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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT
Ekstoniv400mg ProlongedReleas Tablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead prolongedreleasdabletcontans 400 mg of nevirapine (anhydrous).

Excipient(s)with known effect
eachprolongedreleasetabletcontains375mg of lacibse(as monohydrate

For thefull list of excipients,seesection6.1.
3 PHARMACEUTICAL FORM

Prolongedrelease alet.

White to off-white ovd shapedpiconvextabletsdebossedvith ‘H’ ononesideand'N1 onotherside.Approximate
tabletdimensionsare19x 9 x 7 mm.

Prolongedrelease aletsshoud notbedivided
4 CLIN ICAL PARTICULA RS

4.1 Therapeutic Indications

Ekstonivis indicatedin combinationwith other anti-retroviral medicind productsfor thetreatmentof HIV -1 infected
adults, adolescentsandchildrenthreeyearsandaboveand ableto swalow tablets(seesedion 4.2).

Prolongedreleasdabletsarenot suitablefor the 14-day leadin phasefor paients stating nevirapine.Othernevirapine
formulations suchasimmediatereleasdables or oral suspensioghouldbe used(seesectiond.2). A separate
treamentinitiation packwith 200mg Nevirgpinetabletsis avaiable for thisleadin period.

Mostof the experiene with nevirapines in combinaton with nucleosidereversetranscriptasénhibitors (NRTIs). The
choiceof asubsequerntherapyafternevirapine shouldbe basedn clini cal experienceindregstancetesting(see
section5.1).

4.2 Posologyand method of administration

Nevirapineshouldbe administeredby physidganswho are expeaienceal in thetreatmenof HIV infection.

Posdogy
Adults

Therecommendedoseof nevirapinefor paientsinitiating nevirapinetherapyis one200mg immediatereleag tablet
daily for the first 14 days(this leadin periodshoutl be usedbeauseit has beenfoundto lesserthefrequencyof rash)
followedby one400mg prolongedreleasdablet once daily, in combinaton with atleasttwo additionalantiretroviral

agens.

Patientscurrentlyon a nevirapineimmeditereleaetwice daly regimen:

Patientsareadyon aregimenof nevirapinemmedatereleasetwice daily in combinationwith otherantiretroviral
agents canbe switchedto Ekgoniv 400mg prolongeal-relea® talets oncedaily in combinaion with other

Date Printed 04/09/2017 CRN 2176015 page number: 1



Health Products Regulatory Authority

antiretroviralagentswithout aleac-in periodof nevirapinemmediat«-releag.

Nevirapineshouldbe combinedwith atleasttwo additional antiretroviral agens. For concomitantlyadministeed
therapythe manufacturersecommendedoseshoutl befollowed.

If adoseis recognizedasmissedwithin 12 hoursof whenit wasdue,the paient shouldtakethe misseddoseassoonas
possible.If adoseis miseedandit is morethan12 hourslate, the paient shoutl only takethe nextdoseat theusual
time.

Paediatric population

Childrenthreeyearsandolderandadolescents

Accordingto paediatricdoserecommendatinsEkstonv 400 mg prolongedreleasetabletscan be alsotakenby
children,following theadultdosng schedulgif they

o are> 8 yearsof ageandweigh43.8kg or moreor
e are< 8yearsof ageandweigh25kg or moreor
« haveabodysurfaceareaof 1.17m? or aboveaccordng to the Mosteller formula

For paediatic patientsaged3 yearsandolder,50 mgand100mg prolongedreleasdabletsare available.
Childrenlessthanthreeyearsold

The safetyandefficacy of Ekgoniv prolongel-releaseablds in childrenagediessthan3 years hasnotbeen
establishedNo dat areavailable.

For patiens lessthan 3 yearsandfor all othe agegroups,animmediae-releaseoral suspensionlosagdorm is
available(plea® referto therespectiveSumnary of ProductCharateristcs).

Dosemanagementonsderations

Thetotal daily doseat anytime duringtreatmentshouldnotexceed 400 mg for any patient.Patiens shouldbe advised
of theneedto takenevirapineeverydayaspresribed.

Patientsexperiencng rashduring the 14-dayleadin period of 200 mg/dayshouldnotinitiate treatnmentwith Ekstoniv
prolonged-releasdabletsuntil therash hasresolved. Theisolated rashshoul be closelymonitored(seesectiord.4).
The200mg oncedaily nevirapinemmediatereleaselead-in dosng regimenshauld not be continuedoeyond28 days
at which pointin time analternatve treatmentshould be soughtdueto the possibe risk of underexposurand
resistance.

Patientswho interruptnevirapne dosng for morethan7 days shouldrestat therecommendedosingregimenusing
thetwo weekleadin periodof nevirapinemmedaterelease.

Therearetoxicitiesthatrequireinterruptionof nevirgpinetherapy(seesedion 4.4).

Special populations
Older people
Nevirapinehasnot beenspecifically investigaedin patientsover theage of 65.

Renal impairment

In adult patiens with renaldysfunctionrequring dialysis an additional 200 mg doseof nevirapineimmediaterelease
following eachdialyss treatmenis recomnended Patentswith CLcr > 20 ml/min do notrequirea doseadjusiment
see sectian 5.2.In paediatrigpaientswith renal dysfundion who areundegoingdialysisit is recommendethat
following eachdialyss treatmenpatientsrecave anadditiond doseof nevirapine oral suspen®n orimmediatereleas:
tabletsrepresenting0 % of therecommendedaily doseof nevirapine oral suspensiolr immediatereleasetablets
which would helpoffsetthe effectsof dialysis on nevirapineclearance Nevirapineprolongec-releasetabletshavenot
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beenstudiedin patientswith renaldysfuncton andnevirgpineimmedate-release shouldbe used

Hepatic impairment

Nevirapineshouldnot beusedin patientswith sevee hepdic impairment(Child-Pugh C, seesection4.3).No dose
adjustmentis necessaryn patientswith mild to modeatehepatc impairment(seesectionst.4and5.2). Nevirapine
prolongeal-releasdabletshavenot beenstudiedin paientswith hepaic imparmentandnevirapineimmediaterelease
should beused.

Methodof adminstration

Theprolongedreleasdabletsshallbetakenwith liquid, andshoutl not be brokenor chewed Nevirapinecanbetaken
with or without food.

4.3 Contraind ications
Hyperseansitivity to theactivesubsanceor to any of the excipientslisted in secton 6.1.

Readministrabn to paientswho haverequiredpermanentdiscontinuéion for sevee rash,rashaccompaiedby
constitutionalsymptomshypersensitivityreactions,or clinical hepditis dueto nevirapine.

Patientswith sevee hepaticimpairment(Child-PughC) or pretreament ASAT or ALAT > 5 ULN until baseline
ASAT/ALAT arestabilised< 5 ULN.

Readministrabn to paientswho previausly had ASAT or ALAT > 5 ULN duringnevirapinetherapyandhad
recurenceof liver functionabnormalitiesiponreadmnistration of nevirgpine (seesection4.4).

Coadministationwith herbalpreparationgontaning St. John'swvort (Hyperiaum perforatum)dueto therisk of
decreaseglasmaconcentrationsindreducedlinical effects of nevirapine(seesection4.5).

4.4 Specialwarnings and precautions for use

Nevirapineshouldonly be usedwith atleasttwo otheraniretroviral agents(seesection5.1).

Nevirapineshouldnot be ussdasthe sole acive aniretroviral, as monothergay with anyantiretroviralhasshownto
resultin viral resistance.

The first 18 weeksof therapy with nevirapine are a criti cal period which requires close
monitor ing of patientsto disclosethe potential appearance of seveke and life-threatening
skin reactions(includingcassof StevensJohnsorsyndrone (SJS)andtoxic epiderma
necrolysisTEN)) and serioushepatitis/hepatic failure. The greaestrisk of hepaticandskin
readgionsoccursin thefirst 6 weeksof thergpy. However therisk of anyhepdic event
continues pastthis periodandmonitoringshouldcontinueat frequent intervals.Femalegender
andhigherCD4 counts(>250/mmg3in adut femaksand>400/mn8 in adultmales)atthe
initiation of nevirapinetherapy are assocated with a greaer risk of hepaic adversereactionsf
the patienthasdetectableplagmaHIV -1 RNA - i.e. aconentraton > 50 copiesil - at the
initiation of nevirapine As seriousandlife-threatening hepdotoxidty has beenobsevedin
controlledanduncontrolledstudiespredomnantlyin patientswith a plasmaHIV -1 viral load
of 50 copies/mlor higher,nevirapineshoul notbeinitiatedin adult femaleswith CD4 cell
countsgreaterthan250 cellmm3 or in adult maeswith CD4 cel count greaterthan400
cellssfmm3who have adetecableplasmaHIV -1 RNA unlessthe beneft outweighstherisk.

In somecaseshepatic injury hasprogresseddespitediscontinuation of tr eatment Patients
devdoping signsor sympbmsof hepatitis,severe skin reaction or hypasensitivity reactions
mustdiscantinuenevirapineandseekmedtal evaluaion immedatdy. Nevirapinemustnotbe
restatedfollowing severehepatc, skin or hypersensitiity reactions(seesedion 4.3).
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The dosemust be strictly adheredto, espeially the 14-dayslead-in period (seesecion
4.2).

Cutareousreactions

Severeandlife-threataing skin reactiors, including fatal cases, have ocaurred in patientstreatedwith nevirapine
mainly duringthefirst 6 weeksof therapy. Thesehaveincludel caseof StevensJohnsorsyndrone, toxic epidermal
necrolysisandhyper®nsitivity reactonscharaterised by rash,consitutional findingsandvisceml involvement.
Patientsshouldbe intensivelymonitoredduringthefirst 18 weeksof treament. Patientsshouldbe closely monitoredif
an isolaed rashoccus. Nevirapinemud be permanatly discontnuedin any patientexperiencingeveraashor arash
accompaied by congitutional symptomgsuchas fever, blistering, oral lesions,conjunctivitis,facial oedemamuscle
or joint achespr generamalai®), including StevensJohnsorsyndrong, or toxic epidermahecrolysis Nevirapine
must be permanenthdiscontinuedn any patient experencng hypeasensitivity reaction(charactesedby ras with
constitutionalsymptomsplusvisceralinvolvement,suchas hepditis, eosinophiliagranulocytopeniaandrenal
dysfunction),seesection4.4.

Nevirapineadminstrationabovetherecommendediosemight increasehefrequencyandserousnes of skin
reactons,suchasStevenslJohnsorsyndomeandtoxic epidermalnecroysis.

Rhabdomyolgis hasbeenobservedn paients experencing skin and/orliver reactionsassociate with nevirapineuse

Concomitanfpredni®neuse(40 mg/dayfor thefirst 14 daysof nevirgpineimmediatereleaseadministration) hasbeen
shownnot to decea® theincidenceof nevirapineassocitedrash,andmay be associatedavith anincreasein incidence
and severiy of rashduringthefirst 6 weeksof nevirapinetherapy.

