
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Ekstoniv400mgProlonged-ReleaseTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each prolonged-releasetabletcontains400mg of nevirapine(anhydrous).

Excipient(s)with knowneffect:
eachprolonged-releasetabletcontains375mg of lactose(as monohydrate).

For thefull list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Prolonged-release tablet.

White to off-whiteoval shaped,biconvextabletsdebossedwith ‘H’ ononesideand‘N1’ onotherside.Approximate
tablet dimensionsare19x 9 x 7 mm.

Prolonged-release tabletsshould not bedivided.

4 CLIN ICAL PARTICULA RS

4.1Therapeutic Indications

Ekstonivis indicatedin combinationwith other anti-retroviral medicinal productsfor thetreatmentof HIV-1 infected
adults, adolescents,andchildrenthreeyearsandaboveandableto swallow tablets(seesection 4.2).

Prolonged-releasetabletsarenotsuitablefor the14-day lead-in phasefor patientsstarting nevirapine.Othernevirapine
formulations,suchasimmediate-releasetablets or oral suspensionshouldbeused(seesection4.2).A separate
treatmentinitiationpackwith 200mgNevirapinetabletsis available for this lead-in period.

Mostof theexperiencewith nevirapineis in combination with nucleosidereversetranscriptaseinhibitors (NRTIs).The
choiceof a subsequenttherapyafternevirapineshouldbebasedonclinical experienceandresistancetesting(see
section5.1).

4.2Posologyand method of administration

Nevirapineshouldbeadministeredby physicianswhoare experienced in thetreatmentof HIV infection.

Posology

Adults
Therecommendeddoseof nevirapinefor patientsinitiating nevirapinetherapyis one200mg immediate-release tablet
daily for the first 14days(this lead-in periodshould beusedbecauseit has beenfoundto lessenthefrequencyof rash),
followedby one400mgprolonged-releasetablet oncedaily, in combination with at leasttwo additionalantiretroviral
agents.

Patientscurrentlyona nevirapineimmediate-releasetwice daily regimen:
Patientsalreadyona regimenof nevirapineimmediate-releasetwicedaily in combinationwith otherantiretroviral
agentscanbeswitchedto Ekstoniv 400mg prolonged-release tablets oncedaily in combination with other
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antiretroviralagentswithout a lead-in periodof nevirapineimmediate-release.

Nevirapineshouldbecombinedwith at least two additionalantiretroviral agents.Forconcomitantlyadministered
therapy,themanufacturersrecommendeddoseshould befollowed.

If adoseis recognizedasmissedwithin 12hoursof whenit wasdue,thepatient shouldtakethemisseddoseassoonas
possible.If a doseis missedandit is morethan12hourslater, thepatientshould only takethenextdoseat theusual
time.

Paediatric population

Childrenthreeyearsandolderandadolescents
Accordingto paediatricdoserecommendationsEkstoniv 400mg prolonged-releasetabletscan bealsotakenby
children,following theadultdosing schedule, if they

� are≥ 8 yearsof ageandweigh43.8kg or moreor

� are< 8 yearsof ageandweigh25kg or moreor

� haveabodysurfaceareaof 1.17m2 or aboveaccording to theMosteller formula.

For paediatric patientsaged3 yearsandolder,50mgand100mgprolonged-releasetabletsareavailable.

Childrenlessthanthreeyearsold
Thesafetyandefficacyof Ekstoniv prolonged-releasetablets in childrenagedlessthan3 years hasnotbeen
established. No dataareavailable.

For patients lessthan3 yearsandfor all other agegroups,animmediate-releaseoral suspensiondosageform is
available(please referto therespectiveSummaryof ProductCharacteristics).

Dosemanagementconsiderations
Thetotal daily doseatanytimeduringtreatmentshouldnotexceed 400mg for anypatient.Patients shouldbeadvised
of theneedto takenevirapineeverydayasprescribed.

Patientsexperiencing rashduring the14-daylead-in periodof 200mg/dayshouldnot initiate treatmentwith Ekstoniv
prolonged-releasetabletsuntil therash hasresolved.Theisolated rashshould becloselymonitored(seesection4.4).
The200mgoncedaily nevirapineimmediate-releaselead-in dosing regimenshould not becontinuedbeyond28days
at whichpoint in timeanalternative treatmentshouldbesoughtdueto thepossible risk of underexposureand
resistance.

Patientswho interruptnevirapinedosing for morethan7 days shouldrestart therecommendeddosingregimenusing
thetwo weeklead-in periodof nevirapineimmediate-release.

Therearetoxicitiesthatrequireinterruptionof nevirapinetherapy(seesection 4.4).

Special populations

Older people
Nevirapinehasnot beenspecifically investigatedin patientsover theageof 65.

Renal impairment
In adult patients with renaldysfunctionrequiring dialysis an additional200mg doseof nevirapineimmediate-release
following eachdialysis treatmentis recommended.Patientswith CLcr ≥ 20 ml/min donot requireadoseadjustment,
see section 5.2.In paediatricpatientswith renal dysfunction whoareundergoingdialysisit is recommendedthat
following eachdialysis treatmentpatientsreceive anadditional doseof nevirapineoral suspension or immediate-release
tabletsrepresenting50% of therecommendeddaily doseof nevirapineoral suspensionor immediate-releasetablets
whichwould helpoffsettheeffectsof dialysis onnevirapineclearance. Nevirapineprolonged-releasetabletshavenot
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beenstudiedin patientswith renaldysfunctionandnevirapineimmediate-release shouldbeused.

Hepatic impairment
Nevirapineshouldnot beusedin patientswith severehepatic impairment(Child-Pugh C, seesection4.3).No dose
adjustmentis necessaryin patientswith mild to moderatehepatic impairment(seesections4.4and5.2).Nevirapine
prolonged-releasetabletshavenot beenstudiedin patientswith hepatic impairmentandnevirapineimmediate-release
should beused.

Methodof administration
Theprolonged-releasetabletsshallbetakenwith liquid, andshould not bebrokenor chewed.Nevirapinecanbetaken
with or without food.

4.3Contraind ications

Hypersensitivity to theactivesubstanceor to anyof theexcipientslisted in section 6.1.

Readministration to patientswhohaverequiredpermanentdiscontinuation for severe rash,rashaccompaniedby
constitutionalsymptoms, hypersensitivityreactions,or clinical hepatitis dueto nevirapine.

Patientswith severe hepaticimpairment(Child-PughC) or pre-treatment ASAT or ALAT > 5 ULN until baseline
ASAT/ALAT arestabilised< 5 ULN.

Readministration to patientswhopreviouslyhad ASAT or ALAT > 5 ULN duringnevirapinetherapyandhad
recurrenceof liver functionabnormalitiesuponreadministrationof nevirapine(seesection4.4).

Coadministrationwith herbalpreparationscontainingSt.John'swort (Hypericum perforatum)dueto therisk of
decreasedplasmaconcentrationsandreducedclinical effectsof nevirapine(seesection4.5).

4.4Specialwarn ingsand precautions for use

Nevirapineshouldonly beusedwith at leasttwo otherantiretroviral agents(seesection5.1).

Nevirapineshouldnot beusedasthesole active antiretroviral, as monotherapy with anyantiretroviralhasshownto
resultin viral resistance.

The first 18weeksof therapy with nevirapine are a criti cal period which requires close
monitor ing of patients to disclosethe potential appearanceof severe and li fe-threatening
skin reactions(includingcasesof Stevens-Johnsonsyndrome(SJS)andtoxic epidermal
necrolysis(TEN)) and serioushepatitis/hepatic failure. Thegreatestrisk of hepaticandskin
reactionsoccursin thefirst 6 weeksof therapy. However,therisk of anyhepatic event
continues pastthis periodandmonitoringshouldcontinueat frequent intervals.Femalegender
andhigherCD4counts(>250/mm3in adult femalesand>400/mm3 in adultmales)at the
initiationof nevirapinetherapyareassociated with agreater risk of hepatic adversereactionsif
thepatienthasdetectableplasmaHIV-1 RNA - i.e. a concentration ≥ 50 copies/ml - at the
initiationof nevirapine.As seriousandlife-threateninghepatotoxicity has beenobservedin
controlledanduncontrolledstudiespredominantlyin patientswith aplasmaHIV-1 viral load
of 50 copies/mlor higher,nevirapineshould not beinitiatedin adult femaleswith CD4cell
countsgreaterthan250cells/mm3or in adult maleswith CD4cell counts greaterthan400
cells/mm3,whohavea detectableplasmaHIV-1 RNA unlessthebenefit outweighstherisk.

In somecases,hepatic injury hasprogresseddespitediscontinuation of tr eatment. Patients
developingsignsor symptomsof hepatitis,severeskin reactionor hypersensitivity reactions
mustdiscontinuenevirapineandseekmedical evaluation immediately. Nevirapinemustnot be
restartedfollowingseverehepatic, skin or hypersensitivity reactions(seesection 4.3).
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Cutaneousreactions
Severeandli fe-threateningskin reactions, including fatal cases,haveoccurred in patientstreatedwith nevirapine
mainly duringthefirst 6 weeksof therapy. Thesehaveincluded casesof Stevens-Johnsonsyndrome, toxic epidermal
necrolysisandhypersensitivity reactionscharacterised by rash,constitutional findingsandvisceral involvement.
Patientsshouldbeintensivelymonitoredduringthefirst 18weeksof treatment. Patientsshouldbeclosely monitoredif
an isolated rashoccurs.Nevirapinemust bepermanently discontinuedin anypatientexperiencingsevererashor a rash
accompaniedby constitutional symptoms(suchas fever,blistering,oral lesions,conjunctivitis,facial oedema,muscle
or joint aches,or generalmalaise), includingStevens-Johnsonsyndrome,or toxic epidermalnecrolysis.Nevirapine
mustbepermanentlydiscontinuedin anypatient experiencinghypersensitivi ty reaction(characterisedby rash with
constitutionalsymptoms, plusvisceralinvolvement,suchas hepatitis, eosinophilia,granulocytopenia,andrenal
dysfunction),seesection4.4.

Nevirapineadministrationabovetherecommendeddosemight increasethefrequencyandseriousness of skin
reactions,suchasStevens-Johnsonsyndromeandtoxic epidermalnecrolysis.

Rhabdomyolysishasbeenobservedin patients experiencingskin and/orliver reactionsassociated with nevirapineuse.

Concomitantprednisoneuse(40mg/dayfor thefirst 14daysof nevirapineimmediate-releaseadministration)hasbeen
shownnot to decrease theincidenceof nevirapine-associatedrash,andmaybeassociatedwith anincreasein incidence
and severity of rashduringthefirst 6 weeksof nevirapinetherapy.

Somerisk factorsfor developingseriouscutaneousreactionshavebeenidentified; theyinclude failure to follow the
initial dosingof 200mgdaily duringthelead-in periodanda longdelay betweentheinitial symptomsandmedical
consultation. Womenappearto beat higher risk than menof developing rash,whetherreceivingnevirapineor non-
nevirapinecontaining therapy.

