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IRISH MEDICINES BOARD ACTS 1995 AND 2006

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

(S.l. N0.540 of 2007)

PA0408/071/004
CaseNo: 2050511

The Irish MedicinesBoard in exercise of the powersconferredonit by the abovementionedregulatians herdoy gransto
Ranbaxy Ireland Limited

Spafield, Cork Road, Cashel, Co. Tipperary, Ireland

anauthorgaton, stbjed to the provisionsof the sad Regulations,in respectof the product

Lamotrigine 100 mg Dispersible Tablets

The particubrsof which are setoutin Pat | and Partll of theattacivedSchedut. Theauthorisations also subject to the generalcondtionsas
may be specifiedin thesad Regulations as listed on the reverseof this document.

This authaisaion, unlessprevioudy revoked,shdl continuein forcefrom 19/12/2008 urtil 18/12/2013.

Signal on behaf of thelrish MedicinesBoardthis

A personauthorisedin thatbehaf by the saidBoard.
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Part ||

Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Lamotrigine 100 mg DispersibleTablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Each dispesible tabletcontainsl00mgof Lamotigine.
Aspatame(eachtabletcontains10mgpertable)

For full list of excipierts, seesection6.1

3PHARMACEUTICAL FORM

Dispersibé/chavabletablet.

Lamotrigine 100mg Dispersibletabletsare white to off white roundtabets, debssel with ‘L14’ on onesideandplain on the
other side.

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

Epilepsy

Adults and adolescents aged 13 years and above

- Adjunctive or monotheapytreatmenof partialsézures and generalid seizures including
tonic-clonic serures.

- Seizuresassocidedwith LennoxGastat syndrome Lamarogine is givenasadjunctive therapy
but may betheinitial antiepilepticdrug (AED) to start with in LennoxGastausyndrome.

Children and adolescents aged 2 to 12 years

- Adjunctive treatmen of partialsezuresand generalisedseizures,including tonic-clonic
sdzuresandthe seizuresassociateavith Lenno-Gastau syndrome

- Monotherapy of typical absenceeizues.

Bipolar disorder

Adults aged 18 years and above
- Prevertion of depressie episodesn patientswith bipolar | disorderwho experernce
predoninantly depressiveegsodes(seesection5.1).

Lamotrigineis notindicatedfor theacut treamentof manicor depressve episales.

4.2 Posology and method of administration

Lamotrigine dispesible/chevabletablets may be chewed,dispersedn a small volumeof water(atleastenoughto coverthe
wholetablet) or swallowedwholewith alittle water.

If thecalculaed doseof lamdrigine (for examplefor treatmert of childrenwith epileps or patients with hepaic impairmeny
doesnot equateto wholetablets the doseto be admnistereds thatequal to thelower numbe of wholetablgs.

Date Printed 23/12/2008 CRN 2050511 page number: 2



Regariing therapy

Irish Medicines Board

Prescribes shouldassesthe needfor escalatio to maintenancedosewhenrestaring Lamotrigine in patientswho have
disoontinued Lamotrigine for any reason,sincetherisk of seriousrash is associatedwith high initial dosesandexceedig the
recommended doseescalatiorfor lamotigine (seesection4.4). The greatertheinterval of time sincethe prevousdose the more
congderation shouldbegivento esalation to the mainterancedose Whentheintervalsince discontnuing lamotrigine exaeeds
five half-lives (seesection5.2), Lamatrigine should geneally be escalatal to the mainenancedoseaccordiny to theappropriate

scheduk.

It is reconmendedhatLamotriginenot berestartedn patiens who havediscatinued dueto rashas®ciatedwith prior treament
with lamotrigine unlessthe potentialbendit clearly outweighsthe risk.

Epilepsy

Therecomnendeddos esa@lation and maintenancelosedor addts and adolescentsagedl3 years andabove (Tablel) andfor
childrenand adolescentaiged?2 to 12 years(Table 2) aregiven bdow. Becauseof arisk of rashtheinitial dos andsubsequent
doseescalaibn shouldnot be exceededseesection4.4).

Whenconcomtant AEDs arewithdrawnor other AEDs/medcinal productsare addedon to treatmentegimescontaning
lamotrgine consideratiorshodd be givento the effectthis mayhave on lamotriginepharmacokintics (seesection4.5).

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

Epilepsy
Treatmemnregimer Weeks 1+ 2 Weeks3 +4 Usualmaintenarce dose
Monother apy: 25 mg/day 50 mg/day 100- 200mg/day
(onceaday) (onceaday) (onceadayor two
divideddoses)
To acheve

maintenancedoseanay
be

increasedy maximum
of 50- 100mg

evel oneto two weeks
until optimal
responseis achieved
500mg/day hasbeen
required by some
paientsto acheve
desiredresmnse

4.5):

Adjunctivetherapy WITH valproate (inhibitor of

lamotrigine glucuroniddion — see section

This dosageregimen
should

be usedwith valproate
regadlessof any
concamitant medicinal
producs

12.5mg/day
(givenas25mg
onalternate

days)

25mg/day
(onceaday)

100- 200mg/day
(onceadayor two
divideddoses)

To acheve
maintenancedoseanay
be

increasedy maximum
of 25-50mg

ever oneto two weeks
until optimal
responseis achieved

glucuronidation (see
section4.5):

Adjunctivetherapy WITHOUT valproate and WITH inducers of lamotrigine
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This dosageregimen
should

be usedwithout
valproate

but with:
phenytoin
carbamaepine
phenobabitone
primidone
rifampicin
lopinavir/ritonavir

50 mg/day
(onceaday)

100mg/cay
(two divided
doses)

200- 400 mg/day
(two divideddosey

dosesmay be
increasd by maximum
of 100mgeveay

oneto two weeksuntil
optimd response

is achieved
700mg/dayhasbeen
requiredby sorre
paientsto achieve
desiredrespons

To achievemaintenance,

glucuronidation
(seesedion 4.5):

Adjunctivetherapy WITHOUT valproate and WITHOUT inducers of lamotrigine

This dosageregimen
should

be usedwith other
medcinal productsthat
do

not significantly inhibit
or

inducelamotrigine
glucuronidation

25mg/day
(onceaday)

50 mg/day
(onceaday)

100- 200 mg/day
(one aday ortwo
divideddoses)

dossmay be
increasd by maximum
of 50- 100mg

until optimal
responses achiever

To achievemaintenance,

evay oneto two weeks

In patients taking medicinalproductswhere the phamacokingic interacton with lamotrigineis
currertly notknown (seesedion 4.5), thetreatmentregimenas recommendedfor lamotrginewith
concurentvalproateshouldbeused

Table 2: Children and adolescents aged 2 to 12 years - recommended treatment regimen in epilepsy(total daily dose in mg/kg

body weight/day)
Treatmemnregimer Weeksl + 2 Weeks3 + 4 Usualmaintenarce dose
M onother apy of 0.3mg/kg/day 1-10 mg/kg/day,
typical (onceadayor 0.6 mgkg/day althoudh some
absence seizures: two divided (onceadayor patients hawe required
doses) two divided higherdoses(up
doses) to 15 mgkg/day)to
achievedesied
response
(onceadayortwo
divideddoses)
To achieve

mainenancedoseganay
be

increasedy maximum
of

0.6 mg/kg/dayevery
oneto two weeks

until optimalresponse
is achieved

4.5):

Adjunctivetherapy WITH valproate (inhibitor of lamotrigine glucuronidaion — see section
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This dosageregimen
should

be usedwith valproate
regadlessof anyother
concamitant medicinal
producsk

0.15mg/kg/day*
(onceaday)

0.3mgkg/day
(onceaday)

1-5mgkg/day
(onceaday or two
divided doses)

To achieve
mantenancedoses
may be

increase by maximum
of 0.3mg/kg

ever oneto two weels
until optimal
responses achieved,
with amaximum
maintenancedoseof
200mg/day

Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine

glucuronidation (see
section 4.5):

This dosageregimen
should

be usedwithout
valproate

but with:
phenytoin
carbamaepine
phenobabitone
primidone
rifampicin
lopinavir/ritonavir

0.6 mg/kg/day
(two divided
doses)

1.2mgkg/day
(two divided
doses)

5 - 15mg/kg/day
(onceaday or two
divided doses)

To achieve
mantenance dose
may be

increase by maximum
of 1.2mg/kg

everl oneto two weels
until optimal
responses achieved,
with amaximum
maintenancedoseof
400mg/day

Adjunctivetherapy WITHOUT valproate and WITHOUT inducers of lamotrigine

glucuronidation
(seesedion 4.5):

