
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Kapake30mg/500mgTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Active Ingredient mg per tablet

Paracetamol 500.0mg
(AsParacetamolDC 96%andPovidone4%)

CodeinePhosphate 30.0mg

For a full li st of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Tablet

Product imported from theUK:
Oblongwhiteuncoatedtabletsmarked‘Kapake’ andbearingascorelineononeside,theothersideis plainand
unmarked.Thescorelineis only to facilitate breaking for easeof swallowingandnot to divide into equaldoses.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

In thetreatmentof severepain.

4.2 Posology and method of administration

For oraladministration.

Adults:
Oneor two tablets to betakeneveryfour hoursasrequired up to a maximum of eighttabletsin any24hourperiod.

Children:
Not recommendedfor childrenunder12yearsof age.

Elderly:
Thedosagemayneedto bereducedandshouldbetitratedto theindividual’sneedandoverall medicalcondition.

4.3 Contraindications

Kapake30mg/500mgTabletsshould not beusedin patientshypersensitive to codeinephosphate,paracetamolor anyof
theotheringredients.Thisproductis contraindicatedin patientswith raisedintracranialpressureor headinjury,
respiratorydepression, acuteasthma andacutealcoholism.Kapake30mg/500mgTabletsare alsocontraindicatedin
patientsreceiving monoamineoxidaseinhibitorsor whohave received theseagentswithin theprevioustwo weeks.It is
not recommendedfor childrenunder12years of age.
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4.4 Special warnings and precautions for use

Codeineis partially metabolisedby CYP2D6.If a patienthas adeficiencyor is completelylackingthisenzymethey
wil l not obtainadequateanalgesiceffects.Estimates indicate that up to 7% of thecaucasian populationmayhavethis
deficiency.However,if thepatientis anultra-rapidmetaboliserthereis anincreased risk of developingsideeffectsof
opioid toxicity evenat low doses. General symptomsof opioid toxicity includenausea,vomiting,constipation,lack of
appetite andsomnolence.In severecasesthis mayincludesymptoms of circulatory andrespiratory depression.
Estimatesindicatethatup to 1 to 2% of thecaucasianpopulation may beultra-rapidmetabolisers.

It shouldbeused with caution in theelderly anddebili tatedasthesepatientsmaybemore sensitiveto theeffectsof
opioids,thosewith prostatichypertrophy,inflammatory or obstructive bowel disordersor Addison'sdisease.Careis
advisedin theadministrationof paracetamolto patientswith severerenal or severehepaticimpairment.Thehazardsof
overdosearegreater in thosewith non-cirrhotic alcoholic liver disease. Dependenceof themorphinetypemaybe
producedespecially with prolongeduseof highdosesof codeine.

Therisk-benefitof continueduseshouldbeassessed regularly by theprescriber.

Immediatemedicaladviceshouldbesought in theeventof anoverdose, evenif thepatientfeelswell, becauseof the
risk of delayedseriousliver damage.Patients shouldbeadvisednot to takeotherparacetamol-containingproducts
concurrently.

Do not exceedtherecommendeddose.If symptomspersist,consultyourdoctor. Keepout of thereachof children.

Theleafletwill statein aprominentposition in the'before taking' section:

• Do not takefor longerthandirectedby yourprescriber

• Taking codeineregularly for a long timecanleadto addiction,whichmight causeyou to feel restlessandirritable
whenyoustopthetablets

• Taking a painkiller for headachestoooften or for too longcanmakethemworse.

Thelabelwill state(to bedisplayedprominently onouterpack – not boxed):

Do not takefor longer thandirectedby yourprescriberas takingcodeine regularly for a long time canleadto addiction.

Codeineis partially metabolisedby CYP2D6.If a patienthas adeficiencyor is completelylackingthisenzymethey
wil l not obtainadequateanalgesiceffects.Estimates indicate that up to 7% of thecaucasian populationmayhavethis
deficiency.However,if thepatientis anultra-rapidmetaboliserthereis anincreased risk of developingsideeffectsof
opioid toxicity evenat low doses. General symptomsof opioid toxicity includenausea,vomiting,constipation,lack of
appetite andsomnolence.In severecasesthis mayincludesymptoms of circulatory andrespiratory depression.
Estimatesindicatethatup to 1 to 2% of thecaucasianpopulation may beultra-rapidmetabolisers.