Patientsshouldbeinstructedthatamajortoxicity of nevirapineis rash.Theyshould beadvisedto promptlynotify their
physician of anyrashandavoiddelaybetweentheinitial symptoms andmedical consultation. Themajorityof rashes
associatedwith nevirapineoccurwithin thefirst 6 weeksof initiation of therapy.Therefore,patientsshouldbe
monitoredcarefully for theappearanceof rashduringthis period.

Patientsshouldbeinstructedthattheyshouldnot begin nevirapineprolonged-releasetabletsuntil anyrashthathas
occurredduring the14-daylead-in periodof nevirapineimmediate-releasehasresolved.The200mgoncedaily dosing
regimenof nevirapineimmediate-releaseshould not becontinuedbeyond28days at whichpoint in timeanalternative
treatmentshouldbesoughtdueto thepossible risk of underexposureandresistance.

The dosemust be strictly adhered to, especially the 14-dayslead-in period (seesection
4.2).

Any patient experiencing severerash or a rash accompaniedby constitutional symptoms
suchas fever,blistering,oral lesions,conjunctivit is, facial oedema,muscle or joint aches,or
general malaiseshoulddiscontinuethemedicinalproductandimmediately seekmedical
evaluation.In thesepatientsnevirapine must not be restarted.

If patientspresentwith asuspectednevirapine-associated rash,liver function testsshouldbe
performed.Patients with moderateto severeelevations(ASAT or ALAT > 5 ULN) shouldbe
permanently discontinuedfrom nevirapine.

If ahypersensitivity reactionoccurs,characterised by rashwith constitutionalsymptomssuchas
fever,arthralgia,myalgiaandlymphadenopathy,plusvisceral involvement, such ashepatitis,
eosinophilia,granulocytopenia,andrenaldysfunction, nevirapinemustbepermanentlystopped
andnot bereintroduced(seesection4.3).
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Hepaticreactions
Severeandli fe-threateninghepatotoxicity,includingfatal fulminant hepatitis, hasoccurredin patientstreatedwith
nevirapine.Thefirst18weeksof treatmentis acritical periodwhich requiresclosemonitoring.Therisk of hepatic
reactionsis greatestin thefirst 6 weeksof therapy.Howevertherisk continuespastthis period andmonitoringshould
continueat frequentintervalsthroughout treatment.

Rhabdomyolysishasbeenobservedin patients experiencingskin and/orliver reactionsassociated with nevirapineuse.

Increased ASAT or ALAT levels≥ 2.5ULN and/or co-infectionwith hepatitisB and/or C at thestart of antiretroviral
therapyis associatedwith greaterrisk of hepatic adversereactionsduringantiretroviral therapyin general, including
nevirapinecontaining regimens.

FemalegenderandhigherCD4countsat theinitiation of nevirapinetherapyin treatment-naïvepatientsis associated
with increasedrisk of hepaticadversereactions.In a retrospective analysis of pooledclinical studieswith nevirapine
immediate-releasetablets,womenhada three fold higher risk thanmen for symptomatic,oftenrash-associated,hepatic
events (5.8%versus2.2%),andtreatment-naïvepatientsof either genderwith detectableHIV-1 RNA in plasmawith
higherCD4countsat initiation of nevirapinetherapy were at higherrisk for symptomatichepaticeventswith
nevirapine.Predominantlypatientswith a plasmaHIV-1 viral loadof 50copies/mlor higher,womenwith CD4 counts
>250cells/mm3 hada12 fold higherrisk of symptomatichepatic adversereactionscompared to womenwith CD4
counts <250 cells/mm3 (11.0%versus0.9%).An increasedrisk wasobservedin menwith detectableHIV-1 RNA in
plasmaandCD4counts> 400cells/mm3 (6.3% versus1.2%for menwith CD4 counts<400cells/mm3). This increased
risk for toxicity basedonCD4countthresholdshasnot beendetected in patients with undetectable(i.e.< 50copies/ml)
plasmaviral load.

Patientsshouldbeinformedthathepaticreactionsarea major toxicity of nevirapinerequiringclosemonitoring during
thefirst 18weeks.They shouldbeinformedthatoccurrenceof symptomssuggestiveof hepatitisshouldleadthemto
discontinuenevirapineandimmediatelyseek medical evaluation, whichshouldincludeliver function tests.

Liver monitoring
Clinical chemistrytests, which includeliver function tests,should beperformedprior to initiating nevirapinetherapy
and at appropriateintervalsduringtherapy.

Abnormalliver functiontestshavebeenreportedwith nevirapine,somein thefirst few weeksof therapy.

Asymptomatic elevationsof liver enzymesare frequently describedandarenotnecessarily a contraindicationto use
nevirapine.Asymptomatic GGTelevationsarenot a contraindication to continuetherapy.

Monitoring of hepatictests shouldbedoneevery two weeks duringthefirst 2 monthsof treatment,at the 3rd monthand
thenregularlythereafter.Liver testmonitoringshouldbeperformedif thepatient experiencessignsor symptoms
suggestiveof hepatitisand/orhypersensitivity.

For patients alreadyona regimenof nevirapineimmediate-releasetwicedaily whoswitchto nevirapineprolonged-
releaseoncedaily thereis noneedfor achangein their monitoringschedule.

If ASAT or ALAT ≥ 2.5 ULN beforeor duringtreatment,thenliver testsshouldbemonitoredmorefrequently during
regularclinic visits.Nevirapinemust not beadministered to patientswith pre-treatmentASAT or ALAT > 5 ULN until
baselineASAT/ALAT arestabilised< 5 ULN (seesection 4.3).

Physicians and patientsshould bevigilant for prodromal signsor findings of hepatitis,
suchas anorexia,nausea,jaundice,bilirubinuria,acholic stools,hepatomegaly or liver
tenderness.Patientsshouldbeinstructedto seekmedical attention promptly if theseoccur.

If ASAT or ALA T increaseto > 5 ULN during tr eatment,nevirapine should be
immediately stopped.If ASAT andALAT returnto baseline valuesandif thepatienthadno
clinical signsor symptomsof hepatitis, rash,constitutional symptomsor otherfindings
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Liver disease
Thesafetyandefficacyof nevirapinehasnot beenestablished in patientswith significantunderlying liver disorders.
Nevirapineis contraindicatedin patientswith severehepatic impairment (Child-PughC, seesection4.3).

Pharmacokineticresultssuggestcautionshouldbeexercisedwhennevirapineis administeredto patientswith moderate
hepatic dysfunction (Child-PughB). Patientswith chronichepatitis B or C andtreatedwith combination antiretroviral
therapyareat anincreasedrisk for severeandpotentially fatal hepatic adversereactions.In thecase of concomitant
antiviral therapyfor hepatitisB or C, pleaserefer alsoto therelevantproduct informationfor thesemedicinal products.

Patientswith pre-existing liver dysfunctionincludingchronic active hepatitis haveanincreasedfrequencyof liver
functionabnormalitiesduringcombinationantiretroviral therapy andshould bemonitored accordingto standard
practice.If thereis evidenceof worseningliver diseasein such patients,interruptionor discontinuationof treatment
mustbeconsidered.

Other warnings
Post-Exposure-Prophylaxis:Serioushepatotoxicity, includingliver failurerequiring transplantation,hasbeenreported
in HIV-uninfectedindividualsreceivingmultiple doses of nevirapinein thesetting of post-exposure-prophylaxis (PEP),
an unapproveduse.Theuseof nevirapinehasnot been evaluatedwithin aspecific studyonPEP,especiallyin termof
treatmentdurationandtherefore,is stronglydiscouraged.

Combinationtherapywith nevirapineis not acurative treatmentof patientsinfected with HIV-1; patientsmaycontinue
to experienceil lnessesassociatedwith advanced HIV-1 infection, includingopportunisticinfections.

While effective viral suppressionwith antiretroviral therapyhasbeen provento substantially reducetherisk of sexual
transmission,a residual risk cannotbeexcluded.Precautionsto prevent transmissionshouldbetakenin accordance
with nationalguidelines.

Hormonalmethodsof birth controlotherthanDepo-medroxyprogesteroneacetate(DMPA) shouldnot beusedasthe
solemethodof contraception in womentakingnevirapine,sincenevirapinemight lower theplasmaconcentrationsof
thesemedicinalproducts.For this reason, andto reducetherisk of HIV transmission,barrier contraception(e.g.,
condoms)is recommended.Additionally, whenpostmenopausalhormonetherapyis usedduringadministrationof
nevirapine,its therapeutic effectshouldbemonitored.

Weight and metabolic parameters:
An increasein weight andin levelsof bloodlipids andglucosemayoccurduringantiretroviraltherapy.Suchchanges
may in partbelinked to diseasecontrolandli fe style. For lipids,thereis in somecasesevidencefor a treatmenteffect,
while for weightgainthereis nostrongevidencerelating this to anyparticular treatment.Formonitoringof blood
lipids andglucosereferenceis madeto establishedHIV treatmentguidelines.Lipid disorders shouldbemanagedas
clinically appropriate.

In clinical studies,nevirapinehasbeenassociatedwith anincreasein HDL-cholesterol andanoverall improvementin
thetotal to HDL-cholesterol ratio. However, in theabsenceof specific studies, theclinical impactof thesefindingsis
not known.In addition, nevirapinehasnot been shownto causeglucosedisturbances.

suggestiveof organdysfunction,it maybepossible to reintroducenevirapine,onacaseby case
basis,at thestarting doseregimenof oneimmediate-release200mgnevirapinetabletdaily for
14daysfollowedby onenevirapine400mgprolonged-releasetabletdaily. In thesecases,more
frequentliver monitoringis required.If liver functionabnormalitiesrecur,nevirapineshouldbe
permanently discontinued.

If clinical hepatitis occurs, characterisedby anorexia, nausea,vomiting, icterusAND
laboratory findings(suchasmoderateor severeliver function test abnormaliti es(excluding
GGT)), nevirapine must be permanently stopped. Nevirapinemustnotbereadministeredto
patientswhohaverequiredpermanentdiscontinuation for clinical hepatitis dueto nevirapine.
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Osteonecrosis: Althoughtheetiology is consideredto bemultifactorial (includingcorticosteroiduse,alcohol
consumption,severeimmunosuppression, higherbodymassindex), casesof osteonecrosishavebeenreported
particularly in patientswith advancedHIV-diseaseand/or long-termexposureto combinationantiretroviral therapy
(CART). Patientsshouldbeadvisedto seek medical adviceif theyexperience joint achesandpain,joint stiffnessor
diffi culty in movement.

Immune Reactivation Syndrome: In HIV-infectedpatientswith severeimmunedeficiency at thetime of institution of
combinationantiretroviral therapy(CART), aninflammatory reaction to asymptomaticor residualopportunistic
pathogensmayariseandcauseseriousclinical conditions,or aggravation of symptoms.Typically, suchreactionshave
beenobservedwithin thefirst fewweeksor monthsof initiationof CART. Relevantexamplesarecytomegalovirus
retinitis, generalisedand/orfocalmycobacterial infections,andPneumocystis jirovecii pneumonia.Any inflammatory
symptomsshould beevaluatedandtreatmentinstitutedwhennecessary. Autoimmunedisorders (suchasGraves'
disease)havealsobeenreportedto occurin thesettingof immunereactivation; however,thereportedtimeto onsetis
morevariableandtheseeventscanoccurmany monthsafter initiationof treatment.

