Irish Medicines Board

Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Klacid 250mgFilm-coatedTablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans 250 mg clarithromycin.

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

Film — coatedtablet.

Product imported from Italy, Greece, Hungary and the Czech Republic:
Y ellow, oval, film-coatedtablet,plain on bothsides.

Product imported from the Netherlands:
Yellow, oval, film-coatedablet,plain on onesideandthe Abbott logo onthereverse.

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications
Clarithromycinis indicaedfor thetreatmenbf infectionsdueto suscetible organismsSuchinfectionsinclude:

Lowerrespratay tractinfections(e.g.bronchits, pneumonia).

Upperrespiatoly trad infectons(e.g.pharyngitis sinusits).

Skinard sdt tissueinfections(e.g. folliculitis, cellulites,erysipals).

Dissemnatedor localisedmycobacgrial infectionsdueto Mycobacteriumavium or Mycobaderium

intracellulare Localisedinfedionsdueto Mycobacteium chdone, Mycobacteriumfortuitum or

Mycobacteriumkansasa.

5. Clarithromycin is indicaedfor the preventionof dissemnatedMycobacte um aviumcomplex infection in
HIV -infectedpaients with CD4 lymphocytecountslessthanor equalto 100/mns.

6. Clarithromycinin the presencef add suppressiors indicaedfor the eradicatio of H.pylori, resultingin

decreasdrecurenceof duodend ulcer.(See further information).

Ea NN o

Aswith otherantbiotics,it isrecmmendedhatguidelineson theprevalencef local regstance andas®ciated
medicalpracticeregardingthe prescrigtion of antibiotics,be consuledbeforeprescribingklacid.

Further Information: H pylori is stronglyasociatedvith peptic ulcerdiseae.Ninety to 100% of patientswith
duodenallcers are infectedwith this agent Eradiationof H.pylori hadbeenshownto markedy reducetherateof
duodenalilcerrecurrerce, therdy reducingthe needsfor maintenancentisecretorytherapy

In awell cortrolled doubleblind study,H.pylori infected paientswith duodenallcerreceivedclarithromygn 500mg
TID for 14 dayswith omepraole40mg daily for 28 days.

Clarithromycinhasbeenusedin othertreamentregimesfor the eradicatiorof H.pylori. Theseregimesnclude:
clarithryomyconplustinidazole andomepazole;andclarithromyci plustetracyclire, bismuh sulsalicylate,and
ranitidine
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4.2 Posology and method of administration

Theusualrecommendedosageof clarithromycinin aduls is one250ny tablet twice daily. In moreseveranfedions,
thedosagecanbeincreasedo 500mgtwice daily. The usualduraton of therapyis 6 to 14 days.

In patientswith renalimpairmentwith creatnine clearancelessthan 30ml/min, the dosageof claiithromycinshouldbe
reducedby onehalff, i.e.,250mgoncedaily, 250mgtwicedaly in more severdanfections. Treatmenshouldnotbe
continuedbeyondl14 daysin thes patients.

Treatmet of mycobacterialnfections: Therecommendedstarting doseis 500mgBID. If no clinical or bacterologic
respmseis observedn 3 to 4 weeksthedosemay beincreasedo 1000ng BID. Treatmenbf disseminated
Mycobacterium Avium Complex(MAC) infectionsin AIDS patiens shouldbe continuel, aslong asclinical
microbiologicalbenefitis demonstratedClarithromycin shouldbe used in conjunctionwith otherantimycobacteal
agens.

Treatmet of othernon-tubercubusmycobecterial infecionsshouldcontinueat the disaetionof the physician.
Dosagefor MAC prophylaxs: Therecommendedosageof clarithromydn in adults is 500mgtwice daily.
Eradicationof H.pylori:

Dualtherapy(14 days):Therecommendedoseof clarithromyan is 500mgthreetimesdaily for 14 days.(Seefurther
information).

