Irish Medicines Board

Part ||

Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Bellformin 850mg Tablets
2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead film -coakdtabletcontainsMetformin hydrochlorde 850 mg.

Forexcipiens, see6.1.
3PHARMACEUTICAL FORM

Film-coatedtablets
White cooured,round,biconvextablets.

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications
= NoninsulindependentliabetegNIDD M, typell), whenadequag¢ dietary treatmenthasfailed.

= Bellformin 850mgtabletscanbe givenaloneas initial therapy,or can beadmnisteredin combinationwith
suphonylureasaftercarefulassessmendf the contrandicatons.

4.2 Posology and method of administration
Dosage

Usualdosage

Therequreddaily doserangedrom 0.5to 3g. Therapyshouldbeinitiatedwith alow doseof oneor two tabletsdaily.
Dependingon the metabolicstatethe dosecan beincreasedstepwiseatintervalsof afew daysup to two weeksuntil
the therapeutally requireddosehasbeen reached. In orde to minimisethe gastreintestinalsideeffectsthe daily
doseshouldbedividedandtakenwith or after meak. Geneally, daly dosesof 1.5¢g(two tablets)are sufficient. If
diabetic controlis incompletea cautobusincreaein dosayeto a maximum of 3g daily is justified.

No additionalbenefitcanusually be achievedby useof doses exceedng 3g daily. Oncecontrolhasbeenachievedt
may be possble to reducethe daily dose.

In casesnf metabolicdecompensation

In casesnf metabolicdecompensationthis shouldbe stabilisedbeforethe admnistration of metforminis considered.

Childrenandjuveniles

Bellformin 850y tables arenot recomnendedor usein children.

Bellformin 850ng tables arenotindicatedfor thetreamentof insulin-depadentdiabetegIDDM, typel) in children
and juvenies.

Theuseof Bellformin 850mgtabletsis not advisedfor treatmentof the very rarely occuring insulin-dependent
diabetesin youngadults(MODY) sinceno experiene of its useis avalable.
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Elderly Patiens:

Bellformin 850ng tables maybeindicatedin theeldely, but notwhen renal functionis impaired.
Further dosage infor mation

Combinationwith sulphonylireas

Bellformin 850y tables maybeusedin combinaion with sulphonyureasif monotheray with metformin doesnot
leadto a satisfacbry respons. However,it shouldbenotedtha meformin and sulphonylueashavea differentmode
of action andthereforeanadditiveor potentiating effed of thesedrugsmight causehypoglycaemia.

Substitutionfor sulphonylireas

Bellformin 850ng tables maybeusedinsieadof sulphonylurea in patentswho formerly havebeentreatel with
sulphonylureas.

Method of Administration
Bellformin 850n7 tables shouldbe takenunchewedogetherwith a glassof waterduringor after meak.

Monitoring advice
Seespecialwamingsandspecialprecauibnsfor use.

4.3 Contraindications

During pregnancyandlactaton.

In childrenandvery old patients.

In patientswith insulinrdependentliabees(IDDM, typel).

In patientswith norrinsulin-dependentliabetes (NIDDM, typell), if sulphonylureaherapy hascompletelyfailed.

Acidotic staesduring metabolic compensatn.

Precana, hyperosmolari®r keto-acidotic comadiabdicum.

Hypersensitiviy to metformin.

Impairmentof liver and,in particular,renalfunctions.

Respratory insufficiency.

Severecardiovasculaimpairment.

Cardiacfailure and recentmyocardialinfarction.

Acuteseveredisarders for exampleinfectionswith fever, pancreétis or trauma.

History of, or statesassociatedwith, lactic acidoss suchas shockor pulmonaryinsufficiency,alcoholism (acute

or chronic),andconditionsassociatedvith hypoxamia.

Catabolicstatesg.g.in tumourdiseases.

=  Surgerywith generalnaethesa. Metformin thergy shoutl be stoppedbefore duringandaftersurgery.

= Intravagularcortraststudieswith iodinated mateials canleadto acute dteration of renalfuncion andhavebeen
assaiatedwith lactic acidoss in patientsreceving metformin. Therefore in patientsn whomanysuchstudies
areplanned,meformin shouldbe discontinuedit thetime of, or prior to, the procedureandwithheldfor 48 hours
subsequat to the procedureandre-instituted only after renal function hasbeen re-evaluatedand foundto be
nomal.

* Reducd diet (< 1000kcal or 4200kJ perday).

4.4 Special warnings and precautionsfor use
Warnings

= In patientswith impairedliver function,lactae clearancemay berestrcted.
= Therisksof lactic acidosisandaccumudhtion are deerminedby renalfunction. Thereforemetformin therapy
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requiresanormalrenalfunction,which shouldberegukrly reviewed.