This dosageregimen
should

be usedwith other
medcinal productsthat
do

not significantly inhibit
or

inducelamotrigine
glucuronidation

0.3mg/kg/day
(onceadayor
two divided
doses)

0.6 mgkg/day
(onceadayor
two divided
doses)

1-10mg/kg/day
(onceaday or two
divided doses)

To achieve
maintenance doses
may be

increasé by maximum
of 0.6 mg/kg

ever oneto two weelks
until optimal
responsés achieved,
with amaximum

of mantenancedoseof
200mg/day

In patients taking medicinalproductswhere the phamacokingic interacton with lamotrigineis
currently notknown (seesedion 4.5), thetreatmentegimenas recommended for lamotrigine
with concurentvalprode shouldbeused.
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2 mgdispergble/chewale tablets- wherethis is the lowestmarkeed strength:

<* |f thecalcuateddaily dos in patientstaking valproateis 1 mg or morebutlessthan2 mg,
then2 mg dispesible/chevabletabletsmay be takenon alterratedays for thefirst two weeks.If
thecalcdateddaily dosein patientstaking valproateis lessthan1 mg, thenLamotrgine should
not be administered.>

5 mgdispersble/chewale tablets- where2 mg dispersibé/chewdle tabletsarenot markeed
and Lamotiigine

5 mg disperible/chewale tabletsarethe lowed maketedstrengh:

<* |f thecalcUuateddaily dos in patientstaking valproateis 2.5mg or more butlessthan5 mg,
then

Lamotrigine 5 mg disperside/chewabletabletsmay betakenon alterratedaysfor thefirst two
weeks.If the

calculateddaily dosein patientstaking valproat is lessthan2.5 mg, thenLamotigine should
not be

administerel.>

To ensureatherapeuticdoseis maintainedheweightof a child mustbe monitoredandthe dosereviewedasweight charges
occur. It islikely thatpatientsagedtwo to six yearswill require a maintenane doseat the highe endof therecomnendedrange

If epileptic contrd is achievedwith adjunctivetreatment, conmmitart AEDs may bewithdrawnandpatierts continuedon
Lamotrigine monotherapy.

5 mg disperible/chewabldablets— where2 mg dispersibé/chewalbe tabletsarenot marketedand5 mg dispersble/chewable
tabletsarethelowest marketedstrength:

It should be noted thatwith the currently avaiable Lamotrigine 5 mg dispersitte/chewabldablée strengh, it is nat possible to
accurately initiate lamotrigine therapyusing therecommened dosingguidelinesin paediatrigpaientsweighing lessthan17 kg.

Children below 2 years

Thereare limited dataon the efficacy and safetyof lamarigine for adjundive thempy of partial

sdzuresin childrenagedl monthto 2 years(seesection4.4). There are no datain childrenbelow

1 monthof age.ThusLamotrigineis notrecommededfor use in childrenbdow 2 yearsof age. If, basedon clinical need, a
decisionto treatis neverthelessaken seesectiors 4.4,5.1 and5.2.

Bipolar disorder

Therecomnendeddos esa@lation and maintenancelosedor aduts of 18 yearsof ageandabovearegivenin thetablesbelow.
Thetrarsition regimeninvolvesescalatig the doseof lamotrigineto a mainenancestabilisationdose over six weeks(Table 3)
afterwhich otherpsychotropianedicina producs and/a AEDs canbe withdrawn, if clinically indicaied(Table 4). Thedose
adjustmentsfollowing addition of otha psychotropic medcinal productsandor AEDs are also providedbelow (Table5). Becausi
of therisk of rashtheinitial doseandsubsguentdoseescahtion shouldnot be exceededseesectbn 4.4).

Table 3: Adults aged 18 years and above - recommended dose escal ation to the maintenance total
daily stabilisation dose in treatment of bipolar disorder

TreatmenRegimen | Weeksl1 + 2 Weeks3 + 4 Week5 TargetStahili saion
Dose
(Week 6)*

Monotherapy with lamotrigine OR adjunctive therapy WITHOUT valproateand WITHOUT
inducers
of lamotrigine glucuronidation (seesecton 4.5).
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Thisdosage 25mg/day 50 mg/day 100mg/cay 200mg/day - usual
regimenshould (onceaday) (onceadayor (onceadayor target
be usedwith other two divided two divided dosefor optimal
medcinal doses) doses) response
producs thatdo not (onceadayortwo
significantlyinhibit divideddose}
or induce Dosesin therange
lamotrgine 100- 400 mg/day
glucuronidation usedin

clinical trials

Adjunctivetherapy WITH valproate (inhibitor of lamotrigine glucuronidaion — see section

4.5):
Thisdosage 12.5mg/day 25 mg/day 50 mg/day 100mg/dcay - usual
regimenshould (givenas25mg (onceaday) (onceadayor target
be usedwith onalternate two divided dosefor optimal
valproate days) doses) response
regadlessof any (onceadayor two
concamitant divideddose$
medcinal Maximum doseof
producsk 200mg/day canbe
used
dependihngon
clinical
response
Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine
glucuronidation (see
section 4.5):
Thisdosage 50 mg/day 100 mg/cay 200mg/cay 300mg/cay in
regimenshould (onceaday) (two divided (two divided week 6, if
be usedwithout doses) doses) necessary
valproate but increasingo
with: usualtargetdose
phenytoin of
carbamaepine 400mg/day in
phenobabitone week 7, to
primidone achieveoptimal
rifampicin response
lopinavir/ritonavir (two divided
doses)

In patients taking medicinalproductswhere the phamacokingic interacton with lamotrigineis
currently notknown (seesedion 4.5),the doseescalatio asrecommende for lamotriginewith
concurentvalproate shouldbeused.

* The Targetstabilisationdosewill alterdependingon clinical regponse

Table 4: Adults aged 18 years and above - maintenance stabilisation total daily dose following
withdrawal of concomitant medicinal productsin treatment of bipolar disorder

Oncethetargetdaily maintenancstailisaton dosehas bee achieved, othermedcinal produds may bewithdrawnasshown
bdow.
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TreatmenRegimen

Currert lamotrigine
stablisationdose
(prior to
withdrawal)

Week1
(beginning with
withdrawal)

Week 2

Week3
onwards*

Withdrawal of valproate (inhibitor of lamotrigineglucuronidation— see section 4.5), depemling on
original dose of lamotrigine:

Whenvalproateis
withdrawn,
doublethe
stabilisaion dose,
not

exceedingan
increaseof more
than100mg/week

100mg/day

200mg/day

Maintain this dose
(200mg/day)
(two divideddoses)

200mg/day

300mg/day

400mg/day

Maintain this
dose
(400mg/day)

doseof
lamotrgine

Withdrawal of inducer s of lamotrigine glucuronidation (seesedion 4.5), dependingon original

Thisdosage
regimenshouldbe
used whenthe
following are
withdrawn:

phenytoin
carbamaepine
phenobabitone
primidone
rifampicin
lopinavir/ritonavir

400mg/day

400 mg/day

300mg/day

200mg/day

300mg/day

300mg/day

225mg/day

150mg/day

200mg/day

200mg/day

150mg/day

100mg/day

Withdrawal of medicinal productsthat do NOT significantly inhibit or inducelamotrigine
glucuronidation (seesedion 4.5).

are withdrawn

This dosageregimenshouldbe

used whenotha medicinalproducts
thatdo not significantly inhibit or
inducelamotrigineglucuronidaion

Maintain targd doseadievedin doseescalatn
(200mg/day;two

divided doses)
(doserangel00- 400mg/day)

In patients taking medicinalproductswhere the phamacokingic interacton with lamotrigineis
currertly notknown (seesedion 4.5), thetreatmentregimenas recommendedfor lamotrginewith
concurentvalproate shouldbeused.

* Dosemay beincreasedo 400 mg/dayas needé
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Table 5: Adults aged 18 years and above - adjustment of lamotrigine daily dosing following the addition of other medicinal

products in treatment of bipolar disorder

Thereis no clinical experiencen adjusting the lamotrigine daily dosefollowing the additionof othermedcinal prodicts.

