
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Epanutin30mg/5ml Oral Suspension

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each 5ml of suspensioncontains30mgPhenytoin

Each 5ml alsocontains1.044g Sucrose,24.66microlitres Ethanol,0.316mg Carmoisine(E122),0.1mgSunset
Yellow FCF (E110).
For a full li st of excipientssee6.1.

3 PHARMACEUTICAL FORM

Oral suspension.

Product imported from the UK:
Viscouscherry redcolouredoral suspension.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Controlof tonic-clonicseizures(grandmal epilepsy),partial seizures (focal includingtemporallobe)or acombination
of these,andthepreventionandtreatmentof seizuresoccurringduringor following neurosurgery and/orseverehead
injury. Epanutin hasalsobeenemployedin thetreatment of trigeminal neuralgia but it shouldonly beusedassecond
line therapyif carbamazepineis ineffectiveor patientsare intolerantto carbamazepine.

4.2 Posology and method of administration

For oraladministrationonly.

Dosage:

Dosageshouldbeindividualizedastheremaybewide interpatient variability in phenytoinserum levelswith equivalent
dosage.Epanutin shouldbeintroducedin small dosageswith gradual increments until controlis achievedor until toxic
effectsappear.In somecasesserumlevel determinationsmaybenecessaryfor optimal dosageadjustments– the
clinically effectivelevel is usually10– 20mg/l (40– 80micromoles/l) althoughsomecasesof tonic-clonicseizures
maybecontrolledwith lowerserumlevelsof phenytoin. With recommended dosageaperiodof sevento tendaysmay
be requiredto achievesteadystateserumlevelswith Epanutinandchangesin dosageshouldnotbecarriedout at
intervalsshorterthansevento tendays.Maintenanceof treatment shouldbethelowestdoseof anticonvulsant
consistentwith controlof seizures.

Epanutin Capsules, Oral Suspension and Infatabs:

EpanutinCapsulescontainphenytoinsodiumwhereasEpanutin Oral SuspensionandEpanutinInfatabscontain
phenytoin. Although100mg of phenytoin sodiumisequivalentto 92mg of phenytoinona molecularweightbasis,
thesemolecularequivalentsarenot necessarily biologically equivalent. Physiciansshouldthereforeexercisecare in
thosesituationswhereit is necessaryto changethedosageform andserumlevelmonitoringis advised.
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Adults:

Initially 3 to 4 mg/kg/daywith subsequentdosageadjustmentif necessary.For mostadultsasatisfactorymaintenance
dosewill be200to 500mgdaily in singleor divideddoses.Exceptionally, adaily doseoutsidetherangemaybe
indicated.Dosageshouldnormallybeadjustedaccordingto serum levels whereassayfacilities exist.

Elderly:

Elderly (over65years):As with adultsthedosageof Epanutin shouldbetitratedto thepatient’s individual
requirementsusing thesameguidelines.As elderly patientstendto receivemultiple drugtherapies,thepossibilityof
drug interactionsshouldbebornein mind.

Infants and Children:

Initially, 5 mg/kg/dayin two divideddoses,with subsequentdosageindividualised to amaximumof 300mgdaily. A
recommendeddaily maintenancedosageis usually 4-8 mg/kg.

Neonates:

Theabsorptionof phenytoinfollowingoral administration in neonates isunpredictable.Furthermore,themetabolismof
phenytoin maybedepressed.It is thereforeespecially important to monitor serumlevelsin theneonate.

4.3 Contraindications

Phenytoin is contraindicatedin thosepatientswho arehypersensitive to phenytoin,or its inactiveingredients,or other

hydantoins.

4.4 Special warnings and precautions for use

Suicidal ideation andbehaviourhavebeenreportedin patients treatedwith anti-epilepticagentsin several indications.
A meta-analysisof randomisedplacebocontrolled trialsof anti-epileptic drugshasalsoshownasmall increasedrisk of
suicidal ideation andbehaviour.Themechanismof this risk is not knownandtheavailabledatadonot excludethe
possibility of anincreasedrisk for phenytoin.

