PROFESSIONELE INLIGTING
SKEDULERINGSTATUS:

EIENDOMSNAAM EN DOSEERVORM:
VIROPON 200 mg TABLETS (Tablet)

SAMESTELLING:

Elke onbedekte tablet bevat 200 mg nevirapien.

Eksipiénte: Kolloidale silikoondioksied, laktosemonohidraat, magnesiumstearaat, mikrokristallyne sellulose,
povidoon K-30, natriumstyselglikollaat.

Bevat suiker: Laktosemonohidraat 340 mg (sien “ WAARSKUWINGS en SPESIALE VOORSORGMAATREELS”)

WAARSKUWING:

DIE EERSTE 18 WEKE VAN BEHANDELING MET VIROPON 200 mg TABLETS IS ‘N KRITIEKE PERIODE
WAT INTENSIEWE MONITERING BENODIG VAN PASIENTE, OM DIE POTENSIAAL TE IDENFITISEER
VAN MOONTLIKE VOORKOMS VAN ERNSTIGE EN LEWENSGEVAARLIKE VELREAKSIES (INSLUITEND
GEVALLE VAN STEVENS-JOHNSON SE SINDROOM EN TOKSIESE EPIDERMALE NEKROLISE) OF
ERGE HEPATITIS / HEPATIESE VERSAKING. DIE GROOTSTE RISIKO VAN HEPATIESE VOORVALLE
EN VELREAKSIES KOM VOOR IN DIE EERSTE 6 WEKE VAN BEHANDELING. VROUENS (3,2 VOUDIG)
EN PASIENTE MET HOER CD4+ (VROUENS MET CD4+ > 250, 9,8 VOUDIG; MANS MET CD4+ > 400,
6,4 VOUDIG) TELLINGS HET ‘N VERHOOGDE RISIKO VAN HEPATIESE ONGUNSTIGE EFFEKTE.
ADDISIONEEL MOET DIE DOSERING, VERAL VIR DIE 14 DAE INLEIDINGSPERIODE, STRENG GEVOLG
WORD (SIEN “DOSERING EN GEBRUIKSAANWYSINGS”).

Kutane reaksies:

Erge en lewensgevaarlike velreaksies, insluitend noodlottige gevalle, het voorgekom by pasiénte wat
behandel was met VIROPON 200 mg TABLETS. Hierdie het ingesluit gevalle van Stevens-Johnson se
sindroom (SJS), toksiese epidermale nekrolise (TEN) en hipersensitiwiteits-sindroom gekenmerk deur
uitslag, gestelsimptome en ingewandsbetrokkenheid.

Enige pasiént wat erge uitslag of ‘n uitslag vergesel van gestelsimptome soos koors, blaasvorming,
orale letsels, konjunktivitis, gesigsedeem, spier- of gewrigspyne, of algemene moegheid ondervind,
moet die medikasie staak en ‘n dokter raadpleeg. By hierdie pasiénte moet VIROPON 200 mg TABLETS
nie weer gebruik word nie.

Indien pasiénte voordoen met vermoedelike VIROPON 200 mg TABLETS-geassosieerde uitslag, moet
lewerfunksie toetse gedoen word. Pasiénte met matige tot erge verhogings van aspartaat transaminase
(AST) of alanien aminotransferase (ALT > 5 x BLN) moet VIROPON 200 mg TABLETS permanent staak.
Indien ‘n hipersensitiwiteits-sindroom voorkom, gekenmerk deur uitslag met gestelsimptome soos
koors, artralgie, mialgie en limfadenopatie, plus ingewandsbetrokkenheid, soos hepatitis, eosinofilie,
granulositopenie, en renale disfunksie, moet VIROPON 200 mg TABLETS permanent gestaak word en
nie weer begin word nie.

NOVAGEN

PHARMA

Hepatiese reaksies:

Erge of lewensgevaarlike hepatc 1d fatale fulminante hepatitis het voorgekom by
pasiénte wat behandel is met nevirapien. Erge hepatitis en hepatiese versaking met nevirapien-
behandelde pasiénte is gerapporteer. Verhoogde aspartaat transaminase (AST) of alanien
aminotransferase (ALT vlakke > 2,5 x BLN) en/of gesamentlike infeksie met hepatis B en/of C by die
begin van antiretrovirale behandeling is geassosieer met ‘n groter risiko van hepatiese ongunstige
voorvalle gedurende antiretrovirale terapie met VIROPON 200 mg TABLETS-bevattende regimens.
Wanneer AST of ALT > 2,5 x BLN voor of gedurende behandeling, moet lewertoetse meer dikwels
gemonitor word gedurende gereelde kliniese besoeke. VIROPON 200 mg TABLETS moet nie toegedien
word aan pasiénte met voorbehandeling AST of ALT > 5 x BLN nie.

Indien aspartaat transaminase (AST) of alanien aminotransferase (ALT) verhoog tot > 5 x Boonste Limiet
van Normaliteit (BLN) gedurende behandeling, moet VIROPON 200 mg TABLETS onmiddellik gestaak
word en nie weer begin word nie. Indien aspartaat transaminase (AST) of alanien aminotransferase (ALT)
terugkeer na basislyn-waardes, kan dit moontlik wees om VIROPON 200 mg TABLETS op ‘n geval tot
geval basis in te stel, met die aanvangsdosering-regimen van 200 mg/dag vir 14 dae gevolg deur 400 mg/
dag. Indien lewerfunksie abnormaliteite vinnig terugkeer, moet VIROPON 200 mg TABLETS permanent
gestaak word.

Indien kliniese hepatitis voorkom, gekenmerk deur anoreksie, naarheid, braking, ikterus, en
laboratoriumbevindings [soos matige of erge lewerfunksietoets abnormaliteite (uitsluitend GGT)],
moet VIROPON 200 mg TABLETS permanent gestaak word. VIROPON 200 mg TABLETS moet nie weer
toegedien word aan pasiénte wat permanente staking nodig gehad het vir kliniese hepatitis weens
VIROPON 200 mg TABLETS nie.

By pasiénte met ligte lewerfunksie abnormaliteite, vergesel van tekens van hipersensitiewe sindroom
gekenmerk deur uitslag met gestelsimptome soos koors, artralgie, mialgie en limfadenopatie, plus
visserale betrokkenheid soos hepatitis, eosinofilie, granulositopenie en renale disfunksie, moet
nevirapien permanent gestaak word. VIROPON 200 mg TABLETS moet nie weer gebruik word in hierdie
situasies nie.

WEERSTANDBIEDENDE VIRUSSE ONTSTAAN VINNIG EN ONVERANDERLIK WANNEER VIROPON
200 mg TABLETS TOEGEDIEN WORD AS MONOTERAPIE, DUS, VIR CHRONIESE BEHANDELING VAN
MIV-1 INFEKSIE, MOET VIROPON 200 mg TABLETS ALTYD TOEGEDIEN WORD IN KOMBINASIE MET
TEN MINSTE TWEE ADDISIONELE ANTIRETROVIRALE MIDDELS

FARMAKOLOGIESE KLASSIFIKASIE:
A 20.2.8 Antimikrobiese (chemoterapeutiese) middels. Virusteenmiddels.
FARMAKOLOGIESE WERKING:

Werkingsmeganisme:

Nevirapien is ‘n nie-nukleosied tru-transkriptase inhibeerder (NNRTI) van MIV-1. Nevirapien bind direk aan tru-
transkriptase (RT) en blokkeer die RNA-afhanklike en DNA-afhanklike DNA polimerase aktiwiteite deur ontwrigting
van die ensiem se katalitiese situs. Die aktiwiteit van nevirapien kompeteer nie met templaat of nukleosied
trifosfate nie. MIV-2 RT en eukariotiese DNA polimerases (soos menslike DNA polimerase a, B, vy, of 8) word nie
deur nevirapien geinhibeer nie.

Weerstand: MIV-isolate met beduidende verminderde ontvanklikheid (100 tot 250 voudig) tot nevirapien kom
voor in vitro. Tyd tot voorkoms van nevirapienweerstand in vitro was nie verander wanneer seleksie nevirapien in
kombinasie met verskeie ander NNRT/’s ingesluit het nie.

Kruisweerstand: Vinnige voorkoms van MIV stamme, wat kruisweerstandbiedend is tot NNRTI's in vitro, is
gerapporteer.

Farmakokinetiese eienskappe:

Volwassenes:

Nevirapien word geredelik geabsorbeer (> 90 %) na orale toediening by gesonde vrywilligers en by volwassenes
met MIV-1 infeksie. Na toediening van nevirapien 200 mg tablette aan gesonde vrywilligers onder vastende
toestande, word piek plasmakonsentrasies (C__, . ) van ongeveer 2,0 tot 2,5 ug/ml bereik by ongeveer 4 uur.
Na veelvuldige dosisse blyk nevirapien piekkonsentrasies om linieér te verhoog in die dosisreeks van 200 tot 400
mg/dag. Vastevlak trog-nevirapienkonsentrasies van 4,5 + 1,9 pyg/ml (17+ 7 um) was bereik by 400 mg/dag. Die
absorpsie van nevirapien word nie geaffekteer deur kos, teensure of medisinale produkte, wat geformuleer is met
'n alkaliese buffermiddel (bv. didanosien) nie.

Nevirapien is hoogs lipofilies en is hoofsaaklik nie-ioniseerd by fisiologiese pH. Na intraveneuse toediening aan
gesonde volwassenes, was die skynbare verspreidingsvolume by vastevlak (Vdss) van nevirapien 1,21 + 0,09 I/kg, wat
daarop dui dat nevirapien wyd versprei word by mense. Nevirapien kruis maklik die plasenta en word in borsmelk
aangetref. Nevirapien is ongeveer 60 % gebind aan plasmaproteiene in die plasmakonsentrasie reikwydte van
1 tot 10 pg/ml. Nevirapienkonsentrasies in menslike serebrospinale vloeistof is ongeveer 45 % van die
konsentrasies in plasma; hierdie verhouding is ongeveer gelyk aan die fraksie wat nie aan plasmaproteien gebind
is nie.

In vivo studies by mense en in vitro studies met menslike lewermikrosome het getoon dat nevirapien omvattend
biotransformeer word via sitochroom P450 isosieme uit die CYP3A-familie, hoewel ander isosieme ‘n sekondére
rol kan hé. Ongeveer 91,4 + 10,5 % van ‘n radiogemerkte dosis is herwin, met urine (81,3 + 11,1 %) wat die primére
uitskeidingsroete verteenwoordig, vergeleke met feses (10,1 + 1,5 %). Nevirapien is ‘n induseerder van hepatiese
sitochroom P450 metaboliese ensieme. Hierdie outomatiese induksie lei ook tot ‘n ooreenstemmende afname in
die terminale halfleeftyd van nevirapien in plasma vanaf ongeveer 45 uur (enkeldosis) tot ongeveer 25 tot 30 uur
na veelvoudige dosering met 200 tot 400 mg/dag.

Nevirapien ondergaan ook outomatiese induksie wat lei tot 1,5 tot 2 keer toename in metabolisme. Hierdie effek is
op sy hoogste na 14 dae van instelling van terapie.

Farmakokinetika by Spesiale Populasies:

Nier-/Hepatiese Disfunksie: Die farmakokinetika van VIROPON 200 mg TABLETS is nie geévalueer by pasiénte
met nier- of hepatiese disfunksie nie.

Geslag: Daar is geen beduidende geslagsverskille in VIROPON 200 mg TABLETS opruiming of
plasmakonsentrasies as gevolg van enkel- of meervoudige dosis toediening nie.

Ras: Gegroepeerde data uit verskeie kliniese proewe het geen duidelike verskil in nevirapien vastevlak-
konsentrasies met langtermyn nevirapienbehandeling by 400 mg/dag getoon nie.

Geriatrie: Nevirapien-farmakokinetika by MIV-1-geinfekteerde volwassenes blyk nie om met ouderdom (reikwydte
18 tot 68 jaar) te verander nie.

INDIKASIES:

Vir die behandeling van MIV-1 infeksie:

VIROPON 200 mg TABLETS (nevirapien) word aangedui vir gebruik in kombinasie met ander antiretrovirale
middels vir die behandeling van MIV-1 infeksie. Weerstandige virus kom vinnig en eenvormig voor wanneer
VIROPON 200 mg TABLETS as monoterapie toegedien word. Daarom moet VIROPON 200 mg TABLETS altyd
in kombinasie met minstens twee addisionele antiretrovirale middels toegedien word.

KONTRA-INDIKASIES:

VIROPON 200 mg TABLETS is teenaangedui by pasiénte met hipersensitiwiteit vir die aktiewe bestanddeel of
enige van die eksipiénte van die produk.

VIROPON 200 mg TABLETS word teenaangedui by ernstige hepatiese disfunksie: “Child-Pugh” klas B of C en by
eindstadium nierversaking by pasiénte wat nie op hemodialise is nie.

VIROPON 200 mg TABLETS moet nie toegedien word aan pasiénte met voorafbehandeling of tydens behandeling
met aspartaat transaminase (AST) of alanien aminotransferase (ALT)> 5 X Boonste Limiet van Normaliteit (BLN)
totdat basislyn AST/ALT gestabiliseer is < 5 BLN.

VIROPON 200 mg TABLETS moet nie weer toegedien word aan pasiénte wat permanente staking benodig het
vir ernstige uitslag, uitslag vergesel van gestelsimptome; hipersensitiwiteitsindroom, of kliniese hepatitis as gevolg
van VIROPON 200 mg TABLETS nie.

VIROPON 200 mg TABLETS moet nie hertoegedien word aan pasiénte wat voorheen aspartaat transaminase (AST)
of alanien aminotransferase (ALT) > 5 x Boonste Limiet van Normale (BLN) tydens VIROPON 200 mg TABLETS-
terapie gehad het of vinnige herhaling van abnormaliteite in die lewerfunksie gehad het nie na hertoediening van
VIROPON 200 mg TABLETS (Sien “WAARSKUWINGS en SPESIALE VOORSORGMAATREELS”).

Pasiénte met voor-behandeling aspartaat transaminase (AST) of alanien aminotransferase (ALT) van 2 tot 3 x
Boonste Limiet van Normale (BLN) moet gereeld tydens die vroeé behandelingsperiode geobserveer word vir die
ontwikkeling van kliniese of laboratoriumbewyse van verswakking van die lewerfunksie.

Menslike voortplanting: Die veiligheid van VIROPON 200 mg TABLETS by swanger of lakterende vroue is nie
vasgestel nie. Voldoende voorbehoedmetodes moet by vroue gebruik word.

WAARSKUWINGS en SPESIALE VOORSORGMAATREELS:

Die eerste 18 weke van behandeling met VIROPON 200 mg TABLETS is 'n kritieke periode wat intensiewe
monitering van pasiénte vereis om die potensiéle voorkoms van ernstige en lewensbedreigende velreaksies
(insluitend gevalle van Stevens-Johnson se sindroom en toksiese epidermale nekrolise) of ernstige hepatitis/
hepatiese versaking te identifiseer. Die grootste risiko van hepatiese gebeure en velreaksies vind plaas
in die eerste 6 weke van terapie. Vroue (3,2 voudig) en pasiénte met ‘n hoér CD4 (vroue met CD4+ > 250,
9,8 voudig; mans met CD4+ > 400, 6,4 voudig) tellings het ‘n verhoogde risiko vir hepatiese newe-effekte.
Daarbenewens moet die dosering, veral die 14 dae-inleidingsperiode, streng nagekom word (sien “DOSERING
EN GEBRUIKSAANWYSINGS”).

Pasiénte moet opdrag gegee word dat die belangrikste toksisiteit van VIROPON 200 mg TABLETS
veluitslag is en moet aangeraai word om hul dokter onmiddellik in kennis te stel van enige uitslag. Die
inleidingsperiode moet gebruik word omdat dit gevind word dat die frekwensie van uitslag verminder word
(sien “DOSERING EN GEBRUIKSAANWYSINGS”).

Die meeste uitslag wat met nevirapien geassosieer word, vind plaas binne die eerste 6 weke van behandeling;
daarom moet pasiénte sorgvuldig gemonitor word vir die voorkoms van enige uitslag gedurende hierdie tydperk.
Pasiénte moet opdrag gegee word dat dosis-eskalasie nie moet plaasvind indien enige uitslag gedurende die
dosering-inleidingsperiode plaasvind totdat die uitslag opgelos is nie.

Velreaksies:

Ernstige en lewensgevaarlike velreaksies, insluitend noodlottige gevalle, het voorgekom by pasiénte wat
met nevirapien behandel is. Dit het gevalle van Stevens-Johnson se sindroom (SJS), toksiese epidermale
nekrolise (TEN) en hipersensitiwiteitsindroom ingesluit wat gekenmerk word deur uitslag, gestelsimptome
en visserale betrokkenheid. Pasiénte moet deeglik gemonitor word gedurende die eerste 18 weke van
behandeling. Pasiénte moet noukeurig gemonitor word indien ‘n geisoleerde uitslag voorkom.