However,basedon interaction studeswith othermedicinal producs, thefollowing reconmendaibns canbe made:

Treatmeh Reginen

Currert
lamotrigine
stablisationdose
(prior to
additian)

Week 1

(beginning

with
addtion)

Week2

Week3 onwards

Addition of valproate (inhibitor of lamotrigine glucuronidaion — seesedion 4.5), depenihg on
original dose of lamotrigine:

This dosageregimen 200mg/day 100 mg/day Maintain this dose (100
shouldbe mg/day)
used whenvalproateis
added
regadlessof any
concamitant
medcinal products
300mg/day 150 mg/day Maintain this dose (150
mg/day)
400mg/day 200 mg/day Maintain this dose (200
mg/day)

Addition of inducer s of lamotrigine glucuronidation in patients NOT taking valpr oate (see
section 4.5), dependingn origind doseof lamotigine

Thisdosage
regimenshouldbe
used whenthe
following areadded
withoutvalproate:
phenytoin
carbamaepine
phenobabitone
primidone
rifampicin
lopinavir/ritonavir

200mg/day

200mg/day

300mg/day

400mg/day

150 mg/day

150mg/day

225mg/day

300mg/day

100mg/day

100mg/day

150mg/cay

200mg/day

Addition of medicinal productsthat do NOT significantly inhibit or induce lamotrigine
glucuronidation (seesedion 4.5).

are added

This dosageregimenshouldbe

used whenothea medicinalproducts
thatdo not significantly inhibit or
inducelamotrigineglucuronidaion

Maintain targe doseachievedn doseescdation

(200mg/day;dose

range100-400 mg/day)

In patients taking medicinalproductswhere the phamacokingic interacton with lamotrigineis
currertly notknown (seesedion 4.5), thetreatmentregimenas recommendedfor lamotrginewith
concurentvalproate shouldbeused.
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Discontinuation of Lamotrigine in patients with bipolar disorder
In clinical trials, therewasno increa® in the incidence severity or type of adverg reactiondollowing abruptterminaion of
lamotrgineversusplaceto. Therefore paientsmayterminae Lamotiigine without a stepwisereducton of dose.

Children and adol escents below 18 years
Lamotrigineis notrecanmendedor usein children below 18 yearsof age dueto alack of dataon safety andefficacy(seesecton
4.4).

Generhdosing recommendaionsfor Lamotiigine in specialpatientpopulatiors

Women taking hormonal contraceptives

The useof anethinyloestradiol/levonorgarel (30 ng/150 ug) combinationincreaseshe clearancef lamotrigine by
appoximately two-fold, resultingin decreasethmotriginelevels. Following titration, highermaintenane dosesof lamotiigine
(by asmuchastwo-fold) may be neededo attain a maximal thergeutic responseDuring the pill -freeweek atwo-fold increase
in lamotrigine levelshasbeea observedDoserelatedadvese eventscannd be excluded Therefore, consideratiorshoud be
given to using contracgtion without a pill-free week,asfirst-line therapy (for exampe, cortinuoushormonéa contracegivesor
non-hormonalmethods see sections4.4and4.5).

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

The maintenancalose of lamotriginewill in mostcaseqeedto beincreased by asmud astwo-fold (seesedions4.4and4.5). It
isrecanmendedthatfrom thetime thatthehormonad contraceptive is started thelamotrigine dose is increased by 50to 100
mg/day every week,aacordingto the individual clinical respnse. Doseincreagsshouldnot exceedhis rate,unlesstheclinical
responsesupportdargerincreasesMeasurenentof seum lamdrigine concentrationsbefore andafter startng hormonal
contaceptivesmay be consicered, asconfirmaion tha the baselinecorcentrationof lamotiigine is being mantained.

If necessy, thedoseshouldbe adaptedIn womentakinga hormond contracepive thatincludesoneweek of inacive treatment
("pill -freeweek"),serumlamatrigine level monitoring should be conduded duringweek3 of adive treatmentj.e. on daysl15to
21 of thepill cyde. Therefore, consideraibn shouldbe givento usingcontracepion without a pill -free week, as fir st-line therapy
(for example, continuoushormonalcontra@ptives or non-hormonalmethods;see secions4.4 and 4.5).

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

The maintenancelos of lamotriginewill in mostcaseseedto bedeceasedby asmuchas50% (seesections4.4and4.5). It is
recommended to gradwally decreas¢he daily dose of lamarigine by 50- 100mg eachweek (at arate not exaeeding25% of the
total daly dose perweek)overa periodof 3 weeks,unlesstheclinical resporseindicatesotherwise Measirementof serum
lamotrgine concentrationsbeforeandafter stopping hormonalcontaceptivesmay be consideredasconfirmationthatthe basline
concentationof lamotrigineis beingmaintained.In womenwho wish to stoptaking a hormaal contraceptive tha includesone
weekof inactive treatmat ("pill -freeweek"), serum lamotrigine level monitoring shaild be conducted during week3 of active
treatmenti.e. ondays15to 21 of thepill cycle. Samplesfor assessmenif lamotriginelevelsafterpermanentlystoppingthe
contaceptive pill shouldnotbe collectedduring the first week after stoppingthe pil .

Sarting lamotrigine in patients already taking hormonal contraceptives
Doseescalaton shouldfollow the normaldos recommendéion describel in thetables.

Sarting and stopping hormonal contraceptivesin patients already taking maintenance doses of lamotrigine and TAKING
inducers of lamotrigine glucuronidation
Adjustmentto therecommendedaintenanceloseof lamotigine may notberequired.

Elderly (above 65 years)

No dosaye adjustnmentfrom therecommenddscheduleis required. The phamacokineticof
lamotrginein this agegroupdo notdiffer significantly from anon-elderly adultpopulatio (see
section 5.2).

Renal impair ment

Cautionshoutl be exercisedvhenadministering Lamotiigine to patiens with renalfailure. For patients with endstagerenal
failure, initial dosesof lamotrigineshouldbe basedon patients'concomitantmedicinalproducs; reducednaintenancelosesnay
be effective for paientswith significantrenalfunctional impairment (seesectiors 4.4and5.2).
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Hepatic impair ment

Initial, escdation andmaintenan@ dosesshouldgenerally bereducedoy apgroximately50% in patientswith modeate(Child-
PughgradeB) and75%in sevee (Child-Pugh gradeC) hepaic impairment.Escaldéion andmaintenane doses should be adjused
according to clinical responsdsee section5.2).

4.3 Contraindications

Hypersensitivityto the activesubstaceor to any of the excipients.

4.4 Special warnings and precautionsfor use

Skin rash

Therehavebeenreportsof adverseskin reactions, which havegenerdly occurredwithin thefirsteight weeksafter initi ation of
lamotrginetreatmentThe majority of rashesaremild andself-limiting, howeverseriousrashesrequring hospitalisaton and
disoontinuaion of lamotriginehave also beenreported. Thesehaveincluded potertially life-threataing rashessuchasStevens
Johnsorsyndiomeandtoxic epidermaheaolysis (seesectbn 4.8).

In adultserrolledin studiesutilizing the currentlamotrigine dosingrecommendabnsthe incidenceof seriousskin rashegs
appoximately 1 in 500in epilepsy patients. Approximaely half of thesecaseshavebeenreported as Stevens-Johnsorsyndrome
(2in 2000. In clinical trials in patientswith bipolar disorde, theincidenceof serbusrashis approximately 1 in 1000.

Therisk of serbusskinrashesn childrenis higher thanin adults. Available datafrom a numberof studiessuggesttheincidence
of rashesassocidaedwith hospitaliséion in epil eptic childrenis from 1 in 300to 1in 100.

In children,the initial presentatio of arashcanbe mistakenfor aninfection, physiciansshould condder the possibility of a
readion to lamotriginetreatrrentin childrenthat develop symptomsof rashand feverduring the first eight weeksof therapy.

Additionally the overallrisk of rashappeargo be strongly assocatedwith:
- high initial dosesof lamarigine andexceeling therecommenaddoseescadtion of lamotrigine therapy (seesection 4.2)
- concanmitantuseof valproate(seesectior4.2).

Cautionis alsorequiredwhen treatingpatiens with a history of allergy or rashto otherAEDs asthe frequencyof nonseiousrash
after treatment with lamotriginewasapproxmately threetimes higher in thesepatients thanin thosewithout suchhistory.

All patents (adultsandchildren)who deweloparashshould be promptly evduatedandLamotrigine withdrawnimmediaély
unlesstherashis clearlynot relatedto lamotrigne treatment It is recommaded that Lamotrigine not beresarted in paientswho
have discontnueddueto rashassociatedvith prior treatnentwith lamotiigine unlessthe potentialbenefitclearly outweighsthe
risk.

Radh hasalso beenreportedaspartof a hypersendivity syndrome associaed with avariablepatternof systemicsymptoms
includingfever, lymphadenopathyfacial oedemaand abrormaiti esof the bloodandliver (seesection4.8). The syndiomeshows
awide spedrum of clinical severityandmay, rarely,leadto dissemimtedintravasculacoagulatiorandmultiorganfailure. It is
impottart to notethatearly manifestation®f hypersersitivity (for exanple fever, lymphadenopdty) may be presateventhough
rashis notevident.If such signsandsympbmsarepresenthe patient shouldbe evduated immediatelyandLamotrigine
disontinued if analternativeaetiolagy cannad be estalished.

