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Part II

Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Lamotrigine100 mg DispersibleTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each dispersible tabletcontains100mgof Lamotrigine.
Aspartame(eachtabletcontains10mgpertablet)

For full list of excipients,seesection6.1

3 PHARMACEUTICAL FORM

Dispersible/chewabletablet.

Lamotrigine100mg Dispersibletabletsare white to off white roundtablets,debossed with ‘LI4’ on onesideandplain on the
other side.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Epilepsy

Adults and adolescents aged 13 years and above
- Adjunctive or monotherapytreatment of partialseizuresand generalisedseizures, including
tonic-clonicseizures.
- Seizuresassociatedwith Lennox-Gastaut syndrome.Lamatrogine is givenasadjunctive therapy
but may betheinitial antiepilepticdrug(AED) to start with in Lennox-Gastautsyndrome.

Children and adolescents aged 2 to 12 years
- Adjunctive treatment of partialseizuresand generalisedseizures,including tonic-clonic
seizuresandtheseizuresassociatedwith Lennox-Gastaut syndrome.
- Monotherapyof typicalabsenceseizures.

Bipolar disorder

Adults aged 18 years and above
- Prevention of depressive episodesin patientswith bipolar I disorderwho experience
predominantly depressiveepisodes(seesection5.1).

Lamotrigineis not indicatedfor theacute treatmentof manicor depressive episodes.

4.2 Posology and method of administration

Lamotriginedispersible/chewabletabletsmaybe chewed,dispersedin asmall volumeof water(at leastenoughto coverthe
wholetablet) or swallowedwholewith a lit tle water.

If thecalculateddoseof lamotrigine (for examplefor treatment of childrenwith epilepsy or patients with hepatic impairment)
doesnot equateto wholetablets,thedoseto beadministeredis thatequal to thelower number of wholetablets.
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Restarting therapy

Prescribers shouldassess the needfor escalation to maintenancedosewhenrestarting Lamotrigine in patientswhohave
discontinued Lamotriginefor any reason,sincetherisk of seriousrash is associatedwith high initial dosesandexceeding the
recommended doseescalationfor lamotrigine(seesection4.4).The greatertheintervalof timesincethepreviousdose,the more
consideration shouldbegivento escalation to themaintenancedose. Whentheintervalsincediscontinuing lamotrigine exceeds
five half-lives (seesection5.2),Lamotrigine should generally be escalated to themaintenancedoseaccording to theappropriate
schedule.
It is recommendedthatLamotriginenotberestartedin patientswho havediscontinued dueto rashassociatedwith prior treatment
with lamotrigine unlessthepotentialbenefi t clearly outweighsthe risk.

Epilepsy

Therecommendeddoseescalation and maintenancedosesfor adultsand adolescentsaged13 years andabove (Table1) andfor
childrenand adolescentsaged2 to 12 years(Table 2) aregiven below. Becauseof a risk of rashtheinitial dose andsubsequent
doseescalation shouldnotbeexceeded(seesection4.4).

WhenconcomitantAEDsarewithdrawnor other AEDs/medicinal productsareaddedon to treatmentregimescontaining
lamotrigine, considerationshould begivento theeffectthismayhave on lamotriginepharmacokinetics(seesection4.5).

Table 1: Adults and adolescents aged 13 years and above – recommended treatment regimen in
Epilepsy
Treatment regimen Weeks 1 + 2 Weeks3 + 4 Usualmaintenancedose
Monotherapy: 25 mg/day

(oncea day)
50 mg/day
(oncea day)

100− 200mg/day
(oncea dayor two
divideddoses)
To achieve
maintenance,dosesmay
be
increasedby maximum
of 50 - 100mg
every oneto two weeks
until optimal
responseis achieved
500mg/day hasbeen
required by some
patientsto achieve
desiredresponse

Adjunctive therapy WITH valproate (inhibitor of lamotrigineglucuronidation – seesection
4.5):
Thisdosageregimen
should
be usedwith valproate
regardlessof any
concomitant medicinal
products