VIROPON 200 mg TABLETS moet permanent gestaak word by enige pasiént wat erge uitslag of uitslag
ervaar, wat gepaard gaan met gestelsimptome (soos koors, blaasvorming, orale letsels, konjunktivitis,
gesigedeem, spier- of gewrigspyn of alg e laise), insluitend Stevens-Johnson se sindroom
of toksiese epidermale nekrolise. VIROPON 200 mg TABLETS moet permanent gestaak word by enige
pasiént wat hipersensitiwiteitsindroom ervaar wat gekenmerk word deur uitslag met gestelsimptome,
asook visserale betrokkenheid, soos hepatitis, eosinofilie, granulositopenie en nierdisfunksie of tekens
van ander visserale betrokkenheid (sien “NEWE-EFFEKTE”).

Gelyktydige prednisoongebruik (40 mg/dag vir die eerste 14 dae van nevirapientoediening) het getoon dat die
voorkoms van nevirapienverwante uitslag nie verminder word nie, en kan dit met ‘n toename in uitslag tydens die
eerste 6 weke van nevirapienbehandeling geassosieer word.

Risikofaktore vir die ontwikkeling van ernstige kutane reaksies sluit in dat die aanvanklike dosering van 200 mg
daagliks gedurende die inleidingsperiode nie gevolg word nie. 'n Lang vertraging tussen die aanvanklike simptome
en mediese konsultasie kan die risiko van ‘n meer ernstige uitkoms van kutane reaksies verhoog. Vroue het 'n 3,2
voudige hoér risiko as mans om 'n uitslag te ontwikkel. Vroue met ‘n CD4+ telling van > 250 selle/mm? het ‘n 9,8
voudige verhoogde risiko om uitslag te ontwikkel.

Enige pasiént wat erge uitslag of 'n uitslag ervaar wat gepaardgaan met gestelsimptome soos
koors, blaasvorming, orale letsels, konjunktivitis, gesigedeem, spier- of gewrigspyn, of algemene
ongesteldheid, moet medikasie stop en ‘n mediese praktisyn raadpleeg. By hierdie pasiénte moet
VIROPON 200 mg TABLETS nie weer begin word nie.

Indien pasiénte presenteer met ‘n vermoedelike VIROPON 200 mg TABLETS-geassosieerde uitslag,
moet lewerfunksietoetse onmiddellik uitgevoer word. Pasiénte met matige tot ernstige verhogings (AST
of ALT > 5 x BLN) moet VIROPON 200 mg TABLETS permanent staak.

By pasiénte met ‘n hipersensitiwiteitsindroom wat gekenmerk word deur uitslag met gestelsimptome
soos koors, artralgie, mialgie en limfadenopatie, plus visserale betrokkenheid, soos hepatitis,
eosinofilie, granulositopenie en nierdisfunksie, moet VIROPON 200 mg TABLETS permanent gestop
word en nie weer begin word nie.

Hepatiese reaksies:

Ernstige of lewensbedreigende hepatotoksisiteit, insluitend noodlottige fulminante hepatitis (transaminase
verhogings, met of sonder hiperbilirubinemie, verlengde gedeeltelike tromboplastientyd of eosinofilie)
het voorgekom by pasiénte behandel met nevirapien. Ernstige hepatitis en lewerversaking gebeure by
pasiénte wat behandel is met nevirapien, het na verwagting in die eerste 18 weke van terapie gebeur, maar
sommige het later plaasgevind. Die eerste 18 weke van behandeling is ‘n kritieke tydperk, wat noukeurige
monitering vereis. Die risiko van hepatiese gebeure is die grootste in die eerste 6 weke van terapie. Vroue
(3,2 voudig) en pasiénte met hoér CD4 (vroue met CD4+ > 250, 9,8 voudig; mans met CD4+ > 400, 6,4
voudig) tellings het ‘n groter risiko vir hepatiese newe-effekte. Die risiko bly egter na hierdie tydperk en
monitering moet met gereelde tussenposes deur die behandeling voortduur. Pasiénte moet ingelig word
dat hepatiese reaksies ‘n belangrike toksisiteit van VIROPON 200 mg TABLETS is en dat die voorkoms van
simptome wat dui op hepatitis, hulle dadelik moet laat kontak maak met hul dokter.

Verhoogde aspartaat transaminase (AST) of alanien aminotransferase (ALT) vlakke > 2,5 x BLN aan die begin
van antiretrovirale terapie word geassosieer met groter (3,2 tot 4,2 voudige) risiko van hepatiese nadelige
gebeurtenisse gedurende antiretrovirale behandeling by VIROPON 200 mg TABLETS bevattende regimens.
VIROPON 200 mg TABLETS is teenaangedui by pasiénte met ernstige onderliggende lewerafwykings. Pasiénte
met chroniese hepatitis B of C en behandel met kombinasie antiretrovirale terapie het ‘n verhoogde risiko vir erge
en potensieél noodlottige hepatiese ongunstige effekte. In die geval van meegaande antivirale terapie vir hepatitis
B of C, verwys asseblief na die relevante produkinligting van hierdie medisinale produkte.

PASIENTINLIGTINGSBILJET
SKEDULERINGSTATUS

EIENDOMSNAAM, STERKTE EN FARMASEUTIESE VORM
VIROPON 200 mg TABLETS (Nevirapien)

Lees hierdie hele biljet sorgvuldig deur voordat u VIROPON 200 mg TABLETS begin gebruik.

- Hou hierdie biljet. Jy sal dit dalk weer moet lees.

- Asu verdere vrae het, vra u dokter of apteker.

- VIROPON 200 mg TABLETS is vir u persoonlik voorgeskryf en u behoort nie u medisyne met ander mense te
deel nie. Dit kan hulle skade aandoen, selfs as hulle simptome dieselfde is as joune.

1. WAT VIROPON 200 mg TABLETS BEVAT

« Die aktiewe bestanddeel is nevirapien. Elke onbedekte tablet bevat 200 mg nevirapien.

+ Die ander bestanddele is: kolloidale silikoondioksied, laktosemonohidraat, magnesiumstearaat,
mikrokristallyne sellulose, povidoon, natriumstyselglikollaat.

Bevat suiker: Laktosemonohidraat 340 mg

Belangrike inligting oor sommige van die bestanddele van VIROPON 200 mg TABLETS.

VIROPON 200 mg TABLETS bevat laktose. Pasiénte met die seldsame oorerflike toestande van laktose of

galaktose-intoleransie moet nie VIROPON 200 mg TABLETS gebruik nie.

Laktose kan ‘n invloed hé op die beheer van jou bloedsuiker as jy diabetes mellitus het.

2. WAT VIROPON 200 mg TABLETS VOOR GEBRUIK WORD

Nevirapien tablette behoort aan ‘n groep medisyne wat antiretrovirale genoem word. Hulle word gebruik in
kombinasie met ander antiretrovirale middels om die progressie van Menslike Immuungebrekvirus (MIV) te
vertraag in beide volwassenes en kinders met MIV-infeksie en diegene wat die simptome van VIGS ontwikkel
het. Dit is belangrik om te besef dat nevirapien tablette nie ‘n geneesmiddel vir MIV-infeksie is nie en dat jy dalk
infeksie of ander siektes wat met MIV-infeksie geassosieer word, kan ontwikkel. Dit is ook belangrik om te besef
dat nevirapien tablette nie bewys het om die risiko van oordrag van MIV aan ander deur seksuele kontak of
bloedbesmetting te verminder nie.

3. VOORDAT U VIROPON 200 mg TABLETS NEEM

As u gereeld ander medisyne gebruik, insluitend komplementére of tradisionele medisyne, kan

die gebruik van VIROPON 200 mg TABLETS saam met hierdie medisyne ongewenste interaksies
veroorsaak.

Raadpleeg asseblief u dokter, apteker of ander gesondheidswerker vir advies.

Moenie VIROPON 200 mg TABLETS neem

« Asjy hipersensitief (allergies) is vir nevirapien of enige ander bestanddeel van nevirapien tablette nie.

» Asjy voorheen hepatitis, erge veluitslag of lewerskade tydens behandeling met nevirapien ervaar het.

* Asjy tans rifampisien gebruik (gebruik om tuberkulose te behandel).

*  As u produkte gebruik wat Hypericum perforatum (“St John’s Wort”) bevat, kan dit keer dat nevirapien tablette
behoorlik werk.

As die antwoord “JA” is op enige van hierdie vrae, en as u dit nie met u dokter bespreek het nie, moet u terugkeer

na u dokter VOORDAT u behandeling begin.

Wees veral versigtig met VIROPON 200 mg TABLETS

+ Pasiénte wat VIROPON 200 mg TABLETS gebruik, kan ernstige lewersiekte of erge velreaksies
ontwikkel wat die dood kan veroorsaak. U dokter sal u gedurende die eerste 18 weke van die terapie
monitor. Die grootste risiko van lewersiekte en velreaksies vind plaas in die eerste 6 weke van die terapie.
Hierdie reaksies kan ook later voorkom.

* Indien u 'n ernstige uitslag of uitslag opdoen met enige van die volgende simptome, stop die gebruik van
VIROPON 200 mg TABLETS en skakel onmiddellik u dokter: koors, spier- of gewrigspyne, blase, mondsere,
konjunktivitis (rooi of ontsteekte oé), swelling van jou gesig, algemene siek gevoel.

*  Vroue en pasiénte met hoér CD4-tellings (bloedtellings) het ‘n groter kans om lewerskade te ontwikkel, dikwels
vergesel van ‘n uitslag, terwyl hulle nevirapien gebruik.

« Pasiénte met hoér lewerfunksietoetse en pasiénte met hepatitis B of C het ‘n groter kans om lewerskade te
ontwikkel terwyl hulle nevirapien neem.

» As u enige van die volgende simptome van lewerprobleme ontwikkel, skakel u dokter dadelik: anoreksie
(gebrek aan aptyt), naarheid (siekgevoel, gevoel dat die mens op die punt is om te braak), vergeling van u
vel of wit van die 0é, donker urine, ligte stoelgang, pyn, skete of sensitiwiteit om aan jou regterkant onder jou
ribbes te raak.

* Indien u bewyse van lipodistrofie het, moet u ‘n deeglike kardiovaskulére risikobepaling hé.

* As u gewrigskete en pyne ervaar, gewrigstyfheid of moeilikheid in beweging.

*  As udokter u vertel het dat u onverdraagsaam is teenoor sekere suikers.

* As u diabetes mellitus het (hoé bloedsuiker).

Neem van VIROPON 200 mg TABLETS met kos of drank:

VIROPON 200 mg TABLETS kan voor of na etes geneem word. Die absorpsie van nevirapien word nie deur
voedsel beinvloed nie.

Swangerskap: Die veiligheid van nevirapien by menslike swangerskap is nie vasgestel nie.

As u swanger is of u baba borsvoed terwyl u VIROPON 200 mg TABLETS gebruik, raadpleeg asseblief u
dokter, apteker of ander gesondheidswerker vir advies.
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Pasiénte met voorafbestaande lewerdisfunksie, insluitend chroniese aktiewe hepatitis het ‘n verhoogde frekwensie
van lewerfunksie abnormaliteite gedurende kombinasie terapie, en moet gemonitor word volgens die standaard
praktyk. Indien daar bewys is van verergering van lewersiekte by sulke pasiénte, moet onderbreking of staking van
behandeling oorweeg word.

Vrouens het ‘n drie-voudige hoér risiko as mans vir uitslag-geassosieerde voorvalle (4,6 % vs 1,5 %). Pasiénte met
hoér CD4 tellings kan ook ‘n hoér risiko hé vir uitslag-geassosieerde hepatiese voorvalle met VIROPON 200 mg
TABLETS. In ‘n retrospektiewe oorsig, het vrouens met CD4 tellings > 250 selle/mm? ‘n 9,8 voudige hoér risiko
van uitslag-geassosieerde hepatiese ongunstige effekte gehad in vergelyking met vrouens met CD4 tellings < 250
selle/mm?® (0,84 % vs. 0,9 %). ‘n Verhoogde risiko (6,4 voudig) was opgemerk by mans met CD4 tellings > 400
selle/mm? in vergelyking met mans met CD4 tellings < 400 selle/mm? (4,5 % vs. 0,7 %).

Pasiénte moet ingelig word dat hepatiese reaksies ‘n groot toksisiteit van VIROPON 200 mg TABLETS is, en
noukeurige monitering benodig gedurende die eerste 18 weke. Hoewel, erge lewersiekte kan voorkom na 18 weke.
Dus moet monitering volgehou word met gereelde intervalle na hierdie periode, afhangende van die pasiént se
kliniese status. Hulle moet ingelig word dat voorkoms van simptome suggestief van hepatitis, hulle dadelik moet
lei om hulle dokter te kontak.

Lewerfunksie monitering:

Alle pasiénte moet basislyn lewerfunksietoetse hé voor behandeling met VIROPON 200 mg TABLETS (sien
“WAARSKUWINGS en SPESIALE VOORSORGMAATREELS” en “KONTRA-INDIKASIES”).

Indien aspartaat transaminase (AST) of alanien aminotransferase (ALT) > 2,5 x Boonste Limiet van Normaal (BLN)
voor of gedurende behandeling is, moet lewertoetse meer dikwels gemonitor word, gedurende meer dikwelse
kliniese besoeke. VIROPON 200 mg TABLETS moet nie toegedien word of hertoegedien word aan pasiénte met
voorbehandeling AST > 5 x BLN nie.

Abnormale lewerfunksie is gerapporteer met nevirapien, sommige in die eerste paar weke van behandeling.
Asimptomatiese verhogings van lewerensieme word dikwels beskryf en is nie noodwendig ‘n kontra-indikasie vir
die gebruik van nevirapien nie. Asimptomatiese GGT verhogings is nie ‘n kontra-indikasie om aan te gaan met
gebruik nie. Monitering van lewerfunksietoetse word streng aanbeveel met dikwelse intervalle, toepaslik tot die
pasiént se kliniese behoeftes, veral gedurende die eerste 2 tot 3 maande van behandeling. Mindere monitering is
nodig daarna. Dokters en pasiénte moet waaksaam wees vir prodromale tekens of bevindings van hepatitis soos
anoreksie, naarheid, geelsug, bilirubinemie, akoliese stoelgang, hepatomegalie of lewerteerheid.

Pasiénte moet ingelig word om mediese aandag te verkry indien dit voorkom.

Indien aspartaat transaminase (AST) of alanien aminotransferase (ALT) verhoog tot > 5 x Boonste Limiet
van Normaliteit gedurende behandeling, moet VIROPON 200 mg TABLETS onmiddellik gestaak word.
Indien aspartaat transaminase (AST) of alanien aminotransferase (ALT) terugkeer na basislynwaardes,
kan dit moontlik wees om VIROPON 200 mg TABLETS weer in te stel, op ‘n geval tot geval basis,
met die aanvangsdosering van 200 mg/dag vir 14 dae, gevolg deur 400 mg/dag. Indien lewerfunksie
abnormaliteite vinnig terugkeer, moet VIROPON 200 mg TABLETS permanent onttrek word.

Indien kliniese hepatitis voorkom, gekenmerk deur anoreksie, naarheid, braking, ikterus en
laboratoriumbevindings soos matige of erge lewerfunksie-toets abnormaliteite (uitsluitend GGT), moet
VIROPON 200 mg TABLETS permanent gestaak word. VIROPON mg TABLETS moet nie weer toegedien
word aan pasiénte wat permanente onttrekking benodig het vir kliniese hepatitis weens VIROPON 200 mg
TABLETS nie.

Pasiénte wat VIROPON 200 mg TABLETS en ander antiretrovirale middels ontvang, kan voortgaan om
opportunistiese infeksies en ander komplikasies van MIV-infeksie te ontwikkel. Pasiénte moet dus onder noukeurige
toesig van mediese praktisyns met ondervinding in die behandeling van pasiénte met MIV-geassosieerde siektes
bly.

Algemeen: Wanneer VIROPON 200 mg TABLETS toegedien word as deel van ‘n antiretrovirale behandelingsregimen,
moet die volledige produkinligting vir elke terapeutiese komponent geraadpleeg word voor die aanvang van die
behandeling.

Terwyl nevirapien grootliks deur die lewer gemetaboliseer word, en nevirapienmetaboliete omvattend deur die
niere uitgeskakel word, dui die farmakokinetiese resultate daarop dat versigtigheid uitgeoefen moet word wanneer
VIROPON 200 mg TABLETS toegedien word aan pasiénte met meer as ligte lewerdisfunksie. VIROPON 200 mg
TABLETS moet nie toegedien word aan pasiénte met ernstige lewerdisfunksie (AST/ALT > 5 x BLN) nie. By
pasiénte met nierdisfunksie wat hemodialise ondergaan, dui farmakokinetiese resultate daarop dat die aanvulling
van VIROPON 200 mg TABLETS-terapie met ‘'n addisionele 200 mg dosis VIROPON 200 mg TABLETS na elke
hemodialise-behandeling sal help om die effekte van hemodialise op nevirapienopruiming te verreken. Anders
vereis pasiénte met CLcr > 20 ml/min nie ‘n aanpassing van nevirapiendosering nie. (Sien “Farmakokinetiese
eienskappe”, “Nierdisfunksie” en “KONTRA-INDIKASIES”). Veiligheid by pasiénte met eindstadium inkorting
wat nie gehemodialiseer is nie, is nie gedemonstreer nie.