Somerisk factorsfor developng seriouscutaneouseadions havebeenidentified; theyinclude failure to follow the
initial dosingof 200mg daily duringtheleadin period andalong dday beweentheinitial symptomsandmedical

consultdgion. Womenappeato be at highe risk than menof devdoping rash,whethermreceivingnevirapineor non

nevirapinecontaning therapy.

Patientsshouldbe instructed thata majortoxicity of nevirapineisrash. Theyshauld beadvisedto promptly notify their
physician of anyrashandavoid delaybeweentheinitial symptons and medcal consultation The majority of rashes
asscciatedwith nevirgpine occurwithin thefirst 6 weeksof initiation of therapy. Therefore, patients shouldbe
monitoredcarefully for theappearancef rashduringthis period.

Patientsshouldbe instructedthatthey shouldnot begn nevirgine prolongel-releasdabletsuntil anyrashthathas
occurredduring the 14-dayleadin periodof nevirgpineimmedatereleasehasresolved.The 200mg oncedaly dosing
regmenof nevirapineimmediae-releaseshoutl not be continuedbeyond28 days at which pointin time analterndive
treamentshouldbe soughtdueto the possble risk of underexposurandresistance.

Any patient experiencing severerash or a rash accompaniedby constitutional symptoms
suchas fever,blistering,oral lesions,conjundivitis, facial oedena, musde or joint achespr
geneal malaseshoulddiscontinughe medrinal productandimmeliately seekmedical
evaluationln thesepatients nevirapine must not be restarted.

If patientspresentwvith a suspectedevirapineassocatal rash liver function testsshouldbe
performed Patients with moderateo severeelevaions (ASAT or ALAT > 5 ULN) shouldbe
permanatly discontinuedrom nevirapine.

If ahypersendivity reactionoccus, charaterisad by rashwith constiutional symptomssuchas
fever,arthralgia, myalgiaandlymphadenopathyplusviscera involvement, sud ashepatitis,
eoshophilia,granulocytopeniaandrenaldysfundion, nevirapinemustbe permanentlystopped
andnotbereintroducedseesection4.3)
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Hepaticreactons

Severeandlife-threat@ing hepatotoxicityjncludingfatal fulminant hepditis, hasoccuredin patientsreaedwith
nevirapine.Thefir st 18 weeksof treatments acritical period which requiresclosemonitoring. Therisk of hepatic
reactonsis greatesin thefirst 6 weeksof therapy. Howevertherisk continuespastthis petiod andmonitoringshould
continueat frequentintervalsthroughot treament

Rhabdomyolgis hasbeenobservedn paients experencing skin and/orliver reactionsassociate with nevirapineuse

Increasd ASAT or ALAT levels>2.5ULN andbr co-infectionwith hepatitisB andbr C atthe start of antiretroviral
therapyis associatdwith greaterisk of hepaic advesereactonsduringaniretrovird therapyin geneal, including
nevirapinecontaning regimens

Femalegenderandhigher CD4 countsat theinitiation of nevirapinetherapyin treatmennaivepatientsis associatd
with increasedisk of hepaticadverseeadions.In aretrospetive anaysis of pooledclinical studieswith nevirapine
immediatereleasdablets womenhadathree fold highe riskthanmen for symptomaticpftenrashassociatedhepatic
events (5.8%versus2.2%),andtreatmei-naivepaients of either gendemwith detectabléd1V-1 RNA in plasmawith
higher CD4 countsatinitiation of nevirginethergy were at higherrisk for symptomatichepaticeventswith
nevirapine.Predonmantly patientswith a plasmaHIV -1 viral load of 50 copies/mlor higher,womenwith CD4 counts

>250cells/mn? hada 12 fold higherrisk of symptomatichepaic adverseeacionscomparel to womenwith CD4
counts <250 cells/mn? (11.0%versus).9%).An increasedisk wasobservedn menwith detedable HIV-1 RNA in

plasmaandCD4 cownts> 400 cells/mn? (6.3% versusl.2%for menwith CD4 counts<4000e|ls/mm°’). This increase:
risk for toxicity basedon CD4 countthresholdhasnot beendetected in paients with undetectabléi.e. < 50 copies/ml’
plasmaviral load.

Patientsshouldbe informedthathepaticreactionsarea major toxicity of nevirapinerequiringclosemonitoring during
thefirst 18 weeks.They shouldbeinformedthatoccurrene of symptomssuggestiveof hepatitisshouldleadthemto
discontinuenevirapineandimmediatelysedk medicd evduation, which shouldincludeliver function tests.

Liver montoring

Clinical chemistrytests which includeliver function tests shoutl be perforned prior to initiating nevirapinetherapy
and atapproprateintervalsduringtherapy.

Abnormalliver functiontestshavebeenreportedwith nevirapine,somein thefirst few weeksof theapy.

Asymptonatic elevatonsof liver enzymesre frequently desecibedand arenotnecessaly acontraindicationto use
nevirapine. Asympiomatc GGT elevationsare nota contraindcaion to continuetherapy.

Monitoring of hepatictegds shouldbe doneevery two weeks duringthefirst 2 monthsof treatmentat the 34 monthanc
thenregularlythereafer. Liver testmonitoring shouldbe performedif the paient expaienaessignsor symptoms
suggestiveof hepatitisand/orhyperseniivity.

For patiens alreadyon aregimenof nevirapineimmedatereleasetwice daily who switchto nevirapineprolonged
releaseoncedaily thereis no needfor achangen their monitoring schedule.

If ASAT or ALAT > 2.5 ULN beforeor duringtreatmentthenliver testsshouldbe monitoredmorefrequenty during
regular clinic visits. Nevirapinemug not be admnisteral to patientswith pretreamentASAT or ALAT >5 ULN until
baselineASAT/ALAT arestabilised< 5 ULN (seesecton 4.3).

Physicians and patients should be vigilant for prodromal signsor findings of hepatitis,
suchas anorexia,nauseajaundice bilirubinuria, acholic stook, hepatonegal or liver
tendernes.Paients shouldbeinstrucedto seekmedicl attenion prompty if theseoccur.

If ASAT or ALAT increaseto >5 ULN during tr eatment,nevirapine should be
immediately stopped.If ASAT andALAT returnto basdine valuesandif the patienthadno
clinical signsor sympomsof hepatits, rash,consttutional sympomsor otherfindings
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suggedive of organdydunction, it maybe possibk to reintroducenevirgine,on acaseby case
bass, atthe stating doseregimen of oneimmediat-release200 mg nevirapinetabletdaily for
14 daysfollowedby onenevirapine400 mg prolongedreleasetabletdaily. In thesecasesmore
frequentliver monitoringis required.If liver function abnormaiti esrecur,nevirapineshouldbe
permanatly discontinued.

If clinical hepatitis occurs characteriseddy anorexianause, vomiting, icterusAND
laboratay findings(suchasmodeateor severdiver function testabnorméiti es(excluding
GGT)), nevirapine must be permanenty stopped. Nevirapinemustnot be readministeredo
patientswho haverequred permanentliscontnuation for clinical hepaiti s dueto nevirapine

Liver disease

The safetyandefficacy of nevirapinehasnot beenestablishel in patientswith significantunderying liver disordes.
Nevirapineis contraindicatedn patientswith severehepatic imparment (Child-PughC, seesecton 4.3).

Pharmacokneticresultssuggestcautionshouldbe exacisedwhennevirapineis administeredo paientswith moderate
hepaic dysfundion (Child-PughB). Patientswith chronichepditis B or C andtreaedwith combindion antiretroviral
therapyareatanincreasedisk for severeandpotentially fatal hepaic adversereactionsin the cas of concomitant
antiviral therapyfor hepatitisB or C, pleaseaefer alsoto therelevantprodud informationfor thesemedidnal products.

Patientswith pre-exiging liver dysunctionincludingchronc actve hepatiis haveanincreasedrequencyof liver
functionabnornalitiesduring combination antiretroviral thergpy and shoutl be monitored accordingto standad
practice.If thereis evidenceof worseningliver diseaein sud patients,interruptionor discontinuatiorof treatment
must be considered.

Otherwarnings

PostExpasureProphylaxis:Serioushepabtoxicity, includingliver failurerequring transplantationhasbeenreported
in HIV -uninfectedindividualsreceivingmultiple doses of nevirapinein the seting of postexposureprophylais (PEP),
an unapprovedise.Theuseof nevirapinehasnot bean evaluatedwithin aspedfic studyon PEP ,egeciallyin termof
treamentdurationandthereforejs stronglydiscourage.

Combinationtherapywith nevirapines nota curatve treamentof paientsinfected with HIV-1; patientsmay continue
to experiencallnessesas®ciatedwith advancd HIV -1 infection, including opportunistidnfedions.

While effectve viral suppressiomvith antretroviral therapyhasbeen provento substatially reducetherisk of sexual
transmissionaresidu&risk cannotbe exduded.Precaitionsto prevent transnissionshouldbetakenin accordance
with nationalguidelines.

Hormonalmethodsof birth controlotherthanDepo-medroxyprogesteneacetate(DMPA) shouldnot be usedasthe
sole method of contra@pion in womentaking nevirgpine, sincenevirgine might lower the plasmaconcentrationsof
thesemedicinalproducts For this reasonandto reducetherisk of HIV transmissionbarier contaception(e.g.,
condoms)is recommendedAdditionally, whenpostnenopausahornonetherapyis usedduringadmnistrationof
nevirapine,its therapeuic effectshould be monitored.

Weight and metabolic parameters:

Anincreasan weightandin levelsof bloodlipids andglucosemayoccur duringantiretroviraltherapy.Suchchanges
may in partbelinked to diseas controlandlife style. For lipids,thereisin some casesvidencdor atreatmenteffect,
while for weightgainthereis no strongevidencerelating this to any particular treatmentFor monitoringof blood
lipids andglucosereferencas madeto establshedHIV treamentguideines.Lipid disordes shouldbe manageds
clinically appropriate.

In clinical studies,nevirapinehasbeenasso@tedwith anincreasen HDL-cholesteol andanoverallimprovementn
thetotal to HDL-chdegerol ratio. However, in the absene of specifi ¢ studies, the clinical impactof thesefindingsis
not known. In addiion, nevirapinehasnot been shownto causeglucosedisturbancs.
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Osteonecrosis. Althoughtheetiology is consideredo be multifactorial (including corticosteroid use,alcohol
consumptionsevera mmunosippressn, higherbody massindex), casef osteonecrosibavebeenreported
particularly in patientswith advancedIV -diseasendbr long-termexposurego combinationantiretroviral therapy
(CART). Patentsshouldbe advisedio sed medica adviceif they expeaience joint achesandpain,joint stiffnessor
diffi culty in movement.