= During conconitant therapywith sulphonylureasor insulin, blood glucosdevels shouldbe monitoredbeause
combinedtherapy may cau® hypoglycaenia. Stabilisdion of diabetic paients with metformin andinsulin should
becarriedoutin a hospitaluntil the correct ratio of thetwo drugshasbeen obtained.

* Patentsreceivingcontinuousmetformin therapyshouldhave anannu& estimaion of Vitamin B, , levels because

of reportsof deceasedvitamin B, , absorption.

Precaution for use

* Theuse of metforminis notadvisedn condtionswhich may causedehydraton or in patientssuffering from
seriousinfectionsor trauma.

= Patentswho suddety suffer from musde spams, dyspepsigabdomind pain andfatigueshouldconsulta
physicianimmediately sincethesesymptomsmay indicatelactic acidosis.Lactic acidosiss accompaniedy
acidoticdyspnoeaabdominalpain, hypertherma, comatosestat, deaeaseof blood pH value andincreaseof
lactatevalue.

= Serumcreatninelevelsshouldbe determinedefore andfour weeksafter metformin therapyhasbeenstarted.
Regular measurerantsshouldtakeplaceonce or twice ayea unlessrequiral earlier dueto interaurrentdisorders.
In the elderly, creatnine clearances advisel beforethe onsé of metformin therapy.

4.5 Interaction with other medicinal products and other forms of interaction

= Duringtreatmentwvith Bellformin 850mgtablets alcohol hasto bestrictly avoided. Acuteand chronicalcohol
abusemayincreasehebloodglucosedecreaing effed andthe seum lactae increasingeffect of metforminto
unpredictableextents

= Intravagularcortraststudieswith iodinated mateials canleadto acute dteration of renalfuncion andhavebeen
assaiatedwith lactic acidoss in patientsreceving metformin. Therefore in patientsn whomanysuchstudies
areplanned,meformin shouldbe discontinuedit thetime of, or prior to, the procedureandwithheldfor 48 hours
subsequat to the procedureandre-instituted only after renal function hasbeen re-evaluatedand foundto be
nomal.

= Metformintherapyshouldalso be stoppedwo days before andtwo daysafter surgey with generbdanaesthesia.

Precautionsfor Use

Anincreasef the artihyperglycaemiceffectof metformin is possiblein the eventof concomitanadministratiorwith
medcinal productsfor the sameindication,for exampk:

= |nsulin.
= Qralantidiabetiadrugs,of the sulphonylure@ andacarbose.

Anincreasef theartihyperglycaemiceffectof metformin is also possibé in the eventof concomtantadministration
with medicinalproduds for otherindicationswhich possesbloodglucoselowerling effeds of their own, for example:

Non steroidalantrinflammatorydrugs(NSAIDs), e.g.salicylatesor pyrazobnes.
Monoamineoxidase(MAO) inhibitors.

Oxytetracyclne.

Angiotensh corvertingenzyme(ACE) inhibitors.

Clofibratederivatives

Cyclophosphamidandits derivatives

= Thecombnationof metformin andthe abovementioneddrugscaninduce hypoglycaemia.

Moreoverduring permanentherapy beta-blockes and antisynmpahotont drugs,suchasclonidine,resepine or
guarethidine,maydecreasdloodglucosedevds. However,of paticular clinical relevancas their reducingactionon
the hormonalandneuralcounterregulatin during hypoglcaemia, which in turn mayimpair the subjectiveperception
of hypoglycaenic warningsigns
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A decreasef theantihyperglycaemiceffect of metformin in combnation with oneof thefollowing drugsmayoccur:

Glucocorticoids.
EstrogerGestagn-Combinations.
AdrenalineandotherSympahomimetics.
Glucagon.

Thyroid hornmones.

Thiazidesandloop diuretics.

Diazoxide.

Pherothiazines.

Nicotinic acidderivatives

@
c

a: A decreasef theab®rptionof metforminmay leadto an attenuaton of metformin effects

Cimetidine Substancesvhich delaythe eliminaion of metformin, e.g. cimetidine, may increaetherisk of
lacticacidosis

Anticoagulans: Elimination of articoagulants.g.counmarinsmay be aceleratedduring meformin therapy.
Thereforethe blood coaguation inhibiting effectmay be decreaed andfrequent controlsof blood
coagulationarenecessar

To betaken into account

During mainenanceherapythe onsetor terminaion of any otheradditiond therapy candistuib the controlof diabetes.

