Irish Medicines Board

IRISH MEDICINES BOARD ACTS 1995 AND 2006

MEDICINAL PRODUCTS(CONTROL OF PLACING ON THE MARKET)REGULATIONS,2007

(S.l. N0.540 of 2007)

PA0966/016/005
CaseNo: 20564755

The Irish MedicinesBoard in exercise of the powersconferredonit by the abovementionedregulatians herdoy gransto
Ergha HealthcareLtd

Damastown, Mulhuddart, Dublin 15
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Part ||

Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT

Bymot 100mg Dispersble Tablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION
Ead dispersble tabletcontains100 mg lamotrigine

Forafull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM

Dispersble tablet
White to off white, roundtablet,debossedvith thenumber“100’ ononesideard “DLT” ontheother.

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

Epilepsy

Adults and adolescents aged 13 years and above

- Adjunctive or monotherapyreatmenof patial seiaires andgeneréisedseazures, includingtonic-clonic
sdzures.

- Seizurs asso@tedwith LennoxGastausyndromelLamotigineis givenasadjunctiveherapybut maybethe
initial antiepikeptic drug (AED) to startwith in LennoxGastautsyndrome.

Children and adolescents aged 2 to 12 years
- Adjunctive treatmenbf partialsezuresand generéisedseiaires,includingtonicclonic seizuresandthe

sdzuresassociateavith LennoxGastausyndrome.
- Monotherapyof typical abenceserures.

4.2 Posology and method of administration

Lamotriginedispersible/chewabl@ablets may be cheweddispesed in asmal volumeof water (atleastenoughto
cover thewholetablet)or swalowedwhole with alittle water.

Restartingtherapy

Prescribershouldassesshe needfor escdation to maintenancedosewhenrestartingamotriginein patientswho have
discontinuedamotigine for anyrea®n, since therisk of seriousrashis asso@tedwith highinitial dosesand
exceedingherecommendeddoseescaléion for lamotrigine (seesecton 4.4). The greatertheinterval of time sincethe
previousdose,the moreconsideratiorshouldbe given to escdation to the maintenancalose Whentheinterval since
discontinung lamotrigineexceeddive hdf-lives(seesedion 5.2),lamotrigineshouldgenerdly be escalatedo the
maintenancedoseaccordingto the approprateschedué.

Epilepsy

Therecommendedoseescalatiorandmaintenane dosedor aduls andadolescentagedl3 yearsandabove(Tablel)
and for childrenandadolescentaged? to 12 years(Table 2) are givenbdow. Becausef arisk of rashtheinitial dose
and subsequendosee<alationshouldnot be exceeded(seesection 4.4).
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When conconitant AEDs arewithdrawnor otherAEDs/malicind producst are addedon to treatmentegimes
containing lamotrigine, consideratiorshould be givento the effect this may haveon lamotriginephamacokinetic{see

section4.5).

Table 1: Adults and adolescents aged 13 years and above — recommended treatment regimen in epilepsy

Treatmet Weeksl + 2 Weeks3 + 4 | Usualmaintenane dose

Regimel

Monother apy: 25mg/day 50mg/day | 100 - 200mg/day(oncea
(onceaday) (onceaday) | day ortwo divideddoses)

To achievemaintenance,
dosesmaybeincreasedy
maximum of 50 - 100mg
every oneto two weeks
until optimalresponses
achieved

500 mg/dayhasbeen
required by somepatientsto
achievedesredresponse

Adjunctive therap

y WITH valproate (inhibitor of
glucuronidaton — seesecton 4.5).

lamotrigine

Thisdosag
regimenshould
be usedwith
valproate
regadlessof any
concomitant
medcinal
products

12.5mg/day | 25mg/day

(givenas25 (oneeaday)

mgon
alternatedays)

100 - 200 mg/day
(onceadayor two divided
doses)

To achievemaintenance,
dosesmaybeincreasedby
maximum of 25 - 50 mg
every oneto two weeks
until optimalresponseés
achieved

Adjunctive therap
lamotrigine glucu

ronidation (seesection4.5):

y WITHOUT valproateand W

ITH inducers of

Thisdosag
regimenshould
be usedwithout
valproatebut

with:
pherytoin

cartamazpine
pherobarbitone

primidone
rifampicin

lopinavir/ritonavir

50 mg/day 100mg/day
(onceaday) | o divided
doses)

200 - 400 mg/day

(two divideddoses)To
achievemaintenancegdoses
may beincreasedy
maximum

of 100mg every oneto two
weeks until optimal
respnse

isachievec

700 mg/dayhasbeen
required

by somepatiensto achieve
desiredresponst

Adjunctive therapy WITHOUT valproateand WITHOUT inducers
of lamotrigine glucuronidation (seesection 4.5).

Thisdosag

25mg/day 50 mg/day

100- 200mg/day(oncea
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be usedwith
other medicinal
productsthatdo
not significantly
inhibit or induce
lamotrigine
glucuronidaton

(onceaday)
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(onceaday)

dayor two divideddoses)
To achievemaintenance,
dosesmaybeincreasedby
maximum of 50 - 100 mg
every oneto two weeks
until optimalresponsis
achieved

In patientstaking medicinalproductswherethe phamaamkineic
interactionwith lamotrigineis currentlynotknown(see secton 4.5),the
treadmentregimenasrecommendedbr lamotiginewith concurrent
valproateshouldbe used.

Table 2: Children and adolescents aged 2 to 12 years - recommended treatment regimen in epilepsy (total daily dosein

ma/kg body weight/day)

Treatmat

regimen Weeksl + 2 Weeks3 +4 | Usualmainenane dose

Monother apy 0.6 1-10mg/kgday,

of 0.3 mg/kg/day mg/kg/day aIthough'

typical absence | (onceadayor | (onceadayor ?gqn:ﬁrréﬁtlens have

seizures: two divided two divided higherdosequpto 15
doses) dose$ mg/kg/day)to achieve

desiredresponséoncea
day or two divideddose9

To achieze maintenance,
dosesmaybeincreasedy
maximumof 0.6
mg/kg/dayeveay oneto
two weeksuntil optimal
responseis acheved

Adjunctive therap

y WITH valproate (inhibitor of lamotrigine
glucuronidaton — seesecton 4.5).

Thisdosag

regimenshould
be usedwith
valproate
regadlessof any
other
concomitant
medcinal
products

0.15
mgkg/day*
(onceaday)

0.3
mg/kg/day
(onceaday)

1 -5 mg/kgday

(onceadayor two divided
doses)

To achieze maintenance,
dosesmaybeincreasedy
maximumof 0.3mg/kg
every oneto two weeks
until optimalresponses
achieved,with amaximum
maintenanceloseof 200
mg/day

Adjunctive therap

y WITHOUT val

proate and WITH inducer s of

lamotrigine glucuronidation (seesection4.5).