Thereforepatients shouldbemonitoredfor signsof suicidal ideation andbehavioursandappropriatetreatmentshould
beconsidered.Patients (andcaregiversof patients)should beadvisedto seekmedicaladviceshouldsignsof suicidal
ideationor behaviouremerge.

Abruptwithdrawalof phenytoinin epilepticpatients mayprecipitatestatusepilepticus.When,in thejudgementof the
clinician, theneedfor dosagereduction,discontinuation,or substitutionof alternativeanti-epileptic medicationarises,
thisshould bedonegradually.

However, in theeventof anallergicor hypersensitivity reaction, rapidsubstitutionof alternativetherapymaybe
necessary. In this case, alternativetherapyshould beananti-epileptic drugnot belongingto thehydantoinchemical
class.

Phenytoin is highly proteinboundandextensively metabolisedby theliver.Reduceddosageto preventaccumulation
and toxicity may therefore berequiredin patients with impairedliver function. Whereproteinbindingis reduced,asin
uraemia,total serumphenytoinlevelswil l bereduced accordingly. However, thepharmacologically activefreedrug
concentration is unlikely to bealtered.Therefore, underthesecircumstances therapeuticcontrol may beachievedwith
total phenytoin levelsbelowthenormalrangeof 10-20mg/l (40-80micromoles/l).Patientswith impairedliver
function,elderlypatientsor thosewhoaregravely ill mayshowearlysignsof toxicity.

Phenytoin is not effective for absence(petit mal) seizures. If tonic-clonic (grandmal) andabsenceseizuresare present
together, combineddrugtherapyis needed.
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Phenytoinmayaffectglucosemetabolism andinhibit insulin release.Hyperglycaemiahasbeenreportedin association
with toxic levels.Phenytoinis not indicatedfor seizures dueto hypoglycaemia or othermetaboliccauses.

Serumlevelsof phenytoin sustainedabovetheoptimal rangemayproduce confusionalstatesreferredto as "delirium",
"psychosis",or "encephalopathy",or rarelyirreversiblecerebellar dysfunction. Accordingly,at thefirst signof acute
toxicity, serumdruglevel determinationsare recommended. Dosereduction of phenytointherapyis indicatedif serum
levelsareexcessive;if symptomspersist, terminationof therapywith phenytoin is recommended.

HerbalpreparationscontainingSt. John’s Wort (Hypericum perforatum) shouldnot beusedwhile takingphenytoindue
to therisk of decreasedplasmaconcentrationsandreducedclinical effectsof phenytoin(seeSection4.5).

AnticonvulsantHypersensitivitySyndrome (AHS) is a raredruginduced,multiorgansyndromewhich is potentially
fatal andoccursin somepatientstakinganticonvulsantmedication.It is characterizedby fever, rash,lymphadenopathy,
and othermultiorganpathologies,oftenhepatic. Themechanismis unknown.Theintervalbetweenfirst drugexposure
and symptomsis usually 2-4 weeksbut hasbeenreported in individualsreceivinganticonvulsantsfor 3 or more
months.

Patientsat higherrisk for developingAHS includeblackpatients,patientswhohavea family history of or whohave
experiencedthis syndromein thepast,andimmunosuppressedpatients.Thesyndromeis more severe in previously
sensitizedindividuals.If apatientis diagnosedwith AHS, discontinuethephenytoin andprovideappropriate
supportive measures.

IntegumentaryEffect
Phenytoincancauserare,seriousskin adverseevents suchas exfoliative dermatitis,Stevens-JohnsonSyndrome(SJS),
and toxic epidermal necrolysis (TEN), which canbefatal. Althoughseriousskin reactionsmayoccurwithoutwarning,
patientsshould bealertfor thesignsandsymptoms of skin rashandblisters,fever,or other signshypersensitivitysuch
as itching, andshouldseekmedicaladvicefrom their physician immediately whenobservinganyindicativesignsor
symptoms.Thephysicianshouldadvisethepatient to discontinuetreatment if therashappears. If therashis of a milder
type (measles-like or scarlatiniform),therapymayberesumed after therashhascompletely disappeared.If therash
recurs upon reinstitutionof therapy,furtherphenytoinmedication is contraindicated.Publishedliteraturehassuggested
thattheremaybeanincreased,althoughstill rare, risk of hypersensitivi ty reactions,includingskin rash,SJS,TEN,
hepatotoxicity, andAnticonvulsantHypersensitivity Syndromein blackpatients.