Theavailablepharmacokinetic datasuggestthattheconcomitant useof rifampicinandnevirapineis not recommended.
Furthermore,combining thefollowing compoundswith nevirapineis not recommended: efavirenz,ketoconazole,
delavirdine,etravirine, rilpivirine, elvitegravir (in combinationwith cobicistat), atazanavir(in combinationwith
ritonavir),boceprevir; fosamprenavir(if not co-administeredwith low doseritonavir) (see section 4.5).

Granulocytopenia is commonlyassociatedwith zidovudine. Therefore, patientswho receivenevirapineandzidovudine
concomitantly andespeciallypaediatricpatients andpatientswho receivehigherzidovudinedosesor patientswith poor
bonemarrowreserve,in particularthosewith advancedHIV disease, havean increasedrisk of granulocytopenia.In
suchpatientshaematological parametersshouldbecarefully monitored.

Lactose: Ekstonivprolonged-releasetabletscontain 375mgof lactoseper maximumrecommendeddaily dose.

Patientswith rarehereditaryproblemsof galactoseintolerancee.g.galactosaemia, theLapplactasedeficiencyor
glucose-galactosemalabsorptionshouldnot takethis medicinal product.

Somepatientshavereportedtheoccurrenceof remnantsin faeceswhichmay resemble intacttablets.Basedon thedata
availablesofar, this hasnot beenshownto affect thetherapeutic response. If patientsreportsuch anevent,reassurance
should beobtainedon thelackof impacton therapeutic response.

4.5Interaction with other medicinal productsand other forms of interaction

Thefollowing dataweregeneratedusingthenevirapineimmediate-releasetabletsbut are expectedto applyto all
dosageforms.

Nevirapineis aninducerof CYP3Aandpotentially CYP2B6,with maximal inductionoccurringwithin 2-4 weeksof
initiatingmultiple-dosetherapy.

Compounds usingthis metabolicpathwaymayhavedecreasedplasmaconcentrationswhencoadministeredwith
nevirapine.Carefulmonitoringof thetherapeutic effectivenessof P450metabolisedmedicinalproductsis
recommendedwhentakenin combinationwith nevirapine.

Theabsorptionof nevirapineis not affectedby food,antacids or medicinal productswhichareformulatedwith an
alkalinebufferingagent.

Theinteraction datais presentedasgeometricmeanvaluewith 90%confidenceinterval (90%CI) wheneverthesedata
wereavailable.

ND = Not Determined,↑ = Increased,↓ = Decreased,↔ = No Effect

Medicinal productsby
therapeuticareas

Interaction Recommendationsconcerningco
administration

ANTI-INFECTIVES
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ANTIRETROVIRALS

Didanosine

100-150 mg BID 

DidanosineAUC↔ 1.08 (0.92-
1.27) Didanosine C ND 

Didanosineand Nevirapinecan
be co administered without dose 
adjustments. 

Emtricitabine Emtricitabine is not an inhibitor of
human CYP 450 enzymes. 

Nevirapineand emtricitabine 
may becoadministered without
dose adjustments.

Abacavir In humanliver microsomes,
abacavir did not inhibit
cytochromeP450isoforms.

Nevirapineand abacavirmaybe
coadministeredwithout dose
adjustments

Lamivudine 
 
150 mg BID 

No changes to lamivudine apparent
clearance and volume of 
distribution, suggesting no 
induction effect of nevirapine on 
lamivudineclearance.

Lamivudine and Nevirapinecan 
be coadministered without dose 
adjustments. 

Stavudine:

30/40 mg BID 

Stavudine AUC ↔ 0.96 (0.89-1.03)
Stavudine C ND 

 
Nevirapine: compared to historical
controls, levels appeared to be
unchanged.

Stavudine and Nevirapinecan be 
co administered without dose 
adjustments. 

Tenofovir

300 mg QD 

Tenofovir plasma levels remain
unchanged when co-administered 
with nevirapine.

Nevirapine plasma levels were not
altered by co-administration of 
tenofovir.

Tenofovir and Nevirapinecan be
coadministered without dose 
adjustments. 

Zidovudine

100-200 mg TID 

ZidovudineAUC ↓ 0.72 (0.60-
0.96)
Zidovudine C ND 

 
Nevirapine: Zidovudine had no
effect on its pharmacokinetics.

Zidovudineand Nevirapinecan
be co administered without dose 
adjustments.
Granulocytopenia is commonly
associated with zidovudine.
Therefore, patients who receive 
nevirapine and zidovudine 
concomitantly and especially
paediatric patients and patients 
who receive higher zidovudine 
doses or patients with poor bone
marrow reserve, in particular 
those with advanced HIV
disease, have an increased risk of
granulocytopenia. In such 
patients haematological 
parameters should becarefully
monitored.

NNRTIs
Efavirenz

600 mg QD 

Efavirenz AUC ↓ 0.72 (0.66-00.86)
Efavirenz C ↓ 0.68 (0.65-0.81)
Efavirenz C ↓ 0.88 (0.77-1.01)

It is not recommended to co-
administer efavirenz and
Nevirapine(see section 4.4), 
because of additive toxicity and
no benefit in terms of efficacy 

NRTIs

min
DidanosineCmax↔ 0.98 (0.79-
1.21)

min
StavudineCmax↔ 0.94 (0.86-
1.03)

min
ZidovudineCmax↓ 0.70 (0.49-
1.04)

min
max
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over either NNRTI alone (for
results of 2NN study, see section 
5.1 Nevirapine immediate-
release formulations).

Delavirdine Interaction hasnot been studied. Theconcomitant administration
of Nevirapinewith NNRTIs is 
not recommended (see section 
4.4).

Etravirine Concomitant use of etravirinewith
nevirapine may cause a significant
decrease in the plasma 
concentrations of etravirine and
loss of therapeutic effect of 
etravirine.

Theconcomitant administration
of Nevirapinewith NNRTIs is 
not recommended (see section 
4.4). 

Rilpivirine Interaction hasnot been studied. Theconcomitant administration
of Nevirapinewith NNRTIs is 
not recommended (see section 
4.4).

PIs
Atazanavir/ritonavir

300/100 mg QD 
 
400/100 mg QD 

Atazanavir/r 300/100mg:
Atazanavir/r AUC ↓ 0.58(0.48-
0.71)
Atazanavir/r C ↓ 0.28 (0.20-
0.40)
Atazanavir/r C ↓ 0.72 (0.60-
0.86)

Atazanavir/r 400/100mg:
Atazanavir/r AUC ↓ 0.81(0.65-
1.02)Atazanavir/r C ↓ 0.41 
(0.27-0.60)

(compared to 300/100mg without
nevirapine)

Nevirapine AUC ↑ 1.25 (1.17-1.34)
Nevirapine C ↑ 1.32 (1.22–
1.43) Nevirapine C ↑ 1.17 
(1.09-1.25)

It is not recommended to co-
administer atazanavir/ritonavir 
and Nevirapine(seesection 4.4). 

Darunavir/ritonavir

400/100 mg BID 

Darunavir AUC ↑ 1.24 (0.97-1.57)
Darunavir C ↔ 1.02 (0.79-
1.32) Darunavir C ↑ 1.40 (1.14-
1.73) Nevirapine AUC ↑ 1.27 
(1.12-1.44) Nevirapine C ↑ 1.47 
(1.20-1.82)

Darunavir and Nevirapinecan be
co administered without dose 
adjustments. 

Fosamprenavir 
 
1400 mg BID 

Amprenavir AUC ↓ 0.67(0.55-
0.80)
Amprenavir C ↓ 0.65 (0.49-
0.85) Amprenavir C ↓ 0.75 
(0.63-0.89) Nevirapine AUC ↑ 1.29 
(1.19-1.40) Nevirapine C ↑ 1.34 
(1.21-1.49)

It is not recommended to co-
administer fosamprenavir and
nevirapineif fosamprenavir is 
not coadministered with ritonavir 
(see section 4.4). 

min

max

min

Atazanavir/r Cmax↔ 1.02 (0.85–
1.24)

min
max

min
max

min

NevirapineCmax↑ 1.18(1.02-
1.37)

min
max

min
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Fosamprenavir/ritonavir
700/100 mg BID 

Amprenavir AUC↔ 0.89 (0.77-
1.03) Amprenavir C ↓ 0.81 
(0.69-0.96) Amprenavir C ↔
0.97 (0.85-1.10)
Nevirapine AUC ↑ 1.14 (1.05-1.24)
Nevirapine C ↑ 1.22 (1.10-1.35)
Nevirapine C ↑ 1.13 (1.03-
1.24)

Fosamprenavir/ritonavir and
Nevirapinecan be co-
administered without dose
adjustments 

Lopinavir/ritonavir
(capsules) 
400/100 mg BID 

Adult patients:

Lopinavir C ↓ 0.54 (0.28-0.74)

Lopinavir C ↓ 0.81 (0.62-0.95)

An increasein thedoseof
lopinavir/ritonavirto 533/133
mg (4 capsules)or 500/125mg
(5 tabletswith 100/25 mgeach)
twicedaily with food is
recommended in combination 
with Nevirapine. Dose 
adjustment of Nevirapineis not
required when co-administered
with lopinavir.

Lopinavir/ritonavir (oral
solution)
300/75 mg/m BID 

Paediatric patients:

Lopinavir AUC ↓ 0.78 (0.56-1.09)
Lopinavir C ↓ 0.45 (0.25-0.82)
Lopinavir C ↓ 0.86 (0.64-1.16)

For children, increase of thedose
of lopinavir/ritonavir to 300/75 
mg/m twicedail y with food
should be considered when used 
in combination with Nevirapine,
particularly for patients in whom
reduced susceptibili ty to
lopinavir/ritonavir is suspected.

Ritonavir

600 mg BID 

Ritonavir AUC↔ 0.92 (0.79-1.07)
Ritonavir C ↔ 0.93 (0.76-1.14)
Ritonavir C ↔ 0.93 (0.78-1.07)
Nevirapine: Co-administration of 
ritonavir does not lead to any
clinically relevant change in 
nevirapineplasma levels.

Ritonavir and Nevirapinecan be
co administered without dose 
adjustments. 

Saquinavir/ritonavir The limited dataavailable with
saquinavir soft gel capsule boosted 
with ritonavir do not suggest any
clinically relevant interaction 
between saquinavir boosted with 
ritonavir and nevirapine.

Saquinavir/ritonavir and
Nevirapinecan beco-
administered without dose
adjustments. 

Tipranavir/ritonavir

500/200 mg BID 

No specific drug-drug interaction
study has been performed.

The limited data available from a 
phase IIastudy in HIV-infected 
patients haveshown a clinically
non significant 20% decrease of 
TPV C .