Inligting vir pasiénte: Pasiénte moet ingelig word dat VIROPON 200 mg TABLETS nie ‘n geneesmiddel vir
MIV-1-infeksie is nie, en dat hulle steeds siektes wat met gevorderde MIV-1-infeksie geassosieer word, insluitend
opportunistiese infeksies kan ervaar. Behandeling met VIROPON 200 mg TABLETS het nie getoon om die
voorkoms of frekwensie van sulke siektes te verminder nie, en pasiénte moet aangeraai word om onder die sorg
van ‘n dokter te bly wanneer VIROPON 200 mg TABLETS gebruik word.

Pasiénte moet ingelig word dat die langtermyn-effekte van VIROPON 200 mg TABLETS op hierdie stadium
onbekend is.

VIROPON 200 mg TABLETS kan met sommige medisyne wisselwerking hé; daarom moet pasiénte aangeraai
word om aan hul mediese praktisyn verslag te doen oor die gebruik van enige ander medikasie.

Orale voorbehoedmiddels en ander hormonale metodes van geboortebeperking moet nie as die enigste metode
van kontrasepsie gebruik word by vroue wat VIROPON 200 mg TABLETS gebruik nie, aangesien nevirapien die
plasmavlakke van hierdie medisyne kan verlaag. Om hierdie rede, en om die risiko van MIV-oordrag te verminder,
word versperrings voorbehoeding (bv. kondome) aanbeveel.

Lipodistrofie en metaboliese abnormaliteite

Kombinasie antiretrovirale terapie is geassosieer met die herverdeling/akkumulasie van liggaamsvet, insluitend
sentrale vetsug, dorso-servikale vet, vergroting (buffelskof), perifere wegkwyning, gesigswegkwyning,
borsvergroting en verhoogde serumlipied- en glukosevlakke by MIV-pasiénte. Kliniese ondersoek moet evaluering
insluit vir fisiese tekens van vetherverdeling. Pasiénte met bewys van lipodistrofie moet ‘n deeglike kardiovaskulére
risikobepaling hé.

Immuun Rekonstitusie Inflammatoriese Sindroom

Immuun rekonstitusie inflammatoriese sindroom (IRIS) is ‘n immunopatologiese reaksie wat voortspruit uit die
vinnige herstel van patogeen-spesifieke immuunresponse aan vooraf bestaande antigene gekombineer met
immuundisregulasie, wat kort na die kombinasie van Anti-Retrovirale Terapie (kART) voorkom. Tipies lewer sulke
reaksie deur paradoksale verswakking van opportunistiese infeksies wat behandel word of met ontmaskering
van ‘n asimptomatiese opportunistiese siekte, dikwels met ‘n atipiese inflammatoriese voorkoms. IRIS ontwikkel
gewoonlik binne die eerste drie maande van die aanvang van ART en kom meer algemeen voor by pasiénte
met lae CD4-tellings. Algemene voorbeelde van IRIS reaksies op opportunistiese siektes is tuberkulose,
sitomegalovirus retinitis, en kriptokokkale meningitis. Toepaslike behandeling van die opportunistiese siekte moet
ingestel word of voortgesit word en ART gaan voort. Inflammatoriese manifestasies bedaar gewoonlik na ‘n paar
weke. Ernstige gevalle kan op glukokortikoiede reageer, maar daar is slegs beperkte bewyse hiervoor by pasiénte
met tuberkulose IRIS. Outo-immuunafwykings (soos Graves se siekte) is ook gerapporteer as IRIS-reaksies;
hoewel, die gerapporteerde tyd tot aanvang is egter meer veranderlik en hierdie gebeure kan baie maande na
aanvang van behandeling voorkom.

Osteonekrose

Alhoewel die etiologie multifaktories beskou word (insluitend kortikosteroiedgebruik, alkoholverbruik, ernstige
immunosuppressie, hoér liggaamsmassa-indeks), is gevalle van osteonekrose aangemeld, veral by pasiénte
met gevorderde MIV-siekte en/of langtermyn blootstelling aan kombinasie Anti-Retrovirale Terapie (KART).
Pasiénte moet aangeraai word om mediese advies te verkry indien hulle gewrigskete en pyn, gewrigstyfheid of
bewegingsprobleme ervaar.

Opportunistiese infeksies

Pasiénte wat VIROPON 200 mg TABLETS ontvang, moet aangeraai word dat hulle opportunistiese infeksies
en ander komplikasies van MIV-infeksie kan ontwikkel. Daarom moet hulle onder die noue observasie bly van
professionele gesondheidswerkers met ondervinding van pasiénte wat aan verwante MIV-siektetoestande ly.
Gereelde monitering van viruslading en CD4-tellings moet gedoen word.

Die risiko van MIV-oordrag aan ander
Pasiénte moet in kennis gestel word dat die huidige antiretrovirale terapie, insluitend VIROPON 200 mg TABLETS,

die risiko van oordrag van MIV aan ander deur seksuele kontak of bloedbesmetting nie verhoed nie. Toepaslike
voorsorgmaatreéls moet aangewend word.

Effekte op die vermoé om te bestuur en masjiene te gebruik:

Daar is geen spesifieke studies oor die vermoé om voertuie te bestuur en masjinerie te gebruik nie. Slaperigheid
is egter gerapporteer in samewerking met nevirapienterapie. As dit voorkom tydens die toediening van VIROPON
200 mg TABLETS, is dit raadsaam om van sulke aktiwiteite af te sien.

VIROPON 200 mg TABLETS bevat laktose.

Pasiénte met die rare oorerflike kondisie van galaktose intoleransie bv. galatosemie, Lapp-laktase tekort, of
glukose-galaktose wanabsorpsie moet nie VIROPON 200 mg TABLETS gebruik nie.

Laktose kan 'n effek hé op die glukemiese beheer van pasiénte met diabetes mellitus.

INTERAKSIES:

Nevirapien het getoon om ‘n induseerder te wees van hepatiese sitochroom P450 metaboliese ensieme (CYP3A,
CYP2B) en kan laer plasmakonsentrasies tot gevolg hé van ander meegaande toegediende medisyne wat
ekstensief gemetaboliseer word deur CYP3A of CYP2B (sien “Farmakokinetiese eienskappe”). Dus, indien
‘n pasiént gestabiliseer is op ‘n doseringsregimen vir ‘n medisyne gemetaboliseer deur CYP3A of CYP2B en
behandeling begin met VIROPON 200 mg TABLETS, kan dosisaanpassings nodig wees.

Nukleosiedanaloé&: Geen doseringsaanpassings is nodig wanneer VIROPON 200 mg TABLETS geneem word in
kombinasie met sidovudien (ZDV), didanosien (ddl), salsitabien (ddc) en stavudien (d4T) nie.

Protease inhibeerders: By die volgende studies was nevirapien 200 mg een maal per dag gegee vir twee weke
gevolg deur 200 mg twee maal per dag vir 28 dae.

Sakwinavir: Meegaande toediening van nevirapien en sakwinavir (harde gelatien kapsules, 600 mg tid) het ‘n
24 % gemiddelde vermindering tot gevolg (p=0,041) in sakwinavir AOK en geen beduidende verandering in
nevirapien plasmavlakke nie. Die afname in sakwinavir-vlakke weens hierdie interaksie kan die marginale
plasmavlakke van sakwinavir verder verminder, wat bereik word met die harde gelatien kapsule formulering. Die
kliniese betekenis van hierdie interaksie is nie bekend nie.

Meegaande toediening het nie die farmakokinetika van nevirapien geaffekteer nie.

Ritonavir: Geen doseringsaanpassings word benodig wanneer nevirapien in kombinasie met ritonavir geneem
word nie.

Indinavir: Nevirapien en indinavir (800 mg tid) saam toegedien, het ‘'n 28 % gemiddelde vermindering (p <0,01) in
indinavir AOK en geen beduidende verandering in nevirapien plasmavlakke tot gevolg nie. ‘n Dosisverhoging van
indinavir tot 1 000 mg q8h moet oorweeg word wanneer indinavir gegee word met nevirapien 200 mg bid; nogtans
is daar geen data huidiglik beskikbaar om die korttermyn of langtermyn antivirale aktiwiteit te bepaal of indinavir
1000 mg g8h met nevirapien 200 mg bid sal verskil van die van indinavir 800 mg q8h met nevirapien 200 mg bid.
Nelfinavir: Nevirapien, nelfinavir (750 mg tid) en stavudien (30 tot 40 mg bid) toegedien in kombinasie het geen
statisties-beduidende veranderinge gewys in nelfinavir farmakokinetiese parameters nie, na die toevoeging van
nevirapien (AOK +4 % C_ . +14 % enC_ -2 %).

Vergeleke met historiese kontroles, blyk nevirapienvlakke onveranderd te wees.

Daar was geen verhoogde veiligheidsbekommernisse opgemerk wanneer nevirapien toegedien was in kombinasie
met enige van die protease inhibeerders nie.

Ketokonasool: Ketokonasool en nevirapien moet nie saam gegee word nie. Toediening van nevirapien 200 mg bid
met ketokonasool 400 mg gid het betekenisvolle afname tot gevolg gehad (63 % mediaanafname in ketokonasool
AOK en ‘n 40 % mediaanafname in ketokonasool C__ ). In dieselfde studie, het ketokonasool toediening ‘n 15
tot 28 % verhoging tot gevolg gehad in plasmavlakke van nevirapien in vergelyking met historiese kontroles.
Die effekte van nevirapien op itrakonasool is nie bekend nie. Alhoewel interaksie studies nie gedoen is nie, kan
antifungusmiddels wat renaal uitgeskei word (bv. flukonasool) vervang word vir ketokonasool.

Flukonasool: Meegaande toediening van flukonasool en nevirapien het ongeveer 100 % verhoging in
nevirapienblootstelling tot gevolg gehad, in vergelyking met historiese data waar nevirapien alleen toegedien is.
Weens die risiko van verhoogde blootstelling met nevirapien, moet sorg geneem word indien VIROPON 200 mg
TABLETS en flukonasool saam gegee word en pasiénte moet sorgvuldig gemonitor word. Daar was geen kliniese
relevante effek van nevirapien nie.

Antikoagulante: Die in-vitro interaksie tussen nevirapien en die antitrombotiese middel warfarien is kompleks. Met
die gevolg, wanneer hierdie middels saam toegedien word, kan warfarienplasmavlakke en terapeutiese effektiwiteit
verander met die potensiaal vir beide verhogings en verminderings in koagulasie tyd. Die netto effek van die
interaksie kan verander gedurende die eerste weke van gelyktydige toediening of met staking van nevirapien.
Wanneer warfarien saam toegedien word met nevirapien, moet protrombientyd meer dikwels gemonitor word.
CYP-isoensiem-induseerders (bv. rifampisien, rifabutien): Nevirapien in kombinasie met rifampisien het geen
beduidende verandering in rifampisien C__ - en AOK tot gevolg gehad nie. In teenstelling hiermee, het rifampisien
‘n beduidende verlaging van die AOK van nevirapien (-58 %), C ... (-50 %) en C_. (-68 %) in vergelyking met
historiese data opgelewer. Op die oomblik is daar onvoldoende data om te bepaal watter doseringsaanpassings
benodig word wanneer nevirapien en rifampisien saam toegedien word.

Rifabutien: Toediening van nevirapien 200 mg twee keer per dag met rifabutien 300 mg vier keer daagliks (of 150
mg vier keer daagliks indien gelyktydig ZDV of protease inhibeerders ontvang word), het ‘n beduidende toename
in rifabutienkonsentrasies tot gevolg gehad (29 % gemiddelde toename in rifabutien AOK en ‘n 28 % gemiddelde
toename in rifabutien C__ ) en ‘n beduidende toename (20 %) in mediaan C__ . Daar was geen beduidende
veranderinge in die 25-O-desasetiel-rifabutien-konsentrasies van die aktiewe metaboliet nie. Hoé interpasiént
veranderlikheid kan egter tot gevolg hé dat sommige pasiénte groot toenames in blootstelling aan rifabutien
ervaar, wat hulle op hoér risiko vir toksisiteit kan veroorsaak. In dieselfde studie het rifabutientoediening gelei tot
‘n oénskynlike aansienlike toename in sistemiese opruiming van nevirapien met 9 % in vergelyking met historiese
kontrole. Laasgenoemde veranderinge word nie as klinies belangrik beskou nie. Sorg moet geneem word wanneer
nevirapien en rifabutien gelyktydig toegedien word met oorwegings van ‘n afname in die dosis rifabutien. Die dosis
VIROPON 200 mg TABLETS moet nie verander word nie.

“St. John’s Wort”: Gelyktydige gebruik van VIROPON 200 mg TABLETS en “St. John’s Wort” (hypericum
perforatum) of “St. John’s Wort” bevattende produkte word nie aanbeveel aangesien mede-toediening van Nie-
Nukleosied Tru-Transkriptase Inhibeerders (NNRTIs), insluitend VIROPON 200 mg TABLETS met “St. John's
Wort”, verwag word om NNRTI konsentrasies te verminder en kan tot optimale viakke van VIROPON 200 mg
TABLETS lei, en lei tot verlies van virologiese respons en moontlike weerstand teen VIROPON 200 mg TABLETS
of die klas van NNRTI’s. Die biobeskikbaarheid van nevirapien word met 57 + 19 % (AOK) verminder en die C_,
van nevirapien word met 81 + 16 % verminder.

CYP-isoensiem-induseerders (bv. simetidien en makroliede): Nevirapien-trogkonsentrasies was verhoog by
pasiénte wat simetidien ontvang het (+21 %).

Die resultate van ‘n nevirapien-klaritromisien-interaksiestudie het gelei tot ‘n beduidende verlaging in AOK vir
klaritromisien (30 %) en C__ . (-21 %) en C . (-46 %), maar ‘n beduidende toename in die AOK (58 %) en C__
(62 %) van die aktiewe metaboliet 14-OH klaritromisien. Daar was ‘n beduidende toename in die nevirapien C_.
(28 %) en ‘n nie-beduidende toename in AOK vir nevirapien (26 %) en C__ (24 %). Toetsresultate sal voorstel
dat geen dosisaanpassing nodig is vir 6f klaritromisien of nevirapien wanneer die twee geneesmiddels saam
toegedien word nie. Noukeurige monitering van hepatiese abnormaliteite en aktiwiteit teen Mycobacterium avium
intrasellulére kompleks (MAC) word nietemin aanbeveel en alternatiewe terapie vir klaritromisien moet oorweeg
word wanneer ‘n pasiént vir Mycobacterium avium intrasellulére kompleks (MAC) behandel word, aangesien die
aktiewe metaboliet nie effektief is in die geval nie.

Orale voorbehoedmiddels: Ander maniere van voorbehoeding (soos versperringsmetodes) word aanbeveel
wanneer nevirapien aan vroue van kinderbarende potensiaal toegedien word, aangesien estrogeenviakke
aansienlik verminder word wanneer dit met nevirapien gebruik word. Vir ander terapeutiese gebruike wat hormonale
regulering vereis, moet die terapeutiese effek by pasiénte wat met nevirapien behandel word, gemonitor word.
Metadoon: Gebaseerop die metabolisme van metadoon, kan VIROPON 200 mg TABLETS die plasmakonsentrasies
van metadoon verlaag deur sy hepatiese metabolisme te verhoog. Narkotiese onttrekkingsindroom is aangemeld
by pasiénte wat gelyktydig met nevirapien en metadoon behandel word. Metadoon-onderhoude pasiénte wat
VIROPON 200 mg TABLETS terapie begin, moet gemonitor word vir bewyse van onttrekking en metadoon-dosis
moet dienooreenkomstig aangepas word.

Ander inligting oor interaksies:

In vitro: Studie met menslike lewermikrosome het aangedui dat die vorming van nevirapien hidroksiliseerde
metaboliete nie geraak is deur die teenwoordigheid van dapsoon, rifabutien, rifampisien en trimetoprim/
sulfametoksasool nie. Ketokonasool en eritromisien inhibeer die vorming van nevirapien hidroksiliseerde
metaboliete aansienlik. Kliniese studies is nie uitgevoer nie. Daar moet kennis geneem word dat ander verbindings
wat substrates van CYP3A of CYP2B6 is, verminderde plasmakonsentrasies kan hé wanneer dit saam met
VIROPON 200 mg TABLETS toegedien word.

