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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Epanutin30 mg/5ml Oral Sugpenson
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead 5ml of suspensiorontains30mgPhenybin

Ead 5ml alsocontins1.044g Sucrose24.66microlitres Ethanol,0.316mg Camoisine(E122),0.1 mg Sunsé
Yellow FCF (E110).
For afull listof excipientssee6.1.

3PHARMACEUTICAL FORM

Oral sugpension.

Product imported from the UK:
Viscouscherry redcolouredoral suspensin.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Control of tonic-clonic seizureg(grandmal epilepsy), patial seizure (focal includingtemporallobe) or acombination
of theseandthe preventionandtreatnmentof seiairesoccurringduring or following neurosurger and/orsevee head
injury. Epanuin hasalsobeenemployedn thetreament of trigemind neurdgia butit shouldonly beusedassecond
linetherapyif carbanazepines ineffectiveor paients are intolerantto cabamazepine.

4.2 Posology and method of administration
For oraladminstrationonly.
Dosage:

Dosageshouldbeindividualizedastheremaybe wide interpatient variability in phenytoinseum levelswith equivalen
dosageEpanutn shouldbeintroducedn small dosagesvith gradud increments until controlis achievedor until toxic
effectsappear.In somecaesserumlevel deiermindions maybenecessaryfor optimal dosageadjustments- the
clinically effectivelevelis usually10—20mg/l (40— 80 micromoles/l) althoughsomecasef tonic-clonic seizues
may be controlledwith lowerserumlevelsof phenybin. With recommendel dosagea periodof sevento tendaysmay
be requiredto achievesteadystateserumlevelswith Epanutin andchangesn dosageshouldnotbe caried out at
intervalsshorterthansevento tendays.Maintenane of treatment shouldbe the lowestdoseof anticonvulsant
consistentwith control of seizures.

Epanutin Capsules, Oral Suspension and Infatabs:

EpanutinCapsuéscontainphenytoinsadium whereasEpanutin Oral SuspensiondEpanutininfatabscontain
pherytoin. Although100mg of phenyton sodiumis equivalentto 92 mg of phenytoinon a molecularweightbasis,
thesemolecularequivalentsarenot necessaly biologicaly equialent. Physiégansshouldtherefore exergse care in
thosesituatonswhereit is necessaryo changethe dosagdorm andserumlevelmonitoringis advisec
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Adults:

Initially 3 to 4 mg/kg/daywith subgquentdosageadjusimentif necessary.For mostadultsa saisfactorymaintenance
dosewill be200to 500 mg daily in singleor divideddosesExceptonaly, adaly doseoutsidetherangemaybe
indicated.Dosageshouldnormally be adjustedaccordingto serum leveds where assayfacilities exist.

Elderly:

Eldely (over65years):As with adultsthe dosageof Epanutin shouldbetitratedto the patients individual
requirementausing the sameguidelines As elderly paientstendto receive multiple drugtherapies the possibility of
drug interactonsshouldbe bornein mind.

Infants and Children:

Initially, 5 mgkg/dayin two divideddoses, with subsguentdosagendividudised to amaximumof 300mg daly. A
recanmendediaily maintenancelosages usualy 4-8 mgkg.

Neonates:

Theabsorpton of phenytoinfollowing oraladministrdion in neonates is unpradictable.Furthermore the metabolismof
phernytoin may bedepressedt is therefore especifly important to monitor serumlevelsin theneonate.

4.3 Contraindications

Phenytoin is contraindicatedn thosepatients who are hypeasensitive to phenytoin,or its inactiveingredientsor othe!
hydantoins.

4.4 Special warnings and precautions for use

Suicidalideaton andbehaviourthavebeenreporedin patients treatdwith anti-epilepticagentsin severindications.
A metaanalysisof randomigdplacebocontolled trials of antiepileptic drugshasalsoshowna smallincreasedisk of
suicidal ideaton andbehaviour.The mechanismof this risk is not knownandthe availabledatado not excludethe
possibility of anincreaedrisk for phenytoin.