Triple therapy(7 days):Clarithronycin (500mg)twice daily and a protonpump inhibitor (atthe appoveddaily dose¥
should be givenwith amoxycillin L000mgtwice daly for 7 days.

Triple Therapy(7 days):Clarithromycin(500mg)twice daily and a protonpunyp inhibitor (atthe approvedaily dose)*
should be givenwith metronidazolelO0Omgtwice daily for 7 days.

Triple therapy(7-10 days):Clarithromycin(500ng) twice daily shouldbe givenwith amoxycillin 1000mgtwice daily
and omeprazol€0mgdaily for 7-10 days.

* seeindividualdatasheets/SPC®r the doserecommendel for H.pylori eradcation.

4.3 Contraindications

Usein patientswith knownhypergnstivity to maaolide antbiotic drugs.

Usein patientswith seriousimpairmentof hepatc functon.

Clarithromycin andergotderivativesshauld not be co-administeed.

Concomitantadministrationof clarithromycn andany of thefollowing drugsis contraindicated:cisapride pimozide
and terfenadineElevaed cisapride,pimozide andterfenadine

levelshavebeenreportedn patientsreceiving either of thesedrugsand clarithromycin concomitantly This mayresult

in QT prolongaton andcardiacarrhythmasincluding ventriaular fi brill ation and torsadede pointes.Similar effects
have beenobservedvith concomiantadministraion of astenizole andothermacolides.

4.4 Special warnings and precautions for use

Clarithromych is excretedprincipally by theliver andkidney sothatcaution mustbe exercisedn its usein patients
with impairedhepaticor renalfunctionor in thoseconconitantly receiving potentidly hepatotoxt drugs.

Attertion shoud be paidto the possibility of crossresistancédetweenclarithromycn andother macrolice drugs,aswell as
lincomycinard clindamycin.
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Prolongedr repeatedise of clarithromycinmayresultin overgrovih of nor-susceptiblebactera. If supe-infection
occurs,clarithromycin shouldbe discontinuedandappropriag therapyinstituted.

Therehavebeenpostmarketingreportsof colchicinetoxicity with conconitant useof clarithromycinandcolchicine,
especiallyin the elderly, some of which ocaurredin patientswith rend insufficiency. Deathshavebee reportedn
somesuchpatients(see section 4.5).

4.5 Interaction with other medicinal productsand other forms of interaction

Drug Interactios: Rests of clinical studiesndicate thattherewasa modesbut statisticallysignificant (p< 0.05)increase
of circulating theophyllineor carbanazpinelevek wheneithe of thesedrugsareadministeredconcomitartly with
clarithromycin.

Aswith other macolide antibiotics the useof clarithromycinin paientsconcurrent takingdrugs metabolisedy the
cytochromeP43) system(e.g.tvstazolmehylprednisolonegral anticoagulantge.g. warfarin),quinidine, sildenati, ergot
alkaloids alprazdam,triazolam midazolam,disgoyramide Jovadatin, phenybin, cydospain, tacroimus,vinbladine,
valproateandrifabuin) (e.g. warfarin, ergotalkaloids triazolan, midazolam disopyrami@, lovadatin, phenytoin
cyclosporin taciolimusandrifabutin) maybeassociaedwith elevatonsin serumlevelsof theseotherdrugs. (see also
section 4.3 Contraindications).

Theeffectof digoxin may be potentiatedwith concomitantadmnistraton of clarithromycin. Monitoring of serun digoxin
levelsshould be corsidered.

Simultaneou®ral administrationof clarithromytabletsandzidovudineto HIV -infectedadultspatientsmay resultin
decreasedstead/-statezidovudineconcentréons. Becaiseclarithromyan appeargo interferewith theabsorptiorof
simultaneouslyadminigrationoral zidovudine thisinteracion canbelargdy avoidedby staggeing the doseof
clarithromycinandzidovudine.To date,this interaction doesnot appeato ocaur on paediatricHIV-infeded patients
taking clarithromycin suspensiomvith zidovudinor dideoxyinosine.