MENSLIKE VOORTPLANTING:
Sien “KONTRA-INDIKASIES”.

DOSERING EN GEBRUIKSAANWYSINGS:

Volwassenes: Die aanbevole dosis vir VIROPON 200 mg TABLETS is een 200 mg tablet daagliks vir die eerste
14 dae (hierdie inleidingsperiode moet gebruik word, want dit is gevind dat dit die frekwensie van uitslag
verminder), gevolg deur een 200 mg tablet twee maal per dag, in kombinasie met ten minste twee antiretrovirale
middels wat die pasiént nie voorheen blootstelling mee gehad het nie. Vir gesamentlike toegediende antiretrovirale
behandeling, moet die aanbevole dosering en monitering gevolg word. Die totale daaglikse dosis moet nie 400
mg oorskry nie.

ks

Borsvoeding: U moet ophou met borsvoeding as u nevirapien tablette gebruik. Sommige gesondheidskenners
beveel aan dat jy borsvoeding stop as jy MIV-infeksie het om die kanse om die infeksie aan jou baba oor te dra,
te verlaag.

Bestuur en die gebruik van masjinerie:

As slaperigheid voorkom terwyl VIROPON 200 mg TABLETS gebruik word, is dit raadsaam om nie te bestuur of
masjinerie te gebruik nie.

Neem van ander medisyne saam met VIROPON 200 mg TABLETS:

Vertel altyd jou gesondheidswerker as jy enige ander medisyne gebruik. (Dit sluit in komplementére of tradisionele

medisyne).

Wanneer u VIROPON 200 mg TABLETS gebruik, is dit veral belangrik dat u gesondheidswerker weet of u enige

van die volgende gebruik:

+  Simetidien

»  Klaritromisien

*  Flukonasool

* Ketokonasool - Ketokonasool en nevirapien moet nie saam gegee word nie.

»  Warfarien - Jou dokter sal jou bloedvlakke meer gereeld monitor as jy VIROPON 200 mg TABLETS saam met
warfarien gebruik.

*  Metadoon

*  Rifampisien

+ Rifabutien

+  Orale voorbehoedmiddels (geboortebeperking) - Nevirapien kan die hoeveelheid van hierdie medisyne in die
liggaam verminder en minder effektief maak. Praat met jou dokter oor ander vorme van geboortebeperking (bv.
kondome) wat jy kan gebruik.

«  “StJohn’s Wort” of “St John’s Wort” bevattende produkte - Hierdie medisyne kan die hoeveelheid nevirapien
in die liggaam verminder.

4. HOE OM VIROPON 200 mg TABLETS TE GEBRUIK

Moenie medisyne wat vir u voorgeskryf is, met enige ander persoon deel nie. Neem altyd VIROPON
200 mg TABLETS presies soos u dokter u opdrag gegee het. U moet seker maak met u dokter of apteker
as u onseker is. As u die indruk het dat die effek van VIROPON 200 mg TABLETS te sterk of te swak is,
praat met u dokter of apteker.

Nevirapien tablette moet slegs per mond ingeneem word. Die normale dosering is een 200 mg tablet vir die eerste
14 dae van behandeling (hierdie “inleidingsperiode” het getoon om die voorkoms van veluitslag te verminder),
gevolg deur een tablet van 200 mg twee keer per dag. Nevirapien tablette sal altyd in kombinasie met ander
MIV-antiretrovirale middels geneem word, waarvoor u die instruksies in die bygaande verpakkingsbiljet moet volg.
Dit is noodsaaklik om die een keer daaglikse dosering streng te volg gedurende die 14 dae “inleidingsperiode”,
voordat dit verhoog tot die twee keer daaglikse dosering.

Jy moet voortgaan om nevirapien tablette te gebruik vir so lank as wat jou dokter opdrag gee. Soos verduidelik
in “Wees veral versigtig met VIROPON 200 mg TABLETS” hierbo, sal u dokter u monitor deur lewertoetse of
vir ongewenste effekte soos uitslag. Afhangende van die uitkoms, kan hy of sy besluit om u nevirapien tablette
te onderbreek of te stop. Hy of sy kan dan besluit om weer op ‘n laer dosis te begin. As jy ophou om nevirapien
tablette te gebruik vir meer as 7 dae, sal jou dokter jou opdrag gee om weer die 14 dae “inleidingsperiode” (hierbo
beskryf) te begin voordat jy terugkeer na die twee keer daaglikse dosis.

Moenie die dosis wat u dokter voorgeskryf het, oorskry nie.

As u meer VIROPON 200 mg TABLETS gebruik as wat u moet:

Daar is tans min inligting oor die effekte van nevirapien tablette oordosis. In die geval van oordosering, raadpleeg
u dokter of apteker. As nie een van hulle beskikbaar is nie, soek hulp by die naaste hospitaal of gifbeheersentrum.

As jy vergeet om VIROPON 200 mg TABLETS te gebruik:

Moenie ‘n dubbeldosis neem om op te maak vir vergete individuele dosisse nie.

5. MOONTLIKE NEWE-EFFEKTE

VIROPON 200 mg TABLETS kan newe-effekte hé.

Die belangrikste newe-effekte van nevirapien tablette is ernstige en lewensbedreigende kutane reaksies en ernstige
lewerbeserings. Hierdie reaksies vind hoofsaaklik plaas in die eerste 8 weke van behandeling met nevirapien
tablette. Dit is dus ‘n belangrike tydperk wat ‘n noue toesig vereis. Wanneer uitslag voorkom, is dit gewoonlik
liggies tot matig. Hoewel, by ongeveer 7 % van die pasiénte kan ‘n uitslag, wat voorkom as ‘n blaasvormende
velreaksie, ernstig of lewensbedreigend wees en sterftes is aangeteken. Die meeste van die gevalle van beide
ernstige uitslag en ligte/matige uitslag vind plaas in die eerste agt weke van behandeling. As u ooit enige uitslag
simptome waarneem, stel u dokter dadelik in kennis. As die simptome ernstig is, moet u die behandeling stop en
u dokter dadelik besoek. Hipersensitiwiteit (allergiese) reaksies kan voorkom. Sulke reaksies kan in die vorm van
uitslag voorkom, gepaardgaande met ander newe-effekte soos koors, blaasvorming, mondsere, oogontsteking,
gesigswelling, algemene swelling, spier- of gewrigspyne, ‘n vermindering in witbloedselle (granulositopenie),
algemene gevoelens van siekte of ernstige probleme met die lewer of niere.

As u uitslag en enige ander newe-effekte van ‘n hipersensitiwiteitsreaksie ervaar, moet u asseblief u dokter dadelik
inlig, aangesien sulke reaksies potensieel lewensbedreigend kan wees.

Abnormale lewerfunksionering is aangemeld met die gebruik van nevirapien tablette, insluitend gevalle van
hepatitis, wat tot gevolg gehad het dat daar aangetekende sterftes is. As u kliniese simptome ervaar wat ‘n
besering van die lewer aandui, soos verlies van eetlus, naarheid, braking, of geelsug, moet u u dokter inlig.
Ander newe-effekte wat kan voorkom, is koors, naarheid, hoofpyn, slaperigheid, braking, diarree, maagpyn, spierpyn
en enige van hierdie newe-effekte kan voorkom saam met die uitslag newe-effek (hipersensitiwiteitsreaksie).

Pasiénte moet ingelig word om VIROPON 200 mg TABLETS elke dag te neem soos voorgeskryf. Pasiénte moet
nie die dosis verander sonder om hulle dokter te raadpleeg nie. Indien ‘n dosis oorgeslaan word, moet pasiénte nie
die volgende dosis verdubbel nie, maar moet die volgende dosis so spoedig as moontlik neem.

Monitering van pasiénte: Kliniese chemie, insluitend lewerfunksietoetse, moet gedoen word voor die aanvang
van VIROPON 200 mg TABLETS behandeling en met toepaslike intervalle gedurende behandeling. (Sien
“WAARSKUWINGS en SPESIALE VOORSORGMAATREELS”).

Doseringsaanpassing: VIROPON 200 mg TABLETS moet gestaak word indien pasiénte erge uitslag of ‘n
uitslag vergesel van gestelbevindings (sien “WAARSKUWINGS en SPESIALE VOORSORGMAATREELS”)
ondervind. Pasiénte wat uitslag ondervind gedurende die 14 dae inleidingsperiode van 200 mg/dag
moet nie hulle dosis van VIROPON 200 mg TABLETS verhoog totdat die uitslag opgeklaar het nie (Sien
“WAARSKUWINGS en SPESIALE VOORSORGMAATREELS”).

VIROPON 200 mg TABLETS toediening moet onderbreek word by pasiénte wat matige lewerfunksietoets
abnormaliteite ondervind, bv. AST of ALT < 5 x BLN [uitsluitend gamma glutamiel transferase (GGT)]. Indien
aspartaat transaminase (AST) of alanien aminotransferase (ALT) terugkeer na basislyn-waardes en indien die
pasiént geen kliniese tekens en simptome het van hepatitis of gestelsimptome of ander bevindings wat suggestief
is van orgaandisfunksie nie, kan dit moontlik wees om VIROPON 200 mg TABLETS weer te begin, gebaseer op
kliniese vereiste en oordeel, op ‘n geval tot geval basis. VIROPON 200 mg TABLETS kan dan weer begin word
met 200 mg per dag, en verhoog tot 200 mg tweemaal per dag met sorg, na verlengde observasie. Indien matige
of erge lewerfunksietoets-abnormaliteite terugkeer, moet VIROPON 200 mg TABLETS permanent gestaak word
(Sien “WAARSKUWINGS en SPESIALE VOORSORGMAATREELS”).

Pasiénte wat VIROPON 200 mg TABLETS dosering onderbreek vir meer as 7 dae, moet weer begin met die
aanbevole dosering van een 200 mg tablet per dag vir die eerste 14 dae (inleiding), gevolg deur een 200 mg tablet
twee maal per dag.

Vir die dosering van pasiénte met hepatiese disfunksie, insluitend dié wat hemodialise ondergaan, verwys
asseblief na die afdeling “Farmakokineti Eienskappe”.

NEWE-EFFEKTE:

Frekwensie klasse: baie algemeen (> 1/10); algemeen (> 1/100, <1/10); nie algemeen (> 1/1,000, <1/100), selde
(>1/10,000, <1/1,000); baie selde (<1/10,000).

Bloed- en limfstelselafwykings:

Selde: granulositopenie, anemie

Immuunstelselafwykings:
Algemeen: allergiese reaksies
Selde: hipersensitiwiteit (sindroom), anafilakse

Senuweestelselafwykings:

Algemeen: hoofpyn

Gastrointestinale afwykings:

Algemeen: naarheid

Nie algemeen: braking, buikpyn

Selde: diarree

Hepato-biliére afwykings:

Algemeen: hepatitis (1,2 %), abnormale lewerfunksietoetse
Nie algemeen: geelsug

Selde: lewerversaking/fulminante hepatitis

Vel- en subkutane weefselafwykings:

Algemeen: uitslag (9 %)

Nie algemeen: Stevens Johnson se sindroom (0,3 %), urtikarie
Selde: toksiese epidermale nekrolise, angio-edeem

Muskuloskeletale-, bindweefsel en beenafwykings:

Nie algemeen: mialgie

Selde: artralgie

Algemene afwykings en kondisies by die plek van toediening:

Nie algemeen: moegheid, koors

Na-bemarking ondervinding het gewys dat die mees ernstige ongunstige reaksies Stevens Johnson se
sindroom, toksiese epidermale nekrolise, ernstige hepatitis/hepatiese versaking en hipersensitiwiteits-sindroom,
gekenmerk deur uitslag met gestelsimptome soos koors, artralgie, mialgie en limfadenopatie, plus visserale
betrokkenheid, soos hepatitis, eosinofilie, granulositopenie en renale disfunksie is. Die eerste 18 weke van
behandeling is ‘n kritieke periode, wat noukeurige monitering benodig (Sien “WAARSKUWINGS en SPESIALE
VOORSORGMAATREELS”).

Vel en subkutane weefsels:

Die mees algemene kliniese toksisiteit van VIROPON 200 mg TABLETS is uitslag. Uitslag te wyte aan

nevirapien het voorgekom by 16 % van pasiénte in kombinasie regimens in Fase Il/lll gekontrolleerde studies.

By hierdie kliniese studies het 35 % pasiénte wat behandel is met nevirapien uitslag ondervind in vergelyking met

19 % pasiénte wat behandel is in kontrole groepe met of sidovudien + didanosien of sidovudien alleen. Erge of

lewensgevaarlike velreaksies het voorgekom by 6,6 % van nevirapien behandelde pasiénte in vergelyking met

1,3 % van pasiénte wat behandel was in die kontrole groepe. Oor die algemeen het 7 % pasiénte nevirapien

gestaak weens uitslag.

Uitslag is gewoonlik lig tot matig, makulopapulére eritemateuse kutane erupsies, met of sonder pruritus, op die

romp, gesig en ledemate. Allergiese reaksies (anafilakse, angio-edeem en urtikarie) is gerapporteer. Erge en

lewensgevaarlike velreaksies het voorgekom by pasiénte behandel met nevirapien, insluitend Stevens Johnson se
sindroom (SJS) en toksiese epidermale nekrolise (TEN). Noodlottige gevalle van SJS, TEN en hipersensitiwiteits-
sindroom is gerapporteer.

Uitslag kan alleen voorkom of in konteks van hipersensitiwiteits-sindroom gekenmerk deur uitslag met

gestelsimptome soos koors, artralgie, mialgie en limfadenopatie plus visserale betrokkenheid, soos hepatitis,

eosinofilie, granulositopenie en renale disfunksie.

VIROPON 200 mg TABLETS moet onmiddellik onttrek word by pasiénte wat erge uitslag ontwikkel of ‘n

uitslag vergesel van gestelsimptome.

Die meerderheid van uitslag van enige erns, kom voor binne die eerste 6 weke van behandeling en sommige

pasiénte benodig hospitalisasie.

Funksionele groepering van kutane erupsies (uitslag) wat veronderstel is om verwant te wees aan

nevirapien:

Groep I: Eriteem, pruritus.

Groep lIA: Een van die twee volgende kliniese presenterings:

1. Ekstensiewe eritemateuse makulére of makulopapulére kutane erupsie of droé afskilfering met of sonder
pruritus sonder die teenwoordigheid van enige addisionele gestelbevindings soos beskryf in Groep Il

2. Tipiese teikenletsels sonder blaasvorming, vesikels of ulserasies in die letsels (gewoonlik verwys na as
erythema multiforme minor).

Groep IIB: Urtikarie.

Groep lll: Een van die volgende vyf kliniese presenterings:

1. Ekstensiewe eritemateuse of makulopapulére uitslag of nat afskilfering met of sonder pruritus, tesame met die
teenwoordigheid van enige van die volgende gestelbevindings:

« Kilinies relevante verhogings in een of meer van die volgende lewerfunksietoetse: Aspartaat transaminase
(AST), alanien aminotransferase (ALT), alkalien fosfatase en wat moontlik verwant is aan die
middelreaksie.

«  Koors, gedefinieer as > 39 °C, moontlik verwant aan middelreaksie.

«  Blaasvorming en/of vesikulering of kutane erupsies.

« Een situs van ekstensiewe mukosale letsels wat veronderstel is om weens ‘n medisynereaksie te wees
(bv. nie weens herpes simplex, CMV).

2. Angio-edeem.

3. Eksfoliatiewe dermatitis: Ernstige wydverspreide eriteem en droé afskilfering van die vel met algemene
oppervlakkige limfadenopatie en met ander gestelbevindings soos koors, gewigsverlies, hipoproteienemie
wat moontlik aan ‘n medisynereaksie te wyte kan wees.

4. Wydverspreide uitslag en serum siekte-agtige reaksies gedefinieer as n kliniese simptoomkompleks
gemanifesteer as koors, limfadenopatie, edeem, mialgie en/of artralgie.

5. Wydverspreide kutane erupsies, wat gewoonlik begin op die gesig en romp of agter, dikwels met prodromale
simptome (bv. koors, algemene moegheid, mialgie, artralgie) plus een of meer van die volgende (gewoonlik
verwys na as Stevens Johnson se sindroom):

* Kutane bullae, soms saamvloeiend, met wydverspreide vel-tipe losmaking wat < 10 % van
liggaamsoppervlakte dek (verwys na as Nikolsky se Teken).

« Twee of meer anatomiese duidelike situsse van mukosale erosie of ulserasie nie te wyte aan ander
gevalle (bv. herpes simplex); mukosale situsse sluit in oraal, laringeaal, nasaal, okulér*, genitaal en rektale
oppervlaktes. (* Nota: Die diagnose van erosie konjunktivitis vereis die teenwoordigheid van ingespuite
konjunktivae plus ‘n purulente konjunktivale afskeiding of visualisering van die konjunktivale erosies. Die
teenwoordigheid van slegs ‘n eritemateuse of ingespuite konjunktiva stel nie die erosie van die konjunktiva
vas nie).