Thereforepatients shouldbe monitoredfor signsof suiddal ideaton andbehavioursandappropriatdreatmenshould
be congdered.Patents (andcaregiverof patients)shoultl beadvisedio seek medicaladviceshouldsignsof suicidal
ideationor behavour emerge.

Abruptwithdrawalof phenytoinin epilepticpaients may precpitate stausepilepticus When,in thejudgemenbf the
clinician, theneedfor dosageeduction discontnuaton, or substitition of alternativeantiepilepic mediationarises,
this shoutl bedonegradualy.

Howeva, in theeventof anallergicor hypersesitivity reaction, rapid substitition of altemativetherapymaybe
necesary. In this case alternativetherapyshoutl beananti-epieptic drugnotbelongingto the hydantoinchemical
class.

Phenytoinis highly proteinboundandextensively metabolisedby theliver. Reduceddosageto preventaccumulation
and toxicity may therdore berequredin patients with impairedliver functon. Whereproteinbindingis reducedasin
uraemiatotal serumphenytoinlevelswil | bereducel accodingly. However, the pharmacologially activefreedrug
concentratonis unlikely to bealtered.Therefore, underthesecircunstances thergeuticcontmol may beachievedwith
totd phenyton levelsbelowthenormalrangeof 10-20 mg/l (40-80 micromoks/l). Patientswith impairedliver
function,elderly patientsor thosewho aregravey ill mayshowearly signsof toxicity.

Phenytoinis not effedive for absencépeit md) sazures. If tonic-clonic (grand md) andabsnceseizuresare present
together combineddrugtherapyis needel.
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Phenytoin may affectglucosemetabolism andinhibit insuin release Hyperglycaemidasbeenreportedn association
with toxic levels. Phenytoinis notindicatedfor sezures dueto hypoglyca&mia or othermetaboliccauses.

Serumlevelsof phenyton sustainedibovethe optimal rangemay produ@ confusionaktateseferedto as "delirium”,
"psychosis"or "encephalopathy'or rarelyirreversiblecerebdlar dysfundion. Accordingly,at thefirst signof acute
toxicity, serumdruglevel determinabnsare recommendel. Doseredudion of phenytointherapyis indicatedif seum
levelsareexcessiveif symptomspersst, termination of therapywith phenyton is recommended.

Herbalpreparationgontaning St. John's Wort (Hypericum perforatum) should not be usedwhile taking phenytoindue
to therisk of decrease@lasmaconcentrationandredu@dclinicd effectsof phenytoin(seeSection4.5).

AnticonvulsantHypersensitivitySyndrome (AHS) is araredruginduced, multiorgansyndromewhich is potentially
fatd andoccursin somepatientstaking aniconvulsantmedication. |t is charaterized by fever, rash,lymphadenopathy
and othermultiorganpathologiespften hepatc. The mechaismis unknown.Theintervalbetweenfirstdrug exposure
and sympomsis usually 2-4 weeksbut hasbeenreportal in individualsreceiving anticonvulsant$or 3 or more
months.

Patientsat higherrisk for developingAHS includeblack paients, patientswho havea family histoty of or who have
experiencedhis syndromean the past,andimmunosuppresedpaients. Thesyndiomeis more sevee in previously
sensitizedindividuals.If apatientis diagnosedvith AHS, disconthuethe phenybin andprovide approprate
suppative measures.

Integumentarffect

Phenytoin cancauseare,seriousskin adverseevens suchas exfoliative dermatitis, StevensJohnsorSyndrome(SJS),
and toxic epidernal necrolysis (TEN), which canbefatal. Althoughserbusskin reactionamay occurwithoutwarning,
patientsshoutl bealertfor the signsandsynmptoms of skinrashandblisters,fever, or othe signshypeasensitivitysuch
asitching, andshouldseekmedicaladvicefrom thar physician immediaely whenobservinganyindicativesignsor
symptoms.The physicianshould advisethe paient to discontnuetreament if therashappeas. If therashis of amilder
type (measledike or scarlatiniform) therapy maybe resumel after therashhas compléely disappearedf therash
recus upan reinstitutionof therapy further phenytoinmedicdion is contrandicated Publishediterature hassugested
thattheremaybeanincreasedalthoughstill rare, risk of hypeasensitivity reactions,includingskinrash,SJS,TEN,
hepabtoxicity, andAnticonvulsantHypersensititiy Syndromen black paients.

