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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Amoxicillin/Clavulant acid 500mg/125md-ilm-coated Tablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans Amoxicillin Trihydrae equivdentto 500mgAmoxicill in andPotassiunClavulanateequivalento
125mgclavulanicacid.

For afull listof excipients,seesection6.1
3PHARMACEUTICAL FORM
Film-coatedablet.

White to off white oval shaped fil m-coatedtabletdebossé with "AC" anda scoreline on onesideandplainonthe
otherside.

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

Amoxicillin/Clavulant aci is indicatedfor thetreamentof thefoll owing infectionsin adultsandchildren(see
sections4.2,4.4and5.1):

Acute bacteral sinusitis(adequatly diaghosed)

Acute otitis media

Acute exacerbationsf chronicbronchits (adequatel diagnosed)

Community acqured pneumonia

Cystitis

Pydonephrtis

Skin andsoft tissueinfectionsin particulr celulitis, animal bites,severadental absceswith spreadingdlulitis.
Bone andjoint infections,in particularosteomyatis.

Consideratn shouldbe givento official guidance onthe appropria¢ useof antibacteriabgents.
4.2 Posology and method of administration

Dosesareexpressedhroughouin termsof amoxidll in/clavulanicacid contentexceptwhendosesarestatedn terms
of an individualcomponent.

Thedoseof Amoxicillin/Clavulanicacidtha is seleciedto treatan individualinfectionshouldtakeinto account:
» Theexpecedpathogenandtheirlikely suscephtility to anibaderial agents (see section4.4)

» Theseverity andthesite of theinfection

» Theage,weightandrenalfunctionof the patient asshownbelow.

Theuseof alternatve presentatnsof Amoxicillin/Clavulanc add (e.g.thosethatprovide higherdosesof amoxicillin
and/or differentratios of amoxicillin to clavulanicacid) shouldbe consideredasnecessaryseesections4.4and5.1).

For adultsandchildren > 40 kg, this formulationof Amoxicillin/Clavulanicacid providesatotd daily doseof 1500mg
amoxicillin/375 mg clavulanicacid, when administeed asrecommendel below
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For children< 40kg, this formulaton of Amoxicillin/Clavulanic acid provides a maximum daily doseof 2400mg
amoxicillin/600 mg clavulanicacid, when administeed asrecommendel below. If it is considerd thata higherdaily
doseof amoxicilin is required,it is recommaded thatanotherpreparaton of amoxicillin/clavulanicis selecedin ordel
to avoid administrationof unnecessarilhigh daily dosesof clavulanc aad (seesectionst.4and5.1).

Theduraton of therapyshouldbe determned by theresponsef the patient. Sameinfections(e.g.osteomyelitis)
require longerperiodsof treatment. Treatnmentshouldnot be extendel beyondl14 dayswithout review (seesection4.4
regardingprolongectherapy)

Adults ard children> 40 kg

One500mg/125mg dose takenthreetimesaday.

Children< 40kg

20 mg/5mgkg/dayto 60 mg/15mg/kg/daygivenin threedivideddoses.

Childrenmay betreata with Amoxicillin/Clavulanicacid tablets or suspension Childrenaged6 years andbelow
should preferablybetreatedwith Amoxicillin/Clavulanic acid susp@sion.

No clinical dataareavailableon dosesof amoxicilli n/clavulant aad 4:1 formulations higherthan40 mg/10mg/kg per
day in childrenunder2 years.

Eldedy
No dose adjustrrentis consideredecesary

Renalimpairment

Doseadjustnentsarebasedon the maximumrecommendel level of amoxkillin.
No adjusmentin do<e is requiredin patientswith creatinine clearance(CrCl) greaterthan30 ml/min.

Adults and children >40 kg
CrCl: 1C-30 ml/min 500 mg/125mg twice daily
CrCl <10ml /min 500 mg/125mg oncedaily

Haemodialys 500 mg/125mg every24 hours,plus 500 mg/12 mg during
dialysis to berepeatedttheendof dialysis (as serum
concentratonsof both amoxicillin andclavulanicacid are
decra®d

Children < 40 kg
CrCl: 1C-30 ml/min 15mg/3.75mgkg twice daily (maximum500mg/125mgtwice

daly).