Immune Reactivation Syndrome: In HIV -infectedpatientswith severammunedefidency atthetime of insitution of
combinationaniretroviral therapy(CART), aninflammatry reacion to asymptomaticor resdual opportunistc
pathogensmay ariseandcauseseriousclinical condiions, or aggravabn of symptomsTypically, suchreactionshave
beenobservedwithin thefir stfewweeksor monthsof initiation of CART. Rdevantexamplesarecytomegdovirus
retinitis, generalise@nd/orfocal mycolacteial infecions,and Pnaumocysts jirovecii pneumoniaAny inflammaibry
symptomsshoutl be evaluatedandtreatrrentinstitutedwhenneessay. Autoimmunedisordes (suchasGraves'
diseasehavealsobeenreportedo occurin the seting of immunereadivation; however,thereportedimeto onsetis
more variableandtheseeventscanoccurmany monthsafter initiation of treament.

Theavailabk pharmacokinet datasuggstthatthe conomitant useof rifampicin andnevirapineis notrecommended.
Furthermore combining the following compoundsvith nevirgoineis notrecommendd: efavirenz ketoconazole,
delavirdine,etravirine, rilpivirine, elvitegravir (in combination with cobicista), atazanavi(in combinationwith
ritonavir), bocepreviy fosamprenavi(if notco-adminsteredwith low doseritonavr) (see secton 4.5).

Granulocytoperais commonlyassociatedwith zidovudine Therefore patientswho receivenevirapine andzidovudine
concamitantly andespeciallypaedatric paients andpatientswho receive higherzidovudinedosesor patientswith poor
bonemarrowreservejn particularthosewith advanedHIV diseae havean increasedisk of granulocytopenialn
such patientshaematologial parametershouldbe carefully monitored.

Lactose: Ekstonivprolongedreleaseabletscontan 375mg of lacibsepa maximumrecommendedaily dose.

Patientswith rareheraditary problemsof gdactoseintolerancee.g. galactosaenia, the Lapp lactasedeficiencyor
glucose-galactosemalabsorptiorshouldnot takethis medicinal product

Somepatientshavereportedthe occurrencef rennantsin faeceswhich may resenble intacttables. Basedon thedata
availablesofar, this hasnot beenshownto affed thetheraeutic responself patientsreportsut anevent,resssuance
should be obtainedon thelack of impacton therapetic response.

4.5Interaction with other medicinal productsand other forms of interaction

Thefollowing dataweregeneratedisingthe nevirapneimmedide-releasetabletsbut are expectedo applyto all
dosageforms.

Nevirapineis aninducerof CYP3A andpotentally CYP2B6,with maximal inductionoccurringwithin 2-4 weeksof
initiating multiple-dosetherapy.

Compound usingthis metabolicpathwaymay have deaeasedlasma conentrationsvhencoadministeed with
nevirapine.Carefulmonitoring of thetherape@tic effectivenessof P450metaboisedmedicinalproductss
recanmendedvhentakenin combinationwith nevirapine

Theabsorpton of nevirapines not affeced by food, antadds or medidnal productswhich areformulatedwith an
alkaline bufferingagent.

Theinteracton datais presentedsgeonetric meanvaue with 90% confidenceinterval (90% Cl) whenevethesedata
wereavaiable.

ND = Not Determired, 1 = Increa®d, | = Decreased~ = No Effecl

Medidnal productsby Interaction Recommendationsoncerningco
therapeuti@reas administration

ANTI-INFECTIVES
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ANTIRETROVIRAL S

NRTIs

Didancsine Didancsine AUC « 1.08 (0.92- Didancsine and Nevirapine can
1.27) Didarosine Gnin ND be coadministered wihou dose

100-150 mg BID Dida)mcsi ne Cmay <> 0.98 (0.7¢- adjustments.

1.21

Emtricitabne Emtricibbine is nd an nhibitor of | Nevirapineand emtriciabine
human CYP450 erzymes. may ke coadninistered wihou

dose acjustmerts.

Abacavi In humanliver microsomes Nevirapineand abacavirmaybe
abacavir did notinhibit coadministeedwithoutdose
cytochromeP450isoforms adjustmerts

Lamivudine No dhangesto lamiwdine appaent | Lamivudine and Nevirapinecan
cleaanceand volume of be cadministered wihou dose

150 mg BID distribution, suggesting no adjustments.
induction effect & nevirapne on
lamivudine cleerance.

Stawdine: Stawdine AUC« 0.96 (0.891.03) | Stawdine and Nevirapinecan be
Stawdine Gmin ND co administered wihou dose

30/40 mg BID Stavudine Cmax <> 0.94 (0.86 adjustments.

1.03)

Nevirapne compared to historich
controls, levels appead to be
unchangec.

Tencfovir Tenofovir plasma levels remain Tencfovir ard Newvirapine can be
unchangeé when co-administered | coadministered wihou dose

300 mg QD with nevirapne adjustments.

Nevirapne plasma levels werreot
altered by cadministration of
terofovir.

Zidavudine Zidovudine AUC | 0.72 (0.6(- Zidcvudine ard Nevirapine can
0.96) be coadministered wihou dose

100200 mg TID Zidovudine Gmin ND adjustments.

Zidovudine Cmax | 0.70 (0.4¢ Granuocytoperia is canmonly

1.04) asociated with zilovudine

Nevirapne Zidovudine had no Therefore pdierts who receive

effect m its pharmacokndics. nevirapine ard zidovudine
concomitartly and egecially
paedatric patierts and paiens
who receive hghe zidovudine
doses o paiens with poa bore
marrow reservein particular
those withadvanced HV
disease,have an inceased risk ®
grandocytopena. In such
patierts haanatobgical
parametersisould be carefuly
monitorec.

NNRTIs

Efavirenz Efavirenz AUC | 0.72 (0.66-00.86) | It is not recommended to co-
Efavirerz Cmin | 0.68 (065-0.81) | administe efavirerz and

600 mg QD Efavirerz Cmax | 0.88 (0.771.01) | Nevirapine(see sectin4.4),

because of addive toxicity ard
no bendit in terms of efficacy
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over either NNRT]I alone (for
results of 2NN sidy, see section
5.1 Nevirapne immediate-
releese formulations).

Delavirdine Interaction has not been studiec. The concomitant acministration
of Neviragne with NNRTIs is
not recanmenced (seesection
4.4).

Etravirine Concomitart use of etravirine with | The concomitant acministration
nevirapne may ause a gnificant | of Nevirapne with NNRTIs is
decrease in the plasma not recanmenced (seesection
concertrations of etravirineand 4.4).
loss of herapetic effect of
etravirine.

Rilpivirine Interaction has not been studiec. The concomitant acministration
of Neviragne with NNRTIs is
not recanmenced (seesection
4.4).

Pls

Atazanevir/ritonevir Atazanevir/r 300/10Cmaq: It is not recommerded to co-
Atazanavir/r AUC | 0.58(0.48 administe ataanavir/ritonavir

300100 mg QD 0.71) and Nevirapne (see section 4.4).
Atazanavir/r Cmin | 0.28 (0.20

400'100 mg QD 0.40)

Atazanavir/r Cmax | 0.72 (0.60-
0.86)

Atazanavir/r 400/100maq:
Atazanavir/r AUC | 0.81(0.65
1.02)Atazanavir/r Cmjin | 0.41

(0.27-0.60)
Atazanevir/r Cmax < 1.02 (0.85-

1.24)

(compaed to 300100mg withou
nevirapne

Nevirapne AUC 1 1.25 (117-1.34)
Nevirapne Gnin 1 1.32 (1.22
1.43) Nevirapne Gmax 1 1.17
(1.09-1.25)

Darunevir/ritonavir

400'100 mg BID

Darunevir AUC 1 1.24 (0.97-1.57)
Darunavir Cmjn < 1.02 (0.79
1.32) Darunavir Cmay 1 1.40 (1.14
1.73) Nevirapne AUC 1 1.27
(1.12-1.44) Nevirapine Gmin 1 1.47

(1.20-1.82)
Nevirafine Cmax 1 1.18(1.0z-
1.37)

Darunevir ard Nevirgpine can be
co administered wihou dose
adjustments.

Fosampenavir

1400 mg BID

Amprenavir AUC | 0.67(0.55
0.80)

Amprenasir Cmin | 0.65 (049
0.85) Amprenarir Cmax | 0.75
(0.63-0.89) Nevirapne AUC 1 1.29
(1.19-1.40) Nevirapine Gmin 7 1.34
(1.21-1.49)

It is not recanmenced to co-
administe fosampenavir and
nevirapineif fosampenavir is
not coadministerel with ritonavir
(seesection 4.4).
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Nevirafine Cmax 1 1.25 (1.14-
1.37)

Fosamprenevir/ritonevir
700’100 mg BID

Amprengvir AUC « 0.89 (0.77-
1.03) Amprenavir Cmin | 0.81
(0.69-0.96) Amprenavir Cmax <>
0.97 (0.851.10)

Nevirapne AUC 1 1.14 (105-1.24)
Nevirapne Gmin 1 1.22 (1.161.35)
Nevirapne Gnay 7 1.13 (1.03
1.24)

Fosamprenevir/ritonevir and
Nevirapinecan be co-
administered wihout dose
adjustments

Lopinavir/ritonevir
(capsules)
400100 mg BID

Adult patierts:
Lopinevir AUC | 0.73 (0.53-0.98)
Lopinavir Cmin | 0.54 (028-0.74)

Lopinavir Cmax | 0.81 (062-0.95)

Anincreasdn the doseof
lopinavir/ritonavirto 533/133
mg (4 capsulespr 500/125mg
(5 tabletswith 100/5 mg each)
twicedaily with food s
recanmendel in combndion
with Neviragne. Dose
adjustment of Nevirapineis not
required when co-administerel
with lopinevir.

Lopinavir/ritonevir (oral
solution)
30075 mg/n? BID

Paedatric_patierts:

Lopinavir AUC | 0.78 (056-1.09)
Lopinavir Cmin | 0.45 (025-0.82)
Lopinavir Cmax | 0.86 (064-1.16)

For childrer, increase of the dcse
of lopinavir/ritonavir to 30075
mg/m2 twice daily with food
should be onsidered when used
in combnation with Nevirapine
particularly for patierts in whom
reduced ssceptibility to
lopinavir/ritonevir is suspected.

Ritonavir

600 mg BID

Ritonevir AUC«+ 0.92 (0.79-1.07)
Ritonavir Cmjin <> 0.93 (0.761.14)
Ritonavir Cmax < 0.93 (0.781.07)
Nevirapne Co-administration of
ritonavir does not lead to ary
clinicdly relevart change in
nevirapine plasma levels.

Ritonevir and Newvirapinre can be
co administered wihou dose
adjustments.

Saquinevir/ritonevir

The limited data availakle with
saqunavir softgd capsuleboocsted
with ritonavir do nd suggestary
clinicdly relevart interaction
between saqunavir boacsted with
ritonavir and nevirapine.

Saqguinavir/ritonevir and
Nevirapinecan beco-
administered wihout dose
adjustments.