Thisdosag

0.6 mg/kg/day

regimenshould

(two divided

1.2
mg/kg/day
(two divided

5 - 15mg/kgday
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be usedwithout | doses) doses) (onceaday or two divided
valproatebut doses)
with:
To achieze maintenance,
pherytoin doses
may beincreasedy
cartamazpine maximumof 1.2 mg/kg
every oneto two
pherobarbitone weeksuntil optimal
response
iIsacheved with a
primidone maximummaintenance
doseof
rifampicin 400 mg/day

lopinavir/ritonavir

Adjunctive therapy WITHOUT valproateand WITHOUT inducers
of lamotrigine glucuronidation (seesection 4.5).

Thisdosag 0.3mg/kg/day ?ﬁg/kg/day 1 - 10mg/kgday
regimenshould (onceadayor | (onceadayor o

be usedwith twodivided | two divided g%gcees";‘dayor two divided
other medicinal doses dose$

productsthatdo

not significantly To achieze maintenance,
inhibit or induce dosesmaybeincreasedy
lamotrigine maximumof 0.6 mg/kg
glucuronidaton every oneto two weeks

until optimalresponses
achieved,with amaximum
of maintenacedoseof
200 mg/day

In patientstaking medicinalproductswherethe phamaamkineic
interactionwith lamotrigineis currentlynotknown (see secton 4.5),the
treamentregimenasrecommendedbr lamotiginewith concurrent
valproateshouldbe used.

2 mgdispersiblethewablgablets- wherethisis thelowestmarketel
strergth: <* If the calculateddaily dosein patients taking valproateis 1
mg or morebutlessthan2 mg, thenlamotrigine2 mg
dispersble/chewablgables maybetakenon alternatedaysfor thefirst
two weeks. If the calculateddaily dosein patiens takingvalproatis less
thanl mg, thenlamotrigineshouldnot beadministeed.>

5 mgdispersiblethewablgablets- where2mgdispesible/chewable
tabets are not marketedandlamotrigine5mg dispesible/chewableablets
arethelowestmarketedstrength<* If the calculated daily dosein
patientstaking valproag is 2.5 mg or more butlessthan5 mg, then
lamotrigine 5 mg dispersble/chevabletablas may betakenon alternae
daysfor thefirst two weeks.If the calculdeddaily dosein patientstaking
valproateis les than2.5mg, thenlamotrigineshouldnot beadmnisterec

To ensureatherapeuticdoseis maintainal the weight of a child mustbe monitoredandthe dosereviewedasweight
changesoccur.lt islikely thatpatientsagedtwo to six yearswill requirea maintenancealoseat the higherendof the

recanmendedange.

If epileptic controlis achievedwith adjunctve treament, con@mmitant AEDs may be withdrawn andpatientscontinued

on lamotriginemonotherapy.
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5 mg dispersible¢hewabletablets— where2 mg dispesible/chewablgabletsarenot maketedand5 mg
dispersble/chewablaablet arethe lowestmarkete strength:

It should be notedthatwith the currentlyavaiablelamotigine 5 mg dispersibléchewableabletstrength, it is not
possibleto accuatelyinitiatelamotriginetherapyusingthe reconmendeddosingguidelinesin paediatic patients
weighing lessthan17 kg.

Children below 2 years

Ther arelimited dataon the efficacy andsafey of lamotigine for adjuncive thergy of patial seizuresn children
aged 1 monthto 2 years(seesecton 4.4). Thereareno daain children below 1 monthof age.Thuslamotrigineis not
recanmendedor usein childrenbelow?2 yeas of age.If, based on clinical need,adecisionto treatis nevetheless
taken seesections4.4,5.1and5.2.

Generaldosingrecomnendationdor lamotiigine in specdal patientpopuldions

Women taking hormonal contraceptives

Theuseof anethinyloestradiol/levonorgstrel(30 ug/150ug) combinaton increagsthe clearancef lamotrigine by
approximatly two-fold, resultingin decreasethmotrigine levels. Following titration, highermaintenanceloses of
lamotrigine (by asmuchastwo-fold) maybe needé to attain a maximal thergeuticresponseDuring the pill-free
week,atwo-fold increasein lamotriginelevels hasbeenobservedDoserelaedadversesventscannotbe excludel.
Therefore,consideationshould be givento usingcontraepton withouta pill -free week,asfirst-line therapy(for
example,coninuoushormanal contraceptresor non-hormoné& methods;seesectionst.4and4.5).

Sarting hormonal contraceptivesin patients already taking maintenance doses of lamotrigine and NOT taking
inducers of lamotrigine glucuronidation

Themaintenancelose of lamotriginewill in mostcaseseedto beincreasedoy asmuchastwo-fold (seesectionst.4
and 4.5).1t is recommendethatfrom thetime thatthe hormona contraceptve is stated, thelamotigine doseis
increaedby 50to 100 mg/dayeveryweek, accordingto theindividud clinicd responseDoseincreaseshouldnot
exceedthis rate,unlesstheclinical respmsesupportdarge increases.Measuranentof seum lamotrigine
concentratonsbeforeandafter startinghormonalcontraeptivesmay be consdered,asconfirmationthatthe basdine
concentraton of lamotrigineis beingmaintined. If neessay, thedoseshouldbe adaptedin womentakinga
hormona contacepive thatincludesone weekof inadive treatment("pill -free week"), serumlamotigine level
monitoring shouldbe conductedduringweek 3 of adive treament, i.e. on days 15 to 21 of thepill cycle. Therefore,
consideraion shouldbe givento using conracepton withouta pill -free week,as first-line therapy (for example,
continuoushormonalcontraceptivesr nonrhormonalmethods seesections4.4 and4.5).

Sopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and NOT taking
inducers of lamotrigine glucuronidation

Themaintenancelos of lamotriginewill in mostcaseseedto bedecrasedoy asmuchas50% (seesectionst.4 and
4.5). 1t is recommendetb graduallydeaeasehedaly doseof lamotrgineby 50-100mg eachweek(ataratenot
exceeding25% of the total daily dose perweek)overa period of 3 weeks,unlesstheclinical responséndicates
otherwise Measuremet of serumlamotigine con@ntrdions beforeand after stoppinghormonalcontraceptivesnay
be consideredasconfirmationthatthe baseine concentraion of lamotrigineis beingmaintainedln womenwho wish
to stoptaking a hormonalcontraceptivahatincludesoneweekof inactve treatment("pill -freeweek™), serum
lamotrigine level monitoring should be conductedduringweek 3 of active treatment,.e. on days15to 21 of the pill
cycle. Sanplesfor asesmentof lamotiigine levelsafter permanenty stoppingthe contaceptivepill shouldnotbe
coll ected during thefirstweekafterstoppingthe pill.