CrCl <10ml /min 15mg/3.75mgkg asasingledaily dos (maximum
500 mg/125mg).

Haemodialys 15mg/3.75mgkg perdayoncedaily.

Prior to haenodialysis15mg/3.75mg/kg. In orderto restore
circulatingdruglevels,15mg/3.75mg perkg shouldbe
administeredafterhaemodialys.

Hepaticimpairment

Dosewith caution andmonitor hepaticfunction atregularintervak (seesections4.3and4.4)
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Methodof adminstration

Amoxicillin/Clavulant acid is for oral use.

Administeratthe startof a mealto minimisepotential gastrontestind intoleranceandoptimiseabsorptiorof
amoxicillin/clavulanc acid.

Therapycanbestartedparenterdy accordingthe SPCof the IV -formulation and continuedwith anora prepaation.

4.3 Contraindications
Hyperseansitivity to theactivesubsancesto anyof the pencillins or to any of the excipients.

History of aseveeimmediat hypersensitiity readion (e.g. anaphylis) to andherbea-lactamagent(e.g.a
cephalogporin, carbapenemr monokhctam).

History of jaundce/hepatiempairmentdueto anmoxicillin/ clavulanic aad (seesection 4.8).
4.4 Special warnings and precautions for use

Before initiating therapywith amoxicilin/clavulant aad, careful enqury shouldbe made concernng previous
hypersensitivy reactiongo pencillins, cephal@porinsor otherbet-lactam agentyseesections4.3and4.8).

Seriousand occasionby fatal hypersensitiity (anaphyhctod) readionshavebeen reportedn patientson penicillin
therapy.Thesereactionsaaremorelikely to occurin individuds with a history of penicillin hypersensitivityandin
atopic individuals.If an allergicreactionoccurs,amoxidllin/clavulanic acid therapy mustbe discontinuedand
appropriae alternativetherapyinstituted.

In the casethataninfectionis provento be dueto an amoxcillin-susceptibleorganismés) thenconsderationshouldbe
givento switching from amoxicillin/clavulanic acid to amoxicillin in acordancewith official guidance.

This presentatiomf Amoxicillin/ Clavulant add is not suitabk for usewhenther is a highrisk tha the presumptive
pathogenshavereducedsusceptility or resistane to beta-lactam agentsthatis not mediatedby betalactamases
susceptibleto inhibition by clavulanicacid. This presentaion shoutl not be usedto treat penicillin-resistants.
pneumoniae.

Conwlsionsmay occurin patientswith impairedrenal function or in thosereceivinghigh dosegsee section4.8).

Amoxicillin/clavulanicacid shouldbeavoidd if infectiousmononuckosisis suspectedsincethe occurenceof a
morbilliform rashhasbeenas®ciatedwith this condtion following the useof amoxicillin.

Concomitantuseof allopurinol duringtreatment with amoxicillin canincreasethe likelihood of allergicskinreactions
Prolongedusemay occasonally resultin overgrowh of nonsuscepble organisms.
Theoccurrencatthetreatmeninitiation of afeverish generakederythemaassciatedwith pustulamaybea symptorr
of acutegeneralkedexanthemoupustulosiJAGEP) (seeSedion 4.8). This reactionrequirsAmoxicillin/Clavulanic

acid discontinuaton andcontraindicaesany subsequet admnistraton of amoxicillin.

Amoxicillin/clavulanicacid should be usedwith cauton in paients with evidenceof hepaticimpairment(seesection
4.2).

Hepaticeventshavebeenreportedporedaninantly in maesandelderly paientsandmaybe associatedvith prolonged
treadment. Theseeventshavebeenveryrardy reportel in children. In all populationssignsandsymptomsusually
occur duringor shorty aftertreatmentbut in sone cases may notbemmeapparentuntil severalweeksatfter treatmen
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has ceagd. Theseareusuallyreversble. Hepaticevens may be severeand,in extrenely rare circumstances,deahs
have beenrepored.

Thesehavealmostalwaysoccurredn patientswith seriousunderlying diseaseor takingconcomitaninedications
knownto havethe potental for hepaticeffeds (seesection 4.8).