4.6 Pregnancy and lactation

During pregnancythe administraton of Bellformin 850 mg tables arecontaindicated The useof Bellformin 850mg
tabletsshouldbe avoidedin womenwho arebreast-feedng. No information is availableon whethemetfomin or its
metabolitesareexcretedn the breas milk.

4.7 Effectson ability to drive and use machines

When Bellformin 850mg tables areusal asmonotherapy hypoglcaenia is not usuallya problemand doesnot
influencetheability to drive or operatemachinery.In casesof combinal thergy with sulphonylureasr otherdrugs
with blood glucos lowering effects,hypoglyca&miamay occur and,hene, suchcombindions may produceminor or
moderateadverseeffects.Patientaundegoing suchcombindion therapy shouldbe advisedo takeprecautiongo avoid
hypoglycaema whilst driving or operatng madinery.

4.8 Undesirable effects

Frequentlyarising undegrable effectsare Gastro-intestnal disturbances.

= Bellformin850mg tabletsis normallywell tolerated, but atthe beghning of metformin therapy gastreinteginal
disturbancessuchasnauseayomiting, abdomin&pain, diarrhoeaanorexa andmetalic tasteoccurin 5-20% of
patients.Thesegastreintestinaldisturbancesregeneraly of minorimportanceandrequite no terminationof
metformintherapy.Thefrequencyandseverty of thesegasto-intestinaldisturbancesanbereducedmarkedly by
starting with low andgraduallyincreagng metformin dosesandby administraion of metformin with or after
meals.

= About5% of all patientsdo nottoleratemetformin thergy.

Veryrardy arisingundesrable effectsare
= Hypersenstivity andlactic acidosis.
= Hyper®nstivity reactionsof the skin.
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= Lactic addosis.

With metformn therapylactic acidoss with comaanddeathis possible Lacic acidosisnducedby metforminis
accompaniedy impairedhepaticlactateclearanceandincreasednuscuér lactaterelease Although metformin-
inducedlactic acidosisoccursvery rarely (until now only 100incidentsworld-wide) the mortality reache$0%.

Causef lacic acidosis

Thefollowing may predisposéo lactic acidoss: Rena insufficiency, imparedliver function,alcoholconsumpibn,
otherdiseasesvith effecton the oxidative meabolism,for examplecardac decompensatiomr sevee infectionsand
catbdic conditonsaswell asinteractonswith otherdrugs.

Symptomsof lactic acidosis

At first lactic acidosisesembleshe gastrointestinal side-effect of metformin, for examplenauseayomiting,
diarrhoea and abdominalbpain.However,within afew hoursthe complee clini cal picture of lactic acidosiswith muscle
pains, hyperventiétion,cloudingof conscousnesandcomamaydevdop. On suspicionof lactic acidosismetformin
thergpy mustbeimmediatelystoppedandthe patient mustbetreakdat onceas anemergencyin ahospital.

Reportedsinglecases

* Inhibition of theabsorptiorof Vitamin B, , or folic acidmay causemegaloblasti@anaema. Patiens receiving
contiruousmetformintherapyshouldhavean annualestimationof Vitamin B, levels.
= Persistingyastraintestinaldisturbancesequre thetermnation of metformin therapy.

4.9 Overdose

Humanexperience

Intoxicationwith Bellformin 850 mg tables doesnotleadto hypoglycaenia butlactic acidosismaydevelop.Usually,
the causds notoverdosge,butaccumuléion asaresultof impared rend functionand,atthe sametime, inadequate
doseadjustment

Hypoglycaenia canoccurwhenBellformin 850 mg tabletsaregiven conmmitantly with sulphonylureasalcoholor
insulin.

Managemendf overdosigein man

If signsof lactic acidosisor of metforminoverdosge,for examplein suicidd intention,are shown,patientsmustbe
admittedto a hosptal asanemergencyThediagnosisof lactic acidoss shouldbe confirmedby determinationof
lactde andif possble metforminconcentréons. Haemodidysis is the mosteffective measure to eliminatelactateand
metformin. Sympbmatictreatmenincludescirculatory stebilisaion, compensatiorof acidosisandeliminationof
hypoxia. Themetformin concentrationn erythrocyts is agoodindicaor for accunmulaton andcanbe usedto decide
whetherrepeatdhaemodialysiss indicaied.

5PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Metforminis abiguanideoral antihyperdycaamic agent(ATC CodeA10B A02) andreduceslevatedbloodglucose
levek only in patientswith noninsulin-depadent diabdes(NIDDM) (typell diabetesnellitus), butdoesnotincrease
insulin secreton anddoesnot causenypoglycaema or increasedveightgain.Its modeof actionis multifactoral and
not yet completly understod. However theaugmentaion of glucoseuptakeinto peripheal tissuesmayinfluence
glucose utilisation. Furthernore, the effects of meformin includereducedhepaticgluconeogenesanddelayed
intestinalglucoseabsorptionwhich may explain the blood glucoselowering effect. The efficacy of metformin is
dependent on a minimum concentratiorof insulin.