Clinical worseningandsuiciderisk

Suicidalidedion andbehaviourqsuicidality) havebeenrepotedin patientstreatedwith AEDsin severaindicatons,including
epilepsyandbipolardisorder A mea-andysis of placebecontrolled trials of AEDs (includinglamotrigine) showedanincreaed
risk of suicidd behaviair (seesection5.1). For AEDs whereno sud data are available, a similar assaiation with suidde-relaed
eventscannotbe excludal. Therdore patientsshodd be monitoredfor signs of suicidalityduring treatmehwith Lamotrigine.
Patients (and caragiversof patieris) shoutl be advisedto seekmedical advice should signsof suicidality emerge.

In patiens with bipolar disorde, worsening of depressive symptamsarnd/or the emergenceof suicidality may occurwheher or not
theyaretaking medicationdor bipolardisorcer, including Lamatrigine. Therefore patients receivingLamotrigine for bipolar
disardershouldbe closely monitored for clinical worsening(including developmentof newsymptoms)andsuicidality, especally
atthebeginning of a courseof treatnent,or at thetime of dosechangs.
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Cerfain patierts, suchas thosewith a history of suicidalbehaviour or thoughts, youngaduls, andthosepaientsexhbiting a
significant degree of sucidal ideatia prior to commencemaent of treatment,may be ata greaer risk of suicidal thoughts or suicide
attemps, andshouldreceive careful monitoringduring treatment.

Consideratbn shoud be givento changng the therapeutic regimen, including possiblydiscontinuing the medication, in patients
who experiencelinical worsering (including devdopmentof newsymptomsandbr theemegenceof suicidal
idedion/behaviou, espedally if thesesympgomsaresevere abruptin onset,or werenot partof the patient’s preseting
symptoms.

Hormond contraceptives

Effects of hormonal contraceptives on lamotrigine efficacy

The useof anethinyloestradiol/levonorgarel (30 ng/150 ug) combinationincreaseshe clearancef lamotrigine by
appoximately two-fold resultingin decreasdlamdrigine levels (seesecton 4.5). A decease in lamotigine levelshasbeen
associatedavith lossof seizurecontrol. Fall owing titration, higher maintenancedosesof lamotrigine(by asmuchastwo-fold) will
benealedin mostcase to attaina maximal therapeutt response Whenstoping hormonalcontraceptivesthe clearanceof
lamotrgine may be halved.Increaesin lamotrigine concentratiors maybe asociaedwith doserelatedadvers evens. Patients
shouldbe monitoredwith respect to this.

In womennot alrealy taking aninduce of lamdrigine glucumnidaton andtakinga hormonalcontraceptie thatincludes one
weekof inactive treatmat (for example"pill -freeweek"), gradualtransient increasesn lamotigine levels will occurduringthe
weekof inactive treatmat (seesecton 4.2). Variations in lamotriginelevels of this order maybe assocatedwith adverseeffects.
Therefore consderation shouldbe givento usingcontraceptionwithouta pill -freeweek, as fir st-line thergpy (for exanple,
coninuoushormoral contracepivesor non-hormonalmethod).

Theinteracton betweerotheroral contracepive or HRT treatmens and lamotrigne havenot been studed,thoughthey may
similarly affectlamotriginepharmacokinetiparameters.

Effects of lamotrigine on hormonal contraceptive efficacy

An interadion study in 16 healthyvolunteershasshowntha when lamotrigineandahormonalcontracepive
(ethinyloestiadid/levororgestrelconbination) are administered in combination, thereis amodesincreaein levonorgedrel
cleaanceandchangesin serumFSH andLH (seesecion 4.5). Theimpad of thes change®n ovarianovulatoly activity is
unknown.However,the possilility of thesechangesresulting in decreasedcortraceptive efficacy in somepatients taking
homonalprepaationswith lamdrigine cannotbe excluded. Therefore patierts should beinstruced to promgly repat changesn
their menstruapattern,i.e. breakthraighbleeding.

Dihydrofolak reductase

Lamotrigine has a slightinhibitory effecton dihydrofolic acidreductae,herce thereis a possibility of interferencewith folate
metaboism duringlong-termtherapy(seesedion 4.6). Howeve, during prolonged humandaosing,lamdrigine did notinduce
sigrificant changesn the haemoglobinconcentraion, meancompuscula volume,or serumor redblood cell folateconcentrations
upto 1 yearor redbloodcdl folate concentations for upto 5 yeas.

Renalfailure

In single do<e studiesin subjeds with end stagerenal failure, plagnaconcentrationsof lamotrigine werencat significantly altered.
However,accumulationof the glucuronice metakholite is to be expected;caution should therefoe be exercisedin treaing paients
with reral failure.

Patientstaking otherpreparatios contaning lamotigine
Lamotrigine shouldnat be administeredto patierts currentlybeing treatedwith any otherpreparationcontaininglamotrgine
without consulting a doctor.

25,50,100and 200 mgtablets

Excipientof Lamotriginetablets

Lamotrigine tabletscontan lactosemonohydrag. Patiens with rare heredital problensof galactosentolerancethe Lapplactase
deficiency or glucosegalactosendabsorpion shouldnottakethis medcine.

Devebpment in children

Thereare no dataon the effect of lamotiigine on growth, sexualmatuation andcognitive,emotionalandbehaviour&
developmensin children.
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Precauionsrelating to epilepsy
As with other AEDs, abruptwithdrawalof Lamotrigine may provokerebourd seiaires.Unlesssafetyconcers (for examplerash)
require anabmuptwithdrawal,the doseof Lamatrigine shoutl be graclially decreasd overa period of two weeks.

Thereare reportsin theliteraturethatsevereconwilsive seizuesinduding statis epilepticusmayleadto rhaldomyolysis
multiorgandysfunctionanddisseninatedintravascularcoagilation, sometimeswith fatal outcome. Similar caseshaveoccurredin
associatn with the useof lamotrigine.

A clinicdly significantworsening of seizue frequencyinstead of animprovemenimaybe observed. In patierts with morethan
oneseizuretype, the observedenefit of contrd for oneseiaretype shouldbe weighedagaing any observedworsering in
anoher seizue type.

Myoclonic seiairesmay beworsene by lamotigine. There is a suggestionin the daathat response$n conmbinationwith enzyme
inducesis lessthanin combination with non-enzmeinducingantiepleptic agerts. Therea®n is unclea.

In childrentakinglamdarigine for thetreamentof typical abs@ce sazures efficacy may notbe mairtainedin all paients
Precauionsrelating to bipolar disorder
Children and adol escents below 18 years

Treatmentvith antidepessantss assocatedwith anincreagdrisk of suicidal thinking andbehavour in childrenandadolescers
with majordepreswe disorderandotherpsychatric disordes.

4.5 Interaction with other medicinal products and other forms of interaction

Interactionstudieshaveonly beenpeformed in adults.

UDP-glucuronyltransferasebavebeenidenified as the enzymesrespmsiblefor metabdi smof lamotrigine. There is no evidence
thatlamotriginecause<linically significantinduction or inhibition of hepdic oxidative drugmetabolsing ereymes,and
interadions beween lamotrigineandmedcinal products metabolgsedby cytochrane P450enzymesare unlikely to occur.
Lamotrigine mayinduceits own metabolsmbut the effed is modestandunlikely to havesignificantclinical congquences.

Table 6: Effects of other medicinal products on glucuronidation of lamotrigine

Medicinal productsthat Medicinal productsthat Medicinal productsthat do
significantly inhibit significantly induce not
glucuronidation of glucuronidation of significantly inhibit or induce
lamotrigine lamotrigine glucuronidation of
lamotrigine
Valproae Phenybin Oxcarlbazeine
Carbamazepine Fdbamae
Phenobarbitone Gabapentin
Primidone Levetiracetam
Rifampicin Pregabdin
Lopinavir/ritonavir Topiramate
Ethinyloedradiol/ Zonisamide
levonorgesel
combindion*
Lithium
Bupropron
Olanzapin
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* Otheroral contraceptiveandHRT treamentshawe notbeen studed, thoughtheymay similarly affectlamotigine
phamakinetic paraméers(seesectionst.2and4.4).

Interactionsnvolving antiepleptic drugs

Valproae, whichinhibits the glucuronidaion of lamotrigine, reduceghe metabolsmof lamotigine and increaseshe meanhalf-
life of lamatrigine nearlytwo-fold. In patiens receivingconcomitanttherapywith valproate, theappropriag¢ treamentregmen
shouldbe used(seesection 4.2).