Antibiotic-assocatedcolitis hasbeenreporedwith nearlyall antibacterial agentsandmayrangein seveity frommild
to life threateningseesection4.8). Therebre, it is importantto considerthis diagnosian patientswho presentith
diarrhoea during or subsequento the adninistration of anyantibiotics. Shoutl antibioticassociatedolitis occur,
amoxicillin/clavulant acid shouldimmediatdy bedisconinued,aphysidan be consultecandanappropriatehemapy
initiated.Anti-peristaltc medicinalproducs are contraindicatedin this situaion.

Periodicassessmermf organsystemfunctions;including renal,hepatic andhaematopoietidunctionis advisable
during prolongedtherapy.

Prolongationof prothrombintime hasbeenreportedrarely in paientsrecaving amoxicillin/clavulnic aad.
Appropriatemonitoring shouldbe undert&en whenanticoagulans are prescrbedconcomitantly. Adjustmentsn the
doseof oral anticoagulans maybenecessarto maintain the desiredevel of anticoagulation(seesection4.5and4.8).

In patientswith renalimpairnment, the doseshouldbe adjustedaccordingto the degreeof impaimment (seesection4.2).

In patientswith reducel urine output,crystaluria has beenobsevedvery rarely, predominantlywith parenteal
therapy. During theadministration of high dosesof amoxicillin, it is advisableto maintainadequad fluid intakeand
urinary outputin orde to reducethe possbility of amoxidll in crystaluria. In patientswith bladdercathetes, aregular
checkof patencyshouldbe maintained seesecton 4.9).

During treatmentwith amoxicilin, enzymaic glucoseoxidasemethodsshoutl be usedwhenevetestingfor the
presencef glucosen urine becaus falsepositiveresultsmay occur with nonenzymatianethods.

Thepresenceof clavulanicacidin Amoxicillin/Clavulanic acid may causea nonspecificbindingof IgG andalbumin
by redcell menbraresleadingto afalse postive Coombgest.

Therehavebeenreportsof positiveted results usingthe Bio-RadLaboratoresPlateliaAspergillus EIA testin patients
receving amoxcillin/clavulanicacid who weresubsequemt foundto befree of Aspergillusinfection. Crossreactions
with non-Aspergillus polysaccharideandpolyfuranosesvith Bio-RadLaborateies Platelia Aspergillus EIA testhave
beenreported. Therefore posiive ted resuts in patientsrecaeving amoxialli n/clavulanicacid shouldbeinterpreted
cautiousy andconfirmedby otherdiagnostiomethods.

4.5 Interaction with other medicinal productsand other forms of interaction

Oral anticoagularg

Oral anticoagulargandpenicillin antibiotics havebeenwidely usedin pracice without repots of interadion.
Howevae, in theliteraturetherearecasesf increasednternationalnormalisedratio in patientsmaintainedon
acenocoumarobr warfarinandprescribed courseof amoxicillin. If co-administrationis necessarythe prothrombin
time or internationahormalisedratio shouldbe carefully monitored with the additionor withdrawal of amoxicillin.
Moreoveradjustnentsin thedos of oral anicoaguhntsmaybe necessary(seesectionst.4 and4.8).

Methotrexate

Penicillins mayreducethe excretionof methotexatecausinga potential increaein toxicity.

Probenecid

Concomitantuseof probenecids notrecomnended Probened decrasegherenaltubularsecretiorof amoxicillin.

Concomitantuseof probenecidnayreault in increased andprolongedbloodlevels of amoxicillin but not of clavulanic
acid.
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4.6 Fertility, pregnancy and lactation

Pregnancy

Animal studiesdo not indicat director indirect harnful effectswith respetto pregnang, embryonal/fo&al
development parturition or postnaal devebpment(seesection 5.3). Limited dataon the useof amoxicillin/clavulanic
acid during pregnancyn humangdo notindicateanincreasedisk of congenital malformations.In asinglestudyin
womenwith preterm prematire ruptureof thefoetal menbraneit was reportedthat prophylacic treatmenwith
amoxicillin/cl avulant acid maybe as®ciaedwith an increasel risk of necrotsingenteraolitis in neonatesUse
should be avoidedduring pregnancyunlessconsideed essentibby the physcian.