Studiesin patientsof Chineseancestry havefoundastrongassociation betweentherisk of developingSJS/TENand
thepresenceof HLA-B*1502,aninheritedallelic variantof theHLAB gene,in patientsusingcarbamazepine.HLA-B*
1502maybeassociatedwith increasedrisk of developingSJS/TENin patientsof Thai andHanChineseancestry
takingdrugsassociatedwith SJS/TEN, includingphenytoin. If thesepatients areknown to bepositive for HLA-
B*1502, the useof Phenytoinshould only beconsideredif thebenefits arethoughtto exceedtherisks.

In theCaucasianandJapanesepopulation,thefrequencyof HLAB*1502 alleleis extremelylow, andthusit is not
possibleat presentto concludeon risk association. Adequate information aboutrisk associationin otherethnicitiesis
currentlynot available.

MusculoskeletalEffect
Phenytoinandotheranticonvulsantsthathavebeenshownto inducetheCYP450enzymearethoughtto affect bone
mineralmetabolismindirectlyby increasingthemetabolism of Vi tamin D3. This mayleadto Vitamin D deficiencyand
heightenedrisk of osteomalacia,bonefractures,osteoporosis,hypocalcemia, andhypophosphatemiain chronically
treatedepileptic patients.

In view of isolatedreportsassociatingphenytoin with exacerbation of porphyria,cautionshouldbeexercisedin using
themedicationin patientssufferingfrom this disease.

Phenytoinmaycauseloweredserumlevelsof folic acid. It is recommendedthatserumfolateconcentrationsbe
measured at leastonceevery6 months, andfolic acid supplementsgivenif necessary.
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This medicinalproduct containssmallamountsof ethanol(alcohol), lessthan100 mgperdose.

Epanutincontainssucrose,a typeof sugar.If youhavebeentold thatyouhave anintoleranceto somesugars,contact
yourdoctorbeforetakingthis medicinalproduct.This medicinemay beharmful to theteeth.

This medicinecontainsazocolouringagents(E110andE112)thatmaycauseallergicreactions.

4.5 Interaction with other medicinal products and other forms of interaction

1. Drugswhichmay increasephenytoin serumlevelsinclude:

Amiodarone,antifungalagents(suchas,but not limitedto, amphotericin B, fluconazole,ketoconazole,miconazoleand
itraconazole),chloramphenicol,chlordiazepoxide,diazepam,dicoumarol, diltiazem, disulfiram,fluoxetine,
fluvoxamine,sertraline,H -antagonistse.g.cimetidine,halothane, isoniazid, methylphenidate,nifedipine,omeprazole,
oestrogens,phenothiazines,phenylbutazone,salicylates,succinimides,sulphonamides,tolbutamide,trazodoneand
viloxazine.

2. Drugswhichmaydecreasephenytoinserumlevelsinclude:

Folic acid,reserpine,rifampicin,sucralfate, theophylline andvigabatrin.

Serumlevelsof phenytoin canbereducedby concomitant useof theherbal preparationscontaining St John’s Wort
(Hypericum perforatum). This is dueto inductionof drugmetabolisingenzymesby St.John’s Wort. Herbal
preparationscontainingSt. John’s Wort shouldthereforenot becombinedwith a phenytoin.Theinducingeffectmay
persistfor at least2 weeksaftercessationof treatmentwith St. John’s Wort. If a patientis alreadytakingSt. John’s
Wort checktheanticonvulsantlevelsandstopSt. John’s Wort. Anticonvulsant levelsmayincreaseonstoppingSt.
John’s Wort. Thedoseof anticonvulsantmayneedadjusting.