Ritonavir increase¢hearea unde the curve(AUC) CmaxandCmin of clarithromycin whenadministration concurently.
Beau= of the largetherapett window for clarithromycin,no dosageeductionshoutl be necesaryin patientswith
normalrend function. However for paientswith rend impairmentthefollowing dosageadjustmenshould be considerec
for patientswith CLcr 30to 60mimin thedos of clarithromycinshouldbedecreasetly 75%.

Doseof clarithromycingreate that1 g/day shouldnot be co-administered with ritonavir.

Thefollowing CYP3A baseddruginteractons havebeenobservedvith erythromycinproduds andbr with
clarithromycinin postmarketingexperience:

Rhabdomytysiscoincidentwith the co-admnisteredof clarithromyen andHMG-CoA redictasenhibitors,suchas
lovastatinandsimvasatin, hasrarelybeenreported.Therehavebeen posmarkeaedrepats of Torsadede Pointes
occurringwith the concurrenuseof clarithromycinand quinidineor disopyramideL evelsof thesemedicationshould
be monitoredduring clarithromycinthergy. Postmarkeing repors indicae thatco-adminigration of clarithromycin
with erogtamineor dihydroergotamindiasbeenasso@ted with acute ergottoxicity chamacteisedby vasospasnmand
ischemiaof the extremitiesandothertissuesncludingthe central nervoussystem(see section 4.3 contraindications).
Therehavebeenpostmarketingreportsof colchicinetoxicity with conconitant useof clarithromycinandcolchicines,
especiallyin theelderly, someof which ocaurredin patientswith rend insufficiency.Colchicineis a substratdor both
CYP3A andtheefflux transporer, P-glycoprotein(Pgp). Clarithromyan andothermacrolidesare knownto inhibit
CYP3A and Pgp. Whenclarithromycinand colchidne are admnisteral togeter,inhibition of Pgpand/orCYP3A by
clarithromycinmay leadto increaseaxposurdo colchicine. Patentsshouldbe monitoredfor clinical symptomsof
colchicine toxicity (see section 4.4)

There areknownclinically significant interactons betweerclarithromycinandpraton pumpinhibitors.
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4.6 Fertility, pregnancy and lactation

Safeuse in pregrarcy hasnot bean estiblished Usein womenbreas feedinginfantsis notrecommendd. Saneanimal
studieshave suggeseda teratogenieffectsat dosessignificantly in excesof thoserecommededfor clinical use.
Clarithromycinhasbeenfoundin themilk of lactating animalsand humans.

4.7 Effects on ability to drive and use machines

Not known
4.8 Undesirable effects

Themostfrequentreporedside effeds of clarithromycinin clinical studiesveregastrointestinatelatedcomplants,i.e.
nauseadyspepsiaabdoninal pan, vomiting anddiarrhoeaOthersideeffectsincluding healacte, alteredtaste and
transientlevations of liver enzymes.

Stomatitis,glosstis, oral monilia andtonguediscolouratiorhavebeenreported. Allergic

reactiongangingfrom urticariaard mild skin eruptionto angphylaxisandStevenslahnsam syndrame/toxicepidemal
necrdysis haveoccurredwith oraly adminidration clarithromycin.Therehave beenreportsof transent centralnervols
systemside-effect including dizzinessyertigo,anxidy, insomniabad dreamstinnitus,confusion, disorientation,
hallucingions, psychoss anddepersonalisation, however a cause andeffect relatiorshp hasnat beenestablished.

Aswith other macrolides,hepaic dysfuncton (whichis usuallyreversiblg, including alterediv er funcion tests hepditis
and cholestasisvith or withoutjaundi@, has beenreported Dysfunction maybe severeandvery rarelyfatal hepaticfailure
hasbeenreported.

Reportal of alteraton of the senseof smell, usuallyon conjuncton with tase perversian, hawe beenreported.Therehave
beenreportsof toath dismlouration which is usuallyreversible with professionatiental cleaning

Reversiblecaseof hearinglosshavebee reportedwith clarithromychn. Therehavebeenrarerepots of
hypoglycaemiasomeof which occurredn patentsreceiving concomtantoral hypoglycamicagentsor insulin.
Isolatedcasesf leucopeniaandthrombocybpeniahave beenreported.