12.5mg/day
(givenas25 mg
on alternate
days)

25 mg/day
(oncea day)

100− 200mg/day
(oncea dayor two
divideddoses)
To achieve
maintenance,dosesmay
be
increasedby maximum
of 25 - 50 mg
every oneto two weeks
until optimal
responseis achieved

Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine
glucuronidation (see
section 4.5):
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Table 2: Children and adolescents aged 2 to 12 years - recommended treatment regimen in epilepsy(total daily dose in mg/kg
body weight/day)

Thisdosageregimen
should
be usedwithout
valproate
but with:
phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

50 mg/day
(oncea day)

100mg/day
(two divided
doses)

200− 400 mg/day
(two divideddoses)
To achievemaintenance,
dosesmay be
increased by maximum
of 100mgevery
oneto two weeksuntil
optimal response
is achieved
700mg/dayhasbeen
requiredby some
patients to achieve
desiredresponse

Adjunctive therapy WITHOUT valproate and WITHOUT inducers of lamotrigine
glucuronidation
(seesection 4.5):
Thisdosageregimen
should
be usedwith other
medicinal productsthat
do
not signif icantly inhibit
or
inducelamotrigine
glucuronidation

25 mg/day
(oncea day)

50 mg/day
(oncea day)

100− 200 mg/day
(once a day or two
divideddoses)
To achievemaintenance,
dosesmay be
increased by maximum
of 50 - 100mg
every oneto two weeks
until optimal
responseis achieved

In patients taking medicinalproductswhere thepharmacokinetic interactionwith lamotrigineis
currently not known(seesection 4.5),thetreatmentregimenas recommendedfor lamotriginewith
concurrentvalproateshouldbeused.

Treatment regimen Weeks1 + 2 Weeks3 + 4 Usualmaintenancedose
Monotherapy of
typical
absence seizures:

0.3mg/kg/day
(oncea dayor
two divided
doses)

0.6mg/kg/day
(oncea dayor
two divided
doses)

1 – 10 mg/kg/day,
although some
patientshave required
higherdoses(up
to 15 mg/kg/day)to
achievedesired
response
(oncea dayor two
divideddoses)
To achieve
maintenance,dosesmay
be
increasedby maximum
of
0.6mg/kg/dayevery
oneto two weeks
until optimal response
is achieved

Adjunctive therapy WITH valproate (inhibitor of lamotrigineglucuronidation – seesection
4.5):

Irish Medicines Board

______________________________________________________________________________________________________________________

Date Printed 23/12/2008 CRN 2050511 page number: 4



Thisdosageregimen
should
be usedwith valproate
regardlessof anyother
concomitant medicinal
products

0.15mg/kg/day*
(oncea day)

0.3mg/kg/day
(oncea day)

1 − 5 mg/kg/day
(oncea day or two
divided doses)
To achieve
maintenance,doses
may be
increased by maximum
of 0.3mg/kg
every oneto two weeks
until optimal
responseis achieved,
with a maximum
maintenancedoseof
200mg/day

Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine
glucuronidation (see
section 4.5):

Thisdosageregimen
should
be usedwithout
valproate
but with:
phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

0.6mg/kg/day
(two divided
doses)

1.2mg/kg/day
(two divided
doses)

5 − 15 mg/kg/day
(oncea day or two
divided doses)
To achieve
maintenance,doses
may be
increased by maximum
of 1.2mg/kg
every oneto two weeks
until optimal
responseis achieved,
with a maximum
maintenancedoseof
400mg/day

Adjunctive therapy WITHOUT valproate and WITHOUT inducers of lamotrigine
glucuronidation
(seesection 4.5):

Thisdosageregimen
should
be usedwith other
medicinal productsthat
do
not signif icantly inhibit
or
inducelamotrigine
glucuronidation

0.3mg/kg/day
(oncea dayor
two divided
doses)

0.6mg/kg/day
(oncea dayor
two divided
doses)

