
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Klacid 250mgFilm-coatedTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tabletcontains250mgclarithromycin.

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

3 PHARMACEUTICAL FORM

Film – coatedtablet.

Product imported from Italy, Greece, Hungary and the Czech Republic:
Yellow, oval, fi lm-coatedtablet,plainonbothsides.

Product imported from the Netherlands:
Yellow, oval, fi lm-coatedtablet,plainononesideandtheAbbott logoon thereverse.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Clarithromycinis indicatedfor thetreatmentof infectionsdueto susceptible organisms.Suchinfectionsinclude:

1. Lowerrespiratory tractinfections(e.g.bronchitis,pneumonia).
2. Upperrespiratory tract infections(e.g.pharyngitis,sinusitis).
3. Skinand soft tissueinfections(e.g. foll iculitis, cellulites,erysipalis).
4. Disseminatedor localisedmycobacterial infectionsdueto Mycobacteriumavium or Mycobacterium

intracellulare.Localisedinfectionsdueto Mycobacterium chelone, Mycobacteriumfortuitum or
Mycobacteriumkansasaii.

5. Clarithromycin is indicatedfor thepreventionof disseminatedMycobacteriumaviumcomplex infection in
HIV-infectedpatientswith CD4lymphocytecountslessthanor equalto 100/mm³. 

6. Clarithromycin in thepresenceof acid suppressionis indicatedfor theeradication of H.pylori, resultingin
decreasedrecurrenceof duodenal ulcer.(See further information).

Aswith otherantibiotics,it is recommendedthatguidelinesontheprevalenceof local resistance,andassociated
medicalpracticeregardingtheprescription of antibiotics,beconsultedbeforeprescribingKlacid.

Further Information: H pylori isstronglyassociatedwith peptic ulcerdisease.Ninety to 100%of patientswith
duodenalulcersare infectedwith thisagent.Eradicationof H.pylori hadbeenshownto markedly reducetherateof
duodenalulcerrecurrence,thereby reducingtheneedsfor maintenanceanti-secretorytherapy.

In awell controlleddouble-blind study,H.pylori infectedpatientswith duodenalulcerreceivedclarithromycin 500mg
TID for 14dayswith omeprazole40mg daily for 28days.

Clarithromycinhasbeenusedin othertreatmentregimesfor theeradicationof H.pylori. Theseregimesinclude:
clarithryomyconplustinidazoleandomeprazole;andclarithromycin plustetracycline,bismuth subsalicylate,and
ranitidine.
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4.2 Posology and method of administration

Theusualrecommendeddosageof clarithromycinin adults is one250mg tablet twicedaily. In moresevereinfections,
thedosagecanbeincreasedto 500mgtwicedaily. Theusualduration of therapyis 6 to 14days.

In patientswith renalimpairmentwith creatinineclearancelessthan 30ml/min, thedosageof clarithromycinshouldbe
reducedby one-half, i.e.,250mgoncedaily, 250mgtwicedaily in moresevereinfections. Treatmentshouldnot be
continuedbeyond14daysin thesepatients.
Treatment of mycobacterialinfections: Therecommendedstartingdoseis 500mgBID. If noclinical or bacteriologic
response is observedin 3 to 4 weeks,thedosemay beincreasedto 1000mg BID. Treatmentof disseminated
Mycobacterium Avium Complex(MAC) infectionsin AIDS patients shouldbecontinued, aslongasclinical
microbiologicalbenefitis demonstrated.Clarithromycin shouldbeused in conjunctionwith otherantimycobacterial
agents.

Treatment of othernon-tuberculousmycobacterial infectionsshouldcontinueat thediscretionof thephysician.

Dosagefor MAC prophylaxis: Therecommendeddosageof clarithromycin in adults is 500mgtwice daily.

Eradicationof H.pylori:

Dual therapy(14days):Therecommendeddoseof clarithromycin is 500mgthreetimesdaily for 14days.(Seefurther
information).