Certain AEDs (suchasphenytan, carbamazeppie, phenolarbitone and primidone) which inducehepaticdrug-metabolising
enzymesnducethe glucuronidaion of lamotigine and enhamre the metabolism of lamotrigine.In patent receiving concomitant
thergy with phenytoin, carbanazepne, pheonbabitoneor primidone,the appropriae treatmenregimenshouldbe used(ses
section4.2).

Therehavebeenreportsof centrd nervols systemevens including dizziness,ataxia, diplopia, blurredvision and nausean
paient taking carbamazginefollowing theintroducton of lamotrigine. Theseeveris ustally reolve whenthe doseof
cabamaepineis reducedA similar effect was seenduring a study of lamotigine andoxcarbazepiné healthyadut volunteers,
but dosereductionwasnotinvestigated.

Thereare reportsin theliteratureof decreasdlamarigine levels whenlamotriginewas givenin combinaton with oxcarbazephe.
However,in aprospective study in healtty adut volunteersusingdosesof 200mg lamotrigine and 1200mg oxcarbazepine,
oxcarkazepinedid not alterthe metabolisnof lamatrigine andlamadarigine did not alter the metabolismof oxcabazepine.
Thereforein patientsreceiving concomtant therapywith oxcarbazepie, thetreatmentegimenfor lamotrigineadunctve theragy
without valproateandwithout inducersof lamdrigine glucuronidaion should be used(seesecton 4.2).

In astudy of healthy volunteerscoadminigration of felbamag (1200 mg twice daily) with lamotrigine (100 mg twice daily for 10
days) appeaedto haveno clinically relevart effectson the pharmaokingtics of lamotrigine.

Ba®don aretrospectie andysis of plasmaevelsin patientswho reeeivedlamadrigine bothwith andwithoutgabapentin,
gabapentindoesnot appeato changethe apparentclearare of lamotrigine

Potental interactionsbetween levetiracetamandlamotigine wereasessedby evaluaing serumconcentations of bothagents
during placebecontrolled clinical trials. These dataind catethatlamatrigine doesnotinfluencethe pharmacéineticsof
leveiracetan andtha leveiracetamdoes notinfluencethe pharmaokinetics of lamdrigine.

Steady-statetroughplasmaconcentrationsof lamotigine werenot affected by concamitantpregabalin (200mg, 3 timesdaily)
administration. Thereare no phamacokinetc interactionsbetweernamotiigine andpregabalin.

Topiramateresultedin no changein plasmaconceriratons of lamotrigine. Administraton of lamotrigine resultedn a 15%
increasein topiramateconcertrations

In astudy of paientswith epilegpsy,coadmingtration of zonisamie (200to 400 mg/day) with lamotrigine (150 to 500 mg/day)for
35 dayshad no significant effecton the pharma&okinetics of lamarigine.

Althoughchangesn the plasmaconcentratinsof other AEDs havebeenreported,controlledstudeshaveshownno evidencethat
lamotrgine affectsthe plasmaconcentratinsof concomitrnt AEDs. Evidena from in vitro studiesindicaiesthatlamotrigine does
not displaceotha AEDs from proteinbinding sites

Interactionsnvolving otherpsychoactiveagents
The pharmaokineticsof lithium after2 g of arhydrouslithium gluconae giventwice daily for six daysto 20 healthysubjecs
werenot altered by co-administréion of 100 mg/day lamatrigine.

Multiple oral dosesof buprgion hadno statistically significant effects onthe single dosepharmacokietics of lamotriginein 12
subjecs andhadonly aslightincreaein the AUC of lamotiigine glucuronide.

In astudy in healhy adultvolunteers,15 mg olanzapineeducedthe AUC andCmaxof lamotigine by anaverag of 24%and
20%, respedwely. An effectof this magnitude is notgenerdly expectedto beclinically relevant._Lamdrigineat 200 mgdid not
affect the pharnacokineticof olanzapine
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Multiple oral dosesof lamotrigine 400 mg daily hadno clinically significanteffect on the singledose pharmacokieticsof 2 mg
risperidonein 14 healthyadultvolunteersFollowing the co-admiistrationof risperdone2 mgwith lamotrigine 12 out of the 14
voluntees reported somnol@cecomparedo 1 outof 20 whenrisperidore wasgivenalore, andnonewhenlamotrigine was
administered alone.

In vitro experimentsindicatedtha the formationof lamotigine's primary metabolite the 2-N-glucuroride, wasminimally
inhibited by co-incubationwith amitriptyline, bupropion, clonazepamhalogeridol or loraze@am. Theseexpermentsalso
suggestedhatmetabolismof lamotrigine wasunlikely to beinhibited by clozapine fluoxetine, phenelzinerisperidor, sertraline
or trazodone In addition,a studyof bufuralol metaboism using humanliver microsomepreparationssuggeted thatlamotrigine
would notreducethe clearance of mediciral productsmetalmlized predominantly by CYP2D6.

Interactionsnvolving hormond contracepives

Effect of hormonal contraceptives on lamotrigine pharmacokinetics

In astudy of 16 femalevolunteers,dosng with 30 ug ethinyloestraibl/150 pg levonorgestel in acombinedoral contraceptivenpill
causedanapproximatelytwo-fold increag in lamotrigineoral cleaance resuting in an average 52% and 3% reductionin
lamotrgine AUC and Cmax,respectively Serumlamotiigine concentrationsincreasediuringthe course of theweekof inactive
treatment(including the "pill -free" week), with pre-doseconcentationsat the endof theweekof inacive treatnentbeing, on
averge,approximatelytiwo-fold higherthanduring co-therapy (see sedion 4.4). No adjustnentsto therecommende dose
escdation guidelinesfor lamotrigne shoud be necessargdely basedon theuseof hormoral contiaceptivesputthe mainterance
doseof lamotriginewill needto beincreasd or deaeasedin mostcasesvhen startng or stoppinghomonal contraceptivegsee
section 4.2).

Effect of lamotrigine on hormonal contraceptive pharmacokinetics

In astudy of 16 femalevolunteers,a steadystae dos of 300 mg lamotriginehad no effecton the pharmacokinetigof the
ethinyloestradiol componenbf acombnedoral contracefive pill. A modestincreasan oral clearane of the levonorgetrel
componentwasobservd, resultingin anaveragel9%and12%reductionin levonorgastrel AUC and Cmax, respectively.
Measurenent of serumFSH, LH andoestadiol duringthe study indicatedsamelossof suppressiorof ovaian hormonalactivity
in somewomen,athough measuremendf serumprogeseroneindicatedthatthere wasno hormaal evidene of ovulation in any
of the 16 subjecs. Theimpact of themoded increasedn levonoigestrelcleaance,andthe changes in serumFSHandLH, on
ovalian ovulatoly activity is unknown (see section 4.4). Theeffects of doses of lamotigine other than300 mg/day havenot been
studed andstudieswith otherfemalehormoral preparationshavenot beenconducted.

Interactions involving other medicinal products

In astudy in 10 mde volunteersrifampicin increasedlamotrigineclearanceanddecreasethmotrigine half-life due to induction
of the hepaticenzymesresponsiblefor glucuronidation.In patientsreceving con@mmitant therapywith rifampidn, theappopriae
treatmentregimenshouldbe used(seesection4.2).

In astudy in healhy volunteers|opinavir/ritonavr approximatdy halvedthe plasmacorcentrationf lamotrigine probabl by
inducton of glucuronidation.In patientsreceiving concomitanttherapywith lopinavir/ritonavir,the appropiatetreatmentregimen
shouldbeused(seesection 4.2).

4.6 Pregnancy and lactation

Risk related to antiepileptic drugs in general

Specidi st adviceshouldbe givento womenwho areof childbeaing potental. The needfor treatment with AEDs shauld be
reviewedwhen awomanis plannirg to becomepregnan. In womenbeing treatedfor epilepsy,suddendiscontinuaibn of AED
thergy shouldbe avoidedasthis maylead to breakthroughseiairesthatcould have seriouscongquenceor thewoman andthe
unborn child.

Therisk of congenitamdformatiorsis increagdby afactar of 2 to 3 in the offspring of mothers

treatedwith AEDs comparedwith the expectedincidenc in the gereralpopuation of approximagly 3%. The mostfrequently
reporteddefectsare cleft lip, cardiovascur malformatonsandneuraltube defects. Therapy with multiple AEDs is associated
with a higherrisk of congenitalmalformaions than monotheragy andthereforemonotherapyshoutl be usedwhenevermpossible.
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Risk relaedto lamotrigine

Pregnancy
Epidemblogical studies involving in total approximately 2000women expogdto lamotiigine

monothergpy during pregnancycannotexcludeanincreagdrisk for congental malformations Oneregigdry hasreportedan
increasedincidenceof facial clefts. Otherdatasets have not corfirmed this finding. Animal studieshaveshowndevdopmenta
toxicity (seesection5.3).