Studiesin patientsof Chineseancefry havefounda strongasso@tion betveentherisk of developingSJS/TENand
thepresencef HLA-B*1502, aninheritedalleli c variantof the HLAB gene,in patientsusingcarbamazepingiLA-B*
1502 maybeassociateavith increasedisk of developing SJS/TENn paientsof Tha andHan Chineseancestry
taking drugsassociateavith SJISTEN, including phenyton. If thesepaients are known to be postive for HLA -
B*1502, the useof Phenytoinshoutl only be consderedif the bendits arethoughtto exceedherisks.

In the CaucasanandJapanespopulation the frequencyof HLAB*1502 alleleis extremelylow, andthusit is not
possibleat presento concludeonrisk associéion. Adequae information aboutrisk associationn otherethnicitiesis
currently notavailable.

Musculoskettal Effect

Phenytoin andotheranticonvulsantghathavebeenshownto inducethe CYP450enzymearethoughtto affectbone
mineralmetbolismindirectly by increasinghe meaboism of Vitamin D3. This mayleadto Vitamin D deficiencyanc
heightenedrisk of oseomalaciabonefractures, osteoporosidiypocatema, and hypophosphatemia chronially
treaedepileptic patients.

In view of isolatedreportsas®ciatingphenytoin with exacerbaton of porphyria,cautionshouldbe exercisedin using
themedicationin patients sufferingfrom this diseae

Phenytoin may causdoweredserumlevelsof folic acid. It is recomnendedhatserumfolate con@ntrationse
measurd atleastonceevery6 months andfolic add supplematsgivenif necessar
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This medicinalprodud containssmallamountsof ethanol(alcoho), lessthan100 mg perdose.

Epanutincontanssucroseatypeof sugar.f you havebeentold thatyou have anintoleranceto somesugas, contact
your doctorbeforetakingthis medicinalproduct.This medidne may be harnful to theteeth.

This medicinecontainsazocolouringagents (E110and E112)thatmay causeallergicreactons.
4.5 Interaction with other medicinal productsand other forms of interaction

1 Drugswhich may increa® phenytoin serumlevelsinclude:

Amiodaroneanifungal agentqsuchas,but not limitedto, amphoteicin B, fluconazole ketoconazolemiconazoleand
itraconaza#), chloramphenicolchlordiazepoxide diazgpam,dicoumaro] diltiazem disulfiram, fluoxetine,
fluvoxamine sertraline Ho-antagonist®.g.cimetidine, hdothane isoniaad, methylphenidatenifedipine,omepraole,
oestrogensphenothiazinegyhenybutazonesaligylates,sucinimides,sulphonamidedplbutamide frazodoneand
viloxazine.

2. Drugswhich may decreas phenytoinserumlevelsinclude:
Folic acid,reserpinerifampicin, sucralfat, theophyline andvigabdrin.

Serumlevelsof phenyton canbereducedoy conconitant useof the herbal preparationscontaining St Johris Wort
(Hypericum perforatum). Thisis dueto inductionof drugmetabolising enzynesby St. Johris Wort. Herbal
preparationgontaining St. Johris Wort shouldthereforenot be conbinedwith a phenytoin.Theinducingeffectmay
persistfor atleast2 weeksaftercesaton of treatmentwith St Johris Wort. If a patientis alreadytaking St. Johris
Wort checkthe aniconvulsantlevelsandstopSt. Johris Wort. Anticonvulsant levelsmayincreaseon stoppingSt.
John's Wort. Thedose of anticonvulsantmay needadjusting.