Triple therapy(7 days):Clarithromycin (500mg)twicedaily andaprotonpump inhibitor (at theapproveddaily dose)*
should begivenwith amoxycillin1000mgtwice daily for 7 days.

Triple Therapy(7 days):Clarithromycin(500mg)twice daily andaprotonpump inhibitor (at theapproveddaily dose)*
should begivenwith metronidazole400mgtwice daily for 7 days.

Triple therapy(7-10days):Clarithromycin(500mg) twice daily shouldbegivenwith amoxycillin1000mgtwicedaily
and omeprazole20mgdaily for 7-10days.

* seeindividualdatasheets/SPCsfor thedoserecommended for H.pylori eradication.

4.3 Contraindications

Usein patientswith knownhypersensitivi ty to macrolideantibiotic drugs.

Usein patientswith seriousimpairmentof hepatic function.

Clarithromycin andergotderivativesshould not beco-administered.

Concomitantadministrationof clarithromycin andanyof thefollowing drugsis contra-indicated:cisapride,pimozide
and terfenadine.Elevatedcisapride,pimozideandterfenadine
levelshavebeenreportedin patientsreceivingeitherof thesedrugsandclarithromycinconcomitantly.This mayresult
in QT prolongationandcardiacarrhythmiasincludingventricular fibrillationand torsadedepointes.Similareffects
have beenobservedwith concomitantadministration of astemizoleandothermacrolides.

4.4 Special warnings and precautions for use

Clarithromycin isexcretedprincipallyby theliver andkidney sothatcautionmustbeexercisedin its usein patients
with impairedhepaticor renalfunctionor in thoseconcomitantly receivingpotentially hepatotoxic drugs.

Attention should bepaidto thepossibility of crossresistancebetweenclarithromycin andothermacrolidedrugs,aswell as
lincomycinand clindamycin.
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Prolongedor repeateduseof clarithromycinmayresultin overgrowth of non-susceptiblebacteria. If super-infection
occurs,clarithromycin shouldbediscontinuedandappropriate therapyinstituted.

Therehavebeenpost-marketingreportsof colchicinetoxicity with concomitant useof clarithromycinandcolchicine,
especiallyin theelderly,some of whichoccurredin patientswith renal insufficiency. Deathshavebeen reportedin
somesuchpatients(see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction

DrugInteractions:Results of clinical studiesindicate thattherewasamodestbutstatisticallysignificant (p≤ 0.05)increase
of circulatingtheophyllineor carbamazepinelevelswheneither of thesedrugsareadministeredconcomitantly with
clarithromycin.

Aswith othermacrolideantibiotics theuseof clarithromycinin patientsconcurrently takingdrugsmetabolisedby the
cytochromeP450 system(e.g.cilostazol,methylprednisolone,oralanticoagulants(e.g.warfarin),quinidine,sildenafil, ergot
alkaloids, alprazolam,triazolam, midazolam,disopyramide,lovastatin,phenytoin, cyclosporin, tacrolimus,vinblastine,
valproateandrifabutin) (e.g. warfarin,ergotalkaloids,triazolam,midazolam,disopyramide,lovastatin, phenytoin,
cyclosporin, tacrolimusandrifabutin) maybeassociatedwith elevationsin serumlevelsof theseotherdrugs.(see also
section 4.3 Contraindications).

Theeffectof digoxin maybepotentiatedwith concomitantadministrationof clarithromycin. Monitoringof serum digoxin
levelsshould beconsidered.

Simultaneousoral administrationof clarithromytabletsandzidovudineto HIV-infectedadultspatientsmay resultin
decreasedsteady-statezidovudineconcentrations.Becauseclarithromycin appearsto interferewith theabsorptionof
simultaneouslyadministrationoral zidovudine, this interaction canbelargely avoidedby staggering thedoseof
clarithromycinandzidovudine.To date,this interactiondoesnot appear to occur onpaediatricHIV-infectedpatients
takingclarithromycin suspensionwith zidovudinor dideoxyinosine.