Tipranavir and Nevirapinecan
be co-administered without dose 
adjustments. 

ENTRY INHIBITORS
Enfuvirtide Dueto themetabolicpathwayno

clinically significant
pharmacokinetic interactionsare
expectedbetweenenfuvirtideand
nevirapine.

EnfuvirtideandNevirapinecanbe
co-administeredwithoutdose
adjustments.

NevirapineCmax↑ 1.25 (1.14-
1.37)

min
max

min
max

Lopinavir AUC ↓ 0.73 (0.53-0.98)

min

max

2

min
max

2

min
max

min
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Maraviroc MaravirocAUC↔ 1.01(0.6-1.55)
MaravirocCmin ND
MaravirocCmax↔ 1.54(0.94-
2.52) compared to historical
controls
Nevirapineconcentrationsnot
measured, noeffect is expected.

MaravirocandNevirapinecanbe
co-administeredwithoutdose
adjustments.

INTEGRASE INHIBITORS
Elvitegravir/ cobicistat Interaction has not been studied.

Cobicistat, a cytochrome P450 3A
inhibitor significantly inhibits 
hepatic enzymes, as well as other
metaboli c pathways. Therefore 
coadministration would likely 
result in altered plasma levels of 
cobicistat and Nevirapine.

Co-administration of Nevirapine
with elvitegravir in combination 
with cobicistat is not
recommended (seesection 4.4). 

Raltegravir

400 mg BID 

No clinical dataavailable. Due to
the metabolic pathway of 
raltegravir no interaction is 
expected.

Raltegravir and Nevirapinecan
be co-administered without dose 
adjustments. 

ANTIBIOTICS
Clarithromycin 500mg
BID

Clarithromycin AUC ↓ 0.69 (0.62-
0.76)
Clarithromycin Cmin↓ 0.44 (0.30-
0.64) ClarithromycinCmax↓ 0.77
(0.69-0.86)
Metabolite14-OH clarithromycin
AUC ↑ 1.42 (1.16-1.73)
Metabolite14-OH clarithromycin
Cmin↔ 0 (0.68-1.49)
Metabolite14-OH clarithromycin
Cmax↑ 1.47(1.21-1.80)
NevirapineAUC ↑ 1.26
NevirapineCmin↑ 1.28
NevirapineCmax↑ 1.24compared
to historicalcontrols.

Clarithromycin exposurewas
significantly decreased,14-OH
metaboliteexposureincreased.
Becausetheclarithromycin
active metabolite hasreduced
activity againstMycobacterium
aviumintracellulare complex
overall activity againstthe
pathogenmaybealtered.
Alternativesto clarithromycin,
suchasazithromycinshouldbe
considered. Closemonitoringfor
hepatic abnormalitiesis
recommended

Rifabutin 
 
150 or 300 mg QD 

Rifabutin AUC ↑ 1.17 (0.98-1.40)
Rifabutin C ↔ 1.07 (0.84-1.37)
Rifabutin C ↑ 1.28 (1.09-1.51)
Metaboli te 25-O-desacetylrifabutin 
AUC ↑ 1.24 (0.84-1.84)
Metaboli te 25-O-desacetylrifabutin 
C ↑ 1.22 (0.86-1.74)
Metaboli te 25-O-desacetylrifabutin 
C ↑ 1.29 (0.98-1.68)

A clinically not relevant increase in 
the apparent clearance of 
nevirapine (by 
9%) compared to historical data 
was reported.

No significant effect on rifabutin 
and Nevirapinemean PK 
parameters is seen. Rifabutin and
Nevirapinecan be co-
administered without dose 
adjustments. However, due to
the high interpatient variabili ty 
some patients may experience 
large increases in rifabutin
exposure and may be at higher
risk for rifabutin toxicity. 
Therefore, caution should be 
used in concomitant
administration.

Rifampicin

600 mg QD 

Rifampicin AUC↔ 1.11 (0.96-
1.28) Rifampicin C ND 

 

It is not recommended to co-
administer rifampicin and
Nevirapine(see section 4.4). 
Physicians needing to treat

min
max

min

max

min
Rifampicin Cmax↔ 1.06 (0.91-
1.22)
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NevirapineAUC ↓ 0.42
Nevirapine C ↓ 0.32 
Nevirapine C ↓ 0.50compared 
to historical controls. 

patients co-infected with
tuberculosis and using a 
Nevirapinecontaining regimen 
may consider coadministration
of rifabutin instead.

ANTIFUNGALS
Fluconazole

200 mg QD 

Fluconazole AUC↔ 0.94 (0.88-
1.01) Fluconazole C ↔ 0.93 
(0.86-1.01) Fluconazole C ↔
0.92 (0.85-0.99)
Nevirapine: exposure: ↑100%
compared with historical data
where nevirapinewas administered 
alone.

Becauseof the risk of increased
exposure to Nevirapine, caution 
should beexercised if the 
medicinal products are given 
concomitantly and patients
should be monitored closely. 

Itraconazole

200 mg QD 

ItraconazoleAUC ↓ 0.39
Itraconazole C ↓ 0.13 
Itraconazole C ↓ 0.62 
 
Nevirapine: there was no 
significant difference in nevirapine 
pharmacokinetic parameters. 

A dose increase for itraconazole
should beconsidered when these 
two agents are administered 
concomitantly. 

Ketoconazole400mg
QD

KetoconazoleAUC ↓ 0.28 (0.20-
0.40)

Ketoconazole C ↓ 0.56 (0.42-
0.73)

Nevirapine: plasma levels: ↑ 1.15-
1.28 compared to historical 
controls.

It is not recommendedto co-
administerketoconazoleand
Nevirapine(seesection4.4).

ANTIVIRALSFOR CHRONIC HEPATITISB AND C
Adefovir Results of in vitro studies showed a

weak antagonism of nevirapine by
adefovir (see section 5.1), this has
not been confirmed in clinical trials 
and reduced efficacy is not
expected. Adefovir did not
influence any of thecommonCYP 
isoforms known to be involved in 
human drug metaboli sm and is 
excreted renally. No clinicall y
relevant drug-drug interaction is 
expected.

Adefovir and Nevirapinemay be
co-administered without dose
adjustments. 

Boceprevir Boceprevir is partly metabolized by
CYP3A4/5. Co-administration of
boceprevir with medicines that
induce or inhibit CYP3A4/5 could 
increase or decrease exposure. 
Plasma trough concentrations of
boceprevir were decreased when
administered with an NNRTI with a 
similar metabolic pathway as 
nevirapine. The clinical outcome of

It is not recommended to co-
administer boceprevir and
Nevirapine(see section 
4.4). 

min
max

min
max

min
max

Ketoconazole Cmin ND

max
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this observed reduction of
boceprevir trough concentrations
has not been directly assessed.

Entecavir Entecavir is not asubstrate, inducer
or an inhibitor of cytochrome P450
(CYP450) enzymes. Due to the
metaboli c pathway of entecavir, no
clinically relevant drug-drug 
interaction is expected.

Entecavir and Nevirapinemay
beco-administered without dose
adjustments. 

Interferons
(pegylated interferons
alfa 2a and alfa 2b)

Interferons haveno known effect
on CYP 3A4 or 2B6. No clinically
relevant drug-drug interaction is 
expected.

Interferons and Nevirapinemay
beco-administered without dose
adjustments. 

Ribavirin Results of in vitro studies showed a
weak antagonism of nevirapine by
ribavirin (see section 5.1), this has
not been confirmed in clinical trials 
and reduced efficacy is not
expected. Ribavirin doesnot inhibit 
cytochromeP450 enzymes, and
there is no evidence from toxicity 
studies that ribavirin induces li ver 
enzymes. Noclinicall y relevant
drug-drug interaction is expected.

Ribavirin and Nevirapinemay be
co-administered without dose
adjustments. 

Telaprevir Telapreviris metabolisedin the
liverby CYP3Aand is aP-
glycoproteinsubstrate.Other
enzymesmaybeinvolvedin the
metabolism.Co administrationof
telaprevir andmedicinal products
thatinduceCYP3Aand/orP-gp
maydecreasetelaprevirplasma
concentrations.No drug-drug
interactionstudyof telaprevirwith
nevirapinehasbeenconducted;
however,interactionstudiesof
telaprevir with anNNRTI with a
similar metabolicpathwayas
nevirapinedemonstratedreduced
levels of both. Results of DDI
studiesof telaprevir with efavirenz
indicatethatcautionshouldbe
exercisedwhenco-administering
telaprevir with P450inducers.

Cautionshouldbeexercised
whenco-administeringtelaprevir
with Nevirapine.If co-
administeredwith nevirapine,an
adjustmentin thetelaprevirdose
shouldbeconsidered.

Telbivudine Telbivudine is not a substrate,
inducer or inhibitor of the 
cytochrome P450 (CYP450)
enzyme system. Due to the
metaboli c pathway of telbivudine,
no clinically relevant drug-drug 
interaction is expected.

Telbivudineand Nevirapinemay
beco-administered without dose
adjustments. 

ANTACIDS
Cimetidine Cimetidine: no significant effect on

cimetidine PK parameters is seen.

NevirapineC ↑ 1.07

Cimetidine and Nevirapinecan
be co-administered without dose 
adjustments. 

min
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Other information:
Nevirapinemetabolites: Studiesusinghuman liver microsomesindicatedthat the formationof nevirapinehydroxylated
metaboliteswasnot affectedby thepresenceof dapsone,rifabutin, rifampicin, andtrimethoprim/sulfamethoxazole.

ANTITHROMBOTICS
Warfarin The interaction between nevirapine

and the antithrombotic agent
warfarin is complex, with the
potential for both increases and
decreases in coagulation time when
used concomitantly.

Closemonitoring of
anticoagulation levels is 
warranted.

CONTRACEPTIVES
Depo-
medroxyprogesterone
acetate (DMPA) 150 mg 
every 3 months 

DMPA AUC↔
DMPA C ↔
DMPA C ↔
Nevirapine AUC ↑ 1.20 
Nevirapine C ↑ 1.20 

Nevirapineco-administration did
not alter the ovulation 
suppression effects of DMPA. 
DMPA and Nevirapinecan be 
co-administered without dose 
adjustments.

Ethinyl estradiol (EE)

0.035 mg 

EE AUC ↓ 0.80 (0.67-0.97)
EE C ND 

 

Oral hormonal contraceptives
should not beused as the sole 
method of contraception in 
women taking Nevirapine(see 
section 4.4). Appropriate doses 
for hormonal contraceptives (oral 
or other forms of appli cation)
other than DMPA in
combination with nevirapine
havenot been established with 
respect to safety and efficacy.

Norethindrone (NET)

1.0 mg QD

NET AUC ↓ 0.81 (0.70-0.93)
NET C ND 
NET C ↓ 0.84 (0.73-0.97)

ANALGESICS/OPIOIDS
Methadone Individual
Patient Dosing 

MethadoneAUC ↓ 0.40 (0.31-0.51)
MethadoneC ND 

 

Methadone-maintained patients
beginning Nevirapinetherapy
should bemonitored for 
evidence of withdrawal and
methadonedose should be 
adjusted accordingly. 