Lactation

Both substanceareexcretednto breas milk (nothingis knownof the effects of clavulanicacid onthe breastfed
infant). Consequenyl, diarhoeaandfungusinfection of the mucousmembranesarepossiblein the breastfed infant,
so that breastfeedirg might haveto be discontinued. Amoxicill in/clavulanicacid shouldonly be usedduring breast
feedng after beneft/risk asesmentby the physicanin charge.

4.7 Effects on ability to drive and use machines

No studies on the effectson the ability to drive and usemachneshavebeenperformed However undesirableeffects
may occu (e.g.allergicreactionsdizzinessconvulsions)which mayinfluence the ability to drive andusemachines
(seesection 4.8).

4.8 Undesirable effects

Themostcommonly reportedadverseadrugreactons (ADRs) arediarrhoea,nauseandvomiting.

The ADRsderivedfrom clinical studiesandpostmarketng survell ancewith Augmentin,sortedby MedDRA System
OrganClassare listedbelow.

Thefollowing terminologieshavebeenusel in orde to classiy the ocaurrenceof undesirablesffects.
Very common(>1/10)

Common(>1/100to <1/10)

Uncammon(>1/1,000to <1/100)

Rare(>1/10,000to <1/1,000Q

Veryrare(<1/10,000)

Not known (cannotbe estmatedfrom the avalable datg

Infectionsandinfestaions
Mucocutaneougandidosi Commot

Overgrowth of nor-susceptibleorganism Not knowr
Blood andlymphatic systemdisordes

Reversble leucopenidincluding Rare
neuropenia)

Thrombocytopeni Rare
Revergble agranulogtosis Not knowr
Haemolyticanaena Not knowr
Prolongationof bleedingtime anc Not knowr

prothrombintime®
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Immunesystemdisorder1©

Angioneuroticoedem Not knowr
Anaphylaxi Not knowr
Serumsicknes-like syndrom Not knowr
Hyperseasitivity vasailitis Not knowr
Nervoussystemdisorder

Dizzines Uncommol
Head&he Uncommol
Revergble hyperactivity Not knowr
Convulsions? Not knowr
Gastrointestinatlisorder

Diarrhoe Very commot
Nawses Common
Vomiting Commot
Indigestior Uncommol
Antibiotic-assaiated colitis® Not knowr
Black hary tongue Not knowr
Hepatobiliarydisorders

Risesin AST and/orALT?> Uncommol
Hepatitis® Not knowr
Chdegtatic jaundiceé® Not knowr
Skin andsubcusneousissuedisorders’

Skinrast Uncommol
Pruritus Uncommol
Urticarie Uncommol
Erythemamultiforme Rare
Steven-Johnsonsyndrom Not knowr
Toxic epidermalnecrolyss Not knowr
Bullous exfoliative-dermatitis Not knowr
Acute generéisedexanhemouspustulosis | Not knowr
(AGEP?®

Renaland urinarydisorder

Interstitial nephritis Not knowr
Crystalluia® Not knowr

1 Seesectiond.4
2 Seesectiond.4

meal.

3 Natseais moreoften as®ciatedwith highe ord doses. If gastrointestinal reacions
are evident,theymaybereducedoy taking Amoxicill in/Clavulant add atthe startof a

4 Including pseudomembranouslitis andhaemorrhage colitis (seesedion 4.4)
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5 A moderateisein AST and/orALT hasbesnnotedin paientstreaedwith beta-
lactam classantibiotics, but the significane of thesefindingsis unknown.

6 Theseevens havebeennotedwith otherpenidll ins andcephdosporins(seesection
4.4)

7 If anyhypersensivity dermatits reactionocaurs, treatmentshouldbe discontinued
(seesectiond.4).

8 Seesectiond.9
9 Seesectiond.4
10 seesectionst.3and4.4

4.9 Overdose

Symptomsandsignsof overdose

Gastointestnal symptomsanddisturbane of the fluid andelectrolyte bdancesmaybeevident. Amoxicillin
crystalluria,in somecasedeadingto renalfailure,has beenobseved(seesedion 4.4).