Ritonavir increasetheareaunder thecurve(AUC) CmaxandCmin of clarithromycin whenadministration concurrently.
Becauseof the largetherapeutic window for clarithromycin,nodosagereductionshould benecessaryin patientswith
normalrenal function. However,for patientswith renal impairment,thefollowing dosageadjustmentshouldbeconsidered:
for patientswith CLcr 30to 60ml/min thedoseof clarithromycinshouldbedecreasedby 75%.

Doseof clarithromycingreater that1 g/dayshouldnotbeco-administered with ritonavir.

Thefollowing CYP3Abaseddruginteractionshavebeenobservedwith erythromycinproducts and/or with
clarithromycinin post-marketingexperience:

Rhabdomyolysiscoincidentwith theco-administeredof clarithromycin andHMG-CoA reductaseinhibitors,suchas
lovastatinandsimvastatin, hasrarelybeenreported.Therehavebeen postmarketedreportsof TorsadedePointes
occurringwith theconcurrentuseof clarithromycinandquinidineor disopyramide.Levelsof thesemedicationsshould
bemonitoredduring clarithromycintherapy. Post-marketing reports indicate thatco-administrationof clarithromycin
with erogtamineor dihydroergotaminehasbeenassociatedwith acuteergot toxicity characterisedby vasospasm,and
ischemiaof theextremitiesandothertissuesincludingthecentral nervoussystem(see section 4.3 contraindications).
Therehavebeenpost-marketingreportsof colchicinetoxicity with concomitant useof clarithromycinandcolchicines,
especiallyin theelderly,someof whichoccurredin patientswith renal insufficiency.Colchicineis a substratefor both
CYP3A and theefflux transporter,P-glycoprotein(Pgp). Clarithromycin andothermacrolidesare knownto inhibit
CYP3A andPgp. Whenclarithromycinandcolchicineareadministered together,inhibition of Pgpand/orCYP3A by
clarithromycinmay leadto increasedexposureto colchicine. Patientsshouldbemonitoredfor clinical symptomsof
colchicine toxicity (see section 4.4)

Thereareknownclinically significant interactionsbetweenclarithromycinandproton pumpinhibitors.
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4.6 Fertility, pregnancy and lactation

Safeuse in pregnancy hasnotbeen established.Usein womenbreast feedinginfantsis notrecommended.Someanimal
studieshavesuggestedateratogeniceffectsatdosessignificantly in excessof thoserecommendedfor clinical use.
Clarithromycinhasbeenfoundin themilk of lactating animalsandhumans.

4.7 Effects on ability to drive and use machines

Not known.

4.8 Undesirable effects

Themostfrequentreportedsideeffectsof clarithromycinin clinical studiesweregastrointestinal-relatedcomplaints,i.e.
nausea,dyspepsia,abdominal pain, vomiting anddiarrhoea.Othersideeffectsincluding headache,alteredtaste,and
transientelevationsof liverenzymes.

Stomatitis,glossitis, oralmonilia andtonguediscolourationhavebeenreported. Allergic
reactionsrangingfromurticariaand mild skineruptionto anaphylaxisandStevens-Johnson syndrome/toxicepidermal
necrolysis haveoccurredwith orally administration clarithromycin.Therehavebeenreportsof transientcentralnervous
systemside-effect including dizziness,vertigo,anxiety, insomnia,bad dreams, tinnitus,confusion,disorientation,
hallucinations,psychosisanddepersonalisation,however,acauseandeffect relationship hasnot beenestablished.

Aswith othermacrolides,hepatic dysfunction (whichis usuallyreversible), including alteredliver function tests,hepatitis
andcholestasiswith or without jaundice,hasbeenreported.Dysfunctionmaybesevereandveryrarelyfatalhepaticfailure
hasbeenreported.

Reported of alterationof thesenseof smell, usuallyonconjunctionwith tasteperversion,havebeenreported.Therehave
beenreportsof tooth discolourationwhich is usuallyreversible with professionaldentalcleaning.