Sarting lamotrigine in patients already taking hormonal contraceptives

Doseescahtion shouldfollow the normal doserecommendation descibedin thetables.
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Sarting and stopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and
TAKING inducers of lamotrigine glucuronidation

Adjugmert to therecommendedhaintenanceloseof lamotrigine may notberequired.
Elderly (above 65 years)

No dosageadjustmentfrom therecommende schedut is requred. The phamacokingics of lamotiigine in thisage
groupdo notdiffer significantly from a non-elderly adult popuktion (see section 5.2).

Renal impairment

Cautionshouldbe exercisedvhenadmiristering lamotrigineto patientswith renalfailure. For patientswith endstage
renalfailure, initial dosesof lamotrigineshouldbe basedon paients'concomiantmedicinalproductsyreduced
maintenancedosesmay be effectivefor paients with significant renalfunctionalimpairment(seesedions4.4and5.2).

Hepatic impairment

Initial, escahtionandmaintenancelosesshouldgenerdy bereducedoy approximately50%in paientswith modeate
(Child-Pudh gradeB) and75%in severe(Child-PughgradeC) hepaic impairment. Escalatiorandmaintenanceloses
should be adjustedaccordingo clinical responsgsee secton 5.2).

4.3 Contraindications
Hypersasitivity to theacive substanceor to anyof the excipients.

4.4 Special warnings and precautionsfor use
Skinrash

There havebeenreportsof adverseskin reections,which have generdly occurredwithin thefirst eightweeksafter
initiation of lamotiginetreatmentThemajoity of rashesaremild andsef-limiting, howeverseliousrashesrequiring
hosptalisaton anddiscontinuatiorof lamotigine havealsobea reported. Thesehaveincludedpotentiallylife-
threaeningrashesuchasStevens-Johnsorsyndromeand toxic epidemal necrolysis(seesection4.8).

In adultsenrolledin studiesutilizing the currentlamotrigine dosingrecomnmendationgheincidenceof sefousskin
rashess approxmatelyl in 500in epilepsypatients. Approximatly half of thesecasedavebeenreportedasStevens
Johnsonsyndromg1 in 1000).

Therisk of seriousskin rashesin childrenis higherthanin adults. Availabledaa from a numberof studiessuggesthe
incidenceof rashesasocatedwith hogitalisation in epileptic children is from 1 in 300to 1 in 100.

In children, theinitial presentatiomf a rashcanbe mistaken for an infection, physicians shouldconsiderthe possibility
of areactionto lamotriginetreatmenin childrentha devdop symptomsof rashand feverduring thefir st eightweeks
of therapy.

Additionally theoverdl risk of rashappeas to be strongly asso@ted with:

- highinitial dosesof lamotrigineandexceedng the recommendeddoseescalatiorof lamotriginetheragy (see
section4.2)

- conconitant useof valproate(seesecton 4.2).

Cautionis alsorequiredwhentreatingpatents with a history of allergy or rashto otherAEDs asthefrequency of non
seriousrash after treatmentvith lamotrigihewasapproxmately threetimeshigherin thesepatientsthanin those
without such history.

All patientg(aduls andchildren)who devebp a rash shouldbe promptly evaluatedandlamotriginewithdrawn
immediatelyunlesstherashis clearly notrelaedto lamotrigine treatment. It is recommendedthatlamotigine notbe
restatedin patientswho havediscontinuel dueto rashasso@tedwith prior treatmentwith lamotigine unlessthe
potentialbenett clearly outweighstherisk.
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Rashhasalsobeenreportedaspartof a hypersensivity syndromeassocidedwith avariablepatternof systemic
symptomsincluding fever,lymphadenopthy,facial oedemaandabnormétiesof thebloodandliver (see section4.8).
Thesyndrone shows awide spectrumof clinical seveity and may,rardy, leadto disseminaedintravascular
coagulationandmultiorganfailure. It isimportantto notethatearly manifestationsof hypersensitivity(for exampé
fever,lymphadenopathyinaybe preseneventhoughrashis notevident.If suchsignsandsymptomsare presenthe
patientshould be evaluatedimmediatelyandlamotrigine disconinuedif an alternativeaetiologycannotbe established.

Clinical worseningandsuiciderisk

Suicidalideaton andbehaviouthavebeen reporedin patientstreaedwith AEDsin seveal indicalions.A meta
analysis of randomisedglacebecontrolledtrials of AEDshasalsoshown asmal increasedisk of suiddal ideaton and
behaviour. The mechanisnof this risk is notknownandthe avalable data do not excludethe possibility of an
increasedrisk for lamotrigne.

Thereforepatients shouldbe monitoredfor signsof suiddal ideaion and behavioursandappropiate treatmenshould
be consideredPatents (andcaregives of patients)shoull be advisedto seek medicaladvice shoul signsof suicidal
ideaton or behavour emerge.

Hormonalcontra@ptives

Effects of hormonal contraceptives on lamotrigine efficacy

Theuseof anethinyloestradiol/levonorgstrel(30 ug/150ug) combinaton increagsthe clearancef lamotrigine by
approximatly two-fold resultingin decreasethnotriginelevels (see secton 4.5). A deceasan lamotrigineleves has
beenassaiatedwith lossof sezurecontrol. Following titration, highermantenancedosesof lamotrigine(by asmuch
astwo-fold) will beneededn mostcasesto attan a maximal therapeutic responseWhenstoppinghomonal
contraceptves,the clearancef lamotriginemay be halved. Increaes in lamotrigine concentationsmaybe associated
with doserelatedadveseevents Patiens shoutl be monitoredwith respet to this.

In womennot alread takinganinducerof lamotrigne glucuronidaton andtaking a hommonalcontraceptivethat
includesoneweekof inactivetreatmen{for exampe "pill -freeweek"), gradualtransienincreasesn lamotriginelevels
will occurduring theweekof inacive treatment(seesection 4.2). Variationsin lamotrigine levelsof this ordermaybe
asscciatedwith adverseeffects Therefore consideation shouldbe givento using contraceptiorwithouta pill-free
week,asfirstline therapy(for example continuoushormonal contracgtives or non-hormonalmetods)

Theinteracton betweerotheroral contracetive or HRT treamentsandlamotigine havenot beenstudied,thoughthey
may similarly affectlamotriginephamacokinéic parameters.

Effects of lamotrigine on hormonal contraceptive efficacy

Aninteractionstudy in 16 healthyvolunteershas shownthatwhenlamotrigine anda hormonalcontraceptive
(ethinyloestradiolevonorgetrel combiration) areadmnisteral in combiation, thereis amodesincreasen
levanorgestrektlearanceandchangesn serumFSH andLH (seesection 4.5). Theimpactof thesechangs on ovarian
ovulatoryactivity is unknown. However the possbility of thesechangegsesultngin decreaedcontraepive efficacy
in somepatentstakinghormonalprepaationswith lamotrigine cannotbe excluded. Therebre patientsshouldbe
instructedto pronptly reportchangesn their menstrubpatern,i.e. breakhroughbleeding.

Dihydrofolatereductae

Lamotriginehasa slightinhibitory effecton dihydrofolic acid reductae hencethereis a possibility of interference
with folate metabolism duringlong-termtherapy(see secton 4.6). Howeve, during prolongedhumandosing,
lamotrigine did not inducesignificant changesn the haenoglobinconentraion, meancorpuscularvolume,or selum
or redblood cell folateconcentrationsipto 1 yea or redbloodcdl folateconcentrationgor upto 5 years.

Renalfailure

In singledosestudiesin subjectswvith end stagerenalfailure, plasma concetraions of lamotriginewerenot
significantly altered.However,accumulabn of the glucuronidemetabolite is to be expectedgaution shouldtherebre
be exercisedin treatingpatientswith reral failure.
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Patientstaking otherpreparationgontainng lamotrgine

lamotrigine shouldnot be administeredo paientscurrently being treaedwith any otherprepaationcontaning
lamotrigine without consuting a doctor.
Developmentn children

There areno dataon the effectof lamotigine on growth, sexua maturation andcognitive,emotionalandbehavioual
developmentsn children.

Precautionselating to epilepsy

Aswith otherAEDs, abruptwithdrawalof lamotrigne may provokereboundseizues.Unlesssafetyconcerngfor
examplerash)requireanabruptwithdrawal,the doseof lamotrigine shoutl be gradually deceaseé overa peiiod of two
weeks.

There arereportsin theliteraturethatsevee convulsivesezuresincluding staus epilepticusmayleadto
rhabdomyolysismultiorgandysfunctionanddisseninaedintravasaular cogyulation,sometineswith fatal outcome.
Similar caseshaveoccurredn as®ciationwith the useof lamotigine.

A clinicdly significantworseningof seiairefrequencyinsieadof animprovenentmaybeobseved. In patientswith
more thanoneseizuretype,the observedenefit of contol for oneseiairetype shouldbe weighedagainstany
observedvorseningn anoherseizuretype.

Myoclonicseizuesmaybeworsenedy lamotrigine.

Ther is asuggestinin the datathatresponses conmbinaion with enzymeinducesis lessthanin combinationwith
non-enzymeinducingantiepilepticagens. Thereasonis unclea.

In children takinglamotiginefor thetreatmentof typical absenceerzures efficacymaynot be maintainedn all
patients.

4.5 Interaction with other medicinal products and other forms of interaction

Interactionstudieshaveonly beenperformedin aduls.

UDP-glucuronyltransferagshavebeenidenified as theenzymesrespondile for metabolisnof lamotrigine. There is
no evidencehatlamotriginecaugsclinicaly significant indudion or inhibition of hepaticoxidativedrug-metéaolising
enzymes, andinteractonsbetweerlamotigine andmedianal produds metabolisedby cytochromeP450enzymesare
unlikely to occur.Lamotigine mayinduceits own metbolismbut the effect is modestandunlikely to havesignificant
clinical consequences.

Table 3: Effects of other medicinal products on glucuronidation of lamotrigine

Medicinal productsthat
significantly inhibit
glucuronidation of

Medicinal productsthat
significantly induce
glucuronidation of

Medicinal productsthat do
not significantly inhibit or
induce glucuronidation of

levonorgestretombination*

lamotrigine lamotrigine lamotrigine

Valprodae Phenytoin Oxcartazepine
Carbamazepine Felbamate
Phendarbitone Gabapetin
Primidone Levetiracetam
Rifampicin Pregabdin
Lopinavir/ritonavir Topiramate
Ethinyloestradiol/ Zonisamide
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Lithium
Buproprion

Olanzapine

* Otheroral contraceptivandHRT treatmats have not beenstudied thoughthey may similarly affectlamotrigine
pharmacolnetic parametergseesections4.2and 4.4).

Interactionsinvolving aniepileptic drugs

Valproate ,which inhibitsthe glucuronidaion of lamotrigine,redu@sthe metabolismof lamotrigineandincreaseshe
meanhalf-life of lamotriginenearlytwo-fold. In patientsrecaving concomtanttherapywith valproate,the appropriate
treamentregimenshouldbe used(seesedion 4.2).

Certain AEDs (suchasphenytoin,carbamaepine,phenobgbitoneand primidone)which inducehepaticdrug
metabolisingenzymesnducethe glucuroniddéion of lamotrigine andenhancethe metabolisnof lamotigine. In
patientsreceving concomitantherapywith phenybin, cabamaepine phenobarbitoner primidone,the appropriate
treamentregimenshouldbe used(seesedion 4.2).

There havebeenreportsof centralnervaus sysemeventsincluding dizziness ataxia,diplopia, blurredvision and
nausean patents takingcarbamazepin®ll owing theintroductian of lamotigine. Theseevens usually resolvewhen
the dose of carbanazepinds reducedA similar effect wasseenduringa study of lamotrigineandoxcarbazepine
healthy adult voluntees, but dosereductionwasnotinvestigaed.

There arereportsin the literatureof decreaedlamotriginelevek whenlamotrigine was givenin combinationwith
oxcabazepine.However,in aprospectivestudyin hedthy adult volunteersusingdosesof 200mg lamotrigineand
1200 mg oxcarbazepineyxcarbazepindid not alter the metabolism of lamotrigine and lamotriginedid not alterthe
metabolismof oxcarbazepinel herebrein patientsrecaving conamitanttherapywith oxcarbazepinghetreatment
regimenfor lamotigine adjunctivethergy withoutvalprode and withoutinducersof lamotrigineglucumonidaion
should be used(seesection 4.2).

In astudy of healty volunteers,coadministréion of felbamate (1200mg twice daily) with lamotrigine(100mg twice
daily for 10 days)appearedo haveno clinically relevant effects on the phamacokineticof lamotigine.

Basedon aretrospectivanalysisof plasmaevelsin paients who receved lamotriginebothwith andwithout
gabapentin gabapenh doesnot appearto changetheappaentclearanceof lamotrigine.

Potentialinteractonsbetweerleveiracetan andlamotrigine wereassessetly evaluatingserumconcentrationsof both
agentsduring placebecontrolledclinical trials. Thesedaa indicak tha lamotrigine doesnotinfluencethe
pharmacoknetics of levetracetamandthatlevetracdamdoesnot influencethe pharmaokineticsof lamotiigine.

Steadystatetroughplasma concentrationsf lamotrigine werenot affected by concomitant pregabalin200mg, 3 times
daily) adminstraion. Thereare no phamacokineit interationsbetweenlamotrigineandpregabalin.

Topiramateresuledin no changen plasnma concentationsof lamotrgine. Administrationof lamotiigine resultedn a
15% increasen topiramateconcentraons.

In a study of patientswith epilepsy,coadninistration of zonisanide (200to 400 mg/day)with lamotrigine(150to 500
mg/day)for 35 dayshadno significanteffect on the phamaakineics of lamotrigine.

Althoughchangesn the plasmaconcentréons of other AEDs have beenreported,contolled studeshaveshownno
evidencethatlamotigine affectsthe plasmaconcentrdions of concontant AEDs. Evidencefrom in vitro studies
indicatesthatlamotigine doesnot displaceotherAEDs from protein binding sites.

| nteractionsinvolving otherpsychoactiveagents

Thepharmacokineticsf lithium after2 g of anhydrougithium gluconde giventwice daily for six daysto 20 healthy
subjectswerenot alteredby cc-adminigrationof 100 mg/daylamotrigine
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Multiple oral dosesof bupropionhadno staistically significant effeds on the single dosepharmacokineticsf
lamotrigine in 12 subpctsandhadonly aslight increasein the AUC of lamotrigine glucuronide.

In astudy in healty adultvolunteers,15 mgolanzapinereducel the AUC and Cmaxof lamotrigineby anaverageof
24% and20%, respectivelyAn effectof this magnitudeis notgeneally expectdto beclinically relevantLamotigine
at 200 mg did not affectthe pharmacokingcs of olanzapine

Multiple oral dosesof lamotrigine400mgdaly hadno clinically significant effectonthesingledosephamacoknetics
of 2 mgrisperdonein 14 healthyadultvolunteers.Following the co-adminstration of risperidone2 mg with
lamotrigine, 12 out of the 14 volunteergeportedsommolene comparedto 1 out of 20 whenrisperidonevasgiven
alone, andnonewhenlamotriginewasadminstaedalone.

In vitro expermentsindicatedthatthe formaton of lamotrigine'sprimary metabolite,the 2-N-glucuronide was
minimally inhibited by co-incubationwith amitriptyline, bupropion clonazepen, haloperdol or lorazepamThese
experimentsalso suggetedthatmetabolisnof lamotriginewasunlikely to beinhibitedby clozgine, fluoxetine,
pherelzine,risperidonegertraline or trazodoneln addition, a studyof bufuralolmetabolismusinghuman liver
microsomepreparationsuggestethatlamotriginewould not reducethe clearance of medicinal productsmetabolised
predominany by CYP2D6.

Interactionsinvolving hormonalcontracepgves

Effect of hormonal contraceptives on lamotrigine pharmacokinetics

In astudy of 16 femak volunteersdosingwith 30 pug ethinyloestradiold 50 ug levonorgestel in acombinedoral
contraceptve pill causedanapproximatelytwo-fold increasen lamotrigine oral clearancegesuling in anaverage52%
and 39%reductionin lamotrigineAUC andCmax,respetively. Seum lamotrigine concentrationgncreasediuring the
course of theweekof inactivetreatnent (includingthe "pil|-free” week), with pre-doseconcentratnsat the endof the
weekof inactive treatmenbeing, on averageapproximaiely two-fold higherthanduringco-therapy (seesection4.4).
No adjusmentsto therecomnendeddoseescdation guidelinesfor lamotigine shouldbe necessargolely basednthe
useof hormonalcontraceptivesbut the maintenancedoseof lamotrginewill needto beincreasear deaeasedn most
casesvhenstating or stoppinghornonal contrac@tives (seesection 4.2).

Effect of lamotrigine on hormonal contraceptive pharmacokinetics

In astudy of 16 femak volunteersa steadystatedoseof 300 mg lamotigine hadno effecton the phamacokineticof
the ethinyloestradil componenbf a combinedoral contra@ptivepill. A modestincreasein oral clearanceof the
levanorgestrecomponentvasobserved,resultingin anavaagel9%and12%reductionin levonogestel AUC and
Cmax, respedtiely. Measuirementof serumFSH, LH andoestraliol duringthe studyindicatedsomelossof
suppresionof ovarianhormonalactivity in somewomen, althoughmeauranentof selum progesteronéndicatedthat
therewasno hornonalevidenceof ovulationin any of the 16 subjects. Theimpactof the modestincreasan
levanorgestreklearanceandthe changesn serumFSHandLH, on ovarian ovulaory adivity is unknown(see section
4.4). The effects of dosesof lamotrigine otherthan300 mg/dayhavenot been studiedandstudieswith otherfemale
hormona prepaationshavenot beenconduded.

Interactionsinvolving othermedicinalproduds

In astudyin 10 malevolunteersyifampicin increased lamotrigine clearan@ anddeceasedamotriginehalf-lif e dueto
inductionof the hepaic enzymegesporsible for glucurondation. In patientsreceivingconcomitantherapy with
rifampicin,the appropriatdéreatmentegimenshouldbeusel (seesecton 4.2).

In astudy in healty volunteers]opinavirkitonavir approximdely haved the plasmaconcentrationsf lamotrigine,
probablyby induction of glucuronidationIn patientsrecaving concomitinttherapywith lopinavir/ritonavir, the
appropride treatmentegimenshouldbe useal (seesedion 4.2).
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4.6 Pregnancy and lactation

Risk relatedto antiepileptic drugsin gereral

Speialistadvice shouldbe givento women who areof childbearing potential. The needfor treamentwith AEDs
should be reviewedwhenawomanis planningto becone pregnat. In womenbeingtreatedfor epilepsy,sudden
discontinuatiorof AED therapyshould be avoidedas this mayleadto breakthroughseizureghatcould haveserious
consequencefr thewomanandthe unbornchild.

Therisk of congenitaimalformationsis increasedby afactor of 2 to 3 in the offspring of mothes treatedwith AEDs
comparedwith the expectedncidencein thegenerabopulaton of approximatdy 3%. The mod frequentlyreported
defectsarecleft lip, cardiovasculamalformationsandneural tubedefeds. Therapywith multiple AEDs is asso@ted
with a higherrisk of congenial malformatonsthanmonother@y andtherdore monotheray shoutl be usedwhenever
possible.

Risk relatedto lamotrigine

Pregnancy
Epidemiologicalktudesinvolving in total approximatdy 2000womenexposedo lamotriginemonotherapyluring

pregnancycannotexcludeanincreasedisk for congeniall malformaions. Oneregistryhasreportedanincreased
incidenceof facial clefts. Otherdatasetshavenot confirmed this finding. Animal studieshaveshowndevelopmental
toxicity (seesecton 5.3).

If therapywith lamotrigineis consideredecessy duringpregnang, thelowest possibletherapeutiaoseis
recanmended.

Lamotriginehasa slightinhibitory effecton dihydrofolic acid reduct@eandcoud thereforetheoreticly leadto an
increaedrisk of embryofoetadamageby reducingfolic add levels (see secton 4.4).Intakeof folic acid when
planning pregnancyandduringearly pregnancymay beconsideed.

Physiologicakchangesiuring pregnancymay affectlamotrigineleves and/orthergeuticeffect. There havebeen
repots of decreasethmotrigineplasnalevds during pregnancywith a potential risk of lossof seizurecontrol. After
birth lamotriginelevelsmayincreaseapidly with arisk of doserelated adverseevents.Therefore lamotigine serum
concentratonsshouldbe monitoredbefore, duringandafter pregnancy, aswell asshortly after birth. If necessg, the
doseshouldbe adaptedo maintainthe lamotrigine serumconcentration at the samelevel as before pregnancyor
adaptedaccording to clinical regponseln addition, doserelated undesirableeffectsshouldbe monitoredatfter birth.

Lactation
Dataindicatethatlamotrigine passesnto breastmilk. In somebreastfed infants,the seum concentationsof
lamotrigine reachedevelsat which pharmaologicd effectsmay occur.

Thepotental benefitsof breastfeeding shouldbe weighed aganstthe potentia risk of adverseeffectsoccurringin the
infant. Shouldawomandecideto breastfeed while onthergy with lamotrigine,theinfant shouldbe monitoredfor
adverse effects.

Fertility
Animal experimentsdid not revealimpairment of fertility by lamotigine (seesecton 5.3).

4.7 Effects on ability to drive and use machines

Asthereis individualvariationin responséo al AED therapy paients takinglamotrigineto treatepilepsyshould
consulttheir physcianonthespecificissues of driving and epilepsy.

No studies on the effectson the ability to drive andusemadineshavebeen performed.Two volunteerstudieshave
demonstragédthatthe effectof lamotrigine on fine visualmotor co-ordination, eyemovementsbody swayand
subjectivesealativeeffecs did not differ from placebo.In clinical trials with lamotrigineadveisereactionsof a
neurologicalchamactersuchasdizzinessanddiplopia havebeenrepored.

Date Printed 18/02/2009 CRN 2054755 page number: 12



Irish Medicines Board

Therefore,paients shouldseehow lamdrigine therapyaffects them beforedriving or operatingmachinery.
4.8 Undesirable effects

Theundesiral# effectshavebeendividedinto sed¢ionsbasedn thedatacurrertly available.
Thefollowing conventon hasbeenutilised for the classificaion of undesirale effects:

Very common(>1/10),

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

Uncanmon(>1/1000,<1/100),

Rare(>1/10,000<1/1000),

Veryrare(<1/10,000).

Within eachfrequencygrouping,undesirableffect are presentd in orderof decreasg sefousness.
Epilepsy

Blood and lymphatic system disorders

Very rare haematologicahnormalitiesincluding neutopenia leucopeniaanaemiathronmbocytopenia,
parcytopeniaaplasticanaemiaagranubcytosis.

Haematolgical abnormaties mayor may notbeasso@tedwith the hypersensitivitysyndrome(seelmmunesystem
disorders**).

|mmune system disorders

Veryrare hypersensivity syndrome**(including sucdh sympbmsas,fever,lymphadenopduy, facial
oecema,abnormaliies of thebloodandliver, disseninaedintravascuhr coagulationmulti-
organfailure).

**Rashhasalsobeenreportedaspartof a hypersasitivity syndromeassocitedwith a variablepatten of systemic
symptomsincluding fever,lymphadenopthy,facial oedemaandabnormétiesof thebloodandliver. The syndrome
showsawide spectrunof clinical severityandmay,rarely, leadto dissennatedintravascularcoagulatiorand
multiorganfailure It is importantto notethatearly manifestationsof hypersensitivity(for examplefever,
lymphadenpahy) may be preseneventhoughrashis notevident.If suchsignsand symptomsarepresentthe patient
should be evaluatedmmediatelyandlamotriginediscmontinued if analternaive aetiobgy cannotbe established.

Psychiatric disorders
Common: aggressionifritabili ty.
Veryrare confusionhallucinatons,tics.

Nervous system disorders
During monotherapylinical trials:

Verycommon: headache.

Common: somnolencedizzinesstrenor, insomnia
Uncammon: ataxia.

Rare nygagmus

During otherclinical experience:

Very common: somnolenceataxia, dizzinessheadahe.
Common: nystagmustremor,insomnia
Veryrare agitation,unseadness,movenentdisorders,worseningof Pakinson'sdiseaseextrapyamidal

effects,choroathetosigncreasan seizure frequency.
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There havebeenreportsthatlamotriginemayworsen parkinsoniarsympbmsin patientswith pre-existing Parkinsons
diseaseandisolatedreportsof extrapyramidbheffeds andchoreoghebsis in patientswithoutthis underlyingcondition.

Eye disorders
During monotherapylinical trials:
Uncammon: diplopia,blurredvision.

During otherclinical experience:
Verycommon: diplopia,blurredvision.
Rare conjunctivits.

Gadtrointestinal disorders
During monotherapylinical trials:
Common: nauseayomiting, diarrhoea

During otherclinical experience:
Verycommon: nauseayomiting.
Common: diarrhoea.

Hepato-biliary disorders
Veryrare hepaticfailure, hepaic dysfuncton,increaed liver functiontests.

Hepaticdysfuncton usually occursin assocationwith hypesensitivity readionsbutisolatedcasesavebeen repoted
without overtsignsof hypersensitivity.

Skin and subcutaneous tissue disorders

Verycommon: skinrash.
Rare StevensJohnsorSyndrome
Veryrare toxic epidermahecrdysis.

In doubleblind, adjurctive clinicaltrials in adults skin rashes ocaurredin up to 10% of patientstakinglamotrigineand
in 5% of patiens taking placebo.The skin rashe led to the withdrawalof lamotigine treatmenin 2% of patients The
rash,usually maculopapulain appearace,generdly appearswithin eight weeks of startingtreatmentndresolveson
withdrawal of lamotrigine (seesecion 4.4).

Seriouspotentiallylife-threatenng skin rashesjncluding StevensJohnsorsyndromeandtoxic epidermahecrolysis
(Lyell’s Syndromehavebeenrepored. Althoughthe mgority recoveron withdrawalof lamotiigine treatment,some
patientsexperience irreversiblescarringandtherehave been rarecases of associatedleath(seesedion 4.4).

Theoveral risk of rashappeardo be strongly associged with:

- highinitial dosesof lamotrigineandexceedng the recommandeddoseescalatiorof lamotriginethergy (see
section4.2)

- conconitant useof valproate(seesecton 4.2).

Rashhasalsobeenreportedaspartof a hypersensivity syndromeassocidedwith avariablepatternof systemic
symptoms(seelmmunesystemdisorders**).

Muscul oskeletal and connective tissue disorders
Veryrare lupuslike reactims.

General disorders and administration site conditions
Common: tiredness.
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4.9 Overdose

Symptomsandsigns
Acute ingeston of dosesn exces of 10to 20 timesthe maximum therapeutc dosehas beenrepoted. Overdosehas
resutedin sympbmsincluding nystagmusataxia,impared conscousnessndcoma.

Treatmant

In theeven of overdosage,the patientshould be admittedto hosptal andgivenappopriatesupportivetherapy.
Therpyaimedat decreasin@bsrption (acivated charoal, laxative or gastrc lavagg shouldbe performedif
indicated.Thereis no experiencevith haenodialysis as treatnentof overdose In six volunteerswith kidneyfailure,
20% of thelamotigine wasremovedrom the body duringa 4-hourhaemodalysissessior(seesection5.2).

5PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Phamacotherapeutigroup:otherantiepleptics,
ATC code:NO3AXO09.

Mechanisnof acion

Theresultsof pharmacologicastudiessuggesthatlamotrigineis ause andvoltagedependenblockerof voltage
gated sodiumchannelslt inhibits sustainedepeitive firi ng of neuroneandinhibits releaseof glutamatgthe
neurotransmiter which playsakeyrole in the genergion of epileptic sezures).Theseeffectsarelikely to contibuteto
the anticonvulsanpropertiesof lamotrigine.

Phamacodynarnt effects

In testsdesignedo evaluatehe centralnervoussystem effects of medicinal products,theresultsobtainedusingdoss
of 240mglamotigine adminigeredto hedthy voluntesrsdid not diff er from placebowhereasoth1000mg phenytoir
and 10 mg diazepaneachsignificantly impairedfine visud motor co-ordinaion andeyemovementsincreasedody
sway andproducedsubjectivesedativesffeds.

In anotherstudy,singleoral dosesof 600 mg catbamazpinesignificantly impairedfine visual motor co-ordinationand
eye movanents while increasingoothbody swayand heartrate,whereasresultswith lamotrigineat dosesof 150mg
and 300mg did not differ from placebo.

Clinical effi cacyandsafetyin childrenaged 1 to 24 months

Theefficacyandsafetyof adjunctivetherapyin parial sazuresin paientsagedl to 24 monthshasbeenevduatedin a
small doubleblind placebecontrolledwithdraval study. Treamentwas initiated in 177 subjectswith a dosetitration
schedulesimilar to thatof childrenaged2 to 12 years.Lamotrigine 2 mgtablets are the loweststrength available,
therdore the standardlosingschedulewas adgtedin somecasesiuringthetitration phasefor example by
administeringa 2 mg tableton alternatedayswhenthe calculaed dosewaslessthan2 mg). Serumlevelswere
measurd attheendof week? of titration andthe subsequerdoseeither reducedr notincrease if theconcentration
exceeded.41ug/mL, theexpectecconentraton in aduls atthis time point. Dosereductionof up to 90%were
requiredin somepatientsat the endof week 2. Thirty-eight respondes (> 40%deceasdn seizurefrequency)vere
randomisedo placeboor continuationof lamotrigine. The proporton of subjectswith treatmentailure was84%
(16/19subjects)n the placebcarmand58% (11/19subjeds) in thelamotigine am. The differencevasnot
statistically significant: 26.3%,C195%-2.6%<> 50.2%,p=0.07.

A total of 256 subjectdbetveenl to 24 monhsof agehave bean expose to lamotriginein thedoserangel to 15
mg/kg/dayfor up to 72 weeks The safetyprofile of lamotigine in childrenagead 1 monthto 2 yearswassimilar to that
in olderchildrenexceptthatclinically significantworseningof seiaires(>=50%)wasreportedmnoreoftenin children
under2 yearsof age(26%)ascompaedto olderchildren (14%).
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Clinical effi cacyandsafetyin LennoxGastausyndrone
There areno datafor monotherapyn sezuresassocated with LennoxGastait syndome

Study of the effectof lamotrigineon cardiac conducton

A studyin healthyadultvoluntees evaludedthe effect of repeatdoses of lamotigine (up to 400mg/day)on cardiac
conduction asassessely 12-leadECG. There wasno clinically significant effectof lamotiigine on QT interval
comparedo placebo.

5.2 Pharmacokinetic properties

Absorption

Lamotrigineis rapidly andcompletelyabsorbedrom the gutwith no significantfirst-passmetaboism. Peakplasma
concentratonsoccurapproxmately 2.5 hoursafter oral admnistration of lamotrigine. Time to maximumconcentratiot
is slightly delayedafterfood but the extentof absorptonis unaffeced. There is considerablénter-individual varation
in steadystat maximum concentrationgut within anindividud, conentratonsrarelyvary.

Distribution

Binding to plasna proteinsis about55%; it is very unlikely thatdisplacenentfrom plasmaproteinswould resultin
toxicity.

Thevolumeof distributionis 0.92to 1.22L /kg.

Metabolism
UDP-glucuronyltransferagshavebeenidentfied as theenzynmesrespondile for metabolisnof lamotrigine.

Lamotrigineinducedts own metabolisnto a modest extent dependig on dose However, there is no evidencehat
lamotrigine affectsthe pharmacokineticsef other AEDs anddaa suggestha interactionsetweenlamotrigineand
medcinal productsmetabolised by cytochrome?450enzymes are unlikely to occur.

Elimination

Theapparehplasmaclearancen healthysubpctsis approxmatly 30 mL/min. Clearancef lamotrigineis primaiily
metabolicwith subsequergliminationof glucuronideconjugaedmaerid in urine.Lessthan10%is exaeted
unchangel in theurine Only about2% of lamotrighe-related matrial is excraedin faecesCleaanceandhdf-lif e are
independendf dose.The apparenplasmahdf-life in healthysubjectss estimatedo be approximately 33 hours (range
14 to 103 hours).In a studyof subjectswith Gilbert's Syndromemean apparat clearancavasreducedoy 32%
comparedwith normalcontrolsbut the valuesarewithin therangefor the generalpopulation.

Thehalf-life of lamotrigineis greatlyaffeaedby conmmitantmedicinal products Meanhalf-life is reducedo
approximatly 14 hourswhengivenwith glucuronidaion-inducingmedicinal productssuchascarbamazepinand
pherytoin andisincreasedo a meanof approximatdy 70 hourswhenco-admnisteredwith valproatealone(see
section 4.2).

Linearity
Thepharmacokineticsef lamotrigine arelinearup to 450mg, the highestsingle dosetested.
Special patient populdions

Children

Clearanceadjustedor bodyweightis higherin childrenthanin adults with the highestvaluesin childrenunderfive
years.The half-life of lamotrigineis geneally shorterin children thanin aduls with a meanvalueof approximately7
hourswhengivenwith enzymeinducingmedicinal productssud ascarbanazpineandphenytoinand increasingto
meanvaluesof 45 to 50 hourswhenco-admnisteredwith valprode alone (seesectior4.2).
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Infants aged 2 to 26 months

In 143 paediatic paientsaged2 to 26 months,weighing 3 to 16 kg, clearancewasreducedcomparedo olderchildren
with the same bodyweight, receiving similar oral dosegerkg bodyweightaschildrenolderthan2 years.The mean
half -life wasestmatedat 23 hoursin infantsyoungerthan26 monthson enzme-inducingthempy, 136 hourswhenco-
administeredwith valproateand38 hoursin subjecs treatdwithout enzymeinducers/inhibitorsTheinter-individual
variability for oral clearancevashigh in the groupof paedatric patientsof 2 to 26 months(47%). The predictedserum
concentraton levelsin childrenof 2 to 26 monthswerein generain the sanerangeasthosein olderchildren,though
higher Cmaxlevelsarelikely to beobservedn somechildren with abodyweigh below 10kg.

Elderly
Resultsof a populationpharmacokinetiandysis including both youngand elderly patientswith epilepsy.enrolledin

the sametrials, indicatedthatthe clearame of lamotriginedid not changeto aclinically relevantextent.After single
dosesapparat clearancalecreasdby 12% from 35 mL/min atage20to 31 mL/min at 70 years.Thedeaeasesfter 48
weeksof treatmenivas10%from 41 to 37 mL/min betwea theyoungandelderdy groups.In addtion,
pharmacoinetics of lamotriginewasstudiedin 12 hedthy elderly subjectsfollowinga 150mg singledose.Themean
clearanein theelderly (0.39mL/min/kg) lieswithin therangeof the meanclearancevalues(0.31to 0.65mL/min/kg)
obtainedin ninestudeswith non-elderlyadults aftersingle dosesf 30 to 450 mg.

Renal impairment

Twelvevolunteerswith chronic renalfailure andanothersix individuak undegoinghaemodialysisvere eachgivena
single 100mg doseof lamotrigine.Meancleaancesvere0.42mL/min/kg (chranic renal failure), 0.33mL/min/kg
(betweerhaemodialysisand1.57mL/min/kg (during haenodialysis),comparedwith 0.58mL/min/kg in healthy
volunteersMeanplasmahalf-liveswere42.9hours(chronc renalfailure), 57.4hours(betweerhaemodialysisand
13.0hours(duringhaemodialyis), compaedwith 26.2hoursin heathy voluntees. On avelage,approximately20%
(range= 5.6to0 35.1) of theamountof lamotigine presenin the bodywaseliminatedduringa4-hourhaemodialysis
session.For this patientpopulaton, initial doses of lamotrigine shouldbe basedon the patients concomitanmedicinal
products;reducednaintenancalosesnay be effecive for paients with significantrenalfunctionalimparment(see
sections4.2and4.4).

Hepatic impairment

A singledosepharmacokinetic study wasperformedn 24 subject with variousdegree®of hepaticimpairmentand12
healthy subpctsascontrols Themedanapparentleaanceof lamotigine was 0.31,0.240r 0.10mL/min/kgin
patientswith GradeA, B, or C (Child-PughClassfication) hepatic imparment, respectiely, comparedvith 0.34
mL/min/kg in the healthycontrok. Initial, escalabn andmaintenane doses shouldgeneally bereducedn paients
with moderag or severenepaticimpairment(seesedion 4.2).

5.3 Preclinical safety data

Nonr-clinical datarevealno specal hazardfor humansasedn studies of safeyy phamacology repeatediosetoxicity,
genotoxicity andcarcnogenicpotential.

In reproductive anddevelopmeral toxicity studiesin rodentsandrabbits, no teratogenieffects butreducedoetal
weight andretardedskeletalossfication wereobservedat exposurdevelsbelow or similar to the expectedtlinical
exposure.Sincehigher exposirelevelscould not betesta in animals dueto the seveity of maternakoxicity, the
teraogenicpotential of lamotriginehasnot beenchaacterisedaboveclinicd exposure.

In rats,enhancedoetd aswell aspostnatalmortaity wasobservedvhenlamotriginewas adminigeredduringlate
gestationandthroughthe early pog-natalperiod. Theseeffeds were obsevedat the expectectlinical exposure.

In juvenile rats, aneffecton learningin the Biel mazetest,a slight delay in bdanopreputialseparion andvaginal
paterncy and a decreasd poshatalbodyweight gainin F1 animds were obseved at exposurespproximatelytwo-times
higherthanthetherapeutie@xposiresin humanaduls.
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Animal experimentsdid not revealimpairment of fertility by lamotigine.Lamotriginereducedoetalfolic acidlevels
in rats.Folic aciddeficiencyis asumedto beassodatedwith an enhance risk of congenitaimalformationsn animals

aswell asin humans.

Lamotriginecauseda doserelatedinhibition of thehERGchannétail currentin humanembryonickidneycells. The
|C50 wasapproximatelynine-timesabovethe maximum therapeuic free concentration.Lamotigine did notcauseQT
prolongdion in animalsat exposuresip to approximaely two-timesthe maximum therapeutidreeconcentation.In a
clinical study, therewasno clinically significant effed of lamotrigineon QT intervd in healthy adultvolunteerqsee

section5.1).
6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Mannitol (E421)

Cellulose microcrystalline

Sodiumstarchglycolate(TypeA)

Maizestach pregelatnised

Croscarmelbsesodium

Silica colloidalanhydrous

Sodiumstearylfumarae

Sactharinsodium

Artificial CherryFlavour(congituentsinclude modifiedfood stard (E1450))

6.2 Incompatibilities

Not applicable

6.3 Shelf Life

2 years

6.4 Special precautionsfor storage

Do not storeabowe 30°C.
Storein the original packagen orderto protectfrom moisture.

6.5 Nature and contents of container

TransparenPVC/PVdC/aluminum blisters
TransparenPVC/PE/P\WC/aluminiumblisters

Blistersin cardboardoxescontaining: 28, 30,50, 56, 60,90, 100and 200tablets.

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
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