Conwlsionsmay occurin patientswith impairedrenal function or in thosereceivinghigh doses.

Amoxicillin hasbeenreportedto precipitae in bladdercatheers,predomnantly afterintravenousadministratiorof
largedoses.A regularcheckof patencyshouldbe maintained (seesection 4.4).

Treatmet of intoxication

Gastointestnhal symptomsmnay betreatedsymptomaically, with attention to the waterelectolyte balane.

Amoxicillin/clavulanicacid canberemovedrom the circulaion by haenmodidysis.
5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Phamacotherapeutigroup: Combinationf penicillins,ind. bet-lactanasenhibitors; ATC code JO1CRO0?2.

Modeof action

Amoxicillin isasemisynthetigenicillin (betalactamantibiotic) thatinhibitsoneor moreenzynes(oftenreferredto as
penicillin-binding proteins,PBPs)in the biosyntheic pahway of bacteial peptdoglycan, whichis an integral structura
componentof the bacterialcel wall. Inhibition of peptdoglycansynthesisleadsto weakeningof thecell wall, whichis
usuallyfollowedby cell lysis anddeath.

Amoxicillin is susceptibléo degradatiorby betalactamaseproduedby resistanbactera andtherefoe the spectrum
of activity of amoxicillin alonedoesnotincludeorganismsvhich producetheseenzymes.

Clavulanic acidis a betalactamstructuraly relaiedto pencillins. It inactvatessomebetalactamas enzymegherby
preventinginacivation of amoxicilin. Clavulant add alonedoesnotexat aclinically usetil antibacteriakffect.

PK/PD relationship

Thetime abovethe minimuminhibitory conentraton (T>MIC) is consderedto bethe majordeterminantf efficacy
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Thetwo mainmechanismsf resistancéo amoxicili n/clavulanc add are

» [nactivationby thosebacterialbet-lactanases thatarenot themselvesnhibited by clavulanicacid,includingclass

B, CandD.

= Alterationof PBPswhichreducetheaffinity of theantbacerid agentfor thetargd.

Impermeabity of baderiaor efflux pumpmedanismsmay causeor contribute to bacteral resistancgpaticularly in

Gramneggative baceria.

Brealpoints

MIC bre&pointsfor amoxicillin/clavulanicacid are thoseof the Europea Committeeon Antimicrobial Susceptibility

Testng (EUCAST)
Organisn Suseptibility Breakpoints(ug/ml)

Susceptible Intermediate Resistant

Haemophilus influenzae® <1 - >1
Moraxella catarrhalis! <1 - >1
Saphylococcus aureus 2 <2 - >2
Coagulse-negative <0.2t > (.25
staphylococc?
Enterococcus! <4 8 >8
Streptococcus A, B, C, G° <0.2t - >0.2F
Sreptococcus pneumoniae3 <05 1-2 >2
Enterobacteriacel? - >8
Gran-negative Anaerobel <4 8 >8
Gran-postive Anaerobel <4 8 >8
Non-spedesrelated <2 4-8 >8
breakpoint!

reportedresistant

° Breakpmint valuesin thetablearebasdon Benzylpaicillin breakponts

1 The reportedvaluesarefor Amoxicillin concentations. For suscetibility testingpurmposes,
the concentration of Clavulanicacidis fixed at 2 mg/I.

2The reportedvaluesareOxacilin concentations.
3 Breakmint valuesin thetablearebasdon Ampicillin breakpoins.
4 Theresistanbreakpmint of R>8 mg/l ensurs tha all isolaeswith resistmcemechanismsre

Theprevalenceof resigancemayvary geographially andwith timefor sekectedspedes,andlocal informationon
resistancés desrable,particulary whentreaing severanfections.As neessay, expet adviceshouldbe soughtwhen
thelocal prevaknceof resistances suchtha the utili ty of theagentin atleastsometypes of infectionsis questionable
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Commonlysusepible specie

Aerobic Gran-positive micrc-organisns

Enterococcus faecalis

Gardnerella vaginalis

Saphylococcus aureus (methicillin-susceptile)e
Coagulaenegatve staphylococc{methiillin-suseptible)
Sreptococcus agalactiae

Streptococcus pneumoni ael
Sreptococcus pyogenes andotherbetahaemolytic streptoocci
Sreptococcus viridans group

Aerobic Gramnegativemicro-organisns
Capnocytophaga spp.