Reversiblecasesof hearinglosshavebeen reportedwith clarithromycin. Therehavebeenrarereports of
hypoglycaemia,someof whichoccurredin patientsreceivingconcomitantoralhypoglycaemicagentsor insulin.
Isolatedcasesof leucopeniaandthrombocytopeniahavebeenreported.

Pseudomembranouscolitis hasbeenreported rarely with clarithromycin andmayrangein severityfrom mild to lif e
threatening.

Isolatedcasesof increasedserumcreatininehavebeenreported but anassociation hasnot beenestablished.

As with othermacrolides,QT prolongation, ventricular tachycardiaandTorsadedePointeshavebeenrarely reported
with clarithromycin.

Therehavebeenrarereportsof pancreatitis andconvulsions.

Therehavebeenreportsof interstitial nephritis coincidentwith clarithromycin use.

Adverseeventsin immunocompromisedpatients: In AIDS andotherimmunocompromisedpatientstreatedwith the
higherdosesof clarithromycinoverlongperiodsof time for mycobacterial infections,it wasoftendifficult to
distinguishadverseeventspossibly associatedwith clarithromycinadministration from underlying signsof HIV disease
or intercurrentill ness.

Irish Medicines Board

______________________________________________________________________________________________________________________

Date Printed 26/11/2012 CRN 2049902 page number: 4



In adult patients, themostfrequentlyreported adverseeventsby patients treatedwith total daily dosesof 1000mgand
2000mgof clarithromycinwere: nausea,vomiting, taste perversion,abdominal pain,diarrhoea,rash,flatulence,
headache,constipation, hearingdisturbance,SGOTandSGPTelevations. Additional low-frequencyeventsincluded
dyspnoea, insomniaanddry mouth. Theincidenceswerecomparable for patients treatedwith 1000mgand2000mg,
but weregenerally about3 to 4 timesasfrequentfor thosepatientswho received total daily doses of 4000mgof
clarithromycin.

In theseimmuncompromisedpatientsevaluationsof laboratoryvaluesweremadeby analysingthosevaluesoutsidethe
seriously abnormallevel (i.e. theextremehighor low limit) for thespecifiedtest. On thebasisof thesecriteria, about
2% to 3%of thosepatientswho received1000mgor 2000mgof clarithromycin daily hadseriouslyabnormalelevated

levelsof SGOTandSGPT, andabnormally low whitebloodcell andplatelet counts.A lower percentageof patientsin
thesetwo dosagegroupsalsohadelevatedBloodUreaNitrogen (BUN) levels. Slightly higherincidencesof abnormal
valueswerenotedfor patients who received4000mgdaily for all parameters except WBC.

Therehavebeenpost-marketingreportsof colchicinetoxicity with concomitant useof clarithromycinandcolchicine,
especiallyin theelderly,someof whichoccurredin patientswith renal insufficiency. Deathshavebeen reportedin
somesuchpatients(see sections 4.4 and 4.5)

4.9 Overdose

There is noexperienceof overdosageafterIV administrationof clarithromycin. However,reportsindicatethat the
ingestionif largeamountsKlacid orally canbeexpectedto producegastrointestinalsymptoms. Allergic reactions
accompanying overdosageshould betreatedby gastriclavageandgeneralsupportivemeasures.

Aswith othermacrolides,clarithromycin serumlevelsarenotexpectedto beappreciableaffectedby haemodialysisor
peritoneldialysis.

Onepatientwhohasahistory of bipolardisorderingested8 gramsof clarithromycin and showedalteredmental status,
paranoid behaviour, hypokalaemiaandhypomania.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Clarithromycinexerts its antibacterial action by bindingto the50Sribosomalsubunitof susceptibleorganismsand
inhibitingproteinsynthesis.
Clarithromycin isa semi-synthetic derivative of erythromycinA. it exerts its antibacterialactionby bindingto the 50s
ribosomalsub-unit of susceptiblebacteriaandsuppressesproteinsynthesis. It is highly potentagainsta widevarietyof
aerobic andanaerobicgram-positive andgram-negativeorganisms.Theminimuminhibitory concentrations(MICs) of
clarithromycinaregenerallytwo-fold lower thantheMICs of erythromycin.