1 − 10 mg/kg/day
(oncea day or two
divided doses)
To achieve
maintenance,doses
may be
increased by maximum
of 0.6mg/kg
every oneto two weeks
until optimal
responseis achieved,
with a maximum
of maintenancedoseof
200mg/day

In patients taking medicinalproductswhere thepharmacokinetic interactionwith lamotrigineis
currently not known(seesection 4.5),thetreatmentregimenas recommendedfor lamotrigine
with concurrentvalproateshouldbeused.
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To ensurea therapeuticdoseis maintainedtheweightof a child mustbemonitoredandthedosereviewedasweight changes
occur. It is likely thatpatientsagedtwo to six yearswill require a maintenance doseat thehigher endof therecommendedrange.

If epileptic control is achievedwith adjunctivetreatment, concomitant AEDs maybewithdrawnandpatients continuedon
Lamotriginemonotherapy.

5 mgdispersible/chewabletablets– where2 mg dispersible/chewable tabletsarenotmarketedand5 mg dispersible/chewable
tabletsarethelowest marketedstrength:
It shouldbenoted thatwith thecurrently available Lamotrigine 5 mg dispersible/chewabletablet strength, it is not possible to
accurately initiate lamotriginetherapyusing therecommendeddosingguidelinesin paediatricpatientsweighing lessthan17 kg.

Children below 2 years
Thereare limited dataon theefficacy and safetyof lamotriginefor adjunctive therapyof partial
seizuresin childrenaged1 monthto 2 years(seesection4.4).Thereareno datain childrenbelow
1 monthof age.ThusLamotrigineis not recommendedfor use in childrenbelow 2 yearsof age.If, basedon clinical need, a
decision to treat is neverthelesstaken, seesections 4.4,5.1 and5.2.

Bipolar disorder
Therecommendeddoseescalation and maintenancedosesfor adultsof 18yearsof ageandabovearegivenin thetablesbelow.
Thetransition regimeninvolvesescalating thedoseof lamotrigineto a maintenancestabilisationdose over six weeks(Table3)
afterwhich otherpsychotropicmedicinal productsand/or AEDscanbe withdrawn, if clinically indicated(Table 4). Thedose
adjustmentsfollowing addition of other psychotropic medicinal productsand/or AEDsarealso providedbelow(Table5). Because
of therisk of rashtheinitial doseandsubsequentdoseescalation shouldnot beexceeded(seesection 4.4).

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

2 mgdispersible/chewable tablets- wherethis is thelowestmarketed strength:
<* If thecalculateddaily dose in patientstaking valproateis 1 mg or morebut lessthan2 mg,
then2 mg dispersible/chewabletabletsmaybe takenon alternatedays for thefirst two weeks.If
thecalculateddaily dosein patientstakingvalproateis lessthan1 mg, thenLamotrigineshould
not beadministered.>

5 mgdispersible/chewable tablets- where2 mg dispersible/chewable tabletsarenotmarketed
and Lamotrigine
5 mgdispersible/chewable tabletsarethelowest marketedstrength:
<* If thecalculateddaily dose in patientstaking valproateis 2.5mgor morebut lessthan5 mg,
then
Lamotrigine5 mgdispersible/chewabletabletsmaybetakenonalternatedaysfor thefirst two
weeks.If the
calculateddaily dosein patientstaking valproate is lessthan2.5mg, thenLamotrigine should
not be
administered.>

Treatment Regimen Weeks1 + 2 Weeks3 + 4 Week5 TargetStabili sation
Dose
(Week 6)*

Monotherapy with lamotrigine OR adjunctive therapy WITHOUT valproate and WITHOUT
inducers
of lamotrigine glucuronidation (seesection 4.5):
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* TheTargetstabilisationdosewill alterdependingonclinical response

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

Oncethetargetdaily maintenancestabilisation dosehas been achieved, othermedicinal products may bewithdrawnasshown
below.