HERBAL PRODUCTS
St. John's Wort Serum levels of nevirapinecan be

reduced by concomitant use of the
herbal preparation St. John's Wort
(Hypericum perforatum). This is 
due to induction of medicinal
product metabolism enzymes 
and/or transport proteins by St. 
John'sWort. 

Herbal preparations containing
St. John'sWort and Nevirapine
must not beco-administered (see 
section 4.3). If apatient is 
already taking St. John'sWort
check nevirapine and if possible 
viral levels and stop St. John's
Wort. Nevirapine levels may 
increase on stopping St. John's 
Wort. The dose of Nevirapine
may need adjusting. The
inducing effect may persist for at 
least 2 weeks after cessation of 
treatment with St. John's Wort.

min
max

max

min
EE Cmax↔ 0.94 (0.79-1.12)

min
max

min
MethadoneCmax↓ 0.58 (0.50-
0.67)
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Ketoconazole anderythromycin significantly inhibitedtheformationof nevirapinehydroxylated metabolites.

4.6Fertility , pregnancyand lactation

Womenof childbearingpotential/ Contraception in malesandfemales
Womenof childbearingpotentialshouldnot useoral contraceptives as thesolemethodfor birth control,since
nevirapinemight lower theplasmaconcentrationsof thesemedicinal products(seesections4.4& 4.5).

Pregnancy
Currentlyavailabledataonpregnantwomen indicatenomalformative or foeto/ neonatal toxicity. To datenoother
relevantepidemiological dataareavailable. No observableteratogenicity was detectedin reproductive studies
performedin pregnantratsandrabbits(seesection5.3).Therearenoadequate andwell-controlledstudiesin pregnant
women.Cautionshouldbeexercisedwhenprescribing nevirapineto pregnant women(seesection4.4).As
hepatotoxicity is morefrequentin womenwith CD4cell countsabove250cells/mm3 with detectableHIV-1 RNA in
plasma(50or morecopies/ml),theseconditionsshouldbetaken in consideration on therapeuticdecision(seesection
4.4).Thereis not enoughevidenceto substantiatethattheabsence of anincreasedrisk for toxicity seenin pretreated
womeninitiating nevirapinewith anundetectableviral load (lessthan50copies/mlof HIV-1 in plasma)andCD4cell
counts above250cells/mm3 alsoappliesto pregnantwomen.All therandomisedstudiesaddressingthis issue
specifically excludedpregnantwomen,andpregnantwomenwere under-representedin cohortstudiesaswell asin
meta-analyses.

Breast-feeding
Nevirapinereadily crossestheplacentaandis foundin breastmilk.

It is recommendedthatHIV-infectedmothersdonot breast-feed their infants to avoidriskingpostnataltransmissionof
HIV andthatmothersshoulddiscontinuebreast-feeding if they arereceivingnevirapine.

Fertility
In reproductive toxicologystudies, evidenceof impairedfertility was seen in rats.

4.7Effectson abilit y to dr ive and usemachines

Therearenospecificstudiesabouttheability to drive vehiclesandusemachinery.However,patientsshouldbeadvised
thattheymayexperienceadversereactionssuchasfatigueduringtreatmentwith nevirapine.Therefore, cautionshould
be recommendedwhendriving acaror operating machinery.If patients experiencefatiguetheyshouldavoid
potentiallyhazardoustaskssuchasdrivingor operating machinery.

4.8Undesirable effects

Summaryof thesafetyprofile
Themostfrequently reportedadversereactionsrelatedto nevirapineprolonged-releasetherapyin treatmentnaïve
patients(including lead-in phasewith immediate-release)in clinical study1100.1486(VERxVE) were rash,nausea,
liver function testabnormal,headache,fatigue, hepatitis, abdominal pain, diarrhoeaandpyrexia. Thereare nonew
adversedrugreactionsfor nevirapineprolonged-releasetabletsthat havenotbeenpreviouslyidentified for nevirapine
immediate-releasetabletsandoral suspension.

Nevirapine postmarketin g experiencehasshownthatthemostseriousadversereactionsare
Stevens-Johnsonsyndrome/toxicepidermalnecrolysis,serioushepatitis/hepatic failure,and
drugreactionwith eosinophilia andsystemicsymptoms,characterised by rashwith
constitutionalsymptomssuchasfever,arthralgia, myalgiaandlymphadenopathy,plusvisceral
involvement,suchashepatitis,eosinophilia,granulocytopenia, andrenal dysfunction.The first
18weeksof treatment is a critical period which requires closemonitoring (seesection4.4).
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Tabulatedsummary of adversereactions
Thefollowing adversereactionswhichmaybecausally related to theadministrationof nevirapineprolonged-release
tabletshave beenreported.Thefrequencies givenbelowarebased oncrudeincidenceratesof adversereactionsobserve
in thenevirapineimmediate-release (lead-in phase, table1) andnevirapineprolonged-release(randomised-
phase/maintenancephase,table2) groupsof clinical study1100.1486with 1,068patientsexposedto nevirapineona
backboneof tenofovir/emtricitabine.

Frequencyis definedusingthefollowing convention:
very common(≥1/10); common(≥1/100 to <1/10); uncommon(≥1/1,000to <1/100);
rare(≥1/10,000to <1/1,000); very rare(<1/10,000)

Table 1: Lead-in phasewith Nevirapine 200mgimmediate-release

Blood and lymphatic system disorders
Uncommon granulocytopenia
Rare anaemia

Immune system disorders
Uncommon hypersensitivity (incl. anaphylacticreaction,angioedema,

urticaria),drug reactionwith eosinophiliaandsystemic
symptoms,anaphylacticreaction

Nervous system disorders
Common headache

Gastrointestinal disorders
Common abdominalpain, nausea,diarrhoea
Uncommon vomiting

Hepatobiliary disorders
Uncommon jaundice,hepatitis fulminant(whichmaybefatal)
Rare hepatitis (incl. severeandlife-threateninghepatotoxicity)

(0.09%)

Skin and subcutaneous tissue disorders
Common rash(6.7%)
Uncommon Stevens-JohnsonSyndrome/toxicepidermalnecrolysis

(whichmaybefatal) (0.2%), angioedema,urticaria

Musculoskeletal and connective tissue disorders
Uncommon arthralgia,myalgia

General disorders and administration site conditions

Common fatigue,pyrexia

Investigations
Uncommon liver functiontestabnormal(alanineaminotransferase

increased; transaminasesincreased; aspartate
aminotransferaseincreased; gamma-glutamyltransferase
increased; hepaticenzymeincreased;
hypertransaminasaemia),bloodphosphorusdecreased,
bloodpressureincreased
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Table2: Maintenancephaseof Nevirapine 400mgprolonged-release

Descriptionof selectedadversereactions
Thefollowing adversereactionswereidentified in othernevirapinestudiesor by post-marketingsurveillancebut not
observedin therandomised,controlledclinical study1100.1486.

As granulocytopenia,drugreactionwith eosinophilia andsystemicsymptoms,anaphylacticreaction,jaundice,hepatitis
fulminant(whichmaybefatal), urticaria,decreasedbloodphosphorusand increasedbloodpressureduringthelead-in
phasewith nevirapineimmediate-releasewerenot seen in study1100.1486thefrequency categorywasestimatedfrom
astatisticalcalculation basedon thetotal numberof patientsexposedto nevirapineimmediate-releasein thelead-in
phaseof therandomisedcontrolledclinical study1100.1486(n= 1,068).

Accordingly,asanaemia,granulocytopenia,anaphylactic reaction, jaundice,Stevens-JohnsonSyndrome/toxic
epidermalnecrolysis (whichmaybefatal),angioedema, decreased bloodphosphorusandincreasedbloodpressure
duringmaintenancephasewith nevirapineprolonged-releasetablets were not seenin study1100.1486thefrequency
categorywasestimatedfrom astatistical calculation basedon thetotal number of patientsexposedto nevirapine

Blood and lymphatic system disorders
Uncommon anaemia,granulocytopenia

Immune system disorders
Uncommon hypersensitivity (incl. anaphylacticreaction,angioedema,

urticaria),drug reactionwith eosinophiliaandsystemic
symptoms,anaphylacticreaction

Nervous system disorders
Common headache

Gastrointestinal disorders
Common abdominalpain, nausea,diarrhoea

Hepatobiliary disorders
Common hepatitis (incl. severeandlife-threateninghepatotoxicity)

(1.6 %)
Uncommon jaundice,hepatitis fulminant(whichmaybefatal)

Skin and subcutaneous tissue disorders
Common rash(5.7%)
Uncommon Stevens-JohnsonSyndrome/toxicepidermalnecrolysis

(whichmaybefatal) (0.6%), angioedema,urticaria

Musculoskeletal and connective tissue disorders
Uncommon arthralgia,myalgia

General disorders and administration site conditions

Common fatigue
Uncommon pyrexia

Investigations
Uncommon liver functiontestabnormal(alanineaminotransferase

increased; transaminasesincreased; aspartate
aminotransferaseincreased; gamma-glutamyltransferase
increased; hepaticenzymeincreased;
hypertransaminasaemia),bloodphosphorusdecreased,
bloodpressureincreased
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prolonged-releasein themaintenancephaseof therandomisedcontrolled clinical study1100.1486(n= 505).

Metabolic parameters
Weight andlevels of bloodlipids andglucosemay increaseduringantiretroviral therapy(seesection 4.4).

Thefollowing adversereactionshavealsobeenreportedwhennevirapinehasbeenused in combinationwith otheranti
retroviral agents:pancreatitis,peripheralneuropathy andthrombocytopaenia. Theseadversereactionsarecommonly
associatedwith otheranti-retroviralagentsandmaybeexpected to occur when nevirapineis usedin combinationwith
otheragents; howeverit is unlikely thattheseadversereactionsaredueto nevirapinetreatment.Hepatic-renalfailure
syndromeshavebeenreportedrarely.

In HIV-infectedpatients with severeimmunedeficiencyat thetimeof initiationof combinationantiretroviraltherapy
(CART), aninflammatory reactionto asymptomatic or residualopportunistic infectionsmayarise.Autoimmune
disorders (suchasGraves'disease)havealsobeenreported; however,thereportedtime to onset is morevariableand
theseevents canoccurmanymonthsafterinitiationof treatment(seesection4.4).

Casesof osteonecrosishavebeenreported,particularly in patientswith generally acknowledgedrisk factors,advanced
HIV diseaseor long-termexposureto combinationantiretroviral therapy (CART). Thefrequencyof this is unknown
(seesection 4.4).

Skin and subcutaneous tissues
Themostcommonclinical toxicity of nevirapineis rash.Rashesareusually mild to moderate,maculopapular
erythematouscutaneouseruptions, with or withoutpruritus,locatedon thetrunk, faceandextremities.Hypersensitivity
(incl. anaphylactic reaction,angioedemaandurticaria)hasbeenreported.Rashesoccuraloneor in thecontextof drug
reaction with eosinophilia andsystemicsymptoms,characterised by rashwith constitutionalsymptomssuchasfever,
arthralgia, myalgiaandlympadenopathy,plusvisceralinvolvement,suchas hepatitis,eosinophilia, granulocytopenia,
and renaldysfunction.

