironcedailydosingregimensforpaediatricpatientsweighingatleast15kgthatareeitherART-naïveor

treatment-experiencedpaediatricpatientswithoutDRV-RAMs*andwhohaveplasmaHIV-1RNA<100,000copies/mland

CD4+cellcount≥100cellsx106/l(seesection4.2).

*  DRV-RAMs:V11I,V32I,L33F,I47V,I50V,I54M,I54L,T74P,L76V,I84VandL89V

 

Thepharmacokineticsofdarunavir800mgco-administeredwithcobicistat150mginpaediatricpatientshavebeenstudiedin

7adolescentsaged12tolessthan18years,weighingatleast40kginStudyGS-US-216-0128.Thegeometricmeanadolescent

exposure(AUCtau)wassimilarfordarunavirandincreased19%forcobicistatcomparedtoexposuresachievedinadultswho

receiveddarunavir800mgco-administeredwithcobicistat150mginStudyGS-US-216-0130.Thedifferenceobservedfor

cobicistatwasnotconsideredclinicallyrelevant.

 

 

Adults in Study GS-US-216-0130, week 24

(Reference)a

Mean (%CV)

GLSM

Adolescents in Study

GS-US-216-0128, day 10 (Test)b

Mean (%CV)

GLSM

GLSM Ratio

(90% CI)

(Test/Reference)

N 60e 7  

DRV PK

Parameter
     

AUCtau(h.ng/mL)
d 81,646(32.2)

77,534

80,877(29.5)

77,217
1.00(0.79-1.26)

Cmax(ng/mL)
7,663(25.1)

7,422

7,506(21.7)

7,319
0.99(0.83-1.17)

Ctau(ng/mL)
d 1,311(74.0)

947

1,087(91.6)

676
0.71(0.34-1.48)

COBI PK

Parameter
     

AUCtau(h.ng/mL)
d 7,596(48.1)

7,022

8,741(34.9)

8,330
1.19(0.95-1.48)

Cmax(ng/mL)
991(33.4)

945

1,116(20.0)

1,095
1.16(1.00-1.35)

Ctau(ng/mL)
d 32.8(289.4)

17.2e
28.3(157.2)

22.0e
1.28(0.51-3.22)

a Week24intensivePKdatafromsubjectswhoreceivedDRV800mg+COBI150mg.
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b Day10intensivePKdatafromsubjectswhoreceivedDRV800mg+COBI150mg.
c N=59forAUCtauandCtau.
d Concentrationatpredose(0hours)wasusedassurrogateforconcentrationat24hoursforthepurposesofestimating

AUCtauandCtauinStudyGS-US-216-0128.
e N=57andN=5forGLSMofCtauinStudyGS-US-216-0130andStudyGS-US-216-0128,respectively.

 

Elderly

PopulationpharmacokineticanalysisinHIVinfectedpatientsshowedthatdarunavirpharmacokineticsarenotconsiderably

differentintheagerange(18to75years)evaluatedinHIVinfectedpatients(n=12,age65)(seesection4.4).However,only

limiteddatawereavailableinpatientsabovetheageof65year.

 

Gender

Populationpharmacokineticanalysisshowedaslightlyhigherdarunavirexposure(16.8%)inHIVinfectedfemalescomparedto

males.Thisdifferenceisnotclinicallyrelevant.

 

Renal impairment

Resultsfromamassbalancestudywith14C-darunavirwithritonavirshowedthatapproximately7.7% oftheadministered

doseofdarunavirisexcretedintheurineunchanged.

 

Althoughdarunavirhasnotbeenstudiedinpatientswithrenalimpairment,populationpharmacokineticanalysisshowedthat

thepharmacokineticsofdarunavirwerenotsignificantlyaffectedinHIVinfectedpatientswithmoderaterenalimpairment(CrCl

between30-60ml/min,n=20)(seesections4.2and4.4).