Pseucdbmembranousolitis hasbeenreporteal rardy with clarithromych andmayrangein severityfrom mild to life
threatening.

Isolatedcasesf increasederumcreatnine havebeenreportal but anassocation hasnot beenestablished.

Aswith othermacrolides,QT prolongaion, ventricular tachycardiaand Torsadede Pointeshavebeenrardy repoted
with clanthromycin.

Therehavebeenrarereportsof pancreatit and convulsions.

Therehavebeenreportsof interditial nephritis coinddentwith clarithromycin use.

Adverseeventsn immunocompromigdpatents In AIDS andotherimmunocompromisegaientstreatedwith the
higherdoseof clarithromycinoverlong periodsof time for mycobadterial infections,it wasoftendifficult to
distinguishadverseeventspossbly asseiatedwith clarithromycinadministration from undetying signsof HIV diseas
or intercurentill ness
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In adult patiens, the mostfrequentlyreportel adveseeventshy paients treaedwith tota daily dosesof 1000mgand
2000mgof clarithromycinwere: nauseayomiting, taste perversiongbdomina pain,diarrhoearash flatulence,
headacheconstipaibn, hearng disturbance SGOTand SGPTelevations. Additional low-frequencyeventsncluded
dysproea, insonmiaanddry mouth. Theincidencesverecomparabe for paients treatedwith 21000mgand2000mg,
but were generdly about3 to 4 timesasfrequentfor thosepatientswho recaved total daily doses of 4000mgof
clarithromycin.

In theseimmuncompromisd patientsevaluatons of laboratorywauesweremadeby analysingthosevaluesoutsidethe
serioudy abnormalevel (i.e. theextremne high or low limit) for thespecifiedted. On the basisof thesecriteria, about
2% to 3% of thosepatientswho receivedl000mgor 2000mgof clarithromych daily hadseriouslyabnormaklevated

levelsof SGOTandSGPT, andabnormadly low white blood cell and platelet counts. A lower percentageof patientsin
thesetwo dosagegroupsalsohadelevatedBlood UreaNitrogen (BUN) levels. Slightly higherincidencesf abnormal
valueswerenotedfor patients who receivedd000mgdaily for all paranetes except WBC.

Therehavebeenpostmarketingreportsof colchicinetoxicity with conconitant useof clarithromycinandcolchicine,
especiallyin the elderly, someof which ocaurredin patientswith rend insufficiency. Deathshavebeen reportedn
somesuchpatientg(see sections 4.4 and 4.5)

4.9 Overdose

Thereis no experenceof overdosageafterV adminigrationof clarithronycin. Howe\er, reportsindicatethat the
ingestionf large amowntsKlacid oraly canbeexpecedto produ@ gastrointestinasymgoms Allergic reactiors
accompanyng overdosageshoutl betreatedoy gastriclavageandgenerakupporive measues.

Aswith other macrolides,clarithromycin serumlevelsarenot expectedo be appreciablaffeded by haemalialysisor
peritoneldialysis.

One patientwho hasa history of bipolardisorderngested gramsof clarithromycin and shovedalteredmertal status,
pararoid behaviou, hypokalaemiaandhypomania

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Clarithromycinexersits antibacterial adion by bindingto the 50Sribosomalsubunitof suseptibleorgarismsand
inhibiting protein synthesis.

Clarithromych is a semisynthetc derivaive of erythromycinA. it exersits antibacteriabctionby bindingto the 50s
ribosomalsub-unit of suseptiblebacteriaand suppressegroteinsynthesis. It is highly potentagainstawide variety of
aerdbic andanaerobigrampostive andgramnegative organismsThe minimuminhibitory concentrationgMI Cs) of
clarithromycinaregenerallytwo-fold lower thanthe MICs of erythromyan.