A pharmacokineticinteractionstudybetween nelfinavir andphenytoin bothadministeredorally showedthatnelfinavir
reducedAUC valuesof phenytoin(total) and freephenytoin by 29%and28%,respectively.Therefore,phenytoin
concentrationshouldbemonitoredduringco-administrationwith nelfinavir,asnelfinavirmay reduce phenytoin plasma
concentration (seesection 5.2Pharmacokinetic Properties– Pharmacokinetic Interaction).

3. Drugswhichmayeitherincreaseor decreasephenytoin serumlevelsinclude:

Carbamazepine,phenobarbital,valproicacid, sodiumvalproate,antineoplasticagents,certain antacids and
ciprofloxacin.Similarly, theeffectof phenytoinoncarbamazepine, phenobarbital, valproicacidandsodiumvalproate
serumlevelsis unpredictable.

Acutealcohol intakemay increasephenytoin serumlevelswhile chronicalcoholismmaydecreaseserumlevels.

4. Althoughnot a truepharmacokinetic interaction, tricylic antidepressants andphenothiazinesmayprecipitate
seizuresin susceptible patientsandphenytoindosagemayneed to beadjusted.

5. Drugswhoseeffectis impairedby phenytoininclude:

Antifungalagents(e.g.azoles),antineoplastic agents(e.g.teniposade),calcium channelblockers, clozapine,
corticosteroids,ciclosporin,dicoumarol,digitoxin, doxycycline, furosemide, lamotrigine,methadone,neuromuscular
blockers,oestrogens,oral contraceptives,paroxetine,sertraline, quinidine, rifampicin, theophyllineandvitamin D.

6. Drugswhoseeffectis alteredby phenytoin include:

Warfarin.Theeffectof phenytoinonwarfarin is variableandprothrombin timesshouldbedeterminedwhenthese
agentsarecombined.

Serumleveldeterminationsareespecially helpful whenpossible druginteractionsaresuspected.
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Drug-Enteral Feeding/Nutritional Preparations Interaction:
Literaturereportssuggestthatpatientswhohavereceivedenteralfeedingpreparationsand/orrelated nutritional
supplements havelower thanexpectedphenytoin plasmalevels. It is thereforesuggestedthatphenytoinnot be
administeredconcomitantly with anenteral feedingpreparation.

Morefrequent serumphenytoin levelmonitoringmay benecessaryin thesepatients.

Drug/Laboratory Test Interactions:
Phenytoinmaycauseaslight decreasein serumlevels of totaland freethyroxine,possiblyasa resultof enhanced
peripheralmetabolism. Thesechangesdonot lead to clinical hypothyroidismand donot affectthelevelsof
circulatingTSH.Thelattercanthereforebeusedfor diagnosinghypothyroidismin thepatientonphenytoin.
Phenytoindoesnot interferewith uptakeandsuppressiontestsusedin thediagnosisof hypothyroidism.It may,
however,producelower thannormalvalues for dexamethasoneor metapyronetests.Phenytoinmaycauseraised
serumlevelsof glucose,alkaline phosphatase,andgammaglutamyl transpeptidaseandloweredserum levelsof
calcium and folic acid.It is recommended thatserumfolateconcentrationsbemeasured at leastonce every 6
months,andfolic acidsupplements givenif necessary. Phenytoinmay affect bloodsugarmetabolismtests.

4.6 Fertility, pregnancy and lactation

Thereareintrinsicmethodologic problemsin obtainingadequatedata ondrugteratogenicityin humans.Geneticfactors
or epilepticconditionitself maybemoreimportantthandrugtherapy in leadingto birth defects.Thegreatmajority of
mothersonanticonvulsantmedicationdeliver normalinfants.It is important to notethatanticonvulsantdrugsshould
not bediscontinuedin patientsin whomthedrugis administered to prevent major seizuresbecauseof thestrong
possibility of precipitating statusepilepticuswith attendanthypoxiaandthreatto life. In individual caseswherethe
severity and frequencyof theseizuredisorderaresuchthattheremoval of medicationdoesnot posea seriousthreatto
thepatient, discontinuationof thedrugmaybeconsideredprior or andduringpregnancyalthoughit cannotbesaid
with anyconfidencethatevenminorseizuresdonot posesomehazardto thedevelopingembryo or foetus.