4.5 Interaction with other medicinal products and other forms of interaction

Thedepressanteffectsof codeinemaybeenhancedby othercentral nervoussystem depressants: anxiolytics,
hypnotics,antidepressants,antipsychoticsandalcohol. If combined therapy is necessary, thedoseof oneor both
agentsshould bereduced. Alcohol should beavoided.

Thespeedof absorptionof paracetamol maybeincreasedby metoclopramideor domperidoneandabsorptionreduced
by colestyramine.

Theanticoagulanteffectof warfarinandothercoumarins maybeenhanced by prolongedregularuseof paracetamol
with increasedrisk of bleeding;occasional doseshavenosignificant effect.
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4.6 Fertility, pregnancy and lactation

This product shouldnotbeusedduringpregnancy.

At normal therapeuticdosescodeineandits active metabolites may bepresentin breastmilk at very low dosesand is
unlikely to adverselyaffectthebreastfed infant.

However, if thepatientis anultra-rapidmetaboliserof CYP2D6,higherlevels of theactivemetabolitesmaybepresent
in breastmilk andonvery rareoccasionsmayresultin symptomsof opioid toxicity in theinfant.

If symptomsof opioid toxicity developin eitherthemotheror theinfant, thenall codeinecontainingmedicinesshould
bestopped andalternative non-opioidanalgesicsprescribed.In severecasesconsiderationshouldbegiven to
prescribingnaloxoneto reversetheseeffects.

4.7 Effects on ability to drive and use machines

Patientsreceiving this medicationshouldbeadvised not to driveor operate machineryif affected by dizzinessor
sedation.

4.8 Undesirable effects

Adverseeffectsof paracetamolarerarebuthypersensitivity includingskin rashmayoccur. Therehavebeenreportsof
blooddyscrasiasincludingthrombocytopenia andagranulocytosisassociatedwith theuseof paracetamol.

Themostcommonadverseeffectsto codeinearedizziness,drowsiness,nauseaandvomiting. Theseeffectsare often
morecommonin theambulatorypatientandthusmaybealleviatedif thepatient lies down. Otherside-effectsto
codeinewhichmayoccur includeconstipation, urinaryretention, light-headedness,confusion,euphoria, dysphoria,
miosis, bradycardia,abdominalpain(rarely codeine-inducedpancreatitis hasbeenreportedin patientswith a history of
cholecystectomy), allergic reactionsandpruritus.

Regularprolongeduseof codeineis knownto leadto addiction andtolerance. Symptomsof restlessnessandirritability
may resultwhentreatmentis thenstopped.

Prolongeduseof apainkiller for headachescanmake them worse.

4.9 Overdose

Paracetamol Overdose

Liver damageis possible in adults whohave taken10gor moreof paracetamol. Ingestionof 5gor moreof paracetamol
may leadto liver damageif thepatienthasrisk factors(seebelow).

Risk factors

If the patient
a) Is on long termtreatmentwith carbamazepine,phenobarbitone,phenytoin,primidone,rifampicin, St.John’s Wort

or otherdrugsthat induceliver enzymes.
or

b) Regularly consumesethanolin excessof recommendedamounts.
or

c) Is likely to beglutathionedepletee.g.eatingdisorders,cystic fibrosis,HIV infection,starvation,cachexia.

Symptoms of Paracetamol Overdose

Symptomsof paracetamoloverdosagein thefi rst 24hoursarepallor, nausea,vomiting,anorexiaandabdominalpain.
Liver damagemaybecomeapparent12 to 48hoursafter ingestion.Abnormalitiesof glucosemetabolismandmetabolic
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acidosismayoccur.In severepoisoning,hepatic failure mayprogressto encephalopathy,haemorrhage,hypoglycaemia,
cerebral oedema,anddeath.Acuterenalfailurewith acutetubularnecrosis,strongly suggestedby loin pain,haematuria
and proteinuria,maydevelopevenin theabsenceof severeliverdamage.Cardiacarrhythmiasandpancreatitis have
beenreported.

Management of Paracetamol Overdose

Immediate treatmentis essentialin themanagementof paracetamol overdose.Despite a lackof significantearly
symptoms,patients shouldbereferredto hospitalurgently for immediatemedical attention.Symptomsmaybelimited
to nauseaor vomiting andmaynot reflecttheseverity of overdoseor therisk of organdamage.Managementshouldbe
in accordancewith establishedtreatmentguidelines.