Tipranavir/ritonevir

500200 mg BID

No specific drug-drug interaction
study has been performed

Thelimiteddaa ava ade from a
phase llastudy in HIV-infected
patierts have shown a dinicaly
non significant 20% decrease of
TPV Cmin.

Tipranavir and Newvirapine can
be coadministered wihou dose
adjustments.

ENTRY INHIBITORS

Enfuvirtide

Dueto the metabolicpathwayno
clinically significant
pharmacokinet interactionsare
expectedbetweerenfuvirtideand
nevirapine

Enfuvirtide andNevirapinecanbe
co-administeredvithoutdose
adjustmerts.
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MaravirocAUC «» 1.01(0.6-1.55)
MaravirocCmin ND

MaravirocCmax <> 1.54(0.94
2.52) compare to historical
controls
Nevirapineconcentrationsot
measurd, no effectis expectec

MaravirocandNevirapinecanbe
co-administeredvithoutdose
adjustmerts.

INTEGRASE INHIBITORS

Elvitegravir/ cobicistat

Interaction has not been studiec.
Cobicistat, a cyochrome B50 3A
inhibitor sgnificartly inhibits
hepetic enzymes, as well as log¢r
metbdic pathways. Therefore
coadministratian would likely
result in altered plasaievels of
cohicistat and Nevirapine.

Co-acministration of Nevirapine
with elvitegravir in combnation
with cobicistat is n®

recanmendeal (see section 4.4).

Raltegravir No clinical deta avail able. Due to Raltecravir and Nevirapine¢ can
the metabdic pahway of be coadministered wihou dose
400 mg BID raltegravir no interaction is adjustments.
expected.
ANTIBIOTICS

Clarithromycin 500mg
BID

Clarithromycin AUC | 0.69 (0.62-
0.76)

Clarithromych Cmin | 0.44 (0.30
0.64) ClarithromycinCmax | 0.77
(0.69-0.86)

Metabolitel4-OH clarithromycin
AUC1142(1.161.73)
Metabolite14-OH clarithromycin
Cmin <« 0(0.681.49)
Metabolite14-OH clarithromycin
Cmax1 1.47(1.21-1.80)
NevirapineAUC 1 1.26
NevirapineCmin 1 1.28
NevirapineCmax1 1.24compared
to historicalcontrols

Clarithromycin exposurenas
significantly decreased 4-OH
metaboliteexposurancreased.
Becausethe clarithromycin
active metabolte hasreduced
activity againstMycobacterium
aviumintracellulare complex
overall activity againsthe
pathogenmaybealtered.
Alternativedo clarithromycin,
suchasazithromycinshouldbe
consideredClosemonitoringfor
hepdic abnornualitiesis
recanmended

Rifabuin

150 or 300 mg QD

Rifabuin AUC 1 1.17 (098-1.40)
Rifabuin Cmjin <> 1.07 (0.841.37)
Rifabuin Cmax 1 1.28 (109-1.51)
Metabdite 25-O-desacetylribbuin
AUC 1 1.24 (0.841.84)
Metabdite 25-O-desacetylribbuin
Cmin 1 1.22 (086-1.74)
Metabdite 25-O-desacetylribbuin
Cmax 1 1.29 (0.981.68)

A clinicdly not relevant increase in
the apparent cleaarnce of
nevirapne (by

9%) conpared to historicatlaa
was reported.

No sgnificart effect on rifibutin
and Nevirapnemean PK
parameters iseen Rifabttin and
Nevirapinecan be co-
administered whou dose
adjustments. However, die to
the high intepatient variabili ty
somepdierns mg experierce
large inceases in ribbuin
exposureand may be at lghe
risk for rifakutin toxicity.
Therefore, @uion shoud be
used in oncomitart
administration.

Rifampicin

600 mg QD

Rifampicin AUC « 1.11 (0.96-
1.28) Rifampicin Gnin ND
Rifampicin Cmax <> 1.06 (0.91-
1.22)

It is not recommerded to co-
administe rifampicinand
Nevirapine(see sectin4.4).
Physiciarns needng to trea
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Neviragine AUC | 0.42
Nevirapne Gmin | 0.32
Nevirapne Gmay | 0.50conpared
to historical ontrols.

patierts co-infected with
tubeculoss ard using a
Nevirapinecontaining regmen
may @nsider coadministratian
of rifabutin insteac.

ANTIFUNGALS

Fluconezole

200 mg QD

Fluconezole AUC « 0.94 (0.88-
1.01) Fluconazole Gnin < 0.93
(0.86-1.01) Flucorezole Gnax <«
0.92 (0.850.99)

Nevirapne exposure:1100%
compared with historicaldata
where nevirapine wasadministered
alone.

Becalse of the risk of increased
exposure to Neviapne, caution
should beexercised if the
medcina products are given
concomitartly ard patiens
should be nonitored closely.

Itraconezole

200 mg QD

Itraconazole AUC | 0.39
Itraconazole Gnin | 0.13
Itraconazole Gnax | 0.62

Nevirapne there was no
significart difference in n&irapine
pharmacoknetic paameters.

A docse increase for itraconezole
should be considered when these
two agents areadministered
concomitartly.

K etoconezole 400mg

QD

KetoconazoleAUC | 0.28 (0.2(-
0.40)

Ketoconezole Cmin ND
Ketomnazole Gnax | 0.56 (042-
0.73

Nevirapne plasma levelst 1.15
1.28 conmpared to historical
controls.

It is notrecommendetb cc-
administerketoconazoleand
Nevirapine(seesecton 4.4).

ANTIVIRALS FOR CHRONIC HEPATITIS B AND C

Adefovir

Results of in vitro studies showed a
wedk artaganism of nevirapne by
adefovir (seesection 5.1), thihas
not been confirmed in dinical trials
and redwced efficacy igot
expected Adefovir did not
influerceary of the common CYP
isoforms kown to ke involved in
human drug metiolismand is
excreted erdlly. No dinicdly
relevart drug-drug interaction is
expected.

Adefovir and Nevirapine may be
co-administered wihou dose
adjustments.

Bocegrevir

Bocegrevir is pertly metabdlized by
CYP3A4/5. Coadnministration
boceprevir with medcines tha
induce o inhibit CYP3A4/5 could
incresse @ decrease exyosure.
Plasma tough concertrations of
boceprevir wele decressed vhen
administered with a NNRTI with a
similar meatolic pahway as
nevirapine The dinical outcome @

It is not recommended to co-
administe boceprevir and
Nevirapine(see section
4.4),
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this observed redtction of
boceprevir trough concertrations
has nat been directly assessec.

Entecavir

Entecavir is not a substrate, inducer
or an nhibitor of cytochrome B50
(CYP450) ereymes. Dudo the
metabdic pathway oferntecavir, o
clinicdly relevart drug-drug
interaction is expected.

Entecavir ard Nevirapin¢ may
be co-administered wihou dose
adjustments.

Interferons
(peg/lated interfeons
alfa 2aand alfa 2b)

Interferons heve no kncwn effect
on CYP 3A4 or 2B6. No lcnicdly
relevart drug-drug interaction is
expected.

Interferons and Nevirapine may
be co-administered wihou dose
adjustments.

Ribavirin

Results of in vitro studies showed a
wedk antagaiism of nevirapne by
ribavirin (seesection 5.1), thivas
not been confirmed in dinical trials
and redwced efficacy igot
expected Ribavirin does nat inhibit
cytochrome P450 ereymes,ard
there is ro eviderce from toxicity
studies hat ribavirin inducesliver
enzymes. Noclinicdly relevart
drug-drug interaction is expectec.

Ribavirin and Nevirapine may be
co-administered wihou dose
adjustments.

Telaprewr

Telapreviris metatolisedin the
liverby CYP3Aardis aP-
glycoproteinsubstate.Other
enzymesmaybeinvolvedin the
metabolism.Co administation of
telaprevir andmedichal products
thatinduceCYP3A and/orP-gp
may decreas¢elaprevirplasma
concentratons.No drug-drug
interactionstudy of telaprevirwith
nevirapinehasbeenconducted,;
however,interacton studiesof
telaprevir with anNNRTI with a
similar metabolicpathway as
nevirapinedenonstratededuced
levek of both. Restts of DDI
studiesof telaprevr with efavirenz
indicatethatcaution shouldbe
exerci:zdwhenco-adminigering
telagrevir with P450inducers

Cautionshouldbe exerised
whenco-admnisteringtelaprevir
with Nevirapine If co-
administeredwith nevirapinean
adjustmentin thetelaprevirdose
shouldbeconsidered.

Telbivudine

Telbivudine is not a sukstrate,
inducer a inhibitor of the
cytochrome B50 (CYP450)
enzymesystem. Dueto the
metbdic pathway of telbivudne,
no clinicdly relevant drug-drug
interaction is expected.

Telbivudine ard Nevirapine may
be co-administered wihou dose
adjustments.

ANTACIDS

Cimetidine

Cimetidine: no significant effect on
cimetidine PKparameters iseen

Neviragine Cmin 1 1.07

Cimetidine and Newvirapire can
be coadministered wihou dose
adustments.
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Warfarin

The interaction between neviragine
and the artithrombotic agent
warfarin s complex, with he
potertial for both increasesard
decreases in caguation time when
used concomitantly.

Close monitoring of
articoagulation levels is
warrarted

CONTRACEPTIVES

Depc- DMPA AUC <« Nevirapine co-acministration did
medroxyprogesteone DMPA Cmin < not alter the ovulation

acetate (DMPAXLS50 mg [ DMPA Cmax <« suppresson effects 6 DMPA.

every3 months

Nevirapne AUC1 1.20
Nevirapgne Gnax 7 1.20

DMPA and Nevirapinecan be
co-administered wihou dose
acjustmerts.

Ethinyl estradiol (EE)

0.035mg

EE AUC | 0.80 (0.67-0.97)
EE Gnin ND
EE Crmay < 0.94 (0.79-1.12)

Oral hormonel contraceftives
should nat beused as the sole
method of contraception in
women taking Nevirapingsee
section 4.4). Apropriate doses
for hormond contraceptives (oral
or other forms ofappli cation)
other than DMPA in
combhnation with nevirapine
have nat been estidished with
respect to safety and efficacy.

Norethindrone (NET)

1.0 mg QD

NET AUC | 0.81 (0.70-0.93)
NET Cmin ND
NET Cmay | 0.84 (0.73-0.97)

ANALGESICS/OPIOIDS

Methadore Individual
Patent Dosing

Methadore AUC | 0.40 (0.31-0.51)
Methadore Cmin ND

Methadote Cmay | 0.58 (0.5C-
0.67)

Methadone+maintained patierts
begnning Nevirapinetherapy
should be monitored for
eviderce of wihdrawd ard
mehadore dose shoud be
adusted acoordingly.

