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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Kapake30mg/500mgrablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Active Ingredient mg pertablet
Paracetamol 500.0ngy

(AsPamacetamoDC 96% andPovidone4%)
CodeinePhosphate 30.0ng

For afull listof excipients,seesection6.1.
3PHARMACEUTICAL FORM
Tablet

Product imported from the UK:

Oblongwhite uncoatedabletsmarked Kapake and bearng a samrelineon oneside,the othersideis plain and
unmarked.Thescorelneis only to facilitate bre&ing for easeof swallowing andnotto divide into equaldoses.

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

In thetreatrmentof severepain.

4.2 Posology and method of administration

For oraladminstration.

Adults:
Oneor two tables to betakeneveryfour hoursasrequiral up to a maximum of eighttabletsin any 24 hour peiiod.

Children:
Not recomnendedfor childrenunderl2 yearsof age

Elderly:
Thedosagamay needto bereducedandshouldbetitratedto theindividual s needandoverall medicalcondition.

4.3 Contraindications

Kapake30mg/500mdgrabletsshould not be usedin paientshypesensitive to codeinegphosphateparacetamaobr any of
theotheringrediens. This productis contrandicaedin paientswith raisedintracranialpressire or headinjury,
respiratorydepressin, acuteasthna andacue alcoholism.Kapake30mg/500mgrabletsare alsocontraindicaedin
patientsreceving monoamie oxidaseinhibitorsor who have recaved theseagentswithin the previoustwo weeks.It is
not recommendedbr childrenunderl2 yeas of age.
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4.4 Special warnings and precautions for use

Codeineis pattially metaboliedby CYP2D6.If apatienthas adeficiencyor is completelylackingthis enzymethey
will not obtain adequateanalgesieffects. Estimatesindicae tha up to 7% of the caucaian populationmay havethis
deficiency. However,if the patientis anultra-rapidmetaboliserthereis anincrease risk of developingsideeffects of
opioid toxicity evenatlow doses Geneal symptomsof opioid toxicity include nauseayomiting, constipationjack of
appeite and somnolenceln severecaseghis mayinclude symptons of circulatoly andrespiatory depession.
Estimatesndicatethatupto 1 to 2% of the caucaianpopulaion may be ultra-rapid metabolises.

It should be usal with cautonin theelderly anddebilitated asthesepaients may be more sensitiveto the effectsof
opioids,thosewith progatic hypertrophyjnflammaory or obstrudive bowd disodersor Addison'sdiseaseCareis
advisedin theadministratiorof paracetamaio patientswith severeaenal or severenepaticimpairment. The hazads of
overdosearegreater in those with non-cirrhotic alcoholic liver diseae Dependencef the morphinetype maybe
producedespeailly with prolongeduse of high dosesof codene.

Therisk-benefitof continueduseshouldbe assesseéregulaly by the presaiber.

Immedide medicaladviceshouldbe soughtin theeventof anoverdose evenif the patientfeelswell, becaus®f the
risk of delayedserioudiver damagePatiens shouldbe advisednotto takeother paracetametontainingproducts
concurently.

Do not exceedherecommendedose.lf symptomspersist,consultyour dodor. Keepout of thereachof children.
Theleafletwill statein aprominentpostionin the'before taking' secton:

* Do nottakefor longerthandirectedby your prescriber

» Taking codeineregularly for alongtime canleadto addction, which might causeyouto feel restlessandirritable
whenyou stopthetables

» Taking a painkiller for headachewoo often or for toolongcanmakethemworse.
Thelabelwill state(to bedisplayedorominently onouter padk — notboxed):
Do not takefor longer thandirectedby your presciber as taking codene regularly for along time canleadto addiction.

Codeineis pattially metaboliedby CYP2D6.If apatienthas adedficiencyor is completelylackingthis enzymethey
will not obtain adequateanalgesieffecs. Estimates indicae tha up to 7% of the caucaian populationmay havethis
deficiency. However,if the patientis anultra-rapid metaboliserthereis anincrease risk of developingsideeffects of
opioid toxicity evenatlow dosesGeneal symptomsof opioid toxicity include nauseayomiting, constipationjack of
appeite and somnolenceln severecaseghis mayinclude symptons of circulatory andrespiatory depession.
Estimatesndicatethatupto 1 to 2% of the caucaianpopuldion may be ultra-rapid metabolises.