Anticonvulsantsincludingphenytoin mayproducecongenital abnormalit iesin the offspringof asmall numberof
epilepticpatients.Theexactroleof drugtherapyin theseabnormalitiesis unclearandgeneticfactors, in somestudies,
have alsobeenshownto beimportant.Epanutinshouldbeusedduringpregnancy,especiallyearlypregnancy,if in the
judgementof thephysicianthepotentialbenefits clearly outweightherisk.

In addition to thereportsof increasedincidenceof congenital malformations,suchascleft lip/palateandheart
malformationsin childrenof womenreceivingphenytoin andother antiepilepticdrugs,there havemorerecentlybeen
reportsof a foetalhydantoinsyndrome.This consistsof prenatal growthdeficiency,micro-encephaly andmental
deficiency in childrenbornto motherswhohavereceivedphenytoin, barbiturates,alcohol,or trimethadione.

However, thesefeaturesareall interrelatedandarefrequentlyassociated with intrauterinegrowth retardationfrom
othercauses.

Therehavebeenisolatedreports of malignancies,includingneuroblastoma,in childrenwhosemothers received
phenytoin duringpregnancy.

An increasein seizurefrequencyduringpregnancyoccursin a proportionof patients,andthis maybedueto altered
phenytoin absorptionor metabolism. Periodic measurement of serumphenytoin levelsis particularlyvaluablein the
managementof apregnantepilepticpatientas aguideto anappropriate adjustment of dosage.However,postpartum
restorationof theoriginal dosagewill probably beindicated.

Neonatal coagulationdefectshavebeenreportedwithin thefi rst 24hoursin babiesborn to epilepticmothersreceiving
phenytoin. VitaminK1 hasbeenshownto preventor correctthis defect andmaybegivento themother beforedelivery
and to theneonateafterbirth.

Infant breastfeedingis not recommendedfor womentakingphenytoin becausephenytoinappearsto besecreted in low
concentrationsin humanmilk.
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4.7 Effects on ability to drive and use machines

Patientsshouldbeadvisednot to drive acaror operate potentially dangerousmachinery until it is knownthatthis
medicationdoesnot affect theirability to engagein theseactivities.

4.8 Undesirable effects

Immune system reactions: Anaphylactoid reaction and anaphylaxis

Central Nervous System

Themostcommonmanifestationsencounteredwith phenytoin therapyarereferableto this systemandareusually
dose-related. Theseincludenystagmus, ataxia, slurredspeech,decreasedco-ordination, mentalconfusion,
paraesthesia,somnolence,drowsinessand vertigo.
Dizziness,insomnia, transient,nervousness,motortwitching,tasteperversionandheadacheshavealso beenobserved.
Therehavealsobeenrarereportsof phenytoin induceddyskinesias,includingchorea,dystonia,tremorandasterixis,
similar to thoseinducedby phenothiazineandotherneurolepticdrugs.

Thereareoccasional reportsof irreversiblecerebellar dysfunction associatedwith severephenytoin overdosage.A
predominantly sensoryperipheral polyneuropathy hasbeenobservedin patientsreceivinglong-termphenytoin therapy.

Gastrointestinal

Nausea, vomiting andconstipation, toxic hepatitis, andliver damage.

Dermatological

Dermatological manifestationssometimesaccompaniedby feverhaveincludedscarlatiniform or morbilliform rashes.A
morbilliform rashis themostcommon;dermatitis isseenmorerarely.Other moreseriousandrareformshaveincluded
bullous, exfoliativeor purpuric dermatitis, lupuserythematosus,Stevens-Johnsonsyndromeandtoxic epidermal
necrolysis (seeSection4.4).