 

Hepatic impairment

Darunavirisprimarilymetabolisedandeliminatedbytheliver.InamultipledosestudywithDarunavirco-administeredwith

ritonavir(600/100mg)twicedaily,itwasdemonstratedthatthetotalplasmaconcentrationsofdarunavirinsubjectswithmild

(Child-PughClassA,n=8)andmoderate(Child-PughClassB,n=8)hepaticimpairmentwerecomparablewiththoseinhealthy

subjects.However,unbounddarunavirconcentrationswereapproximately55%(Child-PughClassA)and100%(Child-Pugh

ClassB)higher,respectively.Theclinicalrelevanceofthisincreaseisunknowntherefore,Darunavirshouldbeusedwithcaution.

Theeffectofseverehepaticimpairmentonthepharmacokineticsofdarunavirhasnotbeenstudied(seesections4.2,4.3and

4.4).

 

Pregnancyandpostpartum

Theexposuretototaldarunavirandritonavirafterintakeofdarunavir/ritonavir600/100mgtwicedailyanddarunavir/ritonavir

800/100mgoncedailyaspartofanantiretroviralregimenwasgenerallylowerduringpregnancycomparedwithpostpartum.

However,forunbound(i.e.active)darunavir,thepharmacokineticparameterswerelessreducedduringpregnancycompared

topostpartum,duetoanincreaseintheunboundfractionofdarunavirduringpregnancycomparedtopostpartum.

 

Pharmacokinetic results of total darunavir after administration of 

darunavir/ritonavir at 600/100 mg twice daily as part of an 

antiretroviral regimen, during the second trimester of pregnancy, 

the third trimester of pregnancy and postpartum

  

Pharmacokinetics of total darunavir

(mean±SD)

Second

trimester

of

pregnancy

(n=12)a

Third

trimester

of

pregnancy

(n=12)

Postpartum 

(6-12 weeks)

(n=12)

Cmax,ng/ml
4,668±

1,097

5,328±

1,631
6,659±2,364

AUC12h,ng.h/ml
39,370±

9,597

45,880±

17,360
56,890±26,340

Cmin,ng/ml
1,922±

825

2,661±

1,269
2,851±2,216

an=11forAUC12h   

Pharmacokinetic results of total darunavir after administration of 

darunavir/ritonavir at 800/100 mg once daily as part of an 

antiretroviral regimen, during the second trimester of pregnancy, 

the third trimester of pregnancy and postpartum

  

Pharmacokinetics of total darunavir Second Third Postpartum 
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(mean±SD)

trimester

of

pregnancy

(n=17)

Trimester

of

pregnancy

(n=15)

(6-12 weeks)

(n=16)

Cmax,ng/ml
4,964±

1,505

5,132±

1,198
7,310±1,704

AUC24h,ng.h/ml
62,289±

16,234

61,112±

13,790
92,116±29,241

Cmin,ng/ml
1,248±

542

1,075±

594
1,473±1,141

 

 

Inwomenreceivingdarunavir/ritonavir600/100mgtwicedailyduringthesecondtrimesterofpregnancy,mean

intra-individualvaluesfortotaldarunavirCmax,AUC12handCminwere28%,26%and26%lower,respectively,ascompared

withpostpartum;duringthethirdtrimesterofpregnancy,totaldarunavirCmax,AUC12handCminvalueswere18%,16%lower

and2%higher,respectively,ascomparedwithpostpartum.

 

Inwomenreceivingdarunavir/ritonavir800/100mgoncedailyduringthesecondtrimesterofpregnancy,meanintra-individual

valuesfortotaldarunavirCmax,AUC24handCminwere33%,31%and30%lower,respectively,ascomparedwithpostpartum;

duringthethirdtrimesterofpregnancy,totaldarunavirCmax,AUC24handCminvalueswere29%,32%and50%lower,

respectively,ascomparedwithpostpartum.

Treatmentwithdarunavir/cobicistat800/150mgoncedailyduringpregnancyresultsinlowdarunavirexposure.Inwomen

receivingdarunavir/cobicistatduringthesecondtrimesterofpregnancy,meanintra-individualvaluesfortotaldarunavirCmax,

AUC24handCminwere49%,56%and92%lower,respectively,ascomparedwithpostpartum;duringthethirdtrimesterof

pregnancy,totaldarunavirCmax,AUC24handCminvalueswere37%,50%and89%lower,respectively,ascomparedwith

postpartum.Theunboundfractionwasalsosubstantiallyreduced,includingaround90%reductionsofCminlevels.Themain

causeoftheselowexposuresisamarkedreductionincobicistatexposureasaconsequenceofpregnancy-associatedenzyme

induction(seebelow).