The 14-hydroxy metaboliteof clarithromych alsohasantimicrobial activity. The MICs of this metaboliteareequalor
two-fold higherthanthe MICs of the parentcompoundgexceptfor H.influenza wherethe 14-hydroxy metaboliteis
two-fold moreactve thanthe parentconpound.

Klacid is usually activeagainstthefollowing organsmsin vitro:-
Gram-positiveBacteria:Staphylococcuaureugmeticilli n suscepble);

StreptooccuspyogeneggroupA bet-henolytic strepto®cci); alphahemolyic streptooccusagalactia; listeria
monocytogenes.

Gramneggative Bacteria:Haemophilusnfluenzae HaemopHhus paranfluenza; moraxdla (Branhamellakatarhdis;
neissera gonorrhoeadggionellapneumoph; bordetlla pertussisHelicobader pylori; Campylobactegejuni.

Mycoplasma:Mycoplasnapneumoniaetreaplama urealticum
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Other Organisns: Chlamydiatrachomat; Mycobaderium aviunt Mycobaderium leprae.

AnaerobesMacrolidesusceptibleBacteoidesfragile; clostridium perfringens;Peptococcuspecies;
Peptosteptococcuspecies;Propionibaderium acnes.

Clarithromych hasbactericidalactivity aganst severalbacterial strains. The organsmsincludeHaemophilusnfluenza
strepococcugpneumoniaeStreptococcsipyogenesstrepbcoccusagdactiae, Moraxdla (Branhamella catarhalis,
NeisseriagonorrhoeaeH.pylori andCampylobactr spp

H. pylori is assocatedwith acid pepticdiseaeincluding duodenal ulcer and gastic ulcerin which about95%and80%
of patientsrespectivelyareinjectedwith theagentH. pylori is aso implicatedasa major contibution factorin the
developmentof gastriculcerrecurrencen sud patients.

Clarithromycihn hasbeenusedin small numbes of paientsin othertreatmentregmens.Possiblekinetic interactions
have notbeenfully invedigated.Theseregimensinclude Clarithromyan plustinidazoleandomeprazole;
clarithromycinplustetracycline pismuthsubsé#cyl ateandranitidine; clarithromyan plus rantidinealone.

Clinical studesusing variousdifferentH. pylori eradcaion regimenshaveshownthateradicationof H.pylorn prevents
ulcerrecurrence.

5.2 Phar macokinetic properties

H.pylori is assocatedwith acid pepticdiseaseincluding duodenal ulcer and gastic ulcerin which about95%and80%
of patientsrespectivelyareinfectedwith theagent.H.pylori is alsoimplicaied asa major contributionfador in the
developmentof gastricandulcerrecurrene in sut patients.

Clarithromychn hasbeenusedin small numbes of paientsin othertreatmentregmes.Possibleinetic interactions
have notbeenfully invedigated.Theseregimensinclude

Clarithromych plustinidazoleandomepazole clarithromyan plustetragycline,bismuthsubsalylate andranitidine;
clarithromycinplusranitdine alone.

Clinical studiesusing variousdifferentH.pylori eradcaion regimeshaveshownthateradicationof H.pylori prevents
ulcerrecurrence.

Clarithromych is rapidly andwell absorbd from the gastrointestina tract after oral administraion of klacid tablets.
Themicrobiologcally active metabolie 14-hydroxyclaithromydn is formed by first passmetabolsm.Klacid maybe
givenwithoutregardg¢o meals,asfood doesnot affed the extentof bioavalability of andformationof the 14-
hydroxymetabolie. The pharmacokineticsf clarithromydn arenonlinea; howeve steadystateis attainedwithin 2
days of dosing.At 250mg b.i.d. 15-20%of unchangeddrugis excretedin theurine.With 500mg b.i.d. daily dosing
urinary excretionis greater(approximatéy 36%).The 14-hydroxyclaithromyan is the majorurinary metaboliteand
accountsfor 10-15%of thedos. Mog of thereminde of the doseis eliminatel in the faecesprimarily via the bile. 5-
10% of the parentdrugis recoveredrom thefaeces.