Thisdosage
regimenshould
be usedwith other
medicinal
products thatdo not
signifi cantlyinhibit
or induce
lamotrigine
glucuronidation

25 mg/day
(oncea day)

50 mg/day
(oncea dayor
two divided
doses)

100mg/day
(oncea dayor
two divided
doses)

200mg/day - usual
target
dosefor optimal
response
(oncea dayor two
divideddoses)
Dosesin therange
100- 400 mg/day
usedin
clinical trials

Adjunctive therapy WITH valproate (inhibitor of lamotrigineglucuronidation – seesection
4.5):

Thisdosage
regimenshould
be usedwith
valproate
regardlessof any
concomitant
medicinal
products

12.5mg/day
(givenas25 mg
on alternate
days)

25 mg/day
(oncea day)

50 mg/day
(oncea dayor
two divided
doses)

100mg/day - usual
target
dosefor optimal
response
(oncea dayor two
divideddoses)
Maximum doseof
200mg/day canbe
used
dependingon
clinical
response

Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine
glucuronidation (see
section 4.5):

Thisdosage
regimenshould
be usedwithout
valproatebut
with:
phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

50 mg/day
(oncea day)

100 mg/day
(two divided
doses)

200mg/day
(two divided
doses)

300mg/day in
week 6, if
necessary
increasingto
usualtargetdose
of
400mg/day in
week 7, to
achieveoptimal
response
(two divided
doses)

In patients taking medicinalproductswhere thepharmacokinetic interactionwith lamotrigineis
currently not known(seesection 4.5),thedoseescalation asrecommended for lamotriginewith
concurrentvalproate, shouldbeused.
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* Dosemay beincreasedto 400mg/dayas needed

Treatment Regimen Current lamotrigine
stabilisationdose
(prior to
withdrawal)

Week1
(beginning with
withdrawal)

Week 2 Week3
onwards*

Withdrawal of valproate (inhibitor of lamotrigineglucuronidation– seesection 4.5),depending on
original dose of lamotrigine:

Whenvalproateis
withdrawn,
doublethe
stabilisationdose,
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)

Withdrawal of inducers of lamotrigine glucuronidation (seesection 4.5), dependingon original
doseof
lamotrigine:

Thisdosage
regimenshouldbe
used whenthe
following are
withdrawn:

phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

400mg/day 400mg/day 300mg/day 200mg/day

300mg/day 300mg/day 225mg/day 150mg/day

200mg/day 200mg/day 150mg/day 100mg/day

Withdrawal of medicinal products that do NOT significantly inhibit or induce lamotrigine
glucuronidation (seesection 4.5):

Thisdosageregimenshouldbe
used whenother medicinalproducts
thatdonot significantly inhibit or
inducelamotrigineglucuronidation
arewithdrawn

Maintain target doseachievedin doseescalation
(200mg/day;two
divided doses)
(doserange100- 400mg/day)

In patients taking medicinalproductswhere thepharmacokinetic interactionwith lamotrigineis
currently not known(seesection 4.5),thetreatmentregimenas recommendedfor lamotriginewith
concurrentvalproate, shouldbeused.
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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 experiencein adjusting the lamotriginedaily dosefollowing the additionof othermedicinal products.
However,basedon interaction studieswith othermedicinal products, thefollowing recommendationscanbemade:

Treatment Regimen Current
lamotrigine
stabilisationdose
(prior to
addition)

Week 1
(beginning
with
addition)

Week2 Week3 onwards

Addition of valproate (inhibitor of lamotrigineglucuronidation – seesection 4.5), depending on
original dose of lamotrigine:

Thisdosageregimen
shouldbe
used whenvalproateis
added
regardlessof any
concomitant
medicinal products

200mg/day 100 mg/day Maintain this dose (100
mg/day)

300mg/day 150 mg/day Maintain this dose (150
mg/day)

400mg/day 200 mg/day Maintain this dose (200
mg/day)

Addition of inducers of lamotrigine glucuronidation in patients NOT taking valproate (see
section 4.5), dependingon original doseof lamotrigine:

Thisