
Elzer®

DonepezilHCl

Composition:
Elzer®Tablet:EachfilmcoatedtabletcontainsDonepezilHClINN5mg.

Pharmacology:
CurrenttheoriesonthepathogenesisofthecognitivesignsandsymptomsofAlzheimer's
Diseaseattributesomeofthemtoadeficiencyofcholinergicneurotransmission.Elzer®
(Donepezilhydrochloride)ispostulatedtoexertitstherapeuticeffectbyenhancing
cholinergic function.Thisisaccomplished by increasing theconcentration of
acetylcholinethroughreversibleinhibitionofitshydrolysisbyacetylcholinesterase.If
thisproposedmechanismofactioniscorrect,Donepezil'seffectmaylessenasthedisease
processadvancesandfewercholinergicneuronsremainfunctionallyintact.Thereisno
evidencethatDonepezilaltersthecourseoftheunderlyingdementingprocess.

Indication:
Elzer®(Donepezilhydrochloride)isindicatedforthetreatmentofmildtomoderate
dementiaoftheAlzheimer'stype.

Dosage and administration:
ThedosagesofElzer®(Donepezilhydrochloride)showntobeeffectiveincontrolled
clinicaltrialsare5mgand10mgadministeredonceperday.Thehigherdoseof10mg
didnotprovideastatisticallysignificantlygreaterclinicalbenefitthanthatof5mg.
Thereisasuggestion,however,baseduponorderofgroupmeanscoresanddosetrend
analysesofdatafrom theseclinicaltrials,thatadailydoseof10mgofElzer®
(Donepezilhydrochloride)mightprovide additionalbenefitforsomepatients.
Accordingly,whetherornottoemployadoseof10mgisamatterofprescriberand
patientpreference.Evidencefromthecontrolledtrialsindicatesthatthe10mgdose,with
aoneweektitration,islikelytobeassociatedwithahigherincidenceofcholinergic
adverseeventsthanthe5mgdose.Inopenlabeltrialsusinga6weektitration,the
frequencyofthesesameadverseeventswassimilarbetweenthe5mgand10mgdose
groups.Therefore,becausesteadystateisnotachievedfor15daysandbecausethe
incidenceofuntowardeffectsmaybeinfluencedbytherateofdoseescalation,treatment
withadoseof10mgshouldnotbecontemplateduntilpatientshavebeenonadailydose
of5mgfor4to6weeks.
Elzer®(Donepezilhydrochloride)shouldbetakenintheevening,justpriortoretiring.
Elzer®(Donepezilhydrochloride)canbetakenwithorwithoutfood.

Contraindication and precaution:
ItiscontraindicatedinpatientswithknownhypersensitivitytoDonepezilhydrochloride
ortopiperidinederivatives.

Anesthesia:Donepezilhydrochloride,asacholinesteraseinhibitor,islikelytoexaggerate
succinylcholinetypemusclerelaxationduringanesthesia.



CardiovascularConditions:Becauseoftheirpharmacologicalaction,cholinesterase
inhibitorsmayhavevagotoniceffectsonthesinoatrialandatrioventricularnodes.This
effectmaymanifestasbradycardiaorheartblockinpatientsbothwithandwithout
knownunderlyingcardiacconductionabnormalities.Syncopalepisodeshavebeen
reportedinassociationwiththeuseofDonepezilhydrochloride.

GastrointestinalConditions:Throughtheirprimaryaction,cholinesteraseinhibitorsmay
beexpectedtoincreasegastricacidsecretionduetoincreasedcholinergicactivity.
Therefore,patientsshouldbemonitoredcloselyforsymptomsofactiveoroccult
gastrointestinalbleeding,especiallythoseatincreasedriskfordevelopingulcers,e.g.,
thosewithahistoryofulcerdiseaseorthosereceivingconcurrentnonsteroidalanti-
inflammatorydrugs(NSAIDS).ClinicalstudiesofDonepezilhydrochloridehaveshown
noincrease,relativetoplacebo,intheincidenceofeitherpepticulcerdiseaseor
gastrointestinalbleeding.
Donepezilhydrochloride,asapredictableconsequenceofitspharmacologicalproperties,
hasbeenshowntoproducediarrhea,nauseaandvomiting.Theseeffects,whenthey
occur,appearmorefrequentlywiththe10mg/daydosethanwiththe5mg/daydose.In
mostcases,theseeffectshavebeenmildandtransient,sometimeslastingonetothree
weeks,andhaveresolvedduringcontinueduseofDonepezilhydrochloride.
Genitourinary:AlthoughnotobservedinclinicaltrialsofDonepezilhydrochloride,
cholinomimeticsmaycausebladderoutflowobstruction.
NeurologicalConditions:Seizures:Cholinomimeticsarebelievedtohavesomepotential
tocausegeneralizedconvulsions.However,seizureactivityalsomaybeamanifestation
ofAlzheimer'sDisease.
PulmonaryConditions:Becauseoftheircholinomimeticactions,cholinesteraseinhibitors
shouldbeprescribedwithcaretopatientswithahistoryofasthmaorobstructive
pulmonarydisease.

Side effect:
Themostcommonadverseevents,definedasthoseoccurringatafrequencyofatleast
5%inpatientsreceiving10mg/dayandtwicetheplaceborate,arelargelypredictedby
Donepezil'scholinomimeticeffects.Theseincludenausea,diarrhea,insomnia,vomiting,
musclecramp,fatigueandanorexia.Theseadverseeventswereoftenofmildintensity
andtransient,resolvingduringcontinuedDonepeziltreatmentwithouttheneedfordose
modification.
Thereisevidencetosuggestthatthefrequencyofthesecommonadverseeventsmaybe
affectedbytherateoftitration.Anopen-labelstudywasconductedwith269patients
whoreceivedplacebointhe15and30-weekstudies.Thesepatientsweretitratedtoa
doseof10mg/dayovera6-weekperiod.Theratesofcommonadverseeventswerelower
thanthoseseeninpatientstitratedto10mg/dayoveroneweekinthecontrolledclinical
trialsandwerecomparabletothoseseeninpatientson5mg/day.

Drug interaction:
FormalpharmacokineticstudiesevaluatedthepotentialofDonepezilforinteractionwith
theophylline,cimetidine,warfarin and digoxin.No significanteffectson the
pharmacokineticsofthesedrugswereobserved.



WhetherDonepezilhasanypotentialforenzymeinductionisnotknown.
Ketoconazoleandquinidine,inhibitorsofCYP450,3A4and2D6,respectively,inhibit
Donepezilmetabolisminvitro.Whetherthereisaclinicaleffectoftheseinhibitorsisnot
known.InducersofCYP 2D6and CYP 3A4 (e.g.,phenytoin,carbamazepine,
dexamethasone,rifampin,andphenobarbital)couldincreasetherateofeliminationof
Donepezil.Formalpharmacokineticstudiesdemonstratedthatthemetabolism of
Donepezilisnotsignificantlyaffectedbyconcurrentadministrationofdigoxinor
cimetidine.

Use in pregnancy and lactation:
Therearenoadequateorwell-controlledstudiesinpregnantwomen.Donepezilshould
beusedduringpregnancyonlyifthepotentialbenefitjustifiesthepotentialrisktothe
fetus.ItisnotknownwhetherDonepezilisexcretedinhumanbreastmilk.Donepezilhas
noindicationforuseinnursingmothers.

Storage condition:
Storeinacoolanddryplace,protectfromlightandmoisture.Keepallmedicationoutof
reachofchildren.

How supplied:
Elzer®Tablet:Eachboxcontains5x6'sTabletinblisterpack.