Eikendlla corrodens

Haemophilus influenzae?

Moraxella catarrhalis

Pasteurella multocida

Anaerobicmicro-organisms
Bacteroidesfragilis
Fusobacterium nucleatum
Prevotella spp.

| Speciedor which acquiredredstancemaybea problenr

Aerobic Gran-positive micrg-organisns
Enterococcus faecium $

Aerobic Gramnegativemicro-organisns
Escherichia coli

Klebsiella oxytoca

Klebsiella pneumoniae

Proteus mirabilis

Proteus vulgaris

Inherently resisantorganism

Aerobic Granm-negativemicrc-organisns
Acinetobacter sp.

Citrobacter freundii

Enterobacter sp.

Legionella pneumophila

Morganella morganii

Providencia spp.

Pseudomonas sp.

Serratia sp.

Senotrophomonas maltophilia

Othermicro-organisms
Chlamydophila pneumoniae
Chlamydophila psittaci
Coxiella burnetti
Mycoplasma pneumoniae
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$ Natural intermedatesusceptibility in theabsaceof acquiredmechanism of
resistace.
£AIl methicilin-resistanstaphylococcareresstantto amoxidll in/clavulanicacid

1greptococcus pneumoniae thatare resstantto penicilli n shouldnot betreatedwith this
presenton of amoxicillin/clavulanicacid (seesections4.2and4.4).

2 Strairs with decreaseduscepbility havebeen reportel in some countiesin the EU
with afrequencyhigherthan10%

5.2 Phar macokinetic properties

Absorption

Amoxicillin andclavulanicacid,arefully dissocated in aqueousolution at physiologicalpH. Both componentsre
rapdly andwell absorbedy the oral route of admnistraion. Absorpton of amaxicillin/clavulanic acidis optimised
whentakenatthe startof ameal. Following oral administration, amoxicillin andclavulanicacid are approximately
70% bioavailable. The plasmaprofilesof bothcomponatsaresimilar and thetime to peakplasmaconcentration
(T\hay N €achcaseis approximatelyonehour.

Thepharmacokineticeaults for a study,in which amoxicll in/clavulanic acid (500 mg/125mg tabletsthreetimesdaily)
wasadministeredn thefastingstateto groupsof heathy volunteers,arepresentedbelow.

Mean(x SD) phamacokineic parameters
Acti\{e_subsance(s Dose Crnas Tmax ™ AUC (0-24h) T1/2
Amoxicillin

AMX/CA 500 7.19 15 53.5 1.15

500/125mg +2.2€ (1.0-2.5) +8.87 +0.20
Clavulanicacic

AMX/CA 125 2.4C 15 15.72 0.9¢

500mg/125mg +0.87 (1.0-2.0) + 3.8€ +0.12

AMX —amoxicillin, CA — clavulanicacic

* Median(range

Amoxicillin andclavulanicacid serumconceatrationsachieval with amoxicillin/clavulanic acid aresimilar to those
producedby the oral administratiorof equivalentdoses of amoxicilli n or clavulanicacidalone.

Distribution

About 25% of total plagmaclavulanicacid and18% of total plasmaamoxidill in is boundto protein. Theapparent
volumeof distributionis around0.3-0.41/kg for amoxcillin andaround0.2/kg for clavulanicacid.

Following intravenousadmnistration, both amoxidll in andclavulanic acid have beenfoundin gall bladderabdominal
tissue,skin, fat, muscletissuessynovialandperitonel fluids, bile and pus.Amoxicilli n does notadequatly distribute
into the cerebrospinafluid.

From animal studesthereis no evidenceor significanttissueretention of drug-derived materal for eithercomponent.
Amoxicillin, like mast penicilling canbedetectal in breast milk. Tracequantitesof clavulanicadd canalso be
detectedin breastmilk (seesection4.6).