The14-hydroxymetaboliteof clarithromycin alsohasantimicrobial activity. TheMICs of this metaboliteareequalor
two-fold higherthantheMICs of theparentcompound,exceptfor H.influenzaewherethe14-hydroxymetaboliteis
two-fold moreactive thantheparentcompound.

Klacid is usually activeagainstthefollowingorganisms in vitro:-

Gram-positiveBacteria:Staphylococcusaureus(methicilli n susceptible);
Streptococcuspyogenes(groupA beta-hemolytic streptococci); alpha-hemolytic streptococcusagalactiae; listeria
monocytogenes.

Gram-negative Bacteria:Haemophilusinfluenzae; Haemophilus parainfluenzae; moraxella (Branhamella)catarrhalis;
neisseria gonorrhoeae;legionellapneumophila; bordetella pertussis;Helicobacterpylori; Campylobacterjejuni.

Mycoplasma:Mycoplasmapneumoniae;Ureaplasmaurealyticum.
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Other Organisms: Chlamydiatrachomatis;Mycobacteriumavium; Mycobacterium leprae.

Anaerobes:Macrolide-susceptibleBacteroidesfragile; clostridiumperfringens;Peptococcusspecies;
Peptostreptococcusspecies;Propionibacteriumacnes.

Clarithromycin hasbactericidalactivity against severalbacterial strains.TheorganismsincludeHaemophilusinfluenza,
streptococcuspneumoniae,Streptococcus pyogenes,streptococcusagalactiae, Moraxella (Branhamella) catarrhalis,
Neisseriagonorrhoeae, H.pylori andCampylobacter spp.

H. pylori is associatedwith acidpepticdiseaseincludingduodenal ulcerandgastric ulcerin whichabout95%and80%
of patientsrespectivelyareinjectedwith theagent.H. pylori is also implicatedasamajorcontribution factorin the
developmentof gastriculcerrecurrencein such patients.

Clarithromycin hasbeenusedin small numbers of patients in othertreatmentregimens.Possiblekinetic interactions
have not beenfully investigated.Theseregimensinclude: Clarithromycin plustinidazoleandomeprazole;
clarithromycinplustetracycline,bismuthsubsalicylateandranitidine; clarithromycin plus rantidinealone.

Clinical studiesusing variousdifferentH. pylori eradication regimenshaveshownthateradicationof H.pylori prevents
ulcer recurrence.

5.2 Pharmacokinetic properties

H.pylori is associatedwith acidpepticdiseaseincludingduodenal ulcerandgastric ulcerin whichabout95%and80%
of patientsrespectivelyareinfectedwith theagent.H.pylori is alsoimplicatedasamajorcontributionfactor in the
developmentof gastricandulcerrecurrence in such patients.

Clarithromycin hasbeenusedin small numbers of patients in othertreatmentregimes.Possiblekinetic interactions
have not beenfully investigated.Theseregimensinclude:
Clarithromycin plustinidazoleandomeprazole; clarithromycin plustetracycline,bismuthsubsalicylateandranitidine;
clarithromycinplusranitidinealone.

Clinical studiesusing variousdifferentH.pylori eradication regimeshaveshownthateradicationof H.pylori prevents
ulcer recurrence.

Clarithromycin is rapidlyandwell absorbed from thegastro-intestinal tract afteroral administration of klacid tablets.
Themicrobiologically active metabolite 14-hydroxyclarithromycin is formed by first passmetabolism.Klacidmaybe
givenwithout regardsto meals,asfooddoesnotaffect theextentof bioavailability of andformationof the14-
hydroxymetabolite.Thepharmacokineticsof clarithromycin arenonlinear; however steady-stateis attainedwithin 2
days of dosing.At 250mgb.i.d.15-20%of unchangeddrugis excretedin theurine.With 500mgb.i.d.daily dosing
urinaryexcretionis greater(approximately 36%).The14-hydroxyclarithromycin is themajorurinarymetaboliteand
accountsfor 10-15%of thedose.Most of thereminder of thedoseis eliminated in thefaeces,primarily via thebile. 5-
10%of theparentdrugis recoveredfrom thefaeces.
Whenclarithromycin500mg is giventhreetimesdaily, theclarithromycin plasmaconcentrationsareincreasedwith
respectto the500mgtwicedaily dosage.