HERBAL PRODUCTS

St. John's Wort

Serum levels of neviragine can be
redwced by oncomitant use of tie
herbd prepaation St. dhris Wot
(Hypericum perforatum). This is
due to induction of medicinal
prodwct metabdismerzymes
and/or trarsport proteins by St.
Johris Wort.

Herbel preparations containing
St. bhrisWort and Nevirapine
mustnot be co-administered (see
section 4.3). I patiert is
alread/ taking St. dhris Wort
check nevirapne and if possble
viral levelsand stop St. dhns
Wort. Nevirapgne levels may
increase @ stopping St. dhris
Wort. The dge d Nevirapire
may neal aqusting. The
inducing effect maypersist for at
least 2 weeks after cessation of
treastment with St. Johr's Wort.

Other information:

Nevirapinemetaboites Studiesusinghuman liver microsomesndicatedtha the formationof nevirapinehydroxylatec
metaboliteswasnot affectedby the presencef dapsonetifabutin, rifampicin, andtrimethoprm/sulfamethoxazole
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Ketoconaole anderythronycin significanty inhibitedthe formation of nevirgine hydroxylatel metabolites

4.6 Fertility , pregnancy and lactation

Womenof childbearnq potential/ Contracegbn in mdesandfemales

Womenof childbearng potentialshouldnot useoral contracetives as the solemethodfor birth control,since
nevirapinemightlower the plasmaconcentationsof thesemedidnal productsseesed¢ions4.4 & 4.5).

Pregnancy

Currentlyavailabledaa on pregnanivomen indicate no malformaive or foeto/ neonatatoxicity. To dateno other
relevantepidemological dataareavailable No observablderaogencity was detectedn reproducive studies
performedin pregnantatsandrabbits(seesection5.3). Thereareno adequat andwell-controlled studiesin pregnant
women.Cauton shouldbe exercisedvhen prescibing nevirapineto pregnat women(seesection4.4). As

hepabtoxicity is morefrequentin womenwith CD4 cell countsabove250cells/mn? with detectableHIV-1 RNA in
plasma(50 or morecopies/ml),thesecondtionsshouldbetaken in consideréion on thermpeuticdecision(seesecton
4.4). Thereis notenoughevidenceto substantaitethatthe absene of anincreasedisk for toxicity seenn pretreaed
womeninitiating nevirapinewith anundetetable viral load (lessthan50 copies/mlof HIV-1 in plasmajandCD4 cell

counts above250cels/mm? also appliesto pregrantwomen.All therandonisedstudiesaddressingthisissue

specificdly excludedoregnanivomen,andpregnanivomenwere underrepresentedn cohortstudiesaswell asin
meta-analyses.

Breastfeedng
Nevirapinereadily crossesthe placentaandis foundin breast milk.

It is recommendethatHIV -infected mothersdo not breastfeed their infants to avoidrisking postnataltransmissionof
HIV andthatmothersshoulddisconinue breastfeedingif they arereceiving nevirapine.

Fertility
In reprodictive toxicology studies evidene of imparedfertility was see in rats.

4.7 Effectson ability to drive and usemachines

Thereareno specificstudiesaboutthe ability to drive vehiclesandusemachinery.However patientsshouldbe advisec
thatthey may experiencedversaeactonssuchasfatigueduringtreatmentwith nevirapine Thereforg cautionshould
be recommendeavhendriving a caror operaing madinery.If paients experierce fatiguetheyshouldavoid
potentially hazardousaskssuchasdriving or operding machiney.

4.8Undesirable effects

Summaryof the safetyprofile

Themostfrequenly reportedadverseaeadionsrelaedto nevirapne prolongel-releasahemapyin treatmennaive
patients(including lead-in phasewith immediaterelease)in clinical study1100.148§ VERXVE) were rash,nausea,
liver function testabnormalheadachefatigue hepatiis, abdomnal pan, diarrhoeaandpyrexia Thereare no new
adverse drugreactonsfor nevirapineprolongedreleasetabletstha havenot beenpreviouslyidentified for nevirapine
immediatereleasdabletsandoral suspensin.

Nevirapine pogmarketin g experience hasshownthatthe mostselious adversereactionsare
StevensJdhnsonsyndrome/toxiepidermahecrol/sis, seroushepatitis/hepaic failure,and
drugreadion with eosinophila andsysemic sympoms,charaterised by rashwith
constitutionakymptans suchasfever,arthralgig myalgiaandlymphad@opathy plusvisceal
involvement,suchashepatitis,eosinophila, granulogtopenia andrend dysfunction.The first
18 weeksof treatment is a critical period which requires closemonitoring (seesectiorn4.4).
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Tabulatedsummay of adversaeactbns

Thefollowing adversaeactionsvhich maybecausdly related to theadmnistrationof nevirapineprolongedrelease
tabletshave beenreported.Thefrequencie givenbelowarebasal on crudeincidenceaatesof adverseeactionobserv
in thenevirapineimmediaterelea® (leadin phasetable 1) andnevirapineprolongedreleasgrandomised
phase/maintenangehase table?2) groupsof clinical study1100.1486with 1,068patientsexposedo nevirapineon a
backboneof tenofovir/emticitabine.

Frequencyis definedusingthe following conventon:
very common(>1/10); common(>1/100to <1/10} uncanmon(>1/1,000to <1/100)
rare(>1/10,000to <1/1,000) veryrare(<1/10,000)

Table 1: Lead-in phase with Nevirapine 200mgimmediate-release

Blood and lymphatic system disorders
Uncommol granulogtopeni:
Rare areemis

Immune system disorders
Uncommol hypersensitiy (incl. anaphylacticeacton, angioedena,
urticaria),drug reactionwith eosinophiliaand systenic
symptoms,anaphylactiadeaction

Nervous system disorders
Commor headche

Gastrointestinal disorders

Commor abdominalpain, nauseagliarrhoe:

Uncommol vomiting

Hepatobiliary disorders

Uncommol jaundice hepaitis fulminant(which may befatal)

Rare hepmatitis (incl. severeandlife-threaeninghepabtoxicity)
(0.09%)

Skin and subcutaneous tissue disorders

Commor rash(6.7 %)

Uncommol Steven-JohnsorByndrome/toxiepidermahecolysis

(whichmaybefatal) (0.2%), angioedemayrticaria

Muscul oskel etal and connective tissue disorders
Uncommol arthralgia,myalgia

General disorders and administration site conditions

Commor fatigue,pyrexie
Investigations
Uncommol liver functiontestabnormalalanineaminotansfease

increasé; tranrsaminasesicreagd aspartate
aminotransferasecreagd gammaglutamytranderase
increasd; hepaticenzymeincreased
hypertransainasaena), bloodphosphoruslecreaed,
blood pressurencreagc
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Table 2: Maintenanae phaseof Nevirapine 400mgprol onged-release

Blood and lymphatic system disorders
Uncommol amemiagranulocytopen

Immune system disorders
Uncommol hypersensitiy (incl. anaphylacticeacton, angioedena,
urticaria),drug reactionwith eosinophiliaand systenic
symptoms,anaphylactiadeaction

Nervous system disorders
Commor headche

Gastrointestinal disorders
Commor abdominalpain, nauseagliarrhoee

Hepatobiliary disorders

Commor hepmatitis (incl. severeandlife-threaeninghepabtoxicity)
(1.6 %)
Uncommol jaundice hepaitis fulminant(which may befatal)

Skin and subcutaneous tissue disorders
Commor rash(5.7 %)

Uncommol Steven-JohnsorByndrome/toxiepidermahecolysis
(which may befatal) (0.6 %), angioedemayrticaria

Muscul oskel etal and connective tissue disorders
Uncommol arthralgia,myalgia

General disorders and administration site conditions

Commor fatigue

Uncommon pyrexia

Investigations

Uncommol liver functiontestabnormalalanineaminotansfease

increasé; tranrsaminasesicreagd aspartate
aminotransferasmcreagd gammaglutamytranderase
increasd; hepaticenzymeincreased
hypertransainasaemna), bloodphosphoruslecreaed,
blood pressurencreagc

Descriptionof selectedadversaeactions

Thefollowing adversaeactionsvereidentfied in othernevirgine studiesor by postmarketing suveillancebut not
obsewredin therandomisedgontolled clinical study 1100.1486.

As granulaytopeniadrugreacton with eoshophilia andsysemicsynptoms,anaphylacticeaction jaundice hepatitis
fulminant(which maybefatal), urticaria, deaeasedlood phosphorusnd increasedlood pressureduringtheleadin
phasewith nevirapineimmediatereleag werenot see in study 1100.1486hefrequeng cateyory wasestimatedrom
a statisticalcalculaton basedon thetotal nunber of patientsexposedo nevirapineimmediatereleasen theleadin
phaseof therandomisedontrolledclinical study 1100.148Gn=1,068).

Accordingly,asanaemiagranulocytopeniaanaphyhcic reaction, jaundice, StevensJohnsorSyrdrome/toxic
epidermalnecwolysis (which may befatal), angioelema decreaseal blood phosphousandincreasedlood pressure
during maintenancghasewith nevirapineprolongedreleasetables were not seenin study1100.1486hefrequency
categorywasestimatedfrom a statistical calculaion basedn thetotd numbe of patientsexposedo nevirgoine
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prolonged-releasein the mainenancehaseof therandonisedcontolled clinical study 1100.148Gn=505)

Metabolic parameters
Weight andlevels of bloodlipids andglucosemay increaseduringaniretroviral therapy(seesecton 4.4).

Thefollowing adversaeactionshavealsobeenreportedwhennevirapinehasbeenuseal in combnationwith otheranti
retroviral agentsparcreatitis,peripherahneuropahy andthrombocytop&nia Theseadverseeactionsaarecommonly
asscciatedwith otheranti-retroviralagens and may be expecteal to ocaur when nevirapineis usedin combinaton with
other agernts; howeverit is unlikely thattheseadverseeadionsaredueto nevirapinetreament.Hepaic-renalfailure
syndromeshavebeenrepotedrarely.

In HIV -infected patiens with severeimmunedeficiency atthetime of initiationof combiration antiretroviraltherapy
(CART), aninflammary reactionto asymptomat or residual opportunstic infectionsmayarise. Autoimmune
disordes (suchasGravesdiseasehavealso beenreporteal; however,thereportedime to onstis morevarableand
theseeveris canoccurmanymonthsafterinitiation of treament(seesection 4.4).

Casesf osteonecrosibavebeenrepoted, partiaularly in patientswith generally acknowedgedrisk factors,advanced
HIV diseaser long-termexposireto combinationantiretroviral thergpy (CART). Thefrequencyof thisis unknown
(seesection 4.4).

Skin and subcutaneous tissues

Themostcommonclinical toxicity of nevirapineis rash.Rashesreusualy mild to modeate,maculopapular
erythematousutaneougruptionswith or withoutpruritus,located on the trunk, faceandextremites. Hypersensitivity
(incl. anaphyladt reacton,angbedemaand urticaria) hasbeenreported.Rashe®ccuraloneor in the contextof drug
reacton with eosinghilia andsystemic symptoms,charaterised by rashwith constitutionasympbmssuchasfever,
arthralgig myalgiaandlympadenopathyplusvisaeralinvolvement,suchas hepatitis,eosinophiliagranulocytopenia,
and renaldysfuncton.