A pharmacokinetignteractionstudybetween nelfinavir andphenybin bothadministeedorally showedhatnelfinavir
reducedAUC valuesof phenytoin(total) and free phenyton by 29%and 28%, respectivelyTherefore phenytoin
concentratbn shouldbe monitoredduring co-adminigration with nelfinavir, asnelfinavir may redue phenybin plasme
concentraton (seesecton 5.2 Pharmacéinetic Propeties— Pharmaokindic Interaction)

3. Drugswhich may eitherincreaseor deaeasepherytoin serumlevelsinclude:

Carbamazepinephenobarbitalyalproicadd, sodiumvalprode, anineophsticagents, certan antaeds and
ciprofloxacin.Similarly, the effectof phenytoinon carbamazpine phenobarbdil, valproicacidandsodiumvalprode
serum levelsis unpredictable.

Acuteacoholintakemay increasgphenybin serumlevelswhile chronicacoholismmaydeceaseserumlevels.

4, Althoughnat atrue pharmacokingc interadion, tricylic anidepressans andphenothiazinemay precipitae
sazuresin suseptide patientsandphenytoindosaganay neel to be adjusted.

5. Drugswhoseeffectis impairedby phenytoininclude:

Antifungal agentqe.g.azoles)antineoplatic agents (e.g.teniposale),cdcium channeblockers clozapine,
corticosteroidsciclosporin,dicoumaroldigitoxin, doxygycline, furosemide lamotiigine, methadoneneuromuscular
blockers,oestrogensyral contraceptivesparoxetne, sertrdine, quinidine, rifampicin, theophyllineandvitamin D.

6. Drugswhoseeffectis alteredby phenyton include:

Warfarin. The effectof phenytoinon warfarin is variable andprothronbin timesshouldbe deterninedwhenthese
agents arecombined.

Serumlevel determnationsareespecialy hdpful whenpossibé druginteradionsare suspeted
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Drug-Enteral Feeding/Nutritional Preparations Interaction:

Literaturereportssuggestthatpatientsvho haverecaved enteralfeedng preparationgnd/orrelatal nutitional
supplements havelower thanexpectedghenytoin plasmalevels. It is therdore suggestedhatphenytoin notbe
administeredconcomiainty with anenterd feedingpreparaton.

Morefrequent seum phenybin level monitoringmay be necessaryin thesepaients.

Drug/Laboratory Test Interactions:

Phenytoin may causea slight decreasén selum levek of total and freethyroxine,possiblyasaresultof enhanced
peripheralmetbolism Thesechangeslo notlead to clinical hypothyrodismand do not affectthelevelsof
circulating TSH. Thelattercanthereforebe usedfor diagnosng hypohyroidismin the patienton phenytoin.
Phenytoin doesnotinterferewith uptakeandsupprasiontestsusedin the diagnosisof hypothyoidism. It may,
however,producelowerthannormalvalues for dexanethasoneor metapyronetests.Phenytoinmay causeraised
serum levelsof glucose alkaline phosplataseandgammaglutanyl transpetidaseandlowered serum levelsof
calcium and folic acid. It is recommendeé thatserumfolateconcentationsbe measurel atleastonce evay 6
months,andfolic acidsupplemerggivenif necessay. Phenytoin may affed blood sugametabolisntests.

4.6 Fertility, pregnancy and lactation

Thereareintrinsic methodobgic problemsn obtaining adequat data on drugteratogenicityin humans.Geneticfactors
or epileptic conditionitself maybemoreimportantthandrugtheray in leadingto birth defecs. The greatmgority of
motherson anticonvulsanmedicationdeliver normalinfants.It is important to notethatanticonvusantdrugsshould
not bediscontnuedin patientan whomthedrugis admnistered to prevent major seizuresbecausef the strong
possibility of precipitaing statusepilepicuswith attendanthypoxia andthreatto life. In individual casesvherethe
severity and frequencyof the seizuredisorderaresuchthattheremova of medicationdoesnot pose a seriousthreatto
the patient disaontinuationof thedrugmaybe consderedprior or and during pregnancyalthoughit cannotbe said
with any confidencethatevenminor seizuresdo not posesomehazardto the developingembryo or foetus.