Severeandli fe-threateningskin reactions haveoccurredin patientstreatedwith nevirapine,includingStevens-Johnson
syndrome(SJS)andtoxic epidermalnecrolysis(TEN). Fatalcasesof SJS,TEN anddrug reactionwith eosinophilia and
systemicsymptoms havebeenreported.Themajority of severe rashesoccurred within thefirst 6 weeksof treatment
and somerequiredhospitalisation,with onepatient requiringsurgical intervention (seesection4.4).

In study1100.1486(VERxVE) antiretroviral-naïvepatients received a lead-in doseof nevirapine200mg immediate-
releaseoncedaily for 14days(n=1068)andthenwererandomisedto receiveeitherNevirapine200mg immediate-
releasetwicedaily or nevirapine400mgprolonged-releaseonce daily. All patientsreceivedtenofovir + emtricitabine
as backgroundtherapy.Safety dataincludedall thepatientvisitsup to thepoint in timewhenthelastpatientcompleted
144weeks in thetrial. Thisalsoincludessafetydata for patient visits in thepost-week144openlabelextension(which
patientsin eithertreatmentgroupwhocompletedthe144weekblindedphasecouldenter). Severeor life-threatening
rashconsideredrelatedto nevirapinetreatmentoccurredin 1.1% of patientsduringthelead-in phasewith nevirapine
immediate-release.Severerashoccurredin 1.4% and0.2% of thenevirapineimmediate-releaseandnevirapine
prolonged-releasegroupsrespectivelyduring therandomised phase.No life-threatening(Grade4) rashevents
considered relatedto nevirapinewerereported during therandomisedphaseof this study.Six casesof Stevens-Johnson
Syndromewerereportedin thestudy; all but oneoccurredwithin thefirst 30daysof nevirapinetreatment.

In study1100.1526(TRANxITION) patientsonnevirapine200mg immediate-releasetwicedaily treatmentfor at least
18 weeks wererandomisedto eitherreceivenevirapine400mg prolonged-releaseoncedaily (n=295)or remainon
their nevirapineimmediate-releasetreatment (n=148).In this study,noGrade3 or 4 rashwasobservedin either
treatmentgroup.

Hepato-biliary
Themostfrequently observedlaboratorytest abnormalitiesareelevationsin liver functiontests(LFTs), including
ALAT, ASAT, GGT,total bilirubin andalkalinephosphatase.Asymptomatic elevationsof GGT levelsarethemost
frequent.Casesof jaundicehavebeenreported. Cases of hepatitis (severeand lif e-threateninghepatotoxicity, including
fatal fulminanthepatitis) havebeenreported in patientstreatedwith nevirapine.Thebestpredictorof aserioushepatic
eventwaselevatedbaseline liver functiontests.Thefi rst 18weeks of treatmentis a critical period which requiresclose
monitoring (seesection4.4).
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In study1100.1486(VERxVE) treatment-naivepatientsreceiveda lead-in doseof nevirapine200mg immediate-
releaseoncedaily for 14daysandthenwererandomised to receive either nevirapine200mg immediate-releasetwice
daily or nevirapine400mgprolonged-releaseonce daily. All patients received tenofovir+ emtricitabineasbackground
therapy.Patientswereenrolledwith CD4counts<250cells/mm3 for womenand<400cells/mm3for men.Dataon
potentialsymptoms of hepaticeventswereprospectively collectedin this study.Thesafetydataincludeall patient
visits up to thetime of thelastpatient's completion of studyweek144.Theincidenceof symptomatichepaticevents
during thenevirapine immediate-releaselead-in phasewas0.5%. After thelead-in periodtheincidenceof
symptomatic hepatic eventswas2.4% in thenevirapineimmediate-releasegroup and1.6%in thenevirapine
prolonged-releasegroup.Overall, therewas acomparable incidenceof symptomatichepatic eventsamongmenand
womenenrolledin VERxVE.

In study1100.1526(TRANxITION) noGrade3 or 4 clinical hepatic events were observedin eithertreatmentgroup.

Paediatric population

Basedonclinical studyexperiencewith nevirapineimmediate-releasetabletsand oral suspensionof 361paediatric
patientsthemajority of which receivedcombination treatmentwith ZDV or/andddI, themostfrequentlyreported
adverseevents relatedto nevirapineweresimilar to thoseobserved in adults.Granulocytopeniawasmorefrequently
observedin children.In anopen-labelclinical study (ACTG 180)granulocytopeniaassessedasmedicinalproduct-
relatedoccurredin 5/37 (13.5%) of patients.In ACTG 245,adouble-blind placebocontrolledstudy;thefrequencyof
seriousmedicinalproduct-relatedgranulocytopeniawas5/305(1.6%). Isolatedcasesof Stevens-Johnsonsyndromeor
Stevens-Johnson/toxicepidermalnecrolysistransition syndromehavebeen reportedin this population.

Reportingof suspectedadversereactions
Reportingsuspectedadversereactionsafterauthorisationof themedicinalproductis important.It allowscontinued
monitoringof thebenefit/risk balanceof themedicinal product. Healthcareprofessionalsare askedto reportany
suspectedadversereactionsvia HPRA Pharmacovigilance, EarlsfortTerrace, IRL - Dublin 2; Tel: +3531 6764971;
Fax: +3531 6762517. Website:www.hpra.ie; E-mail: medsafety@hpra.ie.

4.9Overdose

Thereis noknown antidotefor nevirapineoverdose. Casesof overdosewith nevirapineimmediate-releaseatdoses
ranging from 800to 6,000mgperdayfor up to 15dayshavebeenreported.Patientshaveexperiencedoedema,
erythemanodosum, fatigue,fever,headache,insomnia, nausea,pulmonaryinfi ltrates,rash,vertigo,vomiting, increase
in transaminasesandweightdecrease.All of theseeffects subsidedfollowingdiscontinuationof nevirapine.

Paediatric population
Onecaseof massiveaccidentaloverdose in anewbornwasreported. Theingesteddosewas40 timestherecommended
doseof 2 mg/kg/day.Mild isolatedneutropeniaandhyperlactataemia wasobserved,whichspontaneouslydisappeared
within oneweekwithoutanyclinical complications.Oneyear later, thechild'sdevelopmentremainednormal.

5 PHARMACOLOGICA L PROPERTIES

5.1Pharmacodynamic properties

Pharmacotherapeuticgroup:Antivi ralsfor systemic use,non-nucleosidereversetranscriptaseinhibitors,ATC code
J05AG01.

Mechanismof action
Nevirapineis aNNRTI of HIV-1. Nevirapineis anon-competitive inhibitor of theHIV-1 reversetranscriptase,but it
doesnot haveabiologically significantinhibitory effect on theHIV-2 reversetranscriptaseor oneukaryoticDNA
polymerasesα, β, γ, or δ.

Antiviral activity in vitro
NevirapinehadamedianEC50value(50% inhibitory concentration)of 63nM againsta panelof groupM HIV-1
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isolatesfrom cladesA, B, C, D, F, G, andH, andcirculating recombinantforms(CRF),CRF01_AE,CRF02_AGand
CRF12_BFreplicatingin humanembryonic kidney293cells. In apanel of 2,923predominantlysubtypeB HIV-1
clinical isolates,themeanEC50 valuewas90nM.Similar EC50valuesareobtainedwhentheantiviral activity of
nevirapineis measuredin peripheralbloodmononuclearcells, monocyte derivedmacrophagesor lymphoblastoid cell
line. Nevirapinehadnoantiviral activity in cell cultureagainst groupO HIV-1 isolatesor HIV-2 isolates.

Nevirapinein combinationwith efavirenzexhibited a strongantagonisticanti-HIV-1 activity in vitro (seesection4.5)
and was additive to antagonisticwith theproteaseinhibitor ritonavir or thefusion inhibitor enfuvirtide.Nevirapine
exhibitedadditive to synergistic anti-HIV-1 activity in combinationwith theproteaseinhibitorsamprenavir, atazanavir,
indinavir, lopinavir, saquinavirandtipranavir,andtheNRTIs abacavir, didanosine,emtricitabine,lamivudine,
stavudine, tenofovirandzidovudine.Theanti-HIV-1 activi ty of nevirapinewasantagonizedby theanti-HBV medicinal
productadefovir andby theanti-HCV medicinalproductribavirin in vitro.

Resistance
HIV-1 isolateswith reducedsusceptibilit y (100-250-fold) to nevirapineemergein cell culture.Genotypicanalysis
showedmutationsin theHIV-1 RT geneY181Cand/orV106A dependinguponthevirus strainandcell lineemployed.
Time to emergenceof nevirapineresistancein cell culturewas not alteredwhenselectionincludednevirapinein
combinationwith severalotherNNRTIs.

Genotypic analysisof isolatesfrom antiretroviral naïvepatientsexperiencing virologic failure (n=71)receiving
nevirapineoncedaily (n=25)or twicedaily (n=46)in combination with lamivudineandstavudinefor 48weeksshowed
thatisolatesfrom 8/25and23/46patients,respectively, containedoneor moreof thefollowing NNRTI resistance-
associatedsubstitutions:Y181C,K101E,G190A/S,K103N,V106A/M, V108I, Y188C/L, A98G,F227LandM230L.

Genotypic analysiswasperformedon isolatesfrom 86antiretroviral naïve patients whodiscontinuedtheVERxVE
study (1100.1486)afterexperiencingvirologic failure(rebound,partial response)or dueto anadverseeventor whohad
transientincreasein viral loadduringthecourseof thestudy.Theanalysisof thesesamplesof patientsreceiving
nevirapineimmediate-release twicedaily or nevirapineprolonged-releaseoncedaily in combinationwith tenofovirand
emtricitabineshowedthatisolatesfrom 50patientscontainedresistancemutationsexpectedwith anevirapine-based
regimen.Of these50patients,28developedresistance to efavirenzand39developedresistanceto etravirine(themost
frequentlyemergentresistancemutationbeingY181C).Therewerenodifferencesbased on theformulationtaken
(immediate-releasetwicedaily or prolonged-releaseonce daily).

Theobservedmutationsat failure were thoseexpectedwith anevirapine-basedregimen. Two newsubstitutionson
codonspreviouslyassociatedwith nevirapineresistancewereobserved:onepatientwith Y181I in thenevirapine
prolonged-releasegroupandonepatientwith Y188Nin thenevirapineimmediate-releasegroup; resistance to
nevirapinewasconfirmedby phenotype.

Cross-resistance
Rapidemergenceof HIV-strainswhicharecross-resistantto NNRTIshasbeenobservedin vitro.

Cross-resistanceto delavirdineandefavirenzis expectedafter virologic failure with nevirapine.Dependingon
resistancetestingresults, anetravirine-containing-regimenmay beusedsubsequently.