Severeandlife-threat@ing skin reactiors haveoccurredin paientstreaedwith nevirgine,including StevensJohnson
syndrome(SJS)andtoxic epidermalnecroysis(TEN). Fatalcasef SIS, TEN anddrug reaction with eosnophiliaanc
systemic symptons havebeenreported.The majority of sevee rasheoccurral within thefirst 6 weeksof treatment
and somerequiredhospitali@tion,with onepaient requiring surgica interventon (seesection 4.4).

In study 1100.148GVERXVE) antiretroviral-naive patents received aleadin doseof nevirapine200mg immediag-
releaseoncedaily for 14 days(n=1068)andthenwererandomisedo receive either Nevirapine200 mg immediate
releasetwicedaiy or nevirapine400mg prolongedreleaseonce daily. All paientsrecavedtenobvir + emticitabine
as backgroundherapy.Safey dataincludedall the patientvisits up to the point in time whenthelastpatientcompletec
144 weelsinthetrial. This alsoincludessafetydata for paientvisitsin the postweek144 openlabel extension(which
patientsin eithertreatmentgroupwho compktedthe 144 weekblindedphasecould ente)). Sevee or life-threatening
rashconsideredelatedto nevirapinetreatmentoccurredin 1.1 % of patientsduringtheleadin phasewith nevirgpine
immediaterelease Severaashoccuredin 1.4% and 0.2 % of the nevirapineimmedide-releaseandnevirapine
prolonged-releasegroupsrepectivelyduring therandonised phaseNo life-threatening Grade4) rashevents
considerea relatedto nevirapnewerereportal during therandonisedphaseof this study.Six casef Stevenslohnsor
Syndromewerereportedn the study; all but oneoccuredwithin thefirst 30 daysof nevirapinetreament.

In study 1100.152§ TRANXITION) patientson nevirapine200mg immedige-releasdwice daily treatmenfor atleast
18 weeks wererandomsedto eitherreceivenevirapine400mg prolongedrelea® oncedaily (n=295)or remainon
their nevirapneimmedatereleasdreament (n=148).In this study,no Grade3 or 4 rashwasobservedn either
treamentgroup.

Hepato-biliary

Themostfrequenly observedaboratorytest abnormalitiesare elevationsin liver functiontests(LFTs), including
ALAT, ASAT, GGT,total bilirubin andalkaline phosphase Asympbomaic elevationsof GGT levelsarethe mog
frequentCasesf jaundicehavebeenreportal. Cases of hepatitis (severeand lif e-thredeninghepaobtoxicity, including
fatd fulminanthepatitiy havebeenreportal in patientstreatedwith nevirgpine. The bestpredictorof a serioushepatic
eventwaselevatedaseine liver functiontests.Thefirst 18 weeks of treaimentis a critical period which requiresclose
monitoring (seesection4.4).
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In study 1100.148§VERXVE) treamen-naive patientsreceveda leac-in doseof nevirapine200mg immediat«-
releaseoncedaily for 14 daysandthenwererandomsed to recave either nevirapine200mg immediatereleasetwice
daily or nevirapine400 mg prolongedreleaseonce daily. All paients received tenofovir+ emtiicitabineasbackground
therapy.Patentswereenrolledwith CD4 counts<250cdls/mma3for womenand<400cells/mm3for men.Dataon
potentialsymptons of hepaticeventswvere prospetively colleciedin this study. The safetydataincludeall patient
visits up to thetime of thelastpatients compldion of study week 144. Theincidence of symptomatichepaticevents
during thenevirapireimmedatereleasdeadin phasewas 0.5 %. After thelead-in periodtheincidene of
symptomaitc hepaic eventsvas2.4% in thenevirapneimmedidae-releasegroy and1.6%in the nevirapine
prolonged-releasegroup.Overall, therewas a comparale inddene of symptomatichepdic eventsamongmenand
womenenrolledin VERXVE.

In study 1100.1526 TRANXITION) no Grade3 or 4 clinical hepaic evens were obsevedin eithertreatmengroup.

Paedatric population

Basedon clinical studyexperiencavith nevirgpineimmedatereleasetabletsand oral suspensionf 361 paediatric
patientsthe majority of which receivedcombinaion treatmentwith ZDV or/and ddl, the mostfrequentlyreported
adverse evens relatedto nevirapineweresimilar to thoseobserve in aduts. Granulocytopeniavasmorefrequently
obsewredin children.In anopenlabelclinical study (ACTG 180)granubcytopeniaassessedsmedicinalproduct
relaedoccurredn 5/37 (13.5%) of paients.In ACTG 245,adoubleblind placebocontmolled study;the frequencyof
seriousmedichal productrelatedgranulogtopeniawas5/305(1.6 %). Isolaed caseof Stevenslohnsorsyndomeor
StevensJohnson/toxiepidermahecrolysistranstion syndromehave been reportedn this populaton.

Reportingof suspecteddverseaeactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.It allows cortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL - Dublin 2; Tel: +3531 6764971
Fax:+3531 6762517 Webste: www.hpra.ie E-mail: medsafety@hpra.ie

4.90verdose

Thereis no known antidotefor nevirapire overdoseCase®f overdosewith nevirapineimmediatereleaseat doses
ranging from 800to 6,000mg perdayfor upto 15 dayshavebeenrepored. Patientshaveexperiencededema,
erythemanodosumfatigue,fever,headahe,insomnia nausa, pulmonaryinfiltrates,rash,vertigo,vomiting, increase
in transaminaseandweightdecreaseAll of theseeffects subsdedfoll owing discontinuatiorof nevirapine.

Paedatric population

Onecaseof massiveaccidentaloverdo® in anewbornwasreportal. Theingesed dosewas40 timestherecommende
doseof 2 mgkg/day.Mild isolatedneutiopeniaandhypelactateemia wasobseved, which spontaneousligisappeared
within oneweekwithout anyclinical compications.Oneyear later, the child'sdevelopmentemainechormal.

5 PHARMACOLOGICA L PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutigroup:Antiviralsfor systeme use,non-nucleoside revasetransciptaseinhibitors, ATC code
JO5AGO1.

Mechanisnof acton

NevirapineisaNNRTI of HIV-1. Nevirapineis a nonrcompetitve inhibitor of the HIV -1 reversetranscriptae,but it
doesnot havea biologically significantinhibitory effect onthe HIV -2 revasetransciptaseor on eukaryoticDNA
polymerases, B, v, Or 9.

Antiviral activity in vitro
Nevirapinehada medianECs0 value (50 % inhibitory concentation)of 63 nM againsta panelof groupM HIV -1
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isolaesfrom cladesA, B, C, D, F, G, andH, andcirculating reconbinantforms (CRF),CRF01_AE,CRF02_AGand
CRF12_BFreplicatingin humanembryonc kidney293cdls. In apane of 2,923predominantlysubtypeB HIV-1

clinical isolaies,themeanECs0 value was90nM. Similar EC50valuesareobtanedwhentheantiviral adivity of
nevirapineis measuredn peripherablood mononuclar cdls, monocye derived macrophagesr lymphoblatoid cell
line. Nevirapinehadno antiviral activity in cel cultureaganstgroupO HIV-1 isolatesor HIV-2 isolates.

Nevirapinein combinationwith efavirenzexhibited a strongantagonisticant-HIV -1 activity in vitro (seesecton 4.5)
and was additive to antagonistiavith the proteasenhibitor ritonavr or the fusion inhibitor enfuvirtide. Nevirapine
exhibitedaddiive to synergistt antrHIV-1 acivity in combinaton with the proteasanhibitorsamprenawi, atazanavr,
indinavir, lopinavir, saquinavirandtipranavir,andthe NRTIs abacair, didanosine emtricitabine Jamivudine,
stavudine tenofovirandzidovudine.Theanti-HIV -1 adivity of nevirgpinewasantagonizedby theantrHBV medicnal
productadefovi andby theantrHCV medcinal productribavirinin vitro.

Resigane

HIV-1 isolateswith reducedsuscepbility (100-250-fold) to nevirapne emergein cell culture.Genotypicanalysis
showedmutationsin the HIV-1 RT geneY181Cand/orV106A dependingiponthevirus strainand cel line employed
Time to emergencef nevirapineresistancen cell culture was not alteredwhensdectionincludednevirapinein
combinationwith severalbtherNNRTIs.

Gendypic analysisof isolatesfrom antiretoviral naive patientsexpeienang virologic failure (n=71)receaving
nevirapineoncedaiy (n=25)or twice daily (n=46)in combindion with lamiudineandstavudnefor 48 weeksshowel
thatisolatesfrom 8/25and23/46patients respedively, containedoneor moreof thefollowing NNRTI resistance
assceiatedsubstititions: Y181C,K101E,G190A/'S, K103N, V106A/M, V108I, Y188C/L, A98G,F227LandM230L.

Gendypic analysisvasperformedon isolatesfrom 86 aniretroviral naive paients who discontinuedhe VERxVE
study (1100.1486 pfterexperiencingvirologic failure (rebound parial responsedr dueto anadversesventor who hac
transienincreasen viral loadduringthe courseof the study. The analysisof thesesampleof patientsreceiving
nevirapineimmediae-relea® twice daily or nevirapineprolongedreleaseonae daly in combinationwith tenofovirand
emtricitabine showedhatisolatedrom 50 paientsconiinedresistancemutatons expectedvith anevirapinebased
regmen.Of these50 patients,28 developedesstane to efavirenzand39 developedesistanceo etravirine(the most
frequentlyemergentesistancenutation beingY 181C).Therewereno differencesasel onthe formulationtaken
(immedide-releasdwice daily or prolongedreleaseonce daily).

Theobservednutationsat failure were thoseexpecedwith a nevirapine-basedegimen. Two new substitutionn
codons previouslyassociateavith nevirapineresstancewere obseved: onepatientwith Y181l in the nevirapine
prolonged-releasegroupandonepatientwith Y188Nin the nevirapineimmediatereleasegroup resistance to
nevirapinewasconfirmedby phenotype

Crossresistance
Rapidemergencef HIV -strainswhich arecross-resistantto NNRTIs hasbeenobsewvedin vitro.

Crossresistanceo delavirdineandefavirenzis expecedafter virologic failure with nevirapine Dependingon
resistanceestingresults anetravirinecontaning-reginenmay be usedsubseguently.

Crossresistancdetweennevirapineandeithe HIV proteaeinhibitors,HIV integraseinhibitors or HIV entry
inhibitorsis unlikely becausehe enzymetargetsnvolved aredifferent. Similarly the potential for crossresistance
betweennevirapineandNRTIs is low becaus¢he moleculeshavedifferent binding siteson thereverseransciptase.