Connective Tissue

Coarseningof thefacialfeatures,enlargementof thelips,gingivalhyperplasia,hirsutism,hypertrichosis,Peyronie's
DiseaseandDupuytren'scontracturemayoccur rarely.

Haemopoietic

Haemopoietic complications,somefatal, haveoccasionally been reportedin association with administrationof
phenytoin.Thesehaveincluded thrombocytopenia, leucopenia,granulocytopenia,agranulocytosis,pancytopeniawith or
withoutbonemarrow suppression,andaplastic anaemia.While macrocytosisandmegaloblasticanaemiahaveoccurred,
theseconditionsusuallyrespondto folic acid therapy.

Therehavebeenanumberof reportssuggesting arelationshipbetweenphenytoinandthedevelopmentof
lymphadenopathy(localandgeneralised) includingbenignlymphnodehyperplasia,pseudolymphoma,lymphoma,and
Hodgkin'sDisease.Al thoughacauseandeffectrelationshiphasnotbeenestablished,theoccurrenceof
lymphadenopathyindicatestheneedto differentiatesuchacondition from othertypesof lymphnodepathology. Lymph
nodeinvolvement mayoccurwith or withoutsymptomsandsignsresemblingserumsickness,eg. fever,rashand liver
involvement.

In all casesof lymphadenopathy, follow-upobservationfor anextendedperiodis indicatedand everyeffort should be
madeto achieveseizurecontrolusingalternativeantiepileptic drugs.
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Frequentbloodcountsshouldbecarriedoutduring treatmentwith phenytoin.

Immune System

Hypersensitivity syndromehasbeenreportedandmay in rarecasesbefatal (thesyndromemayinclude, but is not
limited to, symptomssuchasarthralgias,eosinophilia, fever, liver dysfunction, lymphadenopathyor rash), systemic
lupuserythematosus,polyarteritis nodosa,and immunoglobulin abnormalit iesmayoccur.

Severalindividualcasereportshavesuggestedthattheremay beanincreased,although still rare,incidenceof
hypersensitivi ty reactions, includingskinrashandhepatotoxicity, in blackpatients.

Other

Polyarthropathy,interstitial nephritis, pneumonitis.

Post-marketing experience

Musculoskeletal System

Bonefracturesandosteomalacia havebeenassociated with longterm(>10years)useof phenytoin by patientswith chronic
epilepsy.Osteoporosisand otherdisordersof bonemetabolismsuchashypocalcemia,hypophophatemiaanddecreased
levelsof Vitamin D metaboliteshavealsobeenreported.

4.9 Overdose

Thelethaldosein children is notknown.Themeanlethaldosefor adults is estimatedto be2 to 5g.Theinitial
symptomsarenystagmus,ataxiaanddysarthria.Thepatientthenbecomescomatose,thepupilsareunresponsiveand
hypotension occursfollowedby respiratory depressionandapnoea.Death is dueto respiratory andcirculatory
depression.

Therearemarkedvariationsamongindividualswith respect to phenytoinserumlevelswheretoxicity mayoccur.
Nystagmuson lateralgazeusually appearsat20mg/l, andataxiaat30mg/l, dysarthriaand lethargyappearwhenthe
serumconcentration isgreater than40mg/l,butaconcentration ashighas50mg/l hasbeenreportedwithout evidenceof
toxicity.

Asmuchas25timestherapeutic dosehasbeentakento resultin serumconcentration over100mg/l (400micromoles/l)
with completerecovery.

Treatment

Treatmentis non-specific sincethereisnoknown antidote.If ingestedwithin theprevious4 hoursthestomachshould
beemptied. If thegagreflex isabsent, theairway shouldbesupported.Oxygenandassistedventilationmaybe
necessaryfor central nervoussystem, respiratory andcardiovasculardepression.Haemodialysiscanbeconsideredsince
phenytoin is not completelyboundto plasmaproteins.Totalexchangetransfusion hasbeenutilisedin thetreatmentof
severe intoxicationin children.