Metforminseemsdo potentiatensulin acion by enhancng insulin bindingto its receptorsandby facilitating stepsin
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the pog-receptor pahwaysof insulin-action.Apart from the glucoselowering effect, metformin reduceghe seum
triglyceridelevelandpossessesantithrombotigpropertes.

5.2 Pharmacokinetic properties

After ord admnistrationmetforminis incompletdy absorbedrom the gastreintestinaltract. The oral bioavailability
of usualdosesis 50-60%. The maximumplasmaconceatraion is achievedafter about2 hours.Gastrointestinal
absorptionis compketewithin 6 hoursof ingestion. The volume of distribution lies betweer63 and276litres.
Metforminisrapidly distributedbut a slow transfe to a deep compartment seemgo occur.Metformin doesnot bind to
plasmaprotens butaccumulatesn the salvary glands,duodenumkidneysandliver. No metabolites or conjugatef
metforminhavebeenidentified. Metformin is compldely eliminaiedby rend excretionandthe meanplasma
elimination half-life rangesbetweenl.5and4.5hours.

A guantitatively minor terminaleliminationphase probablyout of the degp compatment,with alongermeanhalf-life,
rangingfrom 8.9to 19 hours,hasbeenobseved. Therend clearane of metformin rangeshetweer850and550ml/min
and correlaeswith the creatinineclearanceindicaing tha metformin is excreedby active tubularsecetion.In
patientswith imparedrenalfuncton accumuétionof metformn is probable

5.3 Preclinical safety data

Acute toxicity:

Acute toxicity after differentroutesof admnistraton andin differentanimds wasinvestigatel. The dataindicatethe
higheg toxicity of metformin hydrochlaide after subaitaneusadministration to guineapigsandrabbits(LD 5, = 150

mg/kg) andintraverousadminstratonto mice (LDg, = 180 mg/kg).

Thetoxicity after oralingestionof meformin hydrochbride seens to be severatimeslower, rabbitsandguineapigs
(LD g, 350and500mg/kg, respectivelyeingmoresensttive thanmiceor rats (LD, 145 mg/kgand1000mg,

respectively)Hence,in variousanimalspecie studied, after differentroutesof administratiorthe LD ¢ valuesare
consider®dly abovethetherapeutidoserangein humans(maximumapproxmately40 mg/kg/day).

Chronictoxicity:

Studieswith repea¢d adminigration of metformin to rats (up to 18 months),dogs(up to 18 monthg andmonkeys(up
to 2 years)reveakdno specifictoxic effecs.

Mutagenicandcarcinogenieffects

Bacterid testsfor mutagenicityof metformin werenegaive but chromosomadlterationsvereobservedn vitro in
manmaliancells. Therelevanceof theseeffeds remainsobscureLongtermanimalstudiesfailedto detectany
oncagenicpropetiesof metformin.

Reproductve toxicity:

No teratogers propertieof metforminhavebeenfoundin rats. Theno adverst-effectlevel (NOAEL) of metforminin
ratswas estmatedto be 300 mg/kg/dayfor embryotoxicity andfemale reproducton andup to 600 mg/kg/dayfor male
fertility. No teratogents effectswereobservedn rabbitswith dosesupto 140 mg/kg/day(p.o.).In ratsdosesup to 600
mg/kg/dayadministered.o. pre- andpostnaally showel no effeds.
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Core:
Sodiumstarchglycolate(TypeA)
Maizestach

Povidone
Colloidalanhydroussilica
Magnesiunstearas
Film-coating:
Hypromellose
Titaniumdioxide (E171)
Propylengylycol (E1520)

Macrogol6000
Talc

6.2 Incompatibilities

Not applicable

6.3 Shelf Life

3years

6.4 Special precautionsfor storage

Do not storeabowe 25°C. Storein theoriginal package.

6.5 Nature and contents of container

Blister strips consistingof PVC/PE/P/DC — Aluminiumfoil containing 56 film — coatedtabletsin anoutercarton.

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

No specialrequirement:

7MARKETING AUTHORISATION HOLDER
BellPharmalLimited

First Floor

69 St. Patick’s Road

Dalkey
Courty Dublin

8 MARKETING AUTHORISATION NUMBER

PA 1185/1/2
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9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation:10 Decemben 999

Dateof lastrenewal:10 Decembef004

10 DATE OF REVISION OF THE TEXT

July 200t
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