Clinical resuts
Nevirapinehasbeenevaluatedn bothtreamen-naiveandtreatmentexperiencegatiens.

Clinical studeswith prolongedreleasdalets

Theclinical efficacy of nevirapne prolongedreleaeis basedn 48-week data from arandomiseddoubleblind,
doubledumny phase3 study(VERXVE — study1100.1486)n treatmentnave patientsandon 24-weekdatafrom a
randomised ppenrlabelstudyin patientswho transitonedfrom nevirapineimmediatereleasdabletsadministered
twicedaily to nevirapne prolongedreleasetablas admnisteredonce daily (TRANXITION — study1100.1526).
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VERXVE (study1100.1486)s a pha® 3 study in which treament-naivepatientsreceivednevirapine200mg
immediatereleaseoncedaily for 14 daysand thenwererandomisedo receiveeithernevirapine200 mgimmediate
releasetwicedaiy or nevirapine400mg prolongedreleaseonce daily. All patientsrecavedtenobvir + emticitabine
as backgroundherapy .Randomistionwasstratified by scre@ming HIV -1 RNA level (<100,000copies/mland

>100,000copies/ml) Selecteddemographi@ndbasdine diseaseharackristicsaredisplayedn Tablel.

Table 1: Demographic and Baseline Diseae Characteristicsin study 110C.14€6

Nevirapine Nevirapine
immediate-release prolongedrelease
n=508* n=505
Gendel
- Male 85% 85 %
- Female 15% 15%
Race
- White 74 % 77 %
- Black 22% 19%
- Asian 3% 3%
- Other** 1% 2%
Regon
- North America 30 % 28%
- Europe 50 % 51%
- Latin America 10% 12%
- Africa 11% 10%
BaselinePlasmaHIV -1 RNA (log10copies/ml
- Mean(SD) 4.7(0.6) 4.7(0.7)
- <100,00( 66 % 67 %
- >100,00( 34 % 33%
Baseine CD4 count (cells/mm?)
- Mean(SD) 228(86) 230(81)
- B 71% 75%
- Non-B 29% 24 %

* Includes2 patientswho were randomisedut neverreceived blinded medcinal products.

** IncludesAmericanindiangAlaskanatives andHawaiian/Pacific islanders.

Table2 describesveek48 outconesin the VERXVE study (1100.1486) Theseoutcomesncludeall patientswhowere
randomisedafter the 14 dayleadin with nevirapineimmediat-releaseand receivedat leastonedoseof blinded

medcinal product.

Table 2: Outcomesat week48in study 1100.1486*

Nevirapine Nevirapine
immediate-release prolonged-release
n=508* n=50&
Virologic respondefHIV-1 RNA <50 copies/ml | 75.9 % 81.0%
Virologic failure 5.9% 3.2%
- Neversuppressethroughweek48 2.6% 1.0%
- Rebounc 3.4% 2.2%
Discontinuedmedicinal productprior to week 48 | 18.2 % 15.8%
- Death 0.6% 0.2%
- Adverseevents 8.3% 6.3%
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| - Other* | 9.3% | 9.4% |
* Includespaientswho receivedatleastonedoseof blinded medidanal productafterrandomisaion. Patientsvho
discontinuedreatrrentduringtheleadin periodareexcluded.

** Includeslost to foll ow-up, consentwithdrawn,nonconpliance, lack of efficacy,pregnancyandother.

At week 48, meanchangdrom baselinen CD4 cell countwas184cels/mn? and 197 cells/mn® for thegroups
receving nevirapineimmediatereleag andnevirapineprolongedreleaserespectively.

Table3 showsoutcomesat 48-weeksin study1100.148§afterrandomization) by baselineviral load.

Table 3: Outcomesat 48 weeksin study 1100.14860y baselne viral load*

Number with response/total number (%)
Nevirapine Nevirapine Differencein %
immediate-release prolongedrelease (95% CI)
BaselineHIV -1 viral load
stratum(copiesiml)
- < 100,000 240'303(79.2%) 267/311 (85.0%) 6.6 (0.7,12.6
- >100,000 144203(70.9%) 142/194 (73.2%) 23(-6.6,11.1
Total 384506 (75.9%) 409/95 (81.0%) 49(-0.1, 10.0)*

* Includespaientswho receivedatleastonedoseof blinded medidanal productafterrandomisaion. Patientsvho
discontinuedreatrrentduringtheleadin periodareexcluded.

** Basedon Cochian'sstatisticwith continuity correction for the variancecalculation

Theoverallpercentageof treatmentespondersbsevedin study1100.148§includingleadin pha®), regardlssof the
formulationis 793/1,068= 74.3%. Thedenominatorl,068includes 55 paients who stoppedreamentduringthelead
in pha® andtwo patientsrandomizedut never treatdwith randonized dose The numeator 793is the numberof
patientswho weretreatmentesponderat 48 weeks(384from immedide-releag and409from prolongedrelease

treadmentgroups).

Lipids, Change from baseline

Changedrom baselinan fastinglipidsareshownin Table4.

Table4:
Summary of lipid laboratory valuesat baselne (screening)and week48 - study 1100.1486
Newvirapine Nevirapine
immediate-release prolongec-releas:
Basdine | Week 48| Percent Basdine | Week Percent
(mean) (mean) change (mean) (mean) change
n=503 n=407 n=406 n=505 n=419 n=419
LDL (mg/dL) 98.8 110.0 +9 98.3 109.5 +7
HDL (mg/dL) 38.8 52.2 +32 39.C 50.0 +27
Total cholesteol. 163.€ 186.5 +13 163.2 183.€ +11
(mg/dL)
Total 4.4 3.8 -14 4.4 3.9 -12
chdegerol/HDL
Triglycerides 131.2 124.5 -9 132.8 127. -7
(mg/dL)

* Pacentchangds the medianof within-patient change from basdine for patientswith bothbaselineand week 48
valuesandis not a simpledifferenceof the baselineandweek48 meanvalues,respetively.

Patients switching from Nevirapine immediate-rel ease to Nevirapine prolonged-rel ease
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TRANXITION (study1100.1526)s a Phase 3 studyto evalude safey andaniviral activity in patientsswitchingfrom
nevirapineimmediae-releag to nevirapineprolongel-release In this openlabelstudy,443 patiens alreadyon an
antiviral regimencontainingnevirapine200 mg immediate-releasetwice daiy with HIV-1 RNA < 50 copies/miwere
ranrdomisedn a 2:1 ratio to nevirapine400mg prolongedreleaseonce daily or nevirapine200mg immediaterelease
twicedaily. Approximatelyhalf of the paients hadtenofovir + emtricitabineastheir backgroundherapy with the
remainingpatientsreceiving abacavirsulfaie + lamivudineor zidovudine+ lamivudine.Approximatdy half of the
patientshad atleast3 yearsof prior exposurdo nevirapineimmediate-releaseprior to enterng study1100.1526.

At 24 weeksafter randomsationin the TRANXITION study,92.6% and93.6% of patientsreceiving Nevirapine200
mg immediatereleag twice daily or nevirapine400mg prolongedreleaseoncedaily, respectivelycontinuedo have
HIV-1 RNA < 50 copiegml.

Paedatric population

Resultsof a 48-week analyss of the SouthAfrican studyBI 1100.136&onfirmedthatthe 4/7 mg/kgand150mg/m2
nevirapinedosegroupswerewell toleratedandeffective in treating antiretroviral naivepaediatrigpatients A marked
improvementin the CD4+ cell percentwasobservedhroughWeek48 for both dose groups.Also, bothdosing
regmenswereeffectivein reducingtheviral load.In this 48-week study no unexpectedafetyfindingswereobseved
in eitherdosing group.

5.2 Pharmacokinetic properties

Thereareno dataavaiable oninterchangability for 400 mg prolongel-releasetabletsand100mg prolongedrelease
tablets

Absorption:

Thepharmacokineticsf nevirapinehasbeenstudiel in a singledosestudy (study 1100.1485pf Nevirapine
prolonged-releasen 17 heathy volunteersTherelative bioavalability of nevirapinewhendosedasone400mg
nevirapineprolongedreleasdablet,relaive to two 200 mg nevirapineimmediatereleasdablets, wasapproximately75
%. The meanpeakplagnaconcentratiorof nevirapinewas 2,060ng/m measuredata mean24.5hoursafter
administrationof 400 mg nevirapineprolonged-releasetablds.

Thepharmacokineticsf nevirapineprolongedreleasehasalso beenstudial in a multiple dosephamacokineics study
(study1100.1489)n 24 HIV -1 infected paients who switchedfrom chronicnevirapineimmediatereleasaherapyto

nevirapineprolongedreleaseThe nevirapineAUCo0-24,ssandCmin,ssmeasuredfter 19 daysof fasteddosingof
nevirapine400mg prolongedreleaseabletsoncedaly wereapproximaely 80 % and90 %, respectivelypf the AU Co-

24,ssand Cmin,ssmeasuedwhenpaientsweredosedwith nevirapine200mg immedide-releaseabletstwice daily. The

geometic meannewvrapineCmin, sswas2,770ng/ml.

Whennevirapineprolongedreleasavasdoseal with a high fat med, the nevirgpine AUC0-24, ssandCmin, sswere

approximately94 % and98 %, respectivelypf the AUCO0-24, ssand Cmin, ssmeasiredwhenpatientswveredosedwith
nevirapineimmediae-releag tablets.Thedifferencein nevirgine phamaamkineticsobservedvhennevirapine
prolonged-releasdabletsare dosedunderfastead or fed condiionsis notconsideredlinically relevant.Nevirgpine
prolonged-releasdabletscanbetakenwith or withoutfood.

Somepatientshavereportedthe occurrencef rennantsin faeceswhich may resenble intacttables. Basedon thedata
availablesofar, this hasnot beenshownto affed thetheraeutic responself patientsreportsut anevent,resssuance
should be obtainedon thelack of impacton therapetic response.