Anticonvulsantsncluding phenybin may produe congenital abnorméitiesin the offspringof a small numberof

epil eptic patiens. The exactrole of drugtherapyin theseabnormaiti esis unclear and geneticfactors in somestudies,
have alsobeenshownto beimportant.Epanutinshouldbe usedduring pregnancy especiallyearly pregnancyif in the
judgementof the physicianthe potentialbenefts clearly outweightherisk.

In addition to thereportsof increasedncidenceof congenitll mdformations, suchascleft lip/palate andheart
malformationsin childrenof womenreceivingphenybin andothe antiepilepticdrugs,there havemorereaently been
reports of afoetalhydantoinsyndrome.This consistf prendal growth ddficiency,micro-encephly andmental
deficiency in childrenbornto motherswho havereceived phenyton, barbiuratesalcohol,or trimethadione.

Howeve, thesefeaturesareall interrelaied andarefrequentlyassocated with intrauterinegrowth retadationfrom
other causes.

Therehavebeenisolatedrepors of malignanges,includingneuroblagtoma,in childrenwhosemothes received
pherytoin duringpregnancy.

Anincreasdn seizurefrequencyduring pregnancyocaursin a proportionof paients,andthis maybedueto altered
pherytoin absorpton or metabolisn. Perodic measuremat of seum phenybin levelsis particularlyvaluablein the
manmagemenbf a pregnanepieptic patientas a guideto anappropriat adjustrert of dosaje. However,postpatum
restaationof theoriginal dosagewill probaly beindicated.

Neoratd coagulatiordefectshavebeenreportedwithin thefirst 24 hoursin babiesbom to epilepticmothersreceving
pherytoin. VitaminK1 hasbeenshownto preventor correctthis defect and maybe givento the mothe beforedelivery
and to the neonateafterbirth.

Infant breastfeedingis notrecommendefbr womentaking phenybin beausephenytoinappeardo besecretd in low
concentratbnsin humanmilk.
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4.7 Effects on ability to drive and use machines

Patientsshouldbe advisednotto drive a caror operae potentially dangeousmachiney until it is knownthatthis
medcationdoesnot affect their ability to engagen theseactivities.

4.8 Undesirable effects

Immune system reactions. Anaphylactoid reaction and anaphylaxis
Central Nervous System

Themostcommon manifestationsencounteredwith phenytoin therapy arereferableto this systemandareusually
doserelated Thesencludenysagmus ataia, slurred speeh, decrasedco-ordinaton, mentalconfusion,
paraesthesi, somnolencedrowsinessand vertigo.

Dizzinessjnsamnia, transent,nervousnessnotortwitching, tase peversionand headachekaveals beenobserved
There havealsobeenrare reportsof phenytoininduceddyskinesas,including choreagystonia tremorandasterixis,
similar to thoseinducedby phenotlezineandotherneurokpticdrugs

There areoccasonal reportsof irreversble cerebelar dysfuncton asocatedwith severephenytoin overdosag. A
predominatly sersoryperiphea polyneurop¢hy hasbeenobservedn patientseceivinglong-termphenybin therapy.

Gastrointestinal
Nauseavomiting andconstpation, toxic hepaitis, andliver damage
Dermatological

Dermatologcal manifestatbnssomdimesaccompanietyy feverhaveincludedscarlatinform or morbilliform rastes.A
morbilliform rashisthe mostcommon; dermatitis is seenmorerarely. Other moreseriousandrareformshaveincluded
bullous exfoliative or purpuic dermaittis, lupuserythemabsus,StevensJohnsorsyndromeandtoxic epidermal
necrdysis (seeSection4.4).