4.5 Interaction with other medicinal productsand other forms of interaction
Thedepressargffectsof codeinemaybe enhancedby othercental nervoussysten depressants: anxiolytics,
hypnotics,anidepressant@ntipsychoticend alcohol If combned thergy is necessay, the doseof oneor both

agents shauld beredu@d. Alcohol should beavoided.

Thespeedf absorptiorof paracesnol may beincreasedoy meclopranide or domperidonendabsorptiorreduced
by colegyramine.

Theanticoaguhnteffectof warfarinandothercoumains maybeenhance by prolongedregularuse of paacetamol
with increasedisk of bleeding;occasionhdoseshaveno significant effect.
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4.6 Fertility, pregnancy and lactation
This product shouldnot be usedduringpregnancy.

At normd therapeuticddosescodeineandits acive metaboltes may bepresenin breasimilk atverylow dosesandis
unlikely to adverselyaffectthe breasted infant.

Howevae, if the patientis anultra-rapid metabolserof CYP2D6,higherlevek of theactivemetabolitesnaybe present
in breastimilk andon very rareoccasionsnayresultin symptomsof opioid toxicity in theinfant.

If symptansof opioid toxicity developin eitherthe motheror theinfant, thenall codeinecontainingmedicinesshould

be stoppel andalterndive nonopioid amalgesicgprescrbed.In severecasesconsideratiorshouldbe given to
prescribingnaloxoneto reversehe® effeds.

4.7 Effects on ability to drive and use machines

Patientsreceving this medicationshouldbe advised not to drive or operaé machineryif affected by dizzinessor
sedation.

4.8 Undesirable effects

Adverseeffectsof paracetamahrerarebut hypersensitiity including skinrashmayocaur. There havebeenreportsof
blood dyscrasiasncludingthrombocytopera andagraulocybsisassocited with the useof paracetamol.

Themostcommonadverseeffectsto codene aredizzinessdrowsnesshauseaandvomiting. Theseeffeds are often
more commonin the ambulatorypatientandthusmaybealleviaedif the paient lies down. Othersideeffectsto
codeinewhich may occur includeconstipaion, urinary retention, light-headedness;onfusion,euphoia, dysphoria,
miosis bradycardh, abdominalpain (rarely codene-induced pancraititis hasbeenrepotedin patientswith a history of
cholecygectony), allergic reactionsandpruritus.

Regularprolongeduse of codeines knownto leadto addidion andtolerance. Symptomsof restessiessandirritability
may resultwhentreatmenis thenstopped.

Prolongeduseof a painkiller for headachesanmake them worse.
4.9 Overdose

Par acetamol Overdose

Liver damages possble in adulis who have taken10gor more of para@tamol. Ingestionof 5g or more of paracetamol
may leadto liver damagef the patienthasrisk factors(seebelow).

Risk factors

If the paient

a) Isonlongtermtreatmentwith carbanazeine,phenobarkione,phenytoin, primidone,rifampian, St. Johris Wort
or otherdrugsthat induceliver enzymes.
or

b) Regularly consumesethanolin excesof recommendedamounts.
or

c) Islikely to beglutathionedepletee.g.eating disordersgystic fibrosis,HIV infection,starvationcachexia.

Symptoms of Paracetamol Overdose

Symptomsof paracetamobverdosagén thefirst 24 hoursarepadlor, nause, vomiting, anorexisaandabdominalpain.
Liver damagemay bemmeapparentl2 to 48 hoursafter ingestion. Abnormalities of glucosemetabolismandmetaolic
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acidosismay occur.ln severepoisoning hepaic failure may progresgo encghalopathyhaemorhage hypoglycaemiz
cerebval oedemaanddeath Acuterenalfailurewith aaute tubular neaosis, strorgly suggestedby loin pain,haematuri
and proteinuria,may developevenin the absenceof severeliver danage.Cardiacarhythmiasandpancratitis have
beenreported.

Management of Paracetamol Overdose

Immedide treatmentis esentialin the managemenif paracéanol overdoseDespite alack of significantearly
symptoms, patiens should bereferredto hospitalurgently for immediate medical attention.Symptomsmay be limited
to naugaor vomiting andmay notreflectthe seveity of overdoseor therisk of organdamageManagemenshouldbe
in accordancevith establifiedtreatmenguiddines.