 

Pharmacokinetic results of total darunavir after administration of 

darunavir/cobicistat 800/150 mg once daily as part of an 

antiretroviral regimen, during the second trimester of pregnancy, 

the third trimester of pregnancy, and postpartum

  

Pharmacokinetics of total darunavir

(mean±SD)

Second 

trimester 

of 

pregnancy

(n=7)

Third 

trimester 

of 

pregnancy

(n=6)

Postpartum

(6 12 weeks)

(n=6)

Cmax,ng/mL
4,340±

1,616

4,910±

970
7,918±2,199

AUC24h,ng.h/mL
47,293±

19,058

47,991±

9,879
99,613±34,862

Cmin,ng/mL 168±149 184±99 1,538±1,344

Theexposuretocobicistatwaslowerduringpregnancy,potentiallyleadingtosuboptimalboostingofdarunavir.Duringthe

secondtrimesterofpregnancy,cobicistatCmax,AUC24h,andCminwere50%,63%,and83%lower,respectively,ascomparedwith

postpartum.Duringthethirdtrimesterofpregnancy,cobicistatCmax,AUC24h,andCmin,were27%,49%,and83%lower,

respectively,ascomparedwithpostpartum.

5.3 Preclinical safety data

Animaltoxicologystudieshavebeenconductedatexposuresuptoclinicalexposurelevelswithdarunaviralone,inmice,rats

anddogsandincombinationwithritonavirinratsanddogs.

 

Inrepeated-dosetoxicologystudiesinmice,ratsanddogs,therewereonlylimitedeffectsoftreatmentwithdarunavir.In

rodentsthetargetorgansidentifiedwerethehaematopoieticsystem,thebloodcoagulationsystem,liverandthyroid.A

variablebutlimiteddecreaseinredbloodcell-relatedparameterswasobserved,togetherwithincreasesinactivatedpartial

thromboplastintime.
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Changeswereobservedinliver(hepatocytehypertrophy,vacuolation,increasedliverenzymes)andthyroid(follicular

hypertrophy).Intherat,thecombinationofdarunavirwithritonavirleadtoasmallincreaseineffectonRBCparameters,liver

andthyroidandincreasedincidenceofisletfibrosisinthepancreas(inmaleratsonly)comparedtotreatmentwithdarunavir

alone.Inthedog,nomajortoxicityfindingsortargetorganswereidentifieduptoexposuresequivalenttoclinicalexposureat

therecommendeddose.

 

Inastudyconductedinrats,thenumberofcorporaluteaandimplantationsweredecreasedinthepresenceofmaternal

toxicity.Otherwise,therewerenoeffectsonmatingorfertilitywithdarunavirtreatmentupto1,000mg/kg/dayandexposure

levelsbelow(AUC-0.5fold)ofthatinhumanattheclinicallyrecommendeddose.Uptosamedoselevels,therewasno

teratogenicitywithdarunavirinratsandrabbitswhentreatedalonenorinmicewhentreatedincombinationwithritonavir.

Theexposurelevelswerelowerthanthosewiththerecommendedclinicaldoseinhumans.Inapre-andpostnatal

developmentassessmentinrats,darunavirwithandwithoutritonavir,causedatransientreductioninbodyweightgainofthe

offspringpre-weaningandtherewasaslightdelayintheopeningofeyesandears.Darunavirincombinationwithritonavir

causedareductioninthenumberofpupsthatexhibitedthestartleresponseonday15oflactationandareducedpupsurvival

duringlactation.Theseeffectsmaybesecondarytopupexposuretotheactivesubstanceviathemilkand/ormaternaltoxicity.

Nopostweaningfunctionswereaffectedwithdarunaviraloneorincombinationwithritonavir.Injuvenileratsreceiving

darunaviruptodays23-26,increasedmortalitywasobservedwithconvulsionsinsomeanimals.Exposureinplasma,liverand

brainwasconsiderablyhigherthaninadultratsaftercomparabledosesinmg/kgbetweendays5and11ofage.Afterday23

oflife,theexposurewascomparabletothatinadultrats.Theincreasedexposurewaslikelyatleastpartlyduetoimmaturityof

thedrug-metabolisingenzymesinjuvenileanimals.Notreatmentrelatedmortalitieswerenotedinjuvenileratsdosedat1,000

mg/kgdarunavir(singledose)onday26ofageorat500mg/kg(repeateddose)fromday23to50ofage,andtheexposures

andtoxicityprofilewerecomparabletothoseobservedinadultrats.