In acuteoverdosagethepossibility of thepresenceof otherCNSdepressants,includingalcohol, shouldbebornein
mind.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Phenytoin is effectivein variousanimalmodels of generalisedconvulsivedisorders,reasonablyeffectivein modelsof
partial seizuresbut relatively ineffectivein models of myoclonic seizures.
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It appearsto stabilise ratherthanraisetheseizurethreshold andprevents spread of seizureactivity ratherthanabolish
theprimary focusof seizuredischarge.

Themechanismby whichphenytoinexerts its anticonvulsant action hasnotbeenfully elucidatedhowever, possible
contributoryeffects include:

5.2 Pharmacokinetic properties

Phenytoin is absorbedfrom thesmall intestineafteroraladministration.Variousformulationfactorsmayaffect the
bioavailability of phenytoin;however,non-linear techniqueshaveestimatedabsorptionto beessentiallycomplete.
Afterabsorption it is distributedintobody fluid includingCSF.Itsvolumeof distributionhasbeenestimatedto be
between0.52and1.19litres/kg, andit is highly protein bound(usually 90%in adults).

Theplasmahalf-li fe of phenytoinin manaverages22hourswith a rangeof 7 to 42hours.Steadystatetherapeuticdrug
levelsareachievedat least 7 to 10daysafter initiation of therapy.

Phenytoin is hydroxylatedin theliver by anenzymesystemwhich is saturable. Small incrementaldosesmayproduce
very substantialincreasesin serumlevels whentheseare in theupperrangeof therapeuticconcentrations.

Theparameterscontrollingeliminationarealsosubject to wide interpatient variation.Theserum level achievedby a
givendoseis thereforealsosubjectto widevariation.

Pharmacokinetic Interaction

Co-administrationof nelfinavir tablets(1,250mg twice aday) with phenytoin capsule(300mgonceaday)did not
change theplasmaconcentrationof nelfinavir.However,coadministration of nelfinavir reducedtheAUC valuesof
phenytoin (total) andfreephenytoinby 29%and28%,respectively (seesection 4.5 Interaction with other medicinal
products and other forms of interaction).

5.3 Preclinical safety data

Pre-clinical safetydatadoesnot addanythingof further significanceto theprescriber.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Aluminium magnesiumsilicate
Sodiumbenzoate (E211)
Citric acidmonohydrate
Carmellosesodium
Glycerol
Polysorbate40
Sucrose
Ethanol
Vanillin
Bananaflavour
Orangeoil
Carmoisine(E122)
Sunsetyellow (E110)
Purified water

1. Non-synapticeffectsto reducesodiumconductance,enhanceactive sodiumextrusion,
block repetitive firi ngandreducepost-tetanicpotentiation.

2. Post-synapticactionto enhancegaba-mediatedinhibition andreduceexcitatory
synaptictransmission.

3. Pre-synapticactionsto reducecalciumentryandblock releaseof neurotransmitter.
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6.2 Incompatibilities

Not applicable.

6.3 Shelf life

Theshelf-life expirydateof this productshall bethedateshownon thebottle or outerpackageof theproducton the
marketin thecountryof origin.

6.4 Special precautions for storage

Do not storeabove25̊ C. Storein theoriginal packagein order to protect from light.

6.5 Nature and contents of container

Amberglassbottle with 3 pieceplasticchild resistant, tamperevidentclosurefitted with apolyethylenefacedliner
containing500ml. In anoverlabelledcarton.

6.6 Special precautions for disposal of a used medicinal product or waste materials derived from
such medicinal product and other handling of the product

Shakewell beforeuse.

7 PARALLEL PRODUCT AUTHORISATION HOLDER

IPSHealthcareLimited
SterlingHouse
501MiddletonRoad
Oldham
Lancashire
OL9 9LY
UnitedKingdom

8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA1659/51/3

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation: 16th September 2011.

10 DATE OF REVISION OF THE TEXT
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