If thergy with Lamotrigineis consderednecessaryduring preghancy,the lowestpossble therapeut doseis recomnended.

Lamotrigine has a slightinhibitory effecton dihydrofolic acidreductaeand could therefore

theaetically leadto anincreasedisk of embryofoetal danageby reducing folic acid levds (see

section 4.4). Intake of folic acidwhenplanring pregnancyand during early pregnancymay be

consdered.

Physidogicd changeguring pregnancy may affed lamotigine levels and/or therapelit effect. Therehavebeenrepats of
decreaseél lamotrigine plasmalevelsduring pregnancywith a potential risk of lossof seiaire contral. After birth lamotrigne levels
mayincreaserapdly with arisk of doserelated adwers events.Therefae lamotrigine serumconcentations shouldbe monitored
before, during andafter pregnancyas well asshortly afterbirth. If necessarythedoseshaild beadaptedo maintain the
lamotrgine serum concentréion at the sameevd as before pregnancypr adapgedaccordingto clinical respnse. In addition,
doserelakedundesiableeffectsshould be monitored after birth.

Lactation
Dataindicatethatlamotriginepassednto breastmilk. In somebreastfed infants,the serum
concentationsof lamotriginereatedlevelsat which pharmaologicd effects may occur.

The potentialbenefitsof breastfeedingshaild beweighedagains the potentid risk of adwerseeffect occuringin theinfant.
Should awoman decideto breastfeed while ontherapywith lamotrigire, theinfant shodd be monitoredfor adverseeffects.

Fertility
Animal expetimentsdid notrevealimpaimentof fertility by lamotrigine (seesection5.3).

4.7 Effectson ability to drive and use machines

As thereis individual variationin responseo all AED therapy, patientstaking Lamotrigineto treatepilepsyshouldconsulttheir
physicianon the specificissueof driving and epilepsy.

No studieson the effeds ontheability to drive anduse machine have been performed.Two volunteerstudieshavedemongrated
thatthe effectof lamotrigineon fine visualmotor co-ordinaion, eye movemeris, body sway ard subjecive sedatve effeds did
not differ from placebo.In clinical trials with lamotigine adversereactions of a neuologicalcharactersuchas dizzinessand
diplopia havebeenreported.Therfore, patientsshould seehow Lamotigine therapyaffectsthembeforedriving or opeiating
madinery.

4.8 Undesirable effects

Theundesirale effectshavebeendividedinto epileps and bipolar speifi ¢ sectionsbasedon the datacurrently available.
However,both sectionsshouldbe consultedvhencorsideringthe overall safety profile of lamotrigine.

Thefollowing convenion hasbeenutilisedfor the classfication of undesrable effects: Very
common (>1/10),common(>1/10Q <1/10) uncanmon(>1/1000,<1/100), rare (>1/10,M0, <1/1000),very rare(<1/10,000).

Within eachfrequency grouping undesirake effectsare presentedn order of decreasingeiousness
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Epilepsy

Blood and lymphatic system disorders

Very rare: haanatobgicalabnamdities including neuropena, leucgenia, anaemiathrombaytopenia pancytopenia,aplagic
anaema, agranulocytosis.

Haemattngical abnormalitiesmay or maynot be assaiatedwith the hypersensitivitysyndromeseelmmunesystem
disarders**).

Immune systemdisorcers
Very rare: hypesensitivitysyndrome**(including suchsympomsas,fever, lymphadenopathyfacial oedemaabnormalites of
theblood andliver, disseminatedntravagularcoaguation, multi-organfailure).

**Rash has alsobeenreportedas pat of ahyperersitivity syndomeasso@tedwith avariablepaternof sygemic symptoms
includingfever, lymphadenopathyfacial oedemaand abrormaiti esof the bloodandliver. The syndromeshowsa wide spectrum
of clinical severityandmay, rarely,leadto disseminatedintravascularcoagulationandmultiorganfailure. It is importantto note
thatearly marifestationsof hypersensitiity (for exampe fever, lymphadempathy) may be preseneven thoughrashis not
evident.If such signsand symptomsarepresen, the patientshaild be evaluaed immeditely andLamotrigine discatinuedif an
altemative aetology cannotbe egallished

Psychiatric disorders
Common:aggressionirritability.
Very rare: confusion,hdlucinationsitics.

Nervous system disorders

During monoterapyclinical trials:

Very comman: headacte.

Common:somnoknce dizziness,tremor, insomna.
Uncommon:ataxia.

Rare:nystagmus

During otherclinical experience:

Very comman: somrolence,ataxia,dizziness headache.
Common:nystagnus,tremor,insomna.

Very rare: agitaion, unsteadinesgnovementdisorders, worsening of Parkinson'sdisease,
extrgpyramidal effects, choreoatletosis,increase in seizure frequency.

Therehavebeenreportsthatlamotriginemayworsen parkinsorian symptamsin patientswith pre-existingParkinsofs disease,
andisolakedrepots of extrapyramidl effeds andchoreoathedss in patientswithout this underlying condition.

Eye disorders
During monoterapyclinical trials:

Uncommondiplopia, blurredvision.

During otherclinical experience:
Very comman: diplopia, blurredvision.
Rare:conjundivitis.

Gadtrointestinal disorders
During monoterapyclinical trials:
Common:nauseayomiting, diarrhoea.

During otherclinical experience:
Very comma: nauseayomiting.
Common:diaroea.

Hepato-biliary disorders

Very rare: hepdic failure, hepaticdysfundion, increasediver function tests.

Hepatc dysfunctionusually ocaursin asso@tion with hypersensitivity reactiondutisolatedcaseshavebeenreportedwithout
ovelt signsof hypersensitiity.
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Skin and subcutaneous tissue disorders
Very comman: skin rash.
Rare:Stevens-JohnsorSyndrome.
Very rare: toxic epidermaheaolysis.

In double-blind, adjunctiveclinical trialsin adults, skin rashesoccurredin up to 10% of patierts taking lamotigine andin 5% of
paient taking placebo The skin rasheded to the withdrawal of lamotiigine treatmenin 2% of patients Therash,usualy
maailopapulrin appeaance,generallyappearswithin eightweeksof stating treatmentandresolveson withdrawalof
Lamotrigine (seesection4.4).

Seriouspotentiallylife-threateningskin rashes, including StevensJohnsorsyndromeandtoxic epidermahecrolyss (Lyell’s
Syndrame) havebeenreportal. Althoughthe majority recoveron withdrawal of lamarigine treatment,somepaientsexperence
irreversibé scarring and therehavebeenrarecase®f associated death(seesecton 4.4).

Theoverallrisk of rash appeardo be strorgly assodated with:
- high initial dosesof lamarigine andexceeling therecommenad doseescadtion of lamotrigine therapy (seesection 4.2)
- concanitart use of valproate(seesedion 4.2).

Radh hasalso beenreportedaspartof a hypersendivity syndraome associaed with avariablepatternof systemicsymptomgsee
Immune systemdisorders**).

Muscul oskeletal and connective tissue disorders
Very rare: lupuslike reactions.

General disorders and administration site conditions
Common:tiredness.

Bipolar Disorder
The undesirale effectsbelow shouldbe consderedalongsidethoseseenin epilepsyfor anoverallsafetyprofil e of lamotrigne.

Nervous system disorders

During bipolardisarder clinical trials:

Very comman: headacte.
Common:agitation, somnolencedizziness.

Gastrointestinal disorders
During bipolardisarder clinical trials:
Common:dry mouth

in and subcutaneous tissue disorders
During bipolardisarder clinical trials:
Very comman: skin rash.
Rare:Stevens-JohnsorSyndrome.

Whenall bipolardisorderstudiescontrolled and uncantrolled) conducedwith lamotrigine areconsideed, skin rashesccurredin
12% of patientsonlamotrigine.Whereasin contrdl ed cli nical trials with bipolar disorderpatiens, skin rastesoccurredin 8% of
paient takinglamotrigine andin 6% of patientstaking placebo.

Muscul oskel etal and connective tissue disorders
During bipolardisarder clinical trials:
Common:arthralgia.

General disorders and administration site conditions
During bipolardisarderclinical trials:
Common:pain, backpain.