Both amocill in andclavulanic acid havebeenshownto crossthe placentl barrier (seesection 4.6).
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Biotransformabn

Amoxicillin is partly excretedn theurineastheinactve pencilloic acid in quantitiesequivalento up to 10 to 25% of
theinitial dose. Clavulanc acidis extersively metabolzedin manandeliminatedin urine andfaeesandascaibon
dioxide in expiredair.

Elimination

Themajorrouteof eliminationfor amoxcillin is via thekidney, whereasfor clavulanicacid it is by bothrenalandnon
reral mechanisms.

Amoxicillin/clavulanicacid hasa meanelimination half-life of approximdely onehouranda meantotal clearancef
approximately251/h in healthysubjects. Approximately 60 to 70% of theamoxicillin andapproxmately40 to 65% of
theclavulanicacidareexcretedunchangedn urineduringthefirst 6 h after administraion of single
Amoxicillin/Clavulant acid 250mg/125mg or 500mg/125mgtablds. Variousstudieshave foundtheurinary
excretionto be 50-85% for amoxicillin andbetveen 27-60%for clavulanicacidovera 24 hourperiod. In the caseof
clavulanic acid,thelarges amountof drugis excreedduringthefirst 2 hoursafteradministration.

Concomitantuseof probenecidlelaysamoxicillin exaetion but doesnot delay renalexcretionof clavulanic add (see
section4.5).

Age

Theelimination half-life of amoxicillin is similar for children agedaround3 monthsto 2 yearsandolderchildrenand
adults. For very youngchildren(including pretem newborns)n thefirstweek of life theintervalof administration
should not exceedwicedaily admnistraion dueto immatrity of therenalpathwayof elimination. Becauseslderly
patientsare morelikely to havedecreasdrend function, careshouldbetaken in doseselectionandit maybe usdul to
monitor renalfunction.

Gender

Following oral administrationof amoxicill in/clavulanc add to hedthy males and femalesubjectsgenderthasno
significantimpacton the pharmacokinetis of eitheramoxicillin or clavulanic acid.

Renalimpairment

Thetotal serumclearancef amoxicillin/davulanicacid decreaseroportionaely with decreasingenalfunction. The
reductionin drugclearances more prorouncdfor amoxidllin than for clavulanicacid, asa higherproportionof
amoxicillin is excretedvia therenalroute. Dosesn renal impairmentmustthereforepreventundueaccumulatiorof
amoxicillin while maintainingadequatéevelsof clavulanic acid (see secton 4.2).

Hepaticimpairment

Hepaticdly impaired patientsshouldbe dosedwith caution and hepaic function monitoredat regularintervals.
5.3 Preclinical safety data

Nonclinical datarevealno specialhazardfor humansbasedon studiesof sdety pharmaology,genotoxicityand
toxicity to reproduction.

Repeatdosetoxicity studiesperformedin dogswith amoxicillin/ clavulanic add demonstategastic irritancyand
vomiting, anddiscolouredongue.

Carcinogenicty studieshavenot beenconductedvith Amoxicillin/Clavulanicacidor its component:

Date Printed 25/03/2014 CRN 2143021 page number: 11



Irish Medicines Board

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tabletcore

Magnesiunstearag
Sodiumstarchglycollate

Colloidal anhydroussilica
Microcrystaline cellulose
Tabletcoat

Titaniumdioxide(E171)
Hypromellose(Methocel E5 andE15)
Macrogol4000

Macrogol6000
Dimeticone

6.2 Incompatibilities
Not applicabl
6.3 Shelf life

Blister pack — 2 years
Glassbottles— 3 years

6.4 Special precautionsfor storage

Do not stare above25'C.
Storein the original packagen orderto proted from moisture.

6.5 Nature and contents of container

PV C/Aluminium/pdyamidelaminatewith aluminium liddingfoil referredto asa cold formedaluminium blister
(CFB).

Packsof 4, 10,12, 16, 20,24,30,1000r 500tablets

Aluminium PVC/PVdChblister enclosedvithin an alumnium laminatepouchcontaininga desiccantsachetyreferredto
as adesicatedpouchpack(DPP

Packs of 14, 20 or 21 tabletsandsamplepacksof 6.

Amberglassbhotties
Packs of 30, 50,100and500tablets

Not all packsizesmaybemarkete:

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

No specialrequirements
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