Klacid providestissueconcentrationsthatareseveraltimeshigherthan thecirculating drug levels.Increased levels
have beenfoundin bothtonsillarandlung tissue. Clarithromycin is 80%boundto plasmaproteins at therapeutic levels.

Klacid alsopenetratesthegastricmucus.Levels of clarithromycin in gastric mucusandgastrictissuearehigherwhen
clarithromycinis co-administeredwith omeprazolethanwhenclarithromycinis administeredalone.
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5.3 Preclinical safety data

In acutemouseandrat studies,themedianlethal dosewasgreater thenthehighestfeasibledosefor administration
(5g/kg).

In repeateddosestudies,toxicity wasrelated to dose, durationof treatmentandspecies.Dogsweremore sensitivethan
primatesof rats.Themajorclinical signsat toxic dosesincludedemesis,weakness,reducefoodconsumptionand
weight gain, salivation,dehydrationandhyperactivity. In all speciestheliver wastheprimarytargetorgan at toxic
doses.Hepatotoxicity wasdetectableby early elevationsof liver function tests.Discontinuationof thedruggenerally
resultedin a returnto or towardsnormalresults.Other tissueslesscommonly affectedincludingthestomach,thymus
and otherlymphoid tissuesandthekidneys.At neartherapeutic doses,conjunctivalinjectionandlacrimationoccurred
only in dogs.At a massivedoseof 400mg/kg/day,somedogsandmonkeys developedcornealopacities and/oroedema.

Fertility andreproductionstudiesin ratshaveshownnoadverseeffects.Teratogenicitystudiesin rats(Wistar(p.o)and
spraque-Dawley (p.o.andi.v.)), NewZealandwhite rabbits andcynomolgousmonkeysfailed to demonstrateany
teratogenicityfrom clarithromycin. However, a furthersimilar studyin Sprague-Dawley rats indicate a low (6%)
incidenceof cardiovascularabnormalitieswhichappearedto bedueto spontaneousexpressionof geneticchanges.Two
mousestudiesrevealeda variableincidence(3-30%)of cleft palateandembryoniclosswasseenin monkeys butonly
at doselevelswhichwereclearlytoxic to themothers.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

QuinolineYellow (E104)
CroscarmelloseSodium(or CarmelloseSodiumin theproductimportedfrom theNetherlands)
Pre-gelatinisedstarch
Microcrystallinecellulose(E460(i))
Colloidal hydratedsilica
Povidone
Stearic acid (E570)

Magnesium stearate(E572)
Talc (E553(b)
Hypromellose
PropyleneGlycol
Sorbitanmonoleate
Hydroxypropyl cellulose
Titaniumdioxide(E171)
Vanillin
Sorbic acid(E200)

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

Theshelf-life expirydatefor this productis thedateshownon thecontainerandouterpackageof theproductas
marketedin thecountryof origin.

6.4 Special precautions for storage

Storein adry place,below25̊ C.
Keepin theoriginal containerin orderto protect from light.
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6.5 Nature and contents of container

Blister packsof 12and14 tabletscontainedin anoutercardboardcarton.

Not all packsizesmaybemarketed.

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.

Any unusedproductor waste materialshould bedisposed of in accordancewith local requirements.

7 MARKETING AUTHORISATION HOLDER

PCO Manufacturing limited
Unit 222
WesternIndustrialEstate
NaasRoad
Dublin 12

8 MARKETING AUTHORISATION NUMBER

PPA 0465/051/001

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:20November1989

Dateof lastrenewal:01 May 2008

10 DATE OF REVISION OF THE TEXT

November 2012
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