Whenclarithromycin500mg s giventhreetimesdaily, the clarithromycin plasmaconcentationsareincreasedvith
respecto the 500mgtwicedaily dosage

Klacid providestissueconcentrationghatare severakimeshigherthan the circulating drug levels.Increasd levels
have beenfoundin bothtonsillarandlung tissue Clarithromyan is 80% boundto plasmaprateins attheapeutic levels.

Klacid alsopenetrateshe gastricmucus.Levds of clarithromych in gastrc mucusandgastrictissueare higherwhen
clarithromycinis cc-admnisteredwith omeprazolehanwhenclarithromycinis administeredalone
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5.3 Preclinical safety data

In acutemouseandrat studiesthe medanlethal dosewasgreate thenthe highestfeasibledosefor administration
(59/kg).

In repeateddosestudies,toxicity wasrelatad to dose duraton of treatnentandspeciesDogsweremore sensitivethan
primatesof rats. Themajor clinical signsat toxic dosesncludedemesis,weaknessreducefood consumptiorand
weight gain, salivation,dehydraton andhyperactvity. In all specestheliver wasthe primarytargetorgan attoxic
dosesHepabtoxicity wasdetecableby ealy elevationsof liver function tests. Discontinuatiorof thedruggenerally
resultedn areturnto or towardsnormalresults.Othe tissuedesscommony affectedincludingthe stomachthymus
and otherlymphoid tissuesandthe kidneys.At neartherapeut dosesgconjunctivalinjectionandlacrimationoccured
only in dogs.At a massivedoseof 400ng/kg/day,somedogsandmonkeys developedcornealopadties and/oroedema.

Fertility andreproductiorstudiesin ratshaveshownno adverseeffects. Teratogenicitystudiesin rats(Wistar (p.o) and
spraque-Dawley (p.o.andi.v.)), New Zealandwhite rabbits and cynomolgousnonkeysfailed to demonstratany
teraogenicityfrom clarithronycin. Howeve, afurthersimilar studyin Sprague Dawley rats indicate alow (6%)
incidenceof cardovasculambnormalitiesvhich apperedto be dueto spontameousexpressiorof geneticchangs. Two
mouse studiesrevealeda variableincidence(3-30%) of cleft palae and embryoniclosswasseenn monkeys butonly
at doselevelswhich wereclearlytoxic to themothers.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

QuinolineYellow (E104)

CroscarmellseSodum (or Carmdlose Sodiumin the productimportedfrom the Netherlands)
Pregelatinsedstarch

Microcrystaline celulose(E460(i))

Colloidal hydratedsilica

Povidone

Steaic aad (E570

Magnesum stearat€E572)
Tdc (E553(b)
Hypromellose
PropyleneGlycol
Sabitanmonoleate
Hydroxypropy cellulose
Titaniumdioxide (E171)
Vanillin

Sarbic acid (E200)

6.2 Incompatibilities
Not applicable
6.3 Shelf life

Thesheltlife expiry datefor this productis the dateshownon the contanerandouterpackageof the productas
marketedn the countryof origin.

6.4 Special precautionsfor storage

Storein adry place,below25°C.
Keepin the original containerin orderto protect from light.
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6.5 Nature and contents of container
Blister packsof 12 and14 tabletscontainedn anoutercardboarccarton.

Not all packsizesmaybemarketec

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:

Any unusedoroductor wase materialshould bedisposé of in acaordancewith local requirements
7 MARKETING AUTHORISATION HOLDER

PCO Manufactrring limited

Unit 222

WesternindustrialEgate

NaasRoa

Dublin 12

8 MARKETING AUTHORISATION NUMBER

PPA 0465051001

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation:20 Novemberl 989

Dateof lastrenewal:01 May 2008

10 DATE OF REVISION OF THE TEXT

Novembe 2012
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