 

Duetouncertaintiesregardingtherateofdevelopmentofthehumanbloodbrainbarrierandliverenzymes,darunavirwithlow

doseritonavirshouldnotbeusedinpaediatricpatientsbelow3yearsofage.

 

Darunavirwasevaluatedforcarcinogenicpotentialbyoralgavageadministrationtomiceandratsupto104weeks.Daily

dosesof150,450and1,000mg/kgwereadministeredtomiceanddosesof50,150and500mg/kgwereadministeredtorats.

Dose-relatedincreasesintheincidencesofhepatocellularadenomasandcarcinomaswereobservedinmalesandfemalesof

bothspecies.Thyroidfollicularcelladenomaswerenotedinmalerats.Administrationofdarunavirdidnotcauseastatistically

significantincreaseintheincidenceofanyotherbenignormalignantneoplasminmiceorrats.Theobservedhepatocellular

andthyroidtumoursinrodentsareconsideredtobeoflimitedrelevancetohumans.Repeatedadministrationofdarunavirto

ratscausedhepaticmicrosomalenzymeinductionandincreasedthyroidhormoneelimination,whichpredisposerats,butnot

humans,tothyroidneoplasms.Atthehighesttesteddoses,thesystemicexposures(basedonAUC)todarunavirwerebetween

0.4-and0.7-fold(mice)and0.7-and1-fold(rats),relativetothoseobservedinhumansattherecommendedtherapeutic

doses.

 

After2yearsadministrationofdarunaviratexposuresatorbelowthehumanexposure,kidneychangeswereobservedinmice

(nephrosis)andrats(chronicprogressivenephropathy).

 

Darunavirwasnotmutagenicorgenotoxicinabatteryofin vitro andin vivo assaysincludingbacterialreversemutation

(Ames),chromosomalaberrationinhumanlymphocytesandin vivo micronucleustestinmice.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tabletcore:

Cellulose,microcrystalline(E460)

Crospovidone(typeA)(E1202)

Silica,colloidalanhydrous(E551)

Magnesiumstearate(E470b)

 

Tabletcoating:

Poly(vinylalcohol)(E1203)

Titaniumdioxide(E171)

Macrogol(3350)(E1521)

Talc(E553b)

Ironoxidered(E172)
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6.2 Incompatibilities

Notapplicable.

6.3 Shelf life

Forblister:2years

Forbottles:30months

Shelflifeafterfirstopeningofthebottle:6months.

6.4 Special precautions for storage

Blister:

Donotstoreabove30°C

 

Bottle:

Thismedicinalproductdoesnotrequireanyspecialstorageconditions.

 

Storageconditionsafterfirstopeningofthebottle

Donotstoreabove25°C

6.5 Nature and contents of container

Thefilm-coatedtabletsarepackedinHDPEbottlesstopperedwithpolypropylene(PP)childresistantclosure,inan

aluminium-PVC/PE/PVDCperforatedblistersorinaluminium-PVC/PE/PVDCperforatedunitdoseblisters.

 

Pack sizes:

Bottle:30,60(2x30),90(3x30),120(4x30),240(8x30)film-coatedtablets

 

Blister:10,30,60,90,120film-coatedtablets

Unitdoseblister:30x1film-coatedtablets

 

Notallpacksizesmaybemarketed.

6.6 Special precautions for disposal and other handling

Nospecialrequirements.

 

Anyunusedmedicinalproductorwastematerialshouldbedisposedofinaccordancewithlocalrequirements. 

7 MARKETING AUTHORISATION HOLDER

RowexLtd

Newtown

Bantry

Co.Cork

Ireland

8 MARKETING AUTHORISATION NUMBER

PA0711/269/004

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateoffirstauthorisation:2ndJune2017

Dateoflastrenewal:15thFebruary2022
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10 DATE OF REVISION OF THE TEXT

June2023