Treatment with activatedcharcoalshould beconsideredif theoverdosehas beentakenwithin 1 hour.Plasma
paracetamol concentrationshouldbemeasuredat 4 hoursor later after ingestion (earlier concentrationsareunreliable).
Treatment with N-acetylcysteinemaybeusedup to 24hoursafteringestionof paracetamol; however,themaximum
protectiveeffectis obtainedup to 8 hourspost-ingestion. Theeffectivenessof theantidotedeclinessharplyafter this
time. If requiredthepatientshouldbegiven intravenousN-acetylcysteine, in linewith theestablisheddosageschedule.
If vomiting is not aproblem,oral methioninemay bea suitablealternative for remoteareas,outsidehospital.
Managementof patientswhopresentwith serioushepatic dysfunction beyond24hfrom ingestionshouldbediscussed
with theNationalPoisonsInformationCentre (NPIC) or a liverunit.

Codeine Overdose

Theeffects in overdosagewill bepotentiatedby simultaneousingestionof alcohol andpsychotropicdrugs.

Symptoms of Codeine Overdose

Centralnervoussystemdepression,includingrespiratory depression,maydevelopbut is unlikely to besevereunless
othersedative agentshavebeenco-ingested,includingalcohol,or theoverdoseis very large.Thepupilsmaybepin-
point in size,nauseaandvomitingarecommon.Hypotensionandtachycardiaarepossiblebut unlikely.

Management of Codeine Overdose

This should includegeneralsymptomatic andsupportive measuresincludinga clearairway andmonitoringof vital
signsuntil stable.Consideractivatedcharcoal if anadult presentswithin onehourof ingestionof morethan350mgor a
child morethan5mg/kg.

Givenaloxoneif comaor respiratorydepressionis present. Naloxoneis acompetitiveantagonistandhasashorthalf-
life solargeandrepeateddosesmayberequiredin a seriously poisoned patient.Observefor at least fourhoursafter
ingestion,or eight hoursif asustainedreleasepreparation hasbeen taken.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Natural opium alkaloids, ATC Code NO2A A59

Paracetamolhasanalgesicandantipyreticeffectsthat donot differ significantly from thatof aspirin.Its anti-
inflammatory actionis weakandit haspractically noanti-platelet effect. Themechanismof actionis unclearalthough
it is believedto exertits actionby inhibition of prostaglandinsynthesis.

Codeineis ananalgesic with usessimilar to thoseof morphinealthoughit is muchlesspotentasan analgesicandhas
only mild sedativeeffects. It is usedfor therelief of coughandpain.Codeine hasa low affinity for opioid receptors,
theanalgesiceffect of codeinemaybedueto its conversionto morphine;approximately 10%of administeredcodeine
is demethylatedto form morphine.
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5.2 Pharmacokinetic properties

Paracetamolis readilyabsorbedfrom theGI tractwith peakplasmaconcentrationsoccurring about30minutesto two
hoursafteroral administration. 90-100%of administereddrugcanberecovered in theurinewithin thefirst day.
Practicallynoneis excretedunchanged,mostis conjugated in theliver with glucuronicacidor sulphuricacid.

Codeineandits salts arerapidlyabsorbedfrom theGI tract with peakplasma levelsoccurringaboutonehourafteroral
administration.Codeineis metabolisedin theliver andexcretedin theurinemainly asaconjugateof glucuronicacid.
Approximately 10%of administeredcodeineis demethylatedto form morphine.

Concurrentadministration of bothdrugsdoes not interferewith thenormal metabolicprocessesof eachagent.

5.3 Preclinical safety data

None stated.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Microcrystalline cellulose
Sodiumstarchglycollate(TypeA)
Magnesiumstearate
Povidone

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

Theshelf-life expirydateof this productis thedateshownon theblisterstripsandoutercartonof theproducton the
marketin thecountryof origin.

6.4 Special precautions for storage

Storebelow25̊ c. Storein theoriginal package.

6.5 Nature and contents of container

Cardboardoutercontainingblister strips.
Packsize: 100tablets

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

No specialrequirements

7 PARALLEL PRODUCT AUTHORISATION HOLDER

ImbatLimi ted
Unit L2, North RingBusinessPark
Santry
Dublin 9
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8 PARALLEL PRODUCT AUTHORISATION NUMBER

PPA 1151/135/1

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:16th April 2010

10 DATE OF REVISION OF THE TEXT

April 2012
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