Distribution: Nevirapneis lipophilic andis essentiallynonionizdat physiobgic pH. Following intravenous
administrationto healthyadults,thevolume of distribuion (Vdss)of nevirginewas1.21+ 0.09l/kg, suggestinghat
nevirapineis widely distributedin humansNevirapnerealily crosseshe placentaandis foundin breasmilk.
Nevirapineis about60 % boundto plasmaprotensin the plasmaconentraion rangeof 1-10 pg/ml. Nevirapine
concentratbonsin humancerebrospinafluid (n = 6) were45 % (x+ 5 %) of the conentrationsn plasmathis ratiois
approximatelyequalto thefractionnotboundto plasmaprotein
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Biotransformabn andelimination:In vivo studiesin humansandin vitro studies with humanliver microsome$awe
shownthatnevirapneis extensivelybiotransformedvia cytochromeP450(oxidative) metabolisnto seveal
hydroxylatedmetaboites In vitro studieswith humanliver microsonessuggest thatoxidativemetabolisnmof
nevirapineis mediatedorimarily by cytochromeP450isozymes from the CYP3A family, althoughothe isozymeanay
have asecondaryole. In amasshalancegxcreton study in eightheathy mde voluntees dosedo steadystatewith
nevirapine200mg giventwice daiy followed by a single50 mg doseof 14C-nevirapine,approximatéy/ 91.4+ 10.5%
of theradiolabeleddosewasrecoveredwith urine(81.3+ 11.1%) represeating the primaryrouteof excreion
comparedo faeceq10.1+ 1.5%). Greaer than 80 % of theradioactivity in urinewasmadeup of glucuronide
conjugatesof hydroxylatedmetabaites. Thuscytochrone P450metaolism,glucuronideconjugaton, andurinary
excretionof glucuranidated metaboliesrepresenthe primary routeof nevirapine biotransformatiorandeliminationin
humans Only asmallfraction (< 5 %) of theradioactivity in urine (representing < 3 % of thetotal dose)wasmadeup
of parentcompound thereforerenalexcretionplaysa minorrole in elimination of the paentcompound.

Nevirapinehasbeenshownto be aninducerof hepaic cytochromeP450metebalic enzymesThe phamacokineics of
autoinductionis charactesedby anapproximaely 1.5to 2 fold increasein the apparenbral cleaianceof nevirapineas
treamentcontinuedrom asingledose to two-to-four weeksof dosingwith 200-400 mg/day.Autoinducion alsoreaults
in acorrespondinglecreasé theteminal phasehdf-life of nevirapinein plagnafrom approximaté/ 45 hours(single
dose)to approximately25-30 hoursfollowing multiple dosingwith 200-400 mg/day.

Special populations:

Renal dysfunction: The singledosepharmacokineticef nevirapneimmedatereleasehasbeencompaedin 23
patientswith eithermild (50 < CLcr < 80 ml/min), moderatg30 < CLcr < 50 ml/min) or severaenaldysfuncton
(CLcr < 30 ml/min), renalimpairmentor end-stagerenaldiseas€ ESRD)requiringdialysis,and8 paientswith normal
rermal function (CLcr > 80 ml/min). Renalimpairment(mild, moderae andsevee) resultedn no significantchangen
the pharmacokinats of nevirapine Howeve, paientswith ESRDrequiring dialysisexhibiteda 43.5% reductionin
nevirapineAUC overaoneweekexposurgeriod.Therewas alsoaccunulaton of nevirapinehydroxy-metabolitesn
plasma.The resuts suggesthatsupplenentingnevirapinetherapyfor adultswith anadditional200 mg immediate
releasetabletfollowing eachdialyss treatmentwould help offsetthe effects of dialysison nevirapine clearance.
Otherwisepatients with CLcr > 20 ml/min do notrequireanadjustmentn nevirapinedosing.In paedatric patientswith
renal dysfuncton who areundergoingdialysisit is recomnmendedfoll owing eachdialysistreatmenpatientsreceivean
additional doseof nevirapineoral suspensiolr immediate-releasdabletsrepresentig 50 % of therecommendeddaily
doseof Nevirapineora suspen®n or immediatereleasetablets,which would help offsetthe effectsof dialysis on
nevirapineclearamre. Nevirapineprolongel-releasetables havenot beenstudial in patientswith renaldysfunctionand
nevirapineimmediae-releag shouldbeusel.

Hepatic dysfunction: A steadystatestudycomparingd6 patiens with

mild (n=17:IshakScorel-2),

moderate(n=2Q, Ish& Score3-4),

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

liver fibrosisasa measuref hepaticimparment was conduded.

Thepatientsstudiedwerereceivingantiretroviralthergy contaning nevirapine200 mg immediatereleasdaletstwice
daily for atleast6 weeksprior to pharmaokineticsanpling, with a mediandurationof therapyof 3.4 years.In this
study, the multiple dosepharmacokineticispodgti on of nevirapneandthefive oxidative metabolitesvere not altered.

Howeve, approxmately15 % of thesepaientswith hepdic fibrosis had nevirapne troughconcentrationgabove9,000
ng/ml (2 fold the usualmeantrough).Paients with hepatic imparment shouldbe monitoredcarefully for evidenceof
medcinal productinducedtoxicity.

In asingle dosepharmacokineticstudyof 200mg nevirgpineimmedatereleasetabletsin HIV -negativepatientswith
mild andmoderatenepaticimpairment(Child-Pugh A, n=6; Child-PughB, n=4), a significantincreasen the AUC of
nevirapinewasobservedn oneChild-Pugh B paientwith asciessuggeting thatpatientswith worseninghepatic
functionandasctesmay beatrisk of accumulaing nevirapinein the systenic circulation. Becausaevirapineinduces
its own metaboism with multiple dosing,this singledosestudy may not reflect theimpactof hepatc impairmenton
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multiple dosepharmacokieics (seesecton 4.4). Nevirapineprolongec-releasdables havenot beenevaluatedn
patientswith hepatc impairment@andnevirapineimmedatereleaseshoutl beused.

Gender

In the multinational2NN study with nevrapineimmediate-releasea popultion pharmacokinetisubstudyof 1077
patientswasperformedhatincluded391females.Femde paients showeda 13.8% lower cleaianceof nevirapinethan
did malepatients.This differenceis not considere clinicdly relevant Sinceneather bodyweightnor Body Massindex
(BMI) hadinfluenceontheclearancef nevirapinethe eff ectof gendercannotbe explainedoy bodysize.

Theeffeds of genderon the pharmacokietics of nevirapineprolongedreleasehavebeeninvestigatedn study
1100.1486 Fenuale patientstendto havehighe (approximdely 20-30 %) troughconcentrationgn bothnevirapine
prolonged-releaseand nevirapinemmediatereleasetreamentgroups.

Older people

Nevirapinepharmacokineticé HIV -1 infectedaduls doesnot appeato changewith age(range18-68 yeas).
Nevirapinehasnot beenspecifically investigaedin paientsover theage of 65. Black paients(n=80/group)in study
1100.1486showedapproximately30 % highertroughconcentationsthan Caucasiampatients(250-325 patients/group)
in boththe nevirapinemmediatereleaseandnevirgine prolongeal-releasetreamentgroupsover 48 weeksof
treamentat400mg/day.

Paediatric population

Dataconcerninghe pharnmacokineticof nevirapinehas beenderived from two majorsources a 48 weekpaediatric
studyin Sout Africa (Bl 1100.1368)nvolving 123 HIV -1 posiive, antiretroviral naivepatientsaged3 monthsto 16
years andaconsoldatedanalsisof five Paediatic AIDS Clinical Trials Group(PACTG) protocolscomprising495
patientsaged14 daysto 19 years.

Pharmacokneticdataon 33 paients (agerange0.77— 13.7years)in theintensive samplinggroup demonstatedthat
clearane of nevirapineincreasedavith increaing agein a mannerconsstentwith increasingbody suifacearea.Dosing

of nevirapneat 150 mg/m2 BID (afteratwo-weekleadin at 150 mg/m2 QD) producedgeometriomeanor meantrougt
nevirapineconcentationsbetweend-6 pg/ml (astargetel from adultdata) In addition, the obsewvedtroughnevirapine
concentratbonswerecomparabldetweerthe two methods.

Theconsolidatednalysisof Paediatic AIDS Clinical Trials Group(PACTG) protocols245,356,366,377,and403
allowed for the evaluationof paediatrigpatientslessthan3 months of age (n=17)enrolledin thesePACTG studies.The
plasmanevirapineconcentration®bsrvedwere within therangeobserve in adults andtheremander of the paediatric
population,butwere morevariablebetweemnpatients,particularly in the secondmonthof age

Thepharmacokineticsf nevirapineprolongedreleasevasassesedn study 1100.1518Eighty-five patiens (3to <18
years)receivedweight or body surfacearea doseadjuste& nevirapineimmediae-releasdor a minimum of 18 weeks
and thenwereswitchedto nevirapineprolongedreleasdablets (2 x 100mg, 3 x 100mgor 1 x 400mg oncedaily) in
combinationwith othe antiretoviralsfor 10 days.The observedyjeometic meanratiosof nevirapine prolongedreleas:

to nevirapinemmediatereleasevere~90 % for Cmin, ssand AUCss with 90 % confidenceintervalswithin 80%-125 %;

theratio for “max sswaslower andconsisentwith aoncedaiy prolongel-releasedosayeform. Geometricnean
steadystate plasmanevirapineprolongedreleasepre-dosetroughconentraionswere 3,880ng/ml, 3,310ng/mland
5,350 ng/mlin agegroups3 to <6 years 6 to <12years,and12to <18yeas of age,respetively. Overall,the exposue
in children wassimilar to thatobservedn adultsreceving nevirapineprolongedreleasein study1100.1486.

In singledose parallelgroupbioavailalili ty studies(studies1100.1517and1100.1531)the nevirapine50 and100mg
prolonged-releasdabletsexhibitedextendedeleasechaacteristics of prolongeal absoption andlower maximal
concentratons,similar to thefindingswhen a400mg prolongedreleasdaable wascomparedo the nevirapine
immediaterelease200mg tablet Dividing a200mg totd doseinto four 50 mg dosegatherthantwo 100mg doses
produceda 7-11 % greateroverallabsorptionput with comparabé medicinal productreleaseates. The observed
pharmacoknetic diff erencebetveenthe 50 mg and100 mg nevirapine prolongedreleasedabletsis not clinically
relevant,andthe 50 mg prolongerreleasdalet can be usedasanalternatiwe to the slightly larger 100mgtablet.
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5.3Preclinical safety data

Nonr-clinical datareveal no specialhazardfor humansotherthan thoseobservedn clinical studiesbasecn
conventioral studiesof safety,pharmacadgy, repeated dosetoxicity, andgenotoxicity. In carcinogenicitystudies
nevirapineinduceshepatictumoursin ratsandmice. Thesefindingsaremostlikely relatedto nevirapinebeinga strong
inducerof liver enzymesandnot dueto a genobxic modeof acion.

6 PHARMACEUTICAL PARTICULARS

6.1List of excipients

LactoseMonohydrate

Hypromellose(viscosity 4000mPas)

Hypromellose(viscosity 3 mPas)

Magnesiunttearate

6.21ncompdibilities

Not applicable

6.3 Shelflife

2years
HDPE containelin-useshelflife = 30 days

6.4 Specialprecautionsfor storage
No specialstoragerequirement:

6.5Nature and contents of container

30 or 90tabletsin PVC/aluminiumblister strips packel into cartons.
30 tabletsin opaqueHDPE containerswith child resistantap
Not all packsizesmaybemarketec

6.6 Specialprecautionsfor disposaland other handling

Any unusednedicinalproductor wage matrial shoutl bedisposé of in accordancewith local requirements.
7 MARKETING AUTHORISAT ION HOLDER

Wockhardt UK Ltd

AshRoadNorth
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UK
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