Date Printed 23/12/2008 CRN 2050511 page number: 18



Irish Medicines Board

4.9 Overdose

Symptomsandsigns
Acuteingeston of dosedn excessof 10to 20 timesthe maximumtheraputic dosehasbeen reported Overdosehasresultedin
symptomsincluding nystagmusgataxia, impaired congioumessand coma

Treatment

In the event of overdosige the patientshouldbe admittel to hospital andgivenappopriate supportivetherapy.Therafy aimed at
decreasig absoption (adivatedcharcoallaxative or gastriclavagg shouldbe performedf indicatd. Thereis no experencewith
haemodalysisastreatmenbf overdose.

In six volunteerswith kidneyfailure, 20% of thelamotrigine wasremoved from the body duringa 4-hourhaemodalyss sesson
(seesedion 5.2).

5PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmaotheapeutt group:othe antiepilepics, ATC code: NO3AX09.

Mechanismof acion

Theresultsof phamacologicaktudiessuggestthatlamotrigne is ause ard voltagedependenblocker of voltagegatedsodium
chanrels. It inhibits sustaind repetitivefiring of newronesand inhibits releaseof glutamatgthe neurotransiitter which plays a
key rolein thegeneratiorof epilepticseizues).Theseeffectsare likely to contribute to the anticonvusantpropertiesof
lamotrgine.

In contrast,the mechaismsby which lamarigine exertsits therapeuticaction in bipdar disorderhavenot beenestbilished,
althoughinteractionwith voltagegaed sodum channelss likely to beimportart.

Pharmaodynamiceffects

In testsdesigredto evduatethe centralnervaus systemeffects of mediinal prodicts,thereailts obtanedusing dosesof 240mg
lamotrgine administeredto healthyvolunteess did not differ from placebo,whereasboth 1000 mg phenytoin and10 mg diazepan
eah significantly impaired fine visualmotar co-ordinaton and eye movemaits, increasedody swayand producel subjective
sadative eff ects.

In anotter study,single oral dosesof 600 mg carbamazgine significantlyimpairedfine visualmotor co-ordinationandeye
movemats, while increasingbothbody sway andheartrate whereageaults with lamotrigineat dosesof 150 mgand300 mg did
not differ from placebo.

Clinical efficagy andsafety in children aged 1 to 24 months

Theefficacy and safetyof adjunctivethermapy in partial seizuresin patientsagedl to 24 monthshasbeenevduatedin asmal
douwble-blind placebecontrolledwithdrawal study. Treatmentwasinitiatedin 177 subjectswith a dosetitrationschedule similar
to tha of children aged2 to 12 years.

Lamotrigine 2 mgtabletsarethe loweg strengthavailable therefae the standarddosing schedut wasadaptedn somecases
during thetitrationphase (for example, by administeing a 2 mgtableton alternatedayswhenthe calculaed dosewaslessthan 2
mg). Seum levels weremeasiredat the end of week?2 of titration and the sub&quent doseeither reducedor notincreasedf the
concentationexceeded.41ug/mL, the expeced concentrationin adults at this time point. Dosereductonsof up to 90% were
requiredin somepatientsatthe endof week 2. Thirty-eight responérs(> 40% decreasén sezurefrequengy) wererandomised to
placeboor continuationof lamotrigine. The propotion of subjectswith treatmenfailure was84% (16/19subjecs) in theplacebo
am and 58% (11/19subjects)in thelamarigine arm. The dif ferene wasnot statistially sigrificant 26.3%,CI195%-2.6% < >
502%, p=0.07.

A total of 256 subjectsbetweenl to 24 monthsof agehave beenexpo®dto lamotrigine in the doserangel to 15 mg/kgdayfor
up to 72 weeks.The safetyprofile of lamotiginein children agedl monthto 2 yearswassimilar to thatin older childrenexcept
thatclinically significantworsering of seizues(>=50%)wasrepated moreoftenin children under2 yearsof age(26%) as
compared to older children(14%).

Date Printed 23/12/2008 CRN 2050511 page number: 19



Irish Medicines Board

Clinical efficagy andsakty in LennoxGastautsyndrome

Thereare no datafor monotherap in seiairesassociatedvith Lennox-Gastausyndrome.

Clinical efficagy in the preventionof moad episods in patientswith bipolar disarder

Theefficacy of lamotriginein the prevenion of moodepisales in patientswith bipolar| disorderhasbeenevauakedin two
studes.

Study SCAB2003wasa multicentre,double-blind, double dummy, placdo ard lithium-controlled, randanisedfixed dose
evaluaion of thelong-termpreventionof relgpseand recurrene of depressionandbr maniain patientswith bipolar| disorder
who had recentlyor were currentlyexpeiencing a major depessive episade. Oncestabilisel using lamotigine monoherapyor
adjunctive therapy patientswererandomlyassgnedinto oneof five treatmet groups lamdrigine (50,200,400 mg/day), lithium
(seumlevds of 0.8to 1.1 mMol/L) or placebdfor amaximumof 76 weeks(18 months).The primary endpointwas" Timeto
Intenentionfor aMoodEpisode(TIME)", wheretheinterventionswereadditional pharmacotherapgr electioconvulsivetherapy
(ECT). Study SCAB2006hada similar desgn asstudy SCAB2003, but differedfrom study SCAB2003in evaluatinga flexible
doseof

lamotrgine (100 to 400 mg/day)andincluding patientswith bipadlar | disorderwho hadrecentlyor werecurrenty experienaig a
maric episode.Thereailts areshown in Table7.

Table 7: Summary of results from studies investigating the efficacy of lamotrigine in the prevention of mood episodes in patients
with bipolar | disorder

‘Proportion’ of patientsbeing event free at week 76

Study SCAB2003 Study SCAB2006

Bipolar | Bipolar |
Inclusioncriterion Major depresiveepisode Major manicepisode

Lamotrigine | Lithium Placebo Lamotrigine | Lithium Placebo
Interventionfree 0.22 021 0.12 0.17 0.24 0.04
p-valueLog rank 0.004 0.006 - 0.023 0.006 -
test
Depressiornfree 0.51 046 0.41 0.82 0.71 0.40
p-valueLog rank 0.047 0.209 - 0.015 0.167 -
test
Free of mania 0.70 0.86 0.67 0.53 0.64 0.37
p-valueLog rank 0.339 0.026 - 0.280 0.006 -
test

In supportive analyse®f time to first depressve episodeand time to fir stmanic/hypomaiic or mixed episodethe lamatrigine-
treatedpaientshadsignificantlylongertimesto fir st depessive episade thanplacebopaients,and thetreatnert differencewith
respectto time to manidhypomanicor mixedepisaleswas not statistically significant.

Theefficacy of lamotriginein combirationwith moodstabilisers hasnot been adequatelstudied

Suicidality analyss

Theincidenceof suicidalideationandbehaviour wasevaluaedin a pooledandysis of placebacontmlled clinical trials with
lamotrgineinvolving atotal of 6467 patientsfrom anumbe of indications
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In the subsetof bipolar disorde trials, therate of everts wasnumeically, but not statstically significantly, greater for lamotrigine
(291212[2.4%] comparedvith placebo(19/1054[1.8%)]).

In apooledanalysis of psychiatricindications,eventsweremore commonin the first morth of treatment,in patiernis taking
lamotrgine Behaviouraleventsweremorecomnonin males.

In the subsetof epiepsy trials, therewereno statistically significant differencesin the rateof eventsbetween lamotrigineand
placebo.Althoughthe number of suicidal ideationandbehaviour evens wastoo low (6/1073[0.6%] on lamatrigine and2/805
[0.3%] on placebo)}to allow a definitive compaisonbetweertreamentgroups, therelativerate repated from this lamotrigine
analyssis congstentwith thereportedclasseffectfor AEDs (seesedion 4.4).

Study of the effect of lamotrigine on cardiacconduction

A study in heathy adul volunteers evaluatedthe effectof repea doses of lamatrigine (up to 400 mg/day)on cardacconduction,
asassesselly 12-lead ECG. Therewasno clinically significant effed of lamotrigineon QT intervalcompaedto placebo.

5.2 Pharmacokinetic properties

Absorpion

Lamotrigineis rapidly andcompletdy absabedfrom the gut with no significant first-passmetaolism.Peakplasma
concentationsoccurapproximately2.5hous after oral administration of lamdarigine. Time to maximum concentation is slightly
delayedafterfood butthe extentof absorpton is unaffected.Thereis consideableinter-individual variationin steadystate
maximum concentrationsbut within anindividud, concentationsrarelyvary.

Distribution

Binding to plasmaproteinsis about 55%; it is very unlikely thatdisplacemen from plasmaproteins would resultin toxicity.
Thevolumeof distributionis 0.92to0 1.22L/kg.