Cross-resistancebetweennevirapineandeither HIV proteaseinhibitors,HIV integraseinhibitors or HIV entry
inhibitors is unlikely becausetheenzymetargetsinvolved aredifferent.Similarly thepotential for cross-resistance
betweennevirapineandNRTIs is low becausethemoleculeshavedifferent bindingsiteson thereversetranscriptase.

Clinical results
Nevirapinehasbeenevaluatedin bothtreatment-naïveandtreatment-experiencedpatients.

Clinical studieswith prolonged-releasetablets
Theclinical efficacyof nevirapineprolonged-releaseis basedon48-weekdata from a randomised,double-blind,
double-dummy phase3 study(VERxVE – study1100.1486)in treatment-naïve patientsandon24-weekdatafrom a
randomised,open-labelstudyin patientswho transitionedfrom nevirapineimmediate-releasetabletsadministered
twicedaily to nevirapineprolonged-releasetablets administeredoncedaily (TRANxITION – study1100.1526).
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Treatment-naïve patients
VERxVE(study1100.1486)is aphase3 study in which treatment-naïvepatientsreceivednevirapine200mg
immediate-releaseoncedaily for 14daysand thenwererandomisedto receiveeithernevirapine200mg immediate-
releasetwicedaily or nevirapine400mgprolonged-releaseonce daily. All patientsreceivedtenofovir + emtricitabine
as backgroundtherapy.Randomisationwasstratifiedby screeningHIV-1 RNA level (≤100,000copies/mland
>100,000copies/ml). Selecteddemographicandbaseline diseasecharacteristicsaredisplayedin Table1.

* Includes2 patientswhowere randomisedbut neverreceivedblinded medicinal products.

** IncludesAmericanIndians/AlaskanativesandHawaiian/Pacific islanders.

Table2 describesweek48outcomesin theVERxVE study (1100.1486).Theseoutcomesincludeall patientswhowere
randomisedafter the14daylead-in with nevirapineimmediate-releaseand receivedat leastonedoseof blinded
medicinal product.

Table2: Outcomesat week48 in study 1100.1486*

Nevirapine
immediate-release
n=508*

Nevirapine
prolonged-release
n=505

Gender
- Male 85% 85%
- Female 15% 15%

Race
- White 74 % 77 %
- Black 22% 19%
- Asian 3 % 3 %
- Other** 1 % 2 %

Region
- NorthAmerica 30% 28%
- Europe 50% 51%
- LatinAmerica 10% 12%
- Africa 11% 10%

BaselinePlasmaHIV -1 RNA (log10copies/ml)
- Mean(SD) 4.7(0.6) 4.7(0.7)
- ≤100,000 66% 67%
- >100,000 34% 33%

Baseline CD4 count (cells/mm )
- Mean(SD) 228(86) 230(81)
- B 71% 75%
- Non-B 29% 24%

Nevirapine
immediate-release
n=508*

Nevirapine
prolonged-release
n=505

Virologic responder(HIV-1 RNA <50copies/ml) 75.9 % 81.0%
Virologic failure 5.9% 3.2%

- Neversuppressedthroughweek48 2.6% 1.0%
- Rebound 3.4% 2.2%

Discontinuedmedicinal productprior to week 48 18.2 % 15.8%
- Death 0.6% 0.2%
- Adverseevents 8.3% 6.3%

Table1: Demographic and Baseline Disease Character istics in study 1100.1486

3
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* Includespatientswho receivedat leastonedoseof blinded medicinal productafterrandomisation. Patientswho
discontinuedtreatmentduringthelead-in periodareexcluded.

** Includeslost to follow-up,consentwithdrawn,noncompliance, lack of efficacy,pregnancy,andother.

At week 48,meanchangefrom baselinein CD4cell countwas184cells/mm3 and 197cells/mm3 for thegroups
receiving nevirapineimmediate-release andnevirapineprolonged-releaserespectively.

Table3 showsoutcomesat 48-weeksin study1100.1486(afterrandomization)by baselineviral load.

Table3: Outcomesat 48weeksin study 1100.1486by baseline viral load*

* Includespatientswho receivedat leastonedoseof blinded medicinal productafterrandomisation. Patientswho
discontinuedtreatmentduringthelead-in periodareexcluded.

** Basedon Cochran'sstatisticwith continuity correction for thevariancecalculation

Theoverallpercentageof treatmentrespondersobservedin study1100.1486(includinglead-in phase), regardlessof the
formulationis 793/1,068= 74.3%. Thedenominator1,068includes 55patients whostoppedtreatmentduringthelead
in phaseandtwo patientsrandomizedbutnever treatedwith randomized dose. Thenumerator793is thenumberof
patientswhoweretreatmentrespondersat 48weeks(384from immediate-releaseand409from prolonged-release
treatmentgroups).

Lipids, Change from baseline

Changesfrom baselinein fastinglipidsareshownin Table4.

Table4:

Summary of lipid laboratory valuesat baseline (screening)and week48 - study 1100.1486

* Percentchangeis themedianof within-patient changes from baseline for patientswith bothbaselineandweek 48
valuesandisnot a simpledifferenceof thebaselineandweek48meanvalues,respectively.

Patients switching from Nevirapine immediate-release to Nevirapine prolonged-release

- Other** 9.3% 9.4%

Number with response/total number (%)
Nevirapine
immediate-release

Nevirapine
prolonged-release

Dif ferencein %
(95% CI)

BaselineHIV−1 viral load
stratum(copies/ml)

- ≤ 100,000 240/303(79.2%) 267/311 (85.0%) 6.6 (0.7,12.6)
- >100,000 144/203(70.9%) 142/194 (73.2%) 2.3 (−6.6, 11.1)

Total 384/506(75.9%) 409/505 (81.0%) 4.9 (−0.1, 10.0)**

Nevirapine
immediate-release

Nevirapine
prolonged-release

Baseline 
(mean) 

n=503

Week 48
(mean) 

n=407

Percent
change

n=406

Baseline 
(mean) 

n=505

Week
(mean) 

n=419

Percent
change

n=419
LDL (mg/dL) 98.8 110.0 +9 98.3 109.5 +7

HDL (mg/dL) 38.8 52.2 +32 39.0 50.0 +27

Total cholesterol.
(mg/dL)

163.8 186.5 +13 163.2 183.8 +11

Total
cholesterol/HDL

4.4 3.8 -14 4.4 3.9 -12

Triglycerides
(mg/dL)

131.2 124.5 -9 132.8 127.5 -7

* *
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TRANxITION (study1100.1526)is aPhase3 studyto evaluatesafety andantiviral activity in patientsswitchingfrom
nevirapineimmediate-release to nevirapineprolonged-release. In this open-labelstudy,443patients alreadyonan
antiviral regimencontainingnevirapine200mg immediate-releasetwicedaily with HIV-1 RNA < 50copies/mlwere
randomisedin a 2:1 ratio to nevirapine400mgprolonged-releaseonce daily or nevirapine200mg immediate-release
twicedaily. Approximatelyhalf of thepatientshadtenofovir + emtricitabineastheir backgroundtherapy,with the
remainingpatientsreceiving abacavirsulfate+ lamivudineor zidovudine+ lamivudine.Approximately half of the
patientshadat least3 yearsof prior exposureto nevirapineimmediate-releaseprior to entering study1100.1526.

At 24 weeksafter randomisationin theTRANxITION study,92.6% and93.6% of patientsreceivingNevirapine200
mg immediate-release twicedaily or nevirapine400mg prolonged-releaseoncedaily, respectively,continuedto have
HIV-1 RNA < 50copies/ml.

Paediatric population
Resultsof a48-weekanalysis of theSouthAfrican studyBI 1100.1368confirmedthatthe4/7mg/kgand150mg/m2
nevirapinedosegroupswerewell toleratedandeffective in treatingantiretroviral naivepaediatricpatients.A marked
improvementin theCD4+cell percentwasobservedthroughWeek48 for both dose groups.Also, bothdosing
regimenswereeffectivein reducingtheviral load.In this 48-week studynounexpectedsafetyfindingswereobserved
in eitherdosinggroup.

5.2Pharmacokinetic properties

Therearenodataavailableon interchangeability for 400mgprolonged-releasetabletsand100mgprolonged-release
tablets.

Absorption:
Thepharmacokineticsof nevirapinehasbeenstudied in a singledosestudy (study 1100.1485)of Nevirapine
prolonged-releasein 17healthy volunteers.Therelative bioavailability of nevirapinewhendosedasone400mg
nevirapineprolonged-releasetablet,relative to two 200mgnevirapineimmediate-releasetablets,wasapproximately75
%. Themeanpeakplasmaconcentrationof nevirapinewas 2,060ng/ml measuredata mean24.5hoursafter
administrationof 400 mg nevirapineprolonged-releasetablets.

Thepharmacokineticsof nevirapineprolonged-releasehasalsobeenstudied in a multipledosepharmacokinetics study
(study1100.1489)in 24HIV-1 infectedpatients whoswitchedfrom chronicnevirapineimmediate-releasetherapyto
nevirapineprolonged-release.ThenevirapineAUC0-24,ssandCmin,ssmeasuredafter19daysof fasteddosingof
nevirapine400mgprolonged-releasetabletsoncedaily wereapproximately 80% and90%, respectively,of theAUC0-

24,ssand Cmin,ssmeasuredwhenpatientsweredosedwith nevirapine200mg immediate-releasetabletstwice daily. The

geometric meannevirapineCmin, sswas2,770ng/ml.

Whennevirapineprolonged-releasewasdosed with a high fat meal, thenevirapineAUC0-24,ssandCmin, sswere
approximately94% and98%, respectively,of theAUC0-24, ssandCmin, ssmeasuredwhenpatientsweredosedwith
nevirapineimmediate-release tablets.Thedifferencein nevirapinepharmacokineticsobservedwhennevirapine
prolonged-releasetabletsaredosedunderfasted or fed conditionsis not consideredclinically relevant.Nevirapine
prolonged-releasetabletscanbetakenwith or without food.

Somepatientshavereportedtheoccurrenceof remnantsin faeceswhichmay resemble intacttablets.Basedon thedata
availablesofar, this hasnot beenshownto affect thetherapeutic response. If patientsreportsuch anevent,reassurance
should beobtainedon thelackof impacton therapeutic response.