Connective Tissue

Coarseningof thefacialfeaturesenlargementf thelips,gingival hyperplag, hirsuism, hypertrichosisPeyonie's
Diseas andDupuwytren'scontracturemayocaur rarely.

Haemopoietic

Haemopoiat comgicdions,somefatd, haveoccasionlly bean reportedn as®ciation with administratiorof
phenytoin. Thes haveincluded thrombocytopaia, leucopeniagranubcytopenia, agramlocytasis, parcytopeniawith or
withoutbone marron suppressin, and aplagic anaemiaWhile macrogytosisandmegaloblasticaraemiahave occurred,
theseconditonsusuallyrespondto folic aad therapy.

There havebeena numberof reportssuggesing arelationshipbetwesn phenytoinandthe developmentof
lymphadengpathy(localandgereralsed includingbenignlymph nodehyperplsg, pseuddymphoma, lymphoma, and
Hodgkin'sDiseaseAl thougha causeandeffectrelationshiphasnot beenestablishedthe occurerce of
lymphadengpathyindicaesthe needto differentiatesucha condtion from othertypesof lymph node patholay. Lymph
nodeinvolvemer mayoccurwith or withoutsymptomsand signsresenbling serumsicknessgg fever,rashard liver
involvement.

In all case of lymphadenopthy, foll ow-up obsevationfor anextendegeriodis indicatedard everyeffort shauld be
madeto achieveseizurecontrolusingaternativeantiepileptc drugs.
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Frequenblood countsshouldbe carriedout during treatmentwith phenytoin

Immune System

Hypersensitivity syndromehasbeenreportedandmay in rarecasedefatal (thesyndromemayinclude butis not
limited to, symptomssuchasarthrabias,eosinophila, fever, liver dysfundion, lymphadenopathgr rash) systemic
lupus erythematosuspolyarterits nodosaand immunoglobuln abnormétiesmayoccur.

Severaindividual casereportshavesuggestdthattheremay beanincreagd, although still rare,incidenceof
hypersnstivity reactons includingskinrashandhepatotoxidy, in black patients.

Other

Pdyarthropathyjnterstital nephrtis, pneumonis.
Post-mar keting experience

Musculoskeletal System

Bonefracturesandosteomalaia have beenassociatd with longterm (>10years)use of phenytoin by patieris with chronic
epilepsy. Osteopwosis ard otherdisordes of bonemetabolisnmsuchashypocalemia, hypophohatemiaanddeceased
levelsof Vitamin D metaboites havealsobeenreported.

4.9 Overdose

Thelethaldosein children is notknown. The meanlethaldosefor adults is estimatedto be 2 to 5g. Theinitial
symptomsarenystagnus,ataxia anddysarthria.The patientthenbecomegomatosethe pupls areunresposive and
hypotenson occusfollowedby respiratoy depressiomndapnoeaDeat is dueto respratory andcirculatory
depression

There aremarkedvariatonsamongindividuak with respe&t to phenytoinserum levelswheretoxicity mayoccu.
Nystagmuson lateralgazeusually appeas at20mgl, and ataxia at 30ng/l, dysarthriaand lethargyappeamhenthe
serum concentratia is greder than40mg/l,buta concentradon ashighas50mg/ hasbeenreportedwithout evidenceof
toxicity.

Asmuchas25timestherapeut dosehasbeentakento resultin serumconcentratia over 100mg/I (400 micromdes/l)
with compktereco\ery.

Treatment

Treatments nonspedfic sincethereisnoknown antidote If ingestedvithin the previous4 hours the stomachshoud
be emptial. If thegagreflexis absat, thearway shouldbe supported Oxygenandassisted/entilationmaybe
necesaryfor cental ner'voussysem respirabry andcadiovasulardepression.Haemodialysi€anbe consderedsince
phenytoin is not completely boundto plasmaproteins.Total exchangdransfugon hasbeenutilisedin the treatmenbf
severe intoxicationin children.