Treatmet with activatedcharcoakhould be consderedif the overdoséhas beentakenwithin 1 hour.Plasma
paracetanol concentation shouldbe measurect 4 hoursor later afteringestion (earlie concentationsareunreliable)
Treatmet with N-acetylcysteingnay be usedup to 24 hoursafteringestionof paracetenol; howeverthemaximum
protectiveeffectis obtainedup to 8 hourspostingestion. The effecivenessof the antidotedeclinessharplyafter this
time. If requiredthe patientshouldbe given intravenoudN-aceylcystane, in line with the estabisheddosageschelule.
If vomiting is nota problem, oral methioninemay bea suitablealternative for remoteareasputsidehospital.
Managemenbf patientswho presentwith seroushepdic dysfuncton beyond24hfromingestionshouldbediscussed
with the National PoisondnformationCente (NPIC) or aliver unit.

Codeine Overdose

Theeffedsin overdosagavill be potentated by simultaneousingestionof alcohol andpsychotopic drugs.
Symptoms of Codeine Overdose

Centralnervoussystemdepressionincludingrespirabry depressin, may developbutis unlikely to be severeunless
other sedaitve agentshavebeenco-ingestedincludingalcohol, or theoverdosas very large.The pupilsmaybepin-
point in size,nauseandvomiting arecommon.Hypotensiorandtachy@ardiaarepossiblebut unlikely.

Management of Codeine Overdose

This shout includegeneralymptomatc andsupporive measuresncludinga clearairway andmonitoringof vital
signsuntil stabke. Consderactivaedcharcoaif anadul presentsvithin onehourof ingestionof morethan350mgor a
child morethan5mg/kg.

Give naloxoneif comaor respiratorydepressionms present. Naloxoneis a competitiveantagonisandhasa shorthalf-
life solargeandrepeatddosesnayberequredin aseribusly poisona patient. Observefor at lead four hoursafter
ingestion,or eight hoursif a sustainedeleasepreparéon hasbeen taken.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties
Pharmacotherapeutic group: Natural opium alkaloids, ATC Code NO2A A59

Paracetamohasanalgesi@andantipyreticeffectstha do notdiffer significantly from thatof aspirin.Its antt
inflammadory actionis weakandit haspracically no ani-platelet effect. The mechanisnof actionis unclearalthough
it is believedto exertits actionby inhibition of prostaylandinsynthesis.

Codeineis ananalgesi with usessimilar to thoseof morphinealthoughit is muchlesspotentasan analgesi@andhas
only mild sedativeeffects It is usedfor therelief of coughandpain.Codane hasa low affinity for opioid receptors,
theandgesiceffect of codeinemaybedueto its conversionto morphine; approximatdy 10% of administeedcodeine
is demethylatedto form morphine
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5.2 Phar macokinetic properties

Paracetamois readilyabsrbedfrom the Gl tractwith peakplasma con@ntraionsoccuring about30 minutesto two
hoursafteroral adminstraton. 90-100%of administeeddrug canberecoveed in the urine within thefirst day.
Practicallynoneis excretedunchangedmostis conjugate in theliver with glucuronic acid or sulphuricacid.
Codeineandits sals arerapidly absorbedrom the Gl tract with peak plasma levelsoccurringaboutonehourafter oral
administration.Codeneis metaboisedin theliver andexaetedin theurinemanly asaconjugateof glucuronicacid.
Approximately 10% of administeredodeneis demethylatedto form morphine.

Concurentadministraion of bothdrugsdoes notinterferewith the normal metabolicprocessesf eachagent.

5.3 Preclinical safety data

None stated

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Microcrystaline cellulose

Sodiumstarchglycollate(TypeA)

Magnesiunstearag
Povidone

6.2 Incompatibilities
Not applicable

6.3 Shelf life

Thesheltlife expiry dateof this productis the dateshownon the blister strips and outercaron of the productonthe
marketin the countryof origin.

6.4 Special precautionsfor storage
Storebelow?25’c. Storein the original package
6.5 Nature and contents of container

Cardboardoutercontainingblister strips.
Packsize: 100tablets

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

No specialrequirement:

7 PARALLEL PRODUCT AUTHORISATION HOLDER
ImbatLimited

Unit L2, North Ring BusnessPark

Santry
Dublin 9
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8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA 1151A35A

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation: 161 April 2010

10 DATE OF REVISION OF THE TEXT

April 2012
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