Groep IV: Wydverspreide kutane erupsies, wat gewoonlik op die gesig en romp of rug begin, soms met prodromale

simptome (bv. koors, algemene moegheid, mialgie, artralgie) plus kutane bullae met wydverspreide vel-tipe

losmaking wat >10 % van die liggaamsoppervlakte dek. Nota: Twee of meer anatomiese duidelike situsse van
mukosale erosie of ulserasie nie weens ander oorsake nie (bv. herpes simplex, CMV ens.) kan waargeneem word,
maar word nie verlang vir insluiting van die pasiént in Groep IV nie.

Veronderstelde prodroom tot Groep lll of IV:

Die prodroon sluit in simptome soos koors > 39 °C of <n kliniese simptoom kompleks gemanifesteer as koors,

limfadenopatie, edeem, mialgie, en/of artralgie en die simptome wat veronderstel is om verwant te wees aan

nevirapien.

Die volgende behandeling van algoritmes word voorgestel, gebaseer op die groepering van die kutane

erupsies. Die behandelingsregimens uiteengesit hieronder is gebaseer op die inligting wat huidiglik

beskikbaar is van nevirapienstudies.

1. Kutane erupsie Groep |, lIA en lIB:

VIROPON 200 mg TABLETS kan voortgesit word vir Groep |, IIA en IIB. Behandel pruritus en mindere

meegaande simptome met antihistamiene, antipiretika en/of nie-steroied anti-inflammatoriese medikasies. Indien

VIROPON 200 mg TABLETS onderbreek word gedurende ‘n Groep | of llA reaksie, kan dit weer ingestel word

sodra die kutane erupsies opgeklaar het. Indien Groep | of IIA kutane erupsies voorkom gedurende die VIROPON

200 mg TABLETS lae dosis inleidingsperiode, moet dosisverhogings nie gedoen word totdat die kutane erupsies

opgeklaar is nie.

Indien Groep IIB kutane erupsie voorkom gedurende die lae dosis inleidingsperiode, moet die VIROPON 200 mg

TABLETS dosis nie toeneem nie en indien VIROPON 200 mg TABLETS behandeling onderbroke is, moet dit nie

heringestel word nie.

2. Kutane erupsie Groep lll en IV:

VIROPON 200 mg TABLETS moet permanent gestaak word. Geen heruitdaging word toegelaat nie. Indien

simptome voorkom gedurende die lae dosis inleidingsperiode wat dui op ‘n moontlike prodroom vir ‘n kutane

erupsie van Groep lll of IV, moet dosistoename vertraag word totdat die moontlike prodroom opgelos is of ‘n nie-
nevirapienoorsaak gevestig is.

3. Geen nevirapien heruitdaging van enige pasiént met ‘n Groep IIB, Il of IV kutane erupsies word
toegelaat nie.

Hepato-bilieér:
Die mees waargeneemde laboratoriumtoetsafwykings is verhoogde lewerfunksietoetse (LFTs), insluitend aspartaat
transaminase (AST), alanien aminotransferase (ALT), d-Glutamiel-transpeptidase (GGT), totale bilirubien en
alkaliese fosfatase. Asimptomatiese verhogings van GGT vlakke is die mees algemene. Gevalle van geelsug
is gerapporteer. Gevalle van hepatitis, ernstige en lewensgevaarlike hepatotoksisiteit en dodelike fulminante
hepatitis is aangemeld by pasiénte wat met nevirapien behandel is. In ‘n groot kliniese proef was die risiko van ‘n
ernstige hepatiese gebeurtenis onder 1 121 pasiénte wat nevirapien ontvang het vir ‘n gemiddelde tydperk van
langer as een jaar 1,2 % (teenoor 0,5 % in die plasebo groep). Die beste voorspeller van ‘n ernstige hepatiese
gebeurtenis was verhoogde basislyn lewerfunksietoetse. Die eerste 18 weke van behandeling is ‘n kritieke
tydperk, wat noukeurige monitering vereis, maar sulke gebeure kan ook later voorkom (sien “WAARSKUWINGS
en SPESIALE VOORSORGMAATREELS”). Die risiko van hepatiese gebeure is die grootste in die eerste 6 weke
van terapie. Die risiko bly egter verby hierdie tydperk en monitering moet met gereelde tussenposes deur die
behandeling voortgaan (sien “WAARSKUWINGS en SPESIALE VOORSORGMAATREELS”).

Kliniese hepatitis kan geisoleer word of geassosieer word met uitslag en/of addisionele gestelsimptome.

Vir lewerfunksie toetsmonitering verwys na “WAARSKUWINGS en SPESIALE VOORSORGMAATREELS”.

Die volgende gebeurtenisse is ook aangemeld wanneer nevirapien in kombinasie met ander antiretrovirale middels

gebruik is; bloedarmoede, pankreatitis, lipodistrofie, perifere neuropatie en trombositopenie. Hierdie gebeure word

algemeen geassosieer met ander antiretrovirale middels en kan na verwagting voorkom wanneer nevirapien in
kombinasie met ander middels gebruik word.

BEKENDE SIMPTOME VAN OORDOSERING EN BESONDERHEDE VAN DIE BEHANDELING DAARVAN:

Oordosering met VIROPON 200 mg TABLETS kan manifesteer in enige van die simptome beskryf onder “NEWE-

EFFEKTE” en “WAARSKUWINGS en SPESIALE VOORSORGMAATREELS”. Daar is geen bekende teenmiddel

vir VIROPON 200 mg TABLETS oordosering nie. Gevalle van nevirapien oordosis by dosisse van 800 tot

6 000 mg per dag vir tot 15 dae is gerapporteer. Pasiénte het voorvalle ondervind wat insluit edeem, erythema

nodosum, moegheid, koors, hoofpyn, slaaploosheid, naarheid, pulmonére infiltrate, uitslag, vertigo, braking,

verhoging in transaminase en gewigsverlies. Alle gevalle het verbeter na staking van nevirapien. Behandeling van

VIROPON 200 mg TABLETS oordosis is simptomaties en ondersteunend.

IDENTIFIKASIE:

Wit tot naaswit, ovaalvormige, bikonvekse tablet, gedruk met “C” en “35” met 'n enkelhalvering wat “C” en “35” skei

aan die een kant. Die ander kant het 'n enkelhalvering.

AANBIEDING:

1. 60 tablette is gepak in wit ronde 140 ml HDPE houers met 'n skroeftipe polipropileen sluiting met 'n induksie
verseéling prop. Die spasie in die houer is gevul met absorberende watte.

2. 60 tablette is gepak in wit ronde 100 ml HDPE houers met 'n geribde polipropileen sluiting met induksie
verseéling prop. Die spasie in die houer is gevul met absorberende watte.

Die HDPE houer sal verder verpak word in 'n voorafgedrukte karton met 'n verpakkingsbiljet.

Nie alle verpakkings of pakgroottes word noodwendig bemark nie.

BEWARINGSINSTRUKSIES:

Bewaar benede 30 °C in die oorspronklike verpakking. Beskerm teen lig.

HOU BUITE BEREIK VAN KINDERS.
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Gewrigspyn is in seldsame gevalle as ‘n alleenstaande gebeurtenis aangemeld by pasiénte wat nevirapien-
bevattende regimens ontvang.

Daarbenewens kan ‘n afname in witbloedselle (granulositopenie) voorkom, wat meer algemeen by kinders
voorkom. By baie seldsame gevalle kan ‘n vermindering in rooibloedselle of witbloedselle (neutropenie) verband
hou met nevirapienterapie. Soos met uitslag simptome, stel asseblief u dokter in kennis van enige newe-effekte.
As u enige newe-effekte opmerk wat nie in hierdie biljet genoem word nie, moet u asseblief u dokter of apteker
inlig. Nie alle newe-effekte wat aangemeld is vir VIROPON 200 mg TABLETS, word in hierdie biljet ingesluit
nie. Indien u algemene gesondheid vererger terwyl VIROPON 200 mg TABLETS gebruik word, raadpleeg
asseblief u dokter, apteker of ander gesondheidswerker vir advies.

6. BEWARING EN WEGDOENING VAN VIROPON 200 mg TABLETS

Bewaar by of onder 30 °C in die oorspronklike verpakking. Beskerm teen lig.

HOU ALLE MEDISYNE BUITE BEREIK VAN KINDERS.

Neem alle ongebruikte medisyne terug na u apteker.

Moet nie ongebruikte medisyne in dreineer- of rioolstelsels (bv. toilette) weggooi nie.

7. AANBIEDING VAN VIROPON 200 mg TABLETS

AANBIEDING:

1. 60 tablette is gepak in wit ronde 140 ml HDPE houers met 'n skroeftipe polipropileen sluiting met 'n induksie
verseéling prop. Die spasie in die houer is gevul met absorberende watte.

2. 60 tablette is gepak in wit ronde 100 ml HDPE houers met 'n geribde polipropileen sluiting met 'n induksie
verseéling prop. Die spasie in die houer is gevul met absorberende watte.

Die HDPE houer sal verder verpak word in 'n voorafgedrukte karton met 'n verpakkingsbiljet.

Nie alle verpakkings of pakgroottes word noodwendig bemark nie.

8. IDENTIFIKASIE VAN VIROPON 200 mg TABLETS

Wit tot naaswit, ovaalvormige, bikonvekse tablet, gedruk met “C” en “35” met 'n enkelhalvering wat “C” en “35” skei

aan die een kant. Die ander kant het 'n enkelhalvering.

9. REGISTRASIENOMMER

A40/20.2.8/0382

10. NAAM, BESIGHEIDSADRES EN TELEFOONNOMMER VAN DIE HOUER VAN DIE SERTIFIKAAT VAN
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PROFESSIONAL INFORMATION

SCHEDULING STATUS:

PROPRIETARY NAME AND DOSAGE FORM:
VIROPON 200 mg TABLETS

COMPOSITION:

Each uncoated tablet contains nevirapine 200 mg.
Excipients: colloidal silicon dioxide, lactose monohydrate, magnesium stearate, microcrystalline cellulose,
povidone K-30, sodium starch glycollate.

Contains sugar: Lactose monohydrate 340 mg (see “WARNINGS and SPECIAL PRECAUTIONS™.)

WARNING:

NOVAGEN

PHARMA

THE FIRST 18 WEEKS OF THERAPY WITH VIROPON 200 mg TABLETS IS A CRITICAL PERIOD THAT
REQUIRES INTENSIVE MONITORING OF PATIENTS TO IDENTIFY THE POTENTIAL APPEARANCE OF
SEVERE AND LIFE-THREATENING SKIN REACTIONS (INCLUDING CASES OF STEVENS-JOHNSON
SYNDROME AND TOXIC EPIDERMAL NECROLYSIS) OR SERIOUS HEPATITIS/HEPATIC FAILURE. THE
GREATEST RISK OF HEPATIC EVENTS AND SKIN REACTIONS OCCURS IN THE FIRST 6 WEEKS OF
THERAPY. WOMEN (3,2 FOLD) AND PATIENTS WITH HIGHER CD4+ (WOMEN WITH CD4+ > 250, 9,8
FOLD; MEN WITH CD4+ > 400, 6,4 FOLD) COUNTS ARE AT INCREASED RISK OF HEPATIC ADVERSE
EVENTS. IN ADDITION, THE DOSAGE, ESPECIALLY THE 14 DAYS LEAD-IN PERIOD, MUST BE STRICTLY
ADHERED TO (SEE “DOSAGE AND DIRECTIONS FOR USE”)

Cutaneous reactions:

Severe and life threatening skin reactions, including fatal cases, have occurred in patients treated
with VIROPON 200 mg TABLETS. These have included cases of Stevens-Johnson syndrome (SJS),
toxic epidermal necrolysis (TEN) and hypersensitivity syndrome characterized by rash, constitutional
findings and visceral involvement.

Any patient experiencing severe rash or a rash accompanied by constitutional symptoms such as fever,
blistering, oral lesions, conjunctivitis, facial oedema, muscle or joint aches, or general malaise should
discontinue medication and consult a doctor. In these patients VIROPON 200 mg TABLETS must not be
restarted.

If patients present with suspected VIROPON 200 mg TABLETS-associated rash, liver function tests
should be performed. Patients with moderate to severe elevations (aspartate transaminase (AST) or
alanine aminotransferase (ALT > 5 X ULN) should be permanently discontinued from VIROPON 200 mg
TABLETS.

If a hypersensitivity syndrome occurs, characterized by rash with constitutional symptoms such as fever,
arthralgia, myalgia and lymphadenopathy, plus visceral involvement, such as hepatitis, eosinophilia,
granulocytopenia, and renal dysfunction, VIROPON 200 mg TABLETS should be permanently stopped
and not be reintroduced.

Hepatic reactions:

Severe or life threatening hepatotoxicity including fatal fulminant hepatitis has occurred in patients
treated with nevirapine. Serious hepatitis and hepatic failure events in nevirapine treated patients have
been reported. Increased aspartate transaminase (AST) or alanine aminotransferase (ALT levels > 2,5
x ULN) and/or co-infection with hepatitis B and/or C at the start of antiretroviral therapy is associated
with greater risk of hepatic adverse events during antiretroviral therapy in VIROPON 200 mg TABLETS-
containing regimens.

If AST or ALT > 2,5 x ULN before or during treatment, liver tests should be monitored more frequently
during regular clinic visits. VIROPON 200 mg TABLETS should not be administered to patients with pre-
treatment AST or ALT > 5 x ULN.

If aspartate transaminase (AST) or alanine aminotransferase (ALT) increase to > 5 x Upper Limit of
Normality (ULN) during treatment VIROPON 200 mg TABLETS should be stopped immediately and not
reinstated. If aspartate transaminase (AST) and alanine aminotransferase (ALT) return to baseline values,
it may be possible to reintroduce VIROPON 200 mg TABLETS on a case by case basis, at the starting
dosage regimen of 200 mg/day for 14 days followed by 400 mg/day. If liver function abnormalities rapidly
recur, VIROPON 200 mg TABLETS should be permanently discontinued.

If clinical hepatitis occurs, characterized by anorexia, nausea, vomiting, icterus and laboratory findings
[such as moderate or severe liver function test abnormalities (excluding GGT)], VIROPON 200 mg
TABLETS must be permanently stopped. VIROPON 200 mg TABLETS should not be re-administered
to patients who have required permanent discontinuation for clinical hepatitis due to VIROPON 200 mg
TABLETS.

In patients with mild liver function test abnormalities, accompanied by signs of hypersensitivity
syndrome characterized by rash with constitutional symptoms such as fever, arthralgia, myalgia and
lymphadenopathy, plus visceral involvement such as hepatitis, eosinophilia, granulocytopenia and renal
dysfunction, nevirapine should be permanently discontinued.

VIROPON 200 mg TABLETS should not be restarted in these situations.

RESISTANT VIRUS EMERGES RAPIDLY AND UNIFORMLY WHEN VIROPON 200 mg TABLETS IS
ADMINISTERED AS MONOTHERAPY, THEREFORE, FOR CHRONIC TREATMENT OF HIV-1 INFECTION,
VIROPON 200 mg TABLETS SHOULD ALWAYS BE ADMINISTERED IN COMBINATION WITH AT LEAST
TWO ADDITIONAL ANTIRETROVIRAL AGENTS.

PHARMACOLOGICAL CLASSIFICATION:

A 20.2.8 Antimicrobial (chemotherapeutic) agents. Antiviral agents.

PHARMACOLOGICAL ACTION:

Mechanism of action:

Nevirapine is a non-nucleoside reverse transcriptase inhibitor (NNRTI) of HIV-1. Nevirapine binds directly to
reverse transcriptase (RT) and blocks the RNA-dependent and DNA-dependent DNA polymerase activities by
causing a disruption of the enzyme’s catalytic site. The activity of nevirapine does not compete with template or
nucleoside triphosphates. HIV-2 RT and eukaryotic DNA polymerases (such as human DNA polymerases a, B, y
or ) are not inhibited by nevirapine.

Resistance: HIV isolates with significantly reduced susceptibility (100 to 250 fold) to nevirapine emerge in
vitro. Time to emergence of nevirapine resistance in vitro was not altered when selection included nevirapine in
combination with several other NNRTIs.

Cross-resistance: Rapid emergence of HIV strains, which are cross resistant to NNRTI's in vitro, have been
reported.

Pharmacokinetic properties:

Adults:

Nevirapine is readily absorbed (> 90 %) after oral administration in healthy volunteers and in adults with HIV-
1 infection. Following administration of nevirapine 200 mg tablets to healthy volunteers under fasting
conditions, peak plasma concentrations (C_, ) of about 2,0 to 2,5 pg/ml are attained at about 4 hours.
Following multiple doses, nevirapine peak concentrations appear to increase linearly in the dose range of 200 to
400 mg/day. Steady state trough nevirapine concentrations of 4,5 + 1,9 ug/ml (17+ 7 ym) were attained at 400 mg/
day. The absorption of nevirapine is not affected by food, antacids or medicinal products, which are formulated with
an alkaline buffering agent (e.g. didanosine).

Nevirapine is highly lipophilic and is essentially non-ionized at physiologic pH. Following intravenous administration
to healthy adults, the apparent volume of distribution at steady state (Vdss) of nevirapine was 1,21 + 0,09 I/kg,
suggesting that nevirapine is widely distributed in humans. Nevirapine readily crosses the placenta and is found in
breast milk. Nevirapine is about 60 % bound to plasma proteins in the plasma concentration range of 1 to 10 pg/ml.
Nevirapine concentrations in human cerebrospinal fluid are about 45 % of the concentrations in plasma; this ratio
is approximately equal to the fraction not bound to plasma protein.

In vivo studies in humans and in vitro studies with human liver microsomes have shown that nevirapine is
extensively biotransformed via cytochrome P450 isozymes from the CYP3A family, although other isozymes may
have a secondary role. Approximately 91,4 + 10,5 % of a radiolabeled dose was recovered, with urine (81,3 + 11,
1 %) representing the primary route of excretion compared to faeces (10,1 £ 1,5 %). Nevirapine is an inducer of
hepatic cytochrome P450 metabolic enzymes. This autoinduction also results in a corresponding decrease in the
terminal phase half-life of nevirapine in plasma from approximately 45 hours (single dose) to approximately 25 to
30 hours following multiple dosing with 200 to 400 mg/day.

Nevirapine also undergoes autoinduction resulting in 1,5 to 2-fold increase in metabolism. This effect is at its
highest after 14 days of initiation of therapy.

Pharmacokinetics in Special Populations:

Renal/Hepatic Dysfunction: The pharmacokinetics of VIROPON 200 mg TABLETS have not been evaluated in
patients with either renal or hepatic dysfunction.

Gender: There are no significant gender differences in VIROPON 200 mg TABLETS clearance or plasma
concentrations following either single or multiple dose administration.

Race: Pooled data from several clinical trials revealed no marked difference in nevirapine steady-state trough
concentrations with long-term nevirapine treatment at 400 mg/day.

Geriatrics: Nevirapine pharmacokinetics in HIV-1 infected adults do not appear to change with age (range 18 to
68 years).

INDICATIONS:

For treatment of HIV-1 infection:

VIROPON 200 mg TABLETS (nevirapine) is indicated for use in combination with other antiretroviral agents for
the treatment of HIV-1 infection. Resistant virus emerges rapidly and uniformly when VIROPON 200 mg TABLETS
is administered as monotherapy. Therefore, VIROPON 200 mg TABLETS should always be administered in
combination with at least two additional antiretroviral agents.

CONTRAINDICATIONS:

VIROPON 200 mg TABLETS is contraindicated in patients with hypersensitivity to the active ingredient or any of
the excipients of the product.

VIROPON 200 mg TABLETS is contraindicated in severe hepatic dysfunction: Child-Pugh class B or C and in
end-stage renal failure in patients not on haemodialysis.

VIROPON 200 mg TABLETS should not be administered to patients with pre-treatment or during treatment with
aspartate transaminase (AST) or alanine aminotransferase (ALT) > 5 X Upper Level of Normality (ULN) until
baseline AST/ALT are stabilized <5 ULN.

VIROPON 200 mg TABLETS should not be re-administered to patients who have required permanent
discontinuation for severe rash, rash accompanied by constitutional symptoms; hypersensitivity syndrome, or
clinical hepatitis due to VIROPON 200 mg TABLETS.

VIROPON 200 mg TABLETS should not be re-administered to patients who previously had aspartate
transaminase (AST) or alanine aminotransferase (ALT) > 5 x Upper Limit of Normal (ULN) during VIROPON
200 mg TABLETS therapy or had rapid recurrence of liver function abnormalities upon re-administration of
VIROPON 200 mg TABLETS (See “WARNINGS and SPECIAL PRECAUTIONS”).

Patients with pre-treatment aspartate transaminase (AST) or alanine aminotransferase (ALT) of 2 to 3 x Upper
Limit of Normal (ULN) should be observed frequently during the early treatment period for development of either
clinical or laboratory evidence of liver function deterioration.

Human reproduction: The safety of VIROPON 200 mg TABLETS in pregnant or lactating women has not been
established. Adequate contraceptive methods should be used in women.

WARNINGS and SPECIAL PRECAUTIONS:

The first 18 weeks of therapy with VIROPON 200 mg TABLETS is a critical period, which requires intensive
monitoring of patients to identify the potential appearance of severe, and life threatening skin reactions (including
cases of Stevens-Johnson syndrome and toxic epidermal necrolysis) or serious hepatitis/hepatic failure. The
greatest risk of hepatic events and skin reactions occurs in the first 6 weeks of therapy. Women (3,2 fold) and
patients with higher CD4 (women with CD4+ > 250, 9,8 fold; men with CD4+ > 400, 6,4 fold) counts are at
increased risk of hepatic adverse events. In addition, the dosage, especially the 14 days lead-in period, must be
strictly adhered to (see “DOSAGE AND DIRECTIONS FOR USE”).

Patients should be instructed that the major toxicity of VIROPON 200 mg TABLETS is skin rashes and
should be advised to promptly notify their doctor of any rash. The lead-in period should be used because
it has been found to lessen the frequency of rash (see “DOSAGE AND DIRECTIONS FOR USE”).

The majority of rashes associated with nevirapine occur within the first 6 weeks of therapy; therefore, patients
should be monitored carefully for the appearance of any rash during this period. Patients should be instructed
that dose escalation is not to occur if any rash occurs during the lead-in dosing period, until the rash has resolved.
Skin reactions:

Severe and life threatening skin reactions, including fatal cases, have occurred in patients treated with
nevirapine. These have included cases of Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis
(TEN) and hypersensitivity syndrome characterized by rash, constitutional findings and visceral
involvement. Patients should be carefully monitored during the first 18 weeks of treatment. Patients
should be closely monitored if an isolated rash occurs.

VIROPON 200 mg TABLETS must be permanently discontinued in any patient experiencing severe rash
or a rash accompanied by constitutional symptoms (such as fever, blistering, oral lesions, conjunctivitis,
facial oedema, muscle or joint aches or general malaise), including Stevens-Johnson syndrome or toxic
epidermal necrolysis. VIROPON 200 mg TABLETS must be permanently discontinued in any patient
experiencing hypersensitivity syndrome characterized by rash with constitutional symptoms, plus
visceral involvement, such as hepatitis, eosinophilia, granulocytopenia and renal dysfunction or signs of
other visceral involvement (see “SIDE EFFECTS”).

Concomitant prednisone use (40 mg/day for the first 14 days of nevirapine administration) has been shown not to
decrease the incidence of nevirapine associated rash and may be associated with an increase in rash during the
first 6 weeks of nevirapine therapy.

Risk factors for developing serious cutaneous reactions include failure to follow the initial dosing of 200 mg daily
during the lead-in period. A long delay between the initial symptoms and medical consultation may increase the
risk of a more serious outcome of cutaneous reactions. Women are at a 3,2 fold higher risk than men of developing
rash. Women with a CD4+ count of > 250 cells/mm?® are at a 9,8 fold increased risk of developing rash.

Any patient experiencing severe rash or a rash accompanied by constitutional symptoms such as fever,
blistering, oral lesions, conjunctivitis, facial oedema, muscle or joint aches, or general malaise should
discontinue medication and consult a medical practitioner. In these patients VIROPON 200 mg TABLETS
must not be restarted.

If patients present with a suspected VIROPON 200 mg TABLETS-associated rash, liver function tests
should be performed immediately. Patients with moderate to severe elevations (AST or ALT > 5 x ULN)
should be permanently discontinued from VIROPON 200 mg TABLETS.

In patients with a hypersensitivity syndrome, characterized by rash with constitutional symptoms
such as fever, arthralgia, myalgia and lymphadenopathy, plus visceral involvement, such as hepatitis,
eosinophilia, granulocytopenia and renal dysfunction, VIROPON 200 mg TABLETS should be

permanently stopped and not be reintroduced.

Hepatic reactions:

Severe or life threatening hepatotoxicity, including fatal fulminant hepatitis (transaminase elevations,
with or without hyperbilirubinemia, prolonged partial thromboplastin time or eosinophilia) has occurred
in patients treated with nevirapine. Serious hepatitis and hepatic failure events in nevirapine treated
patients have been reported to occur in the first 18 weeks of therapy but some have occurred later. The
first 18 weeks of treatment are a critical period, which require close monitoring. The risk of hepatic events
is greatest in the first 6 weeks of therapy. Women (3,2 fold) and patients with higher CD4 (women with
CD4+ > 250, 9,8 fold; men with CD4+ > 400, 6,4 fold) counts are at increased risk of hepatic adverse
events. However, the risk continues past this period and monitoring should continue at frequent intervals
throughout treatment. Patients should be informed that hepatic reactions are a major toxicity of VIROPON
200 mg TABLETS and that occurrence of symptoms suggestive of hepatitis should lead them to contact
their doctor promptly.

Increased aspartate transaminase (AST) or alanine aminotransferase (ALT) levels > 2,5 x ULN at the start of
antiretroviral therapy is associated with greater (3,2 to 4,2 fold) risk of hepatic adverse events during antiretroviral
therapy in VIROPON 200 mg TABLETS containing regimens.

VIROPON 200 mg TABLETS is contraindicated in patients with severe underlying liver disorders. Patients with
chronic hepatitis B or C and treated with combination antiretroviral therapy are at an increased risk for severe and
potentially fatal hepatic adverse events. In the case of concomitant antiviral therapy for hepatitis B or C, please
refer also to the relevant product information for these medicinal products.

Patients with pre-existing liver dysfunction including chronic active hepatitis have an increased frequency of liver
function abnormalities during combination therapy and should be monitored according to standard practice. If
there is evidence of worsening liver disease in such patients, interruption or discontinuation of treatment must be
considered.

PATIENT INFORMATION LEAFLET
SCHEDULING STATUS

PROPRIETARY NAME, STRENGTH AND PHARMACEUTICAL FORM
VIROPON 200 mg TABLETS (Nevirapine)

Read all of this leaflet carefully before you start taking VIROPON 200 mg TABLETS.

- Keep this leaflet. You may need to read it again.

- If you have further questions, please ask your doctor or your pharmacist.

- VIROPON 200 mg TABLETS has been prescribed for you personally and you should not share your medicine
with other people. It may harm them, even if their symptoms are the same as yours.

1. WHAT VIROPON 200 mg TABLETS CONTAINS
«  The active substance is nevirapine. Each uncoated tablet contains nevirapine 200 mg.
* The other ingredients are: colloidal silicon dioxide, lactose monohydrate, magnesium stearate,

microcrystalline cellulose, povidone, sodium starch glycolate.
Contains sugar: Lactose monohydrate 340 mg

Important information about some of the ingredients of VIROPON 200 mg TABLETS.

VIROPON 200 mg TABLETS contain lactose. Patients with the rare hereditary conditions of lactose or galactose
intolerance should not take VIROPON 200 mg TABLETS.

Lactose may have an effect on the control of your blood sugar if you have diabetes mellitus.

2. WHAT VIROPON 200 mg TABLETS IS USED FOR

Nevirapine tablets belong to a group of medicines called antiretrovirals. They are used in combination with other
antiretroviral agents to delay the progression of Human Immunodeficiency Virus (HIV) in both adults and children
with HIV infection and those who have gone on to develop the symptoms of AIDS. It is important to realise that
nevirapine tablets are not a cure for HIV infection and that you may continue to develop infection or other illnesses
associated with HIV infection. It is also important to realise that nevirapine tablets have not been shown to reduce
the risk of transmission of HIV to others through sexual contact or blood contamination.

3. BEFORE YOU TAKE VIROPON 200 mg TABLETS

If you are taking other medicines on a regular basis, including complementary or traditional medicines,

the use of VIROPON 200 mg TABLETS with these medicines may cause undesirable interactions. Please

consult your doctor, pharmacist or other healthcare professional, for advice.

Do not take VIROPON 200 mg TABLETS

« If you are hypersensitive (allergic) to nevirapine or any of the other ingredients of nevirapine tablets.

» If you previously experienced hepatitis, severe skin rash, or liver injury while on nevirapine tablet treatment.

» If you are currently taking rifampicin (used to treat tuberculosis).

« If you are taking products containing Hypericum perforatum (St John’s Wort) as this may stop nevirapine
tablets from working properly.

If the answer is “YES” to any of these questions, and if you have not already discussed them with your doctor, go

back to him BEFORE starting treatment.

Take special care with VIROPON 200 mg TABLETS

+ Patients taking VIROPON 200 mg TABLETS may develop severe liver disease or severe skin reactions
that can cause death. Your doctor will want to check you during the first 18 weeks of therapy. The greatest
risk of liver disease and skin reactions occurs in the first 6 weeks of therapy. These reactions can also occur
later.

« If you develop a severe rash or a rash with any of the following symptoms stop using VIROPON 200 mg
TABLETS and call your doctor right away: fever, muscle or joint aches, blisters, mouth sores, conjunctivitis
(red or inflamed eyes), swelling of your face, general ill feeling.

*  Women and patients with higher CD4 counts (blood counts) seem to have a greater chance of developing liver
damage, often accompanied by a rash, while taking nevirapine.

«  Patients with higher liver function tests and patients with hepatitis B or C have a greater chance of developing
liver damage while taking nevirapine.

« If you develop any of the following symptoms of liver problems call your doctor right away: anorexia (lack of
appetite), nausea (queasiness, feeling that one is about to vomit), yellowing of your skin or whites of your eyes,
dark urine, pale stools, pain, ache, or sensitivity to touch on your right side below your ribs.

» If you have evidence of lipodystrophy you should have a thorough cardiovascular risk assessment.

« If you experience joint aches and pain, joint stiffness or difficulty in movement.

« If you have been told by your doctor that you have an intolerance to some sugars.

« If you have diabetes mellitus (high blood sugar).

Taking VIROPON 200 mg TABLETS with food or drink:

VIROPON 200 mg TABLETS can be taken before or after meals. The absorption of nevirapine is not affected

by food.

Pregnancy: The safety of nevirapine in human pregnancy has not been established.

If you are pregnant or breast feeding your baby while taking VIROPON 200 mg TABLETS, please consult

your doctor, pharmacist or other healthcare professional for advice.

Breastfeeding: You should discontinue breastfeeding if you are taking nevirapine tablets. Some health experts
recommend that you discontinue breastfeeding if you have HIV infection in order to lower the chances of passing
the infection on to your baby.

Women have a threefold higher risk than men for rash-associated hepatic events (4,6 % vs. 1,5 %). Patients
with higher CD4 counts may also be at a higher risk for rash-associated hepatic events with VIROPON 200 mg
TABLETS. In a retrospective review, women with CD4 counts > 250 cells/mm?® had a 9,8 fold higher risk of rash-
associated hepatic adverse event compared to women with CD4 counts < 250 cells/mm?® (0,84 % vs. 0,9 %). An
increased risk (6,4 fold) was observed in men with CD4 counts > 400 cells/mm? compared to men with CD4 counts
<400 cells/mm? (4,5 % vs. 0,7 %).

Patients should be informed that hepatic reactions are a major toxicity of VIROPON 200 mg TABLETS requiring
close monitoring during the first 18 weeks. However, severe liver disease can occur after 18 weeks. Therefore
monitoring should continue at frequent intervals after this period depending on the patient’s clinical status. They
should be informed that occurrence of symptoms suggestive of hepatitis should lead them to contact their doctor
promptly.

Liver function monitoring:

All patients should have baseline liver function tests prior to VIROPON 200 mg TABLETS treatment (see
“WARNINGS and SPECIAL PRECAUTIONS” and “CONTRAINDICATIONS™).

If aspartate transaminase (AST) or alanine aminotransferase (ALT) are > 2,5 x Upper Limit of Normal (ULN) before
or during treatment, liver tests should be monitored more frequently during more regular clinic visits. VIROPON
200 mg TABLETS should not be administered or re-administered to patients with pre-treatment AST > 5 x ULN.
Abnormal liver function has been reported with nevirapine, some in the first few weeks of therapy. Asymptomatic
elevations of liver enzymes are frequently described and are not necessarily a contraindication to use nevirapine.
Asymptomatic GGT elevations are not a contraindication to continuing therapy. Monitoring of liver function tests
is strongly recommended at frequent intervals, appropriate to the patient’s clinical needs, especially during the
first 2 to 3 months of treatment. Less frequent monitoring is needed thereafter. Doctors and patients should be
vigilant for prodromal signs of findings of hepatitis such as anorexia, nausea, jaundice, bilirubinuria, acholic stools,
hepatomegaly or liver tenderness.

Patients should be instructed to seek medical attention if these occur.

If aspartate transaminase (AST) or alanine aminotransferase (ALT) increase to > 5 x Upper Limit of
Normality during treatment, VIROPON 200 mg TABLETS should be immediately stopped. If aspartate
transaminase (AST) or alanine aminotransferase (ALT) return to baseline values, it may be possible
to reintroduce VIROPON 200 mg TABLETS, on a case by case basis, at the starting dosage of 200 mg/
day for 14 days followed by 400 mg/day. If liver function abnormalities rapidly recur, VIROPON 200 mg
TABLETS should be permanently discontinued.

If clinical hepatitis occurs, characterized by anorexia, nausea, vomiting, icterus and laboratory findings
such as moderate or severe liver function test abnormalities (excluding GGT), VIROPON 200 mg TABLETS
must be permanently stopped. VIROPON 200 mg TABLETS should not be re-administered to patients who
have required permanent discontinuation for clinical hepatitis due to VIROPON 200 mg TABLETS.
Patients receiving VIROPON 200 mg TABLETS and other antiretroviral agents may continue to develop
opportunistic infections and other complications of HIV infection. Patients should therefore remain under close
supervision by medical practitioners experienced in the treatment of patients with HIV-associated diseases.
General: When administering VIROPON 200 mg TABLETS as part of an antiretroviral treatment regimen, the
complete product information for each therapeutic component should be consulted before initiation of treatment.
While nevirapine is extensively metabolized by the liver and nevirapine metabolites are extensively eliminated by
the kidney, the pharmacokinetics results suggest caution should be exercised when VIROPON 200 mg TABLETS
is administered to patients with more than mild hepatic dysfunction. VIROPON 200 mg TABLETS should not be
administered to patients with severe hepatic dysfunction (AST/ALT > 5 x ULN). In patients with renal dysfunction
who are undergoing haemodialysis, pharmacokinetics results suggest that supplementing VIROPON 200 mg
TABLETS therapy with an additional 200 mg dose of VIROPON 200 mg TABLETS following each haemodialysis
treatment would help offset the effects of haemodialysis on nevirapine clearance. Otherwise patients with
ClLcr 2 20 ml/min do not require an adjustment in nevirapine dosing. (See “Pharmacokinetic properties”,
“Renal Dysfunction” and “CONTRAINDICATIONS”). Safety in patients with end stage impairment who are not
haemodialysed has not been demonstrated.

Information for patients: Patients should be informed that VIROPON 200 mg TABLETS is not a cure for HIV-1
infection and that they may continue to experience illnesses associated with advanced HIV-1 infection, including
opportunistic infections. Treatment with VIROPON 200 mg TABLETS has not been shown to reduce the incidence
or frequency of such illnesses, and patients should be advised to remain under the care of a doctor when using
VIROPON 200 mg TABLETS.

Patients should be informed that the long term effects of VIROPON 200 mg TABLETS are unknown at this time.
VIROPON 200 mg TABLETS may interact with some medicines; therefore, patients should be advised to report to
their medical practitioner the use of any other medications.

Oral contraceptives and other hormonal methods of birth control should not be used as the sole method of
contraception in women taking VIROPON 200 mg TABLETS, since nevirapine may lower plasma levels of these
medications. For this reason, and to reduce the risk of HIV transmission, barrier contraception (e.g. condoms) is
recommended.

Lipodystrophy and metabolic abnormalities

Combination antiretroviral therapy has been associated with the redistribution/accumulation of body fat, including
central obesity, dorso-cervical fat, enlargement (buffalo hump), peripheral wasting, facial wasting, breast
enlargement, and elevated serum lipid and glucose levels in HIV patients. Clinical examination should include
evaluation for physical signs of fat redistribution. Patients with evidence of lipodystrophy should have a thorough
cardiovascular risk assessment.

Immune Reconstitution Inflammatory Syndrome

Immune reconstitution inflammatory syndrome (IRIS) is an immunopathological response resulting from the
rapid restoration of pathogen-specific immune responses to pre-existing antigens combined with immune
dysregulation, which occurs shortly after starting combination Anti-Retroviral Therapy (cART). Typically such
reaction presents by paradoxical deterioration of opportunistic infections being treated or with unmasking of an
asymptomatic opportunistic disease, often with an atypical inflammatory presentation. IRIS usually develops
within the first three months of initiation of ART and occurs more commonly in patients with low CD4 counts.
Common examples of IRIS reactions to opportunistic diseases are tuberculosis, cytomegalovirus retinitis, and
cryptococcal meningitis.

Appropriate treatment of the opportunistic disease should be instituted or continued and ART continued. Inflammatory
manifestations generally subside after a few weeks. Severe cases may respond to glucocorticoids, but there is
only limited evidence for this in patients with tuberculosis IRIS. Autoimmune disorders (such as Graves’ disease)
have also been reported as IRIS reactions; however, the reported time to onset is more variable and these events
can occur many months after initiation of treatment.

Osteonecrosis

Although the aetiology is considered to be multifactorial (including corticosteroid use, alcohol consumption,
severe immunosuppression, higher body mass index), cases of osteonecrosis have been reported, particularly in
patients with advanced HIV-disease and/or long-term exposure to combination Anti-Retroviral Therapy (CART).
Patients should be advised to seek medical advice if they experience joint aches and pain, joint stiffness or
difficulty in movement.

Opportunistic infections

Patients receiving VIROPON 200 mg TABLETS should be advised that they may continue to develop
opportunistic infections and other complications of HIV infection, and therefore they should remain under close
observation by healthcare professionals experienced in the treatment of patients with associated HIV disease.
Regular monitoring of viral load and CD4 counts needs to be done.

The risk of HIV transmission to others

Patients should be advised that current antiretroviral therapy, including VIROPON 200 mg TABLETS, does not
prevent the risk of transmission of HIV to others through sexual contact or blood contamination. Appropriate
precautions should continue to be employed.

Effects on ability to drive and use machines:

There are no specific studies about the ability to drive vehicles and use machinery. However, somnolence has
been reported in association with nevirapine therapy and if this occurs during VIROPON 200 mg TABLETS
administration it is advisable to refrain from such activities.

VIROPON 200 mg TABLETS contain lactose.

Patients with the rare hereditary conditions of galactose intolerance e.g. galatosaemia, Lapp lactase deficiency, or
glucose-galactose malabsorption should not take VIROPON 200 mg TABLETS.

Lactose may have an effect on the glycaemic control of patients with diabetes mellitus.

INTERACTIONS:

Nevirapine has been shown to be an inducer of hepatic cytochrome P450 metabolic enzymes (CYP3A, CYP2B)
and may result in lower plasma concentrations of other concomitantly administered medicines that are extensively
metabolized by CYP3A or CYP2B (see “Pharmacokinetic properties”). Thus, if a patient has been stabilized on
a dosage regimen for a medicine metabolized by CYP3A or CYP2B and begins treatment with VIROPON 200 mg
TABLETS, dose adjustment may be necessary.

Nucleoside Analogues: No dosage adjustments are required when VIROPON 200 mg TABLETS is taken in
combination with zidovudine (ZDV), didanosine (ddl), zalcitabine (ddc) and stavudine (d4T).

Protease inhibitors: In the following studies, nevirapine was given 200 mg once daily for two weeks followed by
200 mg twice daily for 28 days.

Saquinavir: Co-administration of nevirapine and saquinavir (hard gelatin capsules, 600 mg tid) leads to a 24 %
mean reduction (p=0,041) in saquinavir AUC and no significant change in nevirapine plasma levels. The reduction
in saquinavir levels due to this interaction may further reduce the marginal plasma levels of saquinavir which are
achieved with the hard gelatin capsule formulation. The clinical significance of this interaction is not known.

Co-administration did not affect the pharmacokinetics of nevirapine.
Ritonavir: No dosage adjustments are required when nevirapine is taken in combination with ritonavir.

Indinavir: Nevirapine and indinavir (800 mg tid) co-administration leads to a 28 % mean decrease (p < 0,01) in
indinavir AUC and no significant change in nevirapine plasma levels. A dose increase of indinavir to 1 000 mg q8h
should be considered when indinavir is given with nevirapine 200 mg bid; however, there are no data currently
available to establish that the short term or long term antiviral activity of indinavir 1 000 mg q8h with nevirapine 200 mg
bid will differ from that of indinavir 800 mg q8h with nevirapine 200 mg bid.

Nelfinavir: Nevirapine, nelfinavir (750 mg tid) and stavudine (30 to 40 mg bid) given in combination indicated no
statistically significant changes in nelfinavir pharmacokinetic parameters after the addition of nevirapine (AUC
+4%,C_ +14%andC_ -2 %).

Compared to historical controls nevirapine levels appeared to be unchanged.

There were no increased safety concerns noted when nevirapine was administered in combination with any of the
protease inhibitors.

Ketoconazole: Ketoconazole and nevirapine should not be given concomitantly. Administration of nevirapine
200 mg bid with ketoconazole 400 mg qid resulted in a significant reduction (63 % median reduction in ketoconazole
AUC and a 40 % median reduction in ketoconazole C,__ ). In the same study, ketoconazole administration resulted
ina 15 to 28 % increase in the plasma levels of nevirapine compared to historical controls. The effects of nevirapine
on itraconazole are not known. Although interaction studies have not been performed, antifungal medicinal
products which are eliminated renally (e.g. fluconazole) might be substituted for ketoconazole.

Fluconazole: Co-administration of fluconazole and nevirapine resulted in approximately 100 % increase in
nevirapine exposure compared with historical data where nevirapine was administered alone. Because of the risk
of increased exposure to nevirapine, caution should be exercised if VIROPON 200 mg TABLETS and fluconazole
are given concomitantly and patients should be monitored closely. There was no clinically relevant effect of
nevirapine.

Anticoagulants: The in vitro interaction between nevirapine and the antithrombotic agent warfarin is complex. As
a result, when giving these drugs concomitantly plasma warfarin levels and therapeutic efficacy may change with
the potential for both increases and decreases in coagulation time. The net effect of the interaction may change
during the first weeks of co-administration or upon discontinuation of nevirapine. When warfarin is co-administered
with nevirapine prothrombin time should be more frequently monitored.

CYP isoenzyme inducers (e.g. rifampicin, rifabutin): Nevirapine in combination with rifampicin resulted in no
significant change in rifampicin C__ and AUC. In contrast, rifampicin produced a significant lowering of nevirapine
AUC (-58 %), C_, (-50 %) and C_ (-68 %) compared to historical data. At present there are insufficient data to
assess what dosage adjustments are required when nevirapine and rifampicin are co-administered.

Rifabutin: Administration of nevirapine 200 mg twice daily with rifabutin 300 mg four times daily (or 150 mg four
times daily if concomitantly receiving ZDV or protease inhibitors), resulted in a significant increase of rifabutin
concentrations (29 % mean increase in rifabutin AUC and a 28 % mean increase in rifabutin C__ ) and a significant
increase (20 %) in median C__ . There were no significant changes in the active metabolite 25-O-desacetyl-rifabutin
concentrations. High inter-patient variability however, may result in some patients experiencing large increases in
rifabutin exposure, which may make them at higher risk for toxicity. In the same study, rifabutin administration
resulted in an apparent significant increase in systemic clearance of nevirapine by 9 % compared to historical
controls. The latter changes are not considered to be clinically important. Care should be taken when nevirapine
and rifabutin are administered concurrently with considerations of a decrease in the dose of rifabutin. The dose of
VIROPON 200 mg TABLETS need not be changed.

St. Johns’ Wort: Concomitant use of VIROPON 200 mg TABLETS and St. Johns’ Wort (hypericum perforatum)
or St. Johns’ Wort containing products is not recommended as co-administration of Non-Nucleoside Reverse
Transcriptase Inhibitors (NNRTIs), including VIROPON 200 mg TABLETS with St. Johns’ Wort is expected to
decrease NNRTI concentrations and may result in sub optimal levels of VIROPON 200 mg TABLETS and lead to
loss of virologic response and possible resistance to VIROPON 200 mg TABLETS or to the class of NNRTIs. The
bioavailability of nevirapine is reduced by 57 + 19 % (AUC) and the C___of nevirapine is reduced by 81 + 16 %.

CYP isoenzyme inhibitors (e.g. cimetidine and macrolides): Nevirapine trough concentrations were elevated
in patients who received cimetidine (+21 %).

The results of a nevirapine-clarithromycin interaction study resulted in a significant reduction in clarithromycin
AUC (30 %) and C__ (21 %)and C_ (-46 %) but a significant increase in the AUC (58 %) and C__ (62 %) of the
active metabolite 14-OH clarithromycin. There was a significant increase in the nevirapine C_ (28 %) and a non-
significant increase in nevirapine AUC (26 %) and C__, (24 %). Test results would suggest that no dose adjustment
is necessary for either clarithromycin or nevirapine when the two medicinal products are co-administered. Close
monitoring of hepatic abnormalities and activity against Mycobacterium avium-intracellular complex (MAC) is
nevertheless recommended and alternate therapy to clarithromycin should be considered when treating a patient
for Mycobacterium avium-intracellular complex (MAC), as the active metabolite is not effective in this instance.

Oral contraceptives: Other means of contraception (such as barrier methods) are recommended, when
nevirapine is administered to women of childbearing potential, as oestrogen levels are significantly decreased
when used with nevirapine. For other therapeutic uses requiring hormonal regulation, the therapeutic effect in
patients being treated with nevirapine should be monitored.

Methadone: Based on the metabolism of methadone, VIROPON 200 mg TABLETS may decrease plasma
concentrations of methadone by increasing its hepatic metabolism. Narcotic withdrawal syndrome has been
reported in patients treated with nevirapine and methadone concomitantly. Methadone-maintained patients
beginning VIROPON 200 mg TABLETS therapy should be monitored for evidence of withdrawal and methadone
dose should be adjusted accordingly.

Other information on interactions:

In vitro: Studies using human liver microsomes indicated that the formation of nevirapine hydroxylated metabolites
was not affected by the presence of dapsone, rifabutin, rifampicin and trimethoprim/sulphamethoxazole.
Ketoconazole and erythromycin significantly inhibited the formation of nevirapine hydroxylated metabolites.
Clinical studies have not been performed.

It should be noted that other compounds that are substrates of CYP3A or CYP2B6 may have decreased plasma
concentrations when co-administered with VIROPON 200 mg TABLETS.

HUMAN REPRODUCTION:

See “CONTRAINDICATIONS™.

DOSAGE AND DIRECTIONS FOR USE:

Adults: The recommended dose for VIROPON 200 mg TABLETS is one 200 mg tablet daily for the first 14 days
(this lead-in period should be used because it has been found to lessen the frequency of rash), followed
by one 200 mg tablet twice daily, in combination with at least two antiretroviral agents to which the patient has not
been previously exposed. For concomitantly administered antiretroviral therapy, the recommended dosage and
monitoring should be followed.

The total daily dose should not exceed 400 mg.

Patients should be advised to take VIROPON 200 mg TABLETS every day as prescribed.

Patients should not alter the dose without consulting their doctor. If a dose is skipped, patients should not double
the next dose but should take the next dose as soon as possible.

Monitoring of patients: Clinical chemistry, including liver function tests, should be performed prior to initiating
VIROPON 200 mg TABLETS therapy and at appropriate intervals during therapy. (See “WARNINGS and
SPECIAL PRECAUTIONS”).

Driving and using machinery:

If somnolence (sleepiness) occurs while taking VIROPON 200 mg TABLETS, then it is advisable not to drive or

use machinery.

Taking other medicines with VIROPON 200 mg TABLETS:

Always tell your healthcare professional if you are taking any other medicine. (This includes complementary or

traditional medicines).

When you are taking VIROPON 200 mg TABLETS, it is especially important that your healthcare professional

knows if you are taking any of the following:

+  Cimetidine

«  Clarithromycin

*  Fluconazole

» Ketoconazole — Ketoconazole and nevirapine should not be given together.

+  Warfarin — Your doctor will want to monitor your blood levels more frequently when you are taking VIROPON
200 mg TABLETS at the same time as warfarin.

*  Methadone

*  Rifampicin

* Rifabutin

»  Oral contraceptives (birth control) — Nevirapine may decrease the amount of these medicines in the body and
cause them to be less effective. Talk with your doctor about other types of birth control (e.g. condoms) that you
can use.

+ St. John’s Wort or St. John’s Wort containing products — These medicines may decrease the amount of
nevirapine in the body.

4. HOW TO TAKE VIROPON 200 mg TABLETS

Do not share medicines prescribed for you with any other person.

Always take VIROPON 200 mg TABLETS exactly as your doctor has instructed you. You should check with
your doctor or pharmacist if you are unsure. If you have the impression that the effect of VIROPON 200 mg
TABLETS is too strong or too weak, talk to your doctor or pharmacist.

Nevirapine tablets should only be taken by mouth. The normal dosage is one 200 mg tablet for the first 14 days of
treatment (this “lead in” period has been shown to lower the incidence of skin rash) followed by one 200 mg tablet
twice daily. Nevirapine tablets will always be taken in combination with other HIV anti-retrovirals, for which you
should follow the instructions within the supplied package leaflet.

It is essential to follow strictly the once a day dosage during the 14 day “lead-in” period before rising to the twice
daily dosage.

You should continue to take nevirapine tablets for as long as instructed by your doctor. As explained in “Take special
care with nevirapine tablets”, above, your doctor will monitor you by liver tests or for undesirable effects such as
rash. Depending on the outcome he or she may decide to interrupt or stop your nevirapine tablets treatment. He
or she might then decide to restart you on a lower dose. If you stop taking nevirapine tablets for more than 7 days
your doctor will instruct you to start the 14 day “lead-in” period (described above) once again before returning to
the twice daily dose.

Do not exceed the dose prescribed by your doctor.

If you take more VIROPON 200 mg TABLETS than you should:

There is at present little information on the effects of nevirapine tablets overdose.

In the event of overdosage, consult your doctor or pharmacist. If neither is available, seek help at the nearest
hospital or poison control centre.

If you forget to take VIROPON 200 mg TABLETS:

Do not take a double dose to make up for forgotten individual doses.

5. POSSIBILE SIDE EFFECTS

VIROPON 200 mg TABLETS can have side effects.

The major side effects of nevirapine tablets are severe and life threatening cutaneous reactions and serious
hepatic injuries. These reactions occur mainly in the first 8 weeks of treatment with nevirapine tablets. This is
therefore an important period which requires a close surveillance. When rash does occur it is normally mild to
moderate. However, in about 7 % of patients a rash, which appears as a blistering skin reaction, can be severe or
life-threatening and fatalities have been recorded. Most of the cases of both severe rash and mild/moderate rash
occur in the first eight weeks of treatment. If you ever do observe any rash symptoms please inform your doctor
immediately. If the symptoms are severe you must stop treatment and visit your doctor immediately.
Hypersensitivity (allergic) reactions can occur. Such reactions may appear in the form of rash accompanied by
other side effects such as fever, blistering, mouth sores, eye inflammation, facial swelling, general swelling, muscle
or joint aches, a reduction in white blood cells (granulocytopaenia), general feelings of illness or severe problems
with liver or kidneys.

If you experience rash and any of the other side effects of a hypersensitivity reaction, please be sure to tell your
doctor immediately as such reactions can be potentially life-threatening.

Abnormal liver functioning has been reported with the use of nevirapine tablets, including some cases of hepatitis,
which have resulted in recorded fatalities. If you experience clinical symptoms suggesting an injury of the liver,
such as loss of appetite, nausea, vomiting, jaundice, you should inform your doctor.

Other side effects which can occur are fever, nausea, headache, sleepiness, vomiting, diarrhoea, stomach pain,
muscle pain and any of these side effects can occur together with the rash side effect (hypersensitivity reaction).
Joint pain has been reported as a stand-alone event in rare instances in patients receiving nevirapine containing
regimens.

Dosage Adjustment: VIROPON 200 mg TABLETS should be discontinued if patients experience severe
rash or a rash accompanied by constitutional findings (See “WARNINGS and SPECIAL PRECAUTIONS”).
Patients experiencing rash during the 14-day lead-in period of 200 mg/day should not have their
VIROPON 200 mg TABLETS dose increased until the rash has resolved (See “WARNINGS and SPECIAL
PRECAUTIONS”).

VIROPON 200 mg TABLETS administration should be interrupted in patients experiencing moderate liver function
test abnormalities, e.g. AST or ALT < 5 X ULN [excluding gamma glutamyl transferase (GGT)]. If aspartate
transaminase (AST) or alanine aminotransferase (ALT) return to baseline values and if the patient has no clinical
signs and symptoms of hepatitis or constitutional symptoms or other findings suggestive of organ dysfunction, it
may be possible to reintroduce VIROPON 200 mg TABLETS, based on clinical needs and judgement, on a case by
case basis. VIROPON 200 mg TABLETS may then be restarted at 200 mg daily increasing to 200 mg twice daily
with caution, after extended observation. If moderate or severe liver function test abnormalities recur, VIROPON
200 mg TABLETS should be permanently discontinued (See “WARNINGS and SPECIAL PRECAUTIONS”).
Patients who interrupt VIROPON 200 mg TABLETS dosing for more than 7 days should restart the recommended
dosing using one 200 mg tablet daily for the first 14 days (lead-in) followed by one 200 mg tablet twice daily.

For the dosage for patients with hepatic dysfunction including those undergoing haemodialysis, please refer to the
section “Pharmacokinetic Properties”.

SIDE EFFECTS:

Frequency classes: very common (>1/10); common (> 1/100, < 1/10); uncommon (> 1/1,000, < 1/100),
rare (> 1/10,000, < 1/1,000); very rare (< 1/10,000).

Blood and lymphatic system disorders:

Rare: granulocytopenia, anaemia

Immune system disorders:

Common: allergic reactions

Rare: hypersensitivity (syndrome), anaphylaxis

Nervous system disorders:

Common: headache

Gastrointestinal disorders:

Common: nausea

Uncommon: vomiting, abdominal pain

Rare: diarrhoea

Hepato-biliary disorders:

Common: hepatitis (1,2 %), liver function tests abnormal
Uncommon: jaundice

Rare: liver failure/fulminant hepatitis

Skin and subcutaneous tissue disorders:

Common: rash (9 %)

Uncommon: Stevens-Johnson syndrome (0,3 %), urticaria
Rare: toxic epidermal necrolysis, angioedema
Musculoskeletal, connective tissue and bone disorders:
Uncommon: myalgia

Rare: arthralgia

General disorders and administration site conditions:
Uncommon: fatigue, fever

Post marketing experience has shown that the most serious adverse reactions are Stevens-Johnson syndrome,
toxic epidermal necrolysis, serious hepatitis/hepatic failure and hypersensitivity syndrome, characterized by rash
with constitutional symptoms such as fever, arthralgia, myalgia and lymphadenopathy, plus visceral involvements,
such as hepatitis, eosinophilia, granulocytopenia and renal dysfunction. The first 18 weeks of treatment is a critical
period, which requires close monitoring (See “WARNINGS and SPECIAL PRECAUTIONS”).

Skin and subcutaneous tissues:

The most common clinical toxicity of VIROPON 200 mg TABLETS is rash. Nevirapine attributable rash occurred
in 16 % of patients in combination regimens in Phase II/lll controlled studies. In these clinical trials 35 % of
patients treated with nevirapine experienced rash compared with 19 % of patients treated in control groups of
either zidovudine + didanosine or zidovudine alone. Severe or life threatening skin reactions occurred in 6,6 % of
nevirapine treated patients compared with 1,3 % of patients treated in the control groups. Overall, 7 % of patients
discontinued nevirapine due to rash.

Rashes are usually mild to moderate, maculopapular erythematous cutaneous eruptions, with or without pruritus,
located on the trunk, face and extremities. Allergic reactions (anaphylaxis, angioedema and urticaria) have
been reported. Severe and life threatening skin reactions have occurred in patients treated with nevirapine,
including Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN). Fatal cases of SJS, TEN and
hypersensitivity syndrome have been reported.

Rashes may occur alone or in the context of hypersensitivity syndrome characterized by rash with constitutional
symptoms such as fever, arthralgia, myalgia and lymphadenopathy plus visceral involvement, such as hepatitis,
eosinophilia, granulocytopenia and renal dysfunction.

VIROPON 200 mg TABLETS must be discontinued immediately in patients developing a severe rash or a
rash accompanied by constitutional symptoms.

The majority of rashes of any severity occur within the first 6 weeks of treatment and some patients required
hospitalization.

Functional groupings of cutaneous eruptions (rashes) presumed to be related to nevirapine:

Group I: Erythema, pruritus

Group IIA: One of the two following clinical presentations.

1. Diffuse erythematous macular or maculopapular cutaneous eruption or dry desquamation with or without
pruritus without the presence of any additional constitutional findings as described in Group Il

2. Typical target lesions without blistering, vesicles or ulcerations in the lesions (usually referred to as erythema
multiforme minor).

Group lIB: Urticaria.

Group llI: One of the five following clinical presentations

1. Extensive erythematous or maculopapular rash or moist desquamation with or without pruritus together with
the presence of any of the following constitutional findings:

«  Clinically relevant increases in any one or more of the following liver function tests:
Aspartate transaminase (AST), alanine aminotransferase (ALT), alkaline phosphatase and which are
possibly related to the drug reaction.

«  Fever, defined as > 39 °C possibly related to drug reaction.

< Blistering and/or vesiculation of cutaneous eruptions.

«  One site of extensive mucosal lesions which are presumed to be due to medicine reaction (e.g. not due to
herpes simplex, CMV).

2. Angioedema

3. Exfoliative dermatitis: Severe widespread erythema and dry scaling of the skin with generalized superficial
lymphadenopathy and with other constitutional findings such as fever, weight loss, hypoproteinaemia which
could possibly be related to a medicine reaction.

4. Diffuse rash and serum sickness-like reactions defined as a clinical symptom complex manifested as fever,
lymphadenopathy, oedema, myalgia and/or arthralgia.

5. Diffuse cutaneous eruptions, usually starting on the face and trunk or back, often with prodromal symptoms
(e.g. fever, general malaise, myalgia, arthralgia) plus one or more of the following (usually referred to as
Stevens-Johnson syndrome):

*  Cutaneous bullae sometimes confluent, with widespread sheet like detachment covering < 10 % of body
surface (referred to as Nikolsky’s Sign).

«  Two or more anatomically distinct sites of mucosal erosion or ulceration not due to another cause (e.g.
herpes simplex); mucosal sites include oral, laryngeal, nasal ocular*, genital and rectal surfaces. (*Note:
The diagnosis of erosive conjunctivitis requires the presence of injected conjunctivae plus a purulent
conjunctival discharge or visualization of the conjunctival erosions. The presence of only an erythematous
or injected conjunctiva does not establish erosion of the conjunctiva).

Group IV: Diffuse cutaneous eruptions, usually starting on the face and trunk or back, often with prodromal

symptoms (e.g. fever, general malaise, myalgia, arthralgia) plus cutaneous bullae with widespread sheet like

detachment covering > 10 % of body surface area. Note: Two or more anatomically distinct sites of mucosal
erosion or ulceration not due to another cause (e.g. herpes simplex, CMV etc.) may be observed, but are not

required for inclusion of the patient in Group IV.

Presumed prodrome to Group Ill or IV:

The prodrome includes symptoms such as fever > 39 % or a clinical symptom complex manifested as fever,

lymphadenopathy, oedema, myalgia, and/or arthralgia and the symptoms are thought to be related to nevirapine.

The following management algorithms are suggested based on the grouping of the cutaneous eruptions.

The management regimens outlined below are based on the information that is currently available from

nevirapine studies.

1. Cutaneous eruption Group |, lIA and IIB:

VIROPON 200 mg TABLETS may be continued for Groups I, 1A and IIB. Manage pruritus and minor accompanying

symptoms with antihistamines, antipyretics and/or non-steroidal anti-inflammatory medications. If VIROPON

200 mg TABLETS is interrupted during a Group | or llA reaction, it may be re-introduced once the cutaneous

eruptions have cleared. If Group | or IIA cutaneous eruptions occur during the VIROPON 200 mg TABLETS low

dose lead-in period, dose escalation should not be attempted until the cutaneous eruptions have resolved.

If Group 1IB cutaneous eruption occurs during the low dose lead-in period, the VIROPON 200 mg TABLETS dose

must not be escalated and if VIROPON 200 mg TABLETS treatment is interrupted, it must not be re-introduced.

2. Cutaneous eruption Group lll and IV:

VIROPON 200 mg TABLETS must be permanently discontinued. No re-challenge is allowed. If symptoms

occur during the low dose lead-in period that are suggestive of a possible prodrome to a Group Il or IV cutaneous

eruption, dose escalation should be delayed until the possible prodrome has resolved or a non nevirapine cause
is established.

3. No nevirapine re-challenge of any patient with a group IIB, Ill or IV cutaneous eruption is allowed.

Hepato-biliary:

The most frequently observed laboratory test abnormalities are elevations in liver function tests (LFTs), including

aspartate transaminase (AST), alanine aminotransferase (ALT), d-Glutamy! transpeptidase (GGT), total bilirubin

and alkaline phosphatase. Asymptomatic elevations of GGT levels are the most frequent. Cases of jaundice have
been reported. Cases of hepatitis, severe and life threatening hepatotoxicity and fatal fulminant hepatitis have
been reported in patients treated with nevirapine. In a large clinical trial, the risk of a serious hepatic event among

1 121 patients receiving nevirapine for a median duration of greater than one year was 1,2 % (versus 0,5 % in

placebo group). The best predictor of a serious hepatic event was elevated baseline liver function tests. The

first 18 weeks of treatment is a critical period, which requires close monitoring, but such events may also occur

later (see “WARNINGS and SPECIAL PRECAUTIONS”). The risk of hepatic events is greatest in the first 6

weeks of therapy. However the risk continues past this period and monitoring should continue at frequent intervals

throughout treatment (see “WARNINGS and SPECIAL PRECAUTIONS”).

Clinical hepatitis may be isolated or associated with rash and/or additional constitutional symptoms.

For liver function test monitoring refer to “WARNINGS and SPECIAL PRECAUTIONS”.

The following events have also been reported when nevirapine has been used in combination with other
antiretroviral agents; anaemia, pancreatitis, lipodystrophy, peripheral neuropathy and thrombocytopenia. These
events are commonly associated with other antiretroviral agents and may be expected to occur when nevirapine
is used in combination with other agents.

KNOWN SYMPTOMS OF OVERDOSAGE AND PARTICULARS OF ITS TREATMENT:

Overdosage with VIROPON 200 mg TABLETS may manifest in any of the symptoms described under “SIDE
EFFECTS” and “WARNINGS and SPECIAL PRECAUTIONS”. There is no known antidote for VIROPON 200 mg
TABLETS overdosage. Cases of nevirapine overdose at doses ranging from 800 to 6 000 mg per day for up to 15
days have been reported. Patients have experienced events including oedema, erythema nodosum, fatigue, fever,
headache, insomnia, nausea, pulmonary infiltrates, rash, vertigo, vomiting, increase in transaminases and weight
decrease. All events subsided following discontinuation of nevirapine.

Treatment of VIROPON 200 mg TABLETS overdose is symptomatic and supportive.

IDENTIFICATION:

White to off-white, oval shaped, biconvex tablets, one side debossed with “C” and “35”, with a single bisect

separating “C” and “35”. The other side has a single bisect.

PRESENTATION:

1. 60 tablets are packed in white round 140 ml HDPE containers with a screw type polypropylene closure with an
induction sealing wad. The void in the container is filled with absorbent cotton.

2. 60 tablets are packed in white round 100 ml HDPE containers with stock ribbed polypropylene closure with
induction sealing wad. The void in the container is filled with absorbent cotton.

The HDPE container will be further packed in a pre-printed carton with a package leaflet.

Not all packs or pack sizes are necessarily marketed.

STORAGE INSTRUCTIONS:

Store at or below 30 °C in the original package. Protect from light.

KEEP OUT OF REACH OF CHILDREN.
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In addition, a reduction in white blood cells (granulocytopaenia) can occur, which is more common in children. In
very rare instances a reduction in red blood cells or white blood cells (neutropenia) may be related to nevirapine
therapy. As with rash symptoms, please inform your doctor of any side effects. If you notice any side effects not
mentioned in this leaflet, please inform your doctor or pharmacist.

Not all side effects reported for VIROPON 200 mg TABLETS are included in this leaflet. Should your general

health worsen while taking VIROPON 200 mg TABLETS, please consult your doctor, pharmacist or other

healthcare professional for advice.

6. STORING AND DISPOSING OF VIROPON 200 mg TABLETS

Store at or below 30 °C in the original package. Protect from light.

KEEP ALL MEDICINES OUT OF REACH OF CHILDREN.

Return all unused medicine to your pharmacist.

Do not dispose of unused medicine in drains or sewerage systems (e.g. toilets).

7. PRESENTATION OF VIROPON 200 mg TABLETS

1. 60 tablets are packed in white round 140 ml HDPE containers with a screw type polypropylene closure with an
induction sealing wad. The void in the container is filled with absorbent cotton.

2. 60 tablets are packed in white round 100 ml HDPE containers with stock ribbed polypropylene closure with
induction sealing wad. The void in the container is filled with absorbent cotton.

The HDPE container will be further packed in a pre-printed carton with a package leaflet.

Not all packs or pack sizes are necessarily marketed.

8. IDENTIFICATION OF VIROPON 200 mg TABLETS

White to off-white, oval shaped, biconvex tablets one side debossed with “C” and “35” with a single bisect

separating “C” and “35”. The other side has a single bisect.

9. REGISTRATION NUMBER
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