Distribution:Nevirapineis lipophilic andis essentiallynonionizedat physiologic pH. Following intravenous
administrationto healthyadults,thevolumeof distribution (Vdss)of nevirapinewas1.21± 0.09l/kg, suggestingthat
nevirapineis widelydistributedin humans.Nevirapinereadily crossestheplacentaandis foundin breastmilk.
Nevirapineis about60% boundto plasmaproteinsin theplasmaconcentration rangeof 1-10 µg/ml. Nevirapine
concentrationsin humancerebrospinalfluid (n = 6) were45% (± 5 %) of theconcentrationsin plasma; this ratio is
approximatelyequalto thefractionnotboundto plasmaprotein.
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Biotransformation andelimination:In vivo studiesin humansandin vitro studieswith humanlivermicrosomeshave
shownthatnevirapineis extensivelybiotransformedvia cytochromeP450(oxidative)metabolismto several
hydroxylatedmetabolites. In vitro studieswith humanlivermicrosomessuggest thatoxidativemetabolismof
nevirapineis mediatedprimarily by cytochromeP450isozymes from theCYP3A family, althoughother isozymesmay
have asecondaryrole. In a massbalance/excretionstudy in eighthealthy male volunteers dosedto steadystatewith
nevirapine200mggiventwicedaily followedby asingle50mgdoseof 14C-nevirapine,approximately 91.4± 10.5%
of theradiolabelleddosewasrecovered,with urine(81.3± 11.1%) representing theprimaryrouteof excretion
comparedto faeces(10.1± 1.5%). Greater than 80% of theradioactivity in urinewasmadeupof glucuronide
conjugatesof hydroxylatedmetabolites. ThuscytochromeP450metabolism,glucuronideconjugation,andurinary
excretionof glucuronidatedmetabolitesrepresenttheprimary routeof nevirapinebiotransformationandeliminationin
humans.Only asmallfraction(< 5 %) of theradioactivity in urine(representing< 3 % of thetotal dose)wasmadeup
of parentcompound; therefore,renalexcretionplaysa minor role in eliminationof theparentcompound.

Nevirapinehasbeenshownto beaninducerof hepatic cytochromeP450metabolic enzymes.Thepharmacokinetics of
autoinductionis characterisedby anapproximately 1.5to 2 fold increasein theapparentoral clearanceof nevirapineas
treatmentcontinuesfrom asingledose to two-to-four weeksof dosingwith 200-400mg/day.Autoinduction alsoresults
in acorrespondingdecreasein theterminal phasehalf -life of nevirapinein plasmafrom approximately 45hours(single
dose)to approximately25-30hoursfollowing multipledosingwith 200-400mg/day.

Special populations:
Renal dysfunction: Thesingle-dosepharmacokineticsof nevirapineimmediate-releasehasbeencomparedin 23
patientswith eithermild (50≤ CLcr < 80ml/min), moderate(30≤ CLcr < 50ml/min) or severerenaldysfunction
(CLcr < 30ml/min), renalimpairmentor end-stagerenaldisease(ESRD)requiringdialysis,and8 patientswith normal
renal function (CLcr > 80ml/min). Renalimpairment(mild, moderate andsevere) resultedin nosignificantchangein
thepharmacokinetics of nevirapine.However, patientswith ESRDrequiringdialysisexhibiteda43.5% reductionin
nevirapineAUC overaone-weekexposureperiod.Therewas alsoaccumulation of nevirapinehydroxy-metabolitesin
plasma.The results suggest thatsupplementingnevirapinetherapyfor adultswith anadditional200mg immediate-
releasetabletfollowing eachdialysis treatmentwouldhelpoffsettheeffects of dialysisonnevirapineclearance.
Otherwisepatients with CLcr ≥ 20ml/min donot requireanadjustmentin nevirapinedosing.In paediatricpatientswith
renal dysfunctionwhoareundergoingdialysisit is recommendedfollowingeachdialysistreatmentpatientsreceivean
additional doseof nevirapineoral suspensionor immediate-releasetabletsrepresenting50% of therecommendeddaily
doseof Nevirapineoral suspension or immediate-releasetablets,whichwouldhelpoffsettheeffectsof dialysis on
nevirapineclearance.Nevirapineprolonged-releasetablets havenot beenstudied in patientswith renaldysfunctionand
nevirapineimmediate-release shouldbeused.

Hepatic dysfunction: A steadystatestudycomparing46patients with

mild (n=17:IshakScore1-2),

moderate(n=20; Ishak Score3-4),

or severe (n=9; IshakScore5-6, Child-PughA in 8 pts.,for 1 Child-Pughscorenot applicable)

liver fibrosisasa measureof hepaticimpairment was conducted.

Thepatientsstudiedwerereceivingantiretroviraltherapy containingnevirapine200mg immediate-releasetabletstwice
daily for at least6 weeksprior to pharmacokineticsampling,with a mediandurationof therapyof 3.4years.In this
study, themultiple dosepharmacokineticdispositionof nevirapineandthefive oxidativemetaboliteswerenot altered.

However, approximately15% of thesepatientswith hepatic fibrosis had nevirapine troughconcentrationsabove9,000
ng/ml (2 fold theusualmeantrough).Patients with hepatic impairment shouldbemonitoredcarefully for evidenceof
medicinal productinducedtoxicity.

In a singledosepharmacokineticstudyof 200mgnevirapineimmediate-releasetabletsin HIV-negativepatientswith
mild andmoderatehepaticimpairment(Child-PughA, n=6; Child-PughB, n=4), a significantincreasein theAUC of
nevirapinewasobservedin oneChild-PughB patient with ascitessuggesting thatpatientswith worseninghepatic
functionandascitesmaybeat risk of accumulating nevirapinein thesystemic circulation.Becausenevirapineinduces
itsown metabolism with multipledosing,this singledosestudymaynot reflect theimpactof hepatic impairmenton
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multiple dosepharmacokinetics (seesection 4.4).Nevirapineprolonged-releasetablets havenot beenevaluatedin
patientswith hepatic impairmentandnevirapineimmediate-releaseshould beused.

Gender
In themultinational2NN studywith nevirapineimmediate-release,apopulationpharmacokineticsubstudyof 1077
patientswasperformedthatincluded391females.Female patients showeda 13.8% lower clearanceof nevirapinethan
did malepatients.This differenceis not considered clinically relevant. SinceneitherbodyweightnorBodyMassIndex
(BMI) hadinfluenceon theclearanceof nevirapine, theeffectof gendercannotbeexplainedby bodysize.

Theeffects of genderon thepharmacokinetics of nevirapineprolonged-releasehavebeeninvestigatedin study
1100.1486.Femalepatientstendto havehigher (approximately 20-30%) troughconcentrationsin bothnevirapine
prolonged-releaseand nevirapineimmediate-releasetreatmentgroups.

Older people
Nevirapinepharmacokineticsin HIV-1 infectedadults doesnot appearto changewith age(range18-68years).
Nevirapinehasnot beenspecifically investigatedin patientsover theageof 65.Blackpatients(n=80/group)in study
1100.1486showedapproximately30% highertroughconcentrationsthan Caucasianpatients(250-325patients/group)
in boththenevirapineimmediate-releaseandnevirapineprolonged-releasetreatmentgroupsover48weeksof
treatmentat 400mg/day.

Paediatric population
Dataconcerningthepharmacokineticsof nevirapinehas beenderived from two majorsources: a 48weekpaediatric
study in South Africa (BI 1100.1368)involving 123HIV-1 positive, antiretroviral naïvepatientsaged3 monthsto 16
years; andaconsolidatedanalysisof five Paediatric AIDS Clinical Trials Group(PACTG)protocolscomprising495
patientsaged14daysto 19years.

Pharmacokineticdataon33patients (agerange0.77– 13.7years)in theintensivesamplinggroupdemonstratedthat
clearanceof nevirapineincreasedwith increasingagein a mannerconsistentwith increasingbodysurfacearea.Dosing
of nevirapineat150mg/m2 BID (aftera two-weekleadin at 150mg/m2 QD) producedgeometricmeanor meantrough
nevirapineconcentrationsbetween4-6 µg/ml (astargeted from adultdata). In addition, theobservedtroughnevirapine
concentrationswerecomparablebetweenthetwo methods.

Theconsolidatedanalysisof Paediatric AIDS Clinical Trials Group(PACTG)protocols245,356,366,377,and403
allowed for theevaluationof paediatricpatientslessthan3 monthsof age(n=17)enrolledin thesePACTG studies.The
plasmanevirapineconcentrationsobservedwerewithin therangeobserved in adults andtheremainder of thepaediatric
population,butwere morevariablebetweenpatients,particularly in thesecondmonthof age.

Thepharmacokineticsof nevirapineprolonged-releasewasassessedin study1100.1518.Eighty-five patients (3 to < 18
years)receivedweight or bodysurfaceareadose-adjusted nevirapineimmediate-releasefor a minimumof 18weeks
and thenwereswitchedto nevirapineprolonged-releasetablets (2 x 100mg, 3 x 100mgor 1 x 400mgoncedaily) in
combinationwith other antiretroviralsfor 10days.Theobservedgeometric meanratiosof nevirapineprolonged-release
to nevirapineimmediate-releasewere~90 % for Cmin, ssand AUCsswith 90% confidenceintervalswithin 80%-125%;
theratio for Cmax, sswaslowerandconsistentwith a once-daily prolonged-releasedosageform. Geometricmean
steady-stateplasmanevirapineprolonged-releasepre-dosetroughconcentrationswere3,880ng/ml, 3,310ng/ml and
5,350 ng/ml in agegroups3 to <6 years,6 to <12years,and12 to <18years of age,respectively. Overall,theexposure
in children wassimilar to thatobservedin adultsreceiving nevirapineprolonged-releasein study1100.1486.

In singledose,parallelgroupbioavailabili ty studies(studies1100.1517and1100.1531), thenevirapine50and100mg
prolonged-releasetabletsexhibitedextendedreleasecharacteristics of prolonged absorptionandlower maximal
concentrations,similar to thefindingswhen a400mg prolonged-releasetablet wascomparedto thenevirapine
immediate-release200mg tablet. Dividinga200mg total doseinto four 50mg dosesratherthantwo 100mgdoses
produceda7-11% greateroverallabsorption,but with comparable medicinal productreleaserates.Theobserved
pharmacokinetic differencebetweenthe50mgand100mgnevirapineprolonged-releasetabletsis not clinically
relevant,andthe50mgprolonged-releasetablet can beusedasanalternative to theslightly larger 100mg tablet.
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5.3Preclinical safety data

Non-clinical datareveal nospecialhazardfor humansotherthan thoseobservedin clinical studiesbasedon
conventional studiesof safety,pharmacology, repeated dosetoxicity, andgenotoxicity. In carcinogenicitystudies,
nevirapineinduceshepatictumoursin ratsandmice.Thesefindingsaremostlikely relatedto nevirapinebeingastrong
inducerof liver enzymes,andnot dueto a genotoxic modeof action.

6 PHARMACEUTICAL PARTICULAR S

6.1L ist of excipients

LactoseMonohydrate
Hypromellose(viscosity 4000mPas)
Hypromellose(viscosity 3 mPas)
MagnesiumStearate

6.2Incompatibilities

Not applicable.

6.3Shelf life

2 years
HDPEcontainerin-useshelf life = 30days

6.4Specialprecautionsfor storage

No specialstoragerequirements.

6.5Nature and contents of container

30 or 90 tabletsin PVC/aluminiumblister stripspacked into cartons.

30 tabletsin opaqueHDPEcontainerswith child resistantcap

Not all packsizesmaybemarketed.

6.6Specialprecautionsfor disposaland other handling

Any unusedmedicinalproductor wastematerial should bedisposed of in accordancewith local requirements.
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