In acute overdsage the possibilty of the presenceof otherCNS depressantsincludingalcotol, should be bornein
mind.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Phenytoinis effectivein variousanimalmodek of genealisedconvulsivedisorders,reasonableffectivein modelsof
partial seizuredutrelatively ineffectivein modds of myoclonic seiaires.
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It appeardo stabilise ratherthanraisethe sezurethreshold and prevens sprea of seiaire activity ratherthanabolish
the primary focusof seizuredischarge.

Themechanisnby which phenytoinexersits aniconvulsant acion hasnot beenfully elucidatechowever possible
contributory effecsinclude:

1. Nonsynapticeffectsto reducesodiumconducance enhanceacive sodiumextrusion,
block repetitive firi ng andreducepod-tetanicpotentation.

2. Pos-synapticactionto enhancegyab-mediatednhibition andreduceexcitatory
synaptictransnission.

3. Pre-synapticacionsto reducecalciumentryand block releaseof neurotransmiter.

5.2 Phar macokinetic properties

Phenytoinis absobedfrom the smallintestineafter oraladminstration. Variousformulationfactorsmay affect the
bioavailablity of phenytoin;however,nonlinear techniqueshaveestimatedabsorptionto be essentiallyjcomplete.
Afterabsaption it is distributedinto body fluid including CSF.Its volume of distributionhasbeenestimatedo be
between0.52and1.19litres/kg, andit is highly proten bound(usualy 90%in adults).

Theplasmahalf-life of phenytoinin manaverages22 hourswith arangeof 7 to 42 hours.Steady statetherapeutiarug
levelsareachievedatleas 7 to 10 daysatfter initiation of therapy.

Phenytoinis hydroxylatedn theliver by anenzyne sysemwhichis saurable Smallincrementaldosesmay produce
very substantialncreagsin serumlevels whentheseare in the upperrangeof therapeuticoneentrations.

Theparametersontrollingeliminationarealsosubjed¢ to wide interpdient variation.Theseuum level achievedby a
givendoseis thereforealsosubpctto widevariaton.

Phar macokinetic | nteraction

Co-administationof nelfinavirtablets(1,250mg twice a day) with phenyton capsulg300mg onceaday)did not
change the plasmaconcentratiorof nelfinavir. However, coadministraion of nelfinavir reduedthe AUC valuesof
pherytoin (total) andfree phenytoinby 29%and28%, respetively (see secton 4.5 I nter action with other medicinal
products and other forms of interaction).

5.3 Preclinical safety data

Pre-clinical safetydatadoesnot addanythingof further significanceto the prescribe.
6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Aluminium magnesiunsilicate
Sodiumbenzoat (E211)
Citric acidmonohydrge
Carmellosesodum
Glycerol

Polysorbate40

Sucrose

Ethanol

Vanillin

Banandlavour
Orangeoil
Carmoising(E122)
Sunsetyellow (E110)
Purified watel
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6.2 ncompatibilities
Not applicable
6.3 Shelf life

Thesheltlife expiry dateof this productshdl bethedateshownonthebottle or outerpackageof the producton the
marketin the countryof origin.

6.4 Special precautionsfor storage
Do not stare above25'C. Storein the original padkagein orde to protect from light.
6.5 Nature and contents of container

Amberglassbottie with 3 pieceplasticchild resistant, tamperevidentclosurefitted with a polyethyleneacedliner
containing500ml. In anoverlabelledcaron.

6.6 Special precautionsfor disposal of a used medicinal product or waste materialsderived from
such medicinal product and other handling of the product

Shake well beforeuse.

7 PARALLEL PRODUCT AUTHORISATION HOLDER
IPSHealthcareLimited

Sterling House

501 MiddletonRoad

Oldham

Lancasire

OL99LY

United Kingdom

8 PARALLEL PRODUCT AUTHORISATION NUMBER
PPA1659/51/3

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation: 16th Septembe2011.

10 DATE OF REVISION OF THE TEXT
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