Metabdism

UDP-glucuronyltransferasebBavebeenidentfied as the enzymesrespmsiblefor metabdism of

lamotrgine.

Lamotrigineinducests own metabolisn to a modest extentdepenihg on dose.However,thereis no evidencehatlamotrigine
affects the phamacokireticsof othe AEDs anddata suggestthat
interadions beween lamotrigineandmedcinal products metabolsedby cytochrane P450enzymesare unlikely to occur.

Elimination

Theappaentplagnaclearane in hedthy subjectis apgoximately 30 mL/min. Clearanceof

lamotrgineis primarily metabolicwith sutsequentelimination of glucumonide-conjugatedmaterialin urine. Lessthan10%is
excreted unchangedn theurine.Only abou 2% of lamdrigine-related materal is excretedn faeces. Cleararce and hdf-life are
indgpendentof dose. The apparat plasmahalf-life in healtty suljectsis estimatedo be approximatey 33 hours(rangel4to 103
hous). In astudyof subjectswith Gilbert'sSyndrome, meanapparentclearace wasredu@d by 32% comparedvith nomal
contols butthe valuesare within the rangefor the geneal population

The half-lif e of lamotrigineis greatly affectedby concomitanmedicinal prodicts. Meanhalf-life is reducedo approximately 14

hous whengivenwith glucuronidationinducing medicinal productssuchascarbamazepie ard phenytén andis increasedo a
mean of approximatdy 70 hourswhenco-admhisteredwith valproatealore (seesection4.2).

Linearty
The pharmacokineticsof lamotriginearelinearup to 450 mg, the highest single dosetested.

Specid patiert populations
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Children

Cleaanceadjustedfor bodyweightis higherin childrenthan in aduts with the highestvaluesin childrenunder five years The
hdf-life of lamotrigine is geneally shorterin childrenthanin aduts with a meanvalue of approxmatel 7 houis whengivenwith
enzymeinducingmedicind productssuchascarbanazepineand phenytoinand increasingo meanvaluesof 45 to 50 hourswhen
co-administeredwith valproatealone(seesedion 4.2).

Infants aged 2 to 26 months

In 143 paediatricpatientsaged?2 to 26 months,weighing 3 to 16 kg, clearan@ was reducedcomparedto older childrenwith the
sanebody weight, receivingsimilar oral dosesperkg body weightaschildren older than2 years The meanhalf-life was
estimaedat 23 hoursin infantsyoungerthan 26 monthson enzymeinducing therapy, 136 hourswhen co-administeredwith
valproateand38 hoursin subjectstreata withou erzymeinducersinhibitors. Theinter-individual variablity for oral clearance
washigh in the group of padliatric patientsof 2 to 26 months(47%). The predcted serumconcentrabn levelsin childrenof 2 to
26 monthswerein gereral in the same rangeasthosein olderchildren, though higherCmax|evds arelikely to be observed in
somechildrenwith a body weight below 10 kg.

Elderly
Reallts of apopuldion pharma&okineticanalysisincluding both youngandelderly patierts with

epilepsy,enrolled in the sametrials, indicatedtha the clearanceof lamarigine did not changeto a clinically relevantextent.After
singe dosesapparentlearancalecreasetly 12%from 35 mL/min atage 20to 31 mL/min at 70 years.Thedecreasafter48
weeksof treatmentvas10%from 41 to 37 mL/min betweenthe youngandelderly groups.In addtion, phamacokineics of
lamotrginewasstudiedin 12 healthyelderly suljects foll owing a 150 mg singe dos. Themeancleararmein theelderly (0.39
mL/min/kg) lieswithin therangeof the meanclearancevalues(0.31to 0.65mL/min/kg) obtainedn nine studieswith non-elderly
aduts aftersingle dosesf 30to 450mg.

Renal impair ment

Twelvevolunteeas with chronicrenalfailure, andanothe six individuals undergong hemodiaysis were eachgivena single 100
mg doseof lamarigine. Meanclearancewere 0.42mL/min/kg (chranic renalfailure), 0.33mL/min/kg (betveen hemodialysis)
and1.57mL/min/kg (duringhemodialgis), compaedwith 0.58 mL/min/kg in healty voluntees. Meanplasmahalf-liveswere
42 9 hours(chronicrenal failure), 57.4hours (betwezn hemodalysis) and 13.0 hours(during hemodiaysis), comparedvith 26.2
housin heathy volunteersOn averageappioximately20% (range= 5.6to 35.1)of theamount of lamdrigine presentn the
body waseliminatedduringa 4-hourhemodalysis session.

For this paient population,initial doses of lamotigine shodd be basedon the patient’'s concomitantnedicinalproducts;educed
maintenan@ dosesmay be effectivefor patientswith significant renalfunctionalimpairmert (seesectionst.2and4.4).

Hepatic impair ment

A sinde dosepharmacokinetistudywasperfamedin 24 subjectswith variousdegreesof hepaticimpadarmentand12 healhy
subjecs ascontols. The median apparentlearanceof lamotriginewas0.31,0.240r 0.10mL/min/kg in patientswith Grade A, B,
or C (Child-PughClassification)hepaticimpairment respetively, comparedwith 0.34 mL/min/kg in the healty cortrols. Initial,
escdation and maintenacedoses should generallybereducedin patiernts with moderag or sevee hepatt impairment(seesection
4.2).

5.3 Preclinical safety data

Non-clinicd datrevealno specialhazardfor humandasel on studiesof safetypharmacology,
repeated dosetoxicity, genotoxicity andcarcinayenicpotenial.

In reprodictive anddevelopmetal toxicity studiesin rodens andraktbits, no teratogenic effectsbut reducedoetal weight and
retardedskeleal ossificationwereobseved,at exposue levelsbelow or similar to the expectedtlinical exposure. Sincehigher
exposurdevelscouldnot betestedin animalsdueto the severity of materral toxicity, theterabgenicpotental of lamotiginehas
not been charactrisedaboveclinical exposue.

In rats,enhancedoetal as well as postnatal mortality wasobservedvhenlamotrginewas
administered during late gestatiorandthrough the eatty postnaal period. Theseeffectswere
obsevedattheexpectal clinical exposure.

Injuvernilerats,aneffectonlearningin the Biel mazetest,a slight delayin balanopeputialseparatiorandvaginal paencyanda
decreaseél pognatalbody weightgainin F1 animak were observedat exposuesapproximatéy two-timeshigherthanthe
thergettic exposuresn humanadults.
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Animal expetimentsdid notrevealimpaimmentof fertility by lamotrigine. Lamotrigine reducedoetalfolic acidlevelsin rats.
Folic acid deficiencyis assumedo be asso@tedwith anenhancel risk of congenitalmafformationsin animals aswell asin
humars.

Lamotrigine causeda doserelaedinhibition of thehERG chamd tail currentin humanembiyonic kidneycels. ThelC50was
appoximately ninetimesabovethe maximumtherapeutic free concentration Lamadatrigine did not cautseQT prolongationin
animals at exposuesup to

appoximately two-timesthe maximumtherapeutidree conentratian. In a clinical study, therewas no clinically sigrificanteffect
of lamotiigine on QT intervalin hedthy adult volunteergsee

section 5.1).

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

MicrocrystallineCellulose

Cal carb4450PG (containscaldum carbonateand maltodextrin)

Crospovidone

Povidone

Aspatame(E951)

Low substitutedHydroxypropylcellulese

MixedBeriiesflavour(Contairs flavouring subsancesmaltodextrin andglyceryltriacetag)
Magnesum stearaé

Colloidal anhydros silica

Talc

6.2 Incompatibilities

Not appicable

6.3 Shelf Life

2years

6.4 Special precautionsfor storage

Do not storeabove25°C. Store in the origind packagein orderto protectfrom moisture

6.5 Nature and contents of container

Unit doseblisterpack,which comprises of clea, transpaent PVC film coatel with PVdCon onesideandhardtempered
aluminium foil coatedwith heatseallacqueronthe other side. Packedin cardboardcartons

or
Cold form blisterpackcomprisng of cold form blisterlaminae (havingthe following structure: orientedpolyamide,aluminium
foil, film polyvinyl chloride) on oneside andhardtemperedauminium foil coaedwith heatseallacqueron the otherside.Packet
in cardboad cartons.

PV C/PVDC/Aluminium blister packsor polyamide/Aluminium/ PVC /Aluminium foil blister cortaining 1,2,4,7,10,14,2,30,
56,98 ard 100dispersble tablets.

Not all pack sizes maybe markete:
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6.6 Special precautionsfor disposal

Any unusedprodud or wastematerialshouldbe disposé of in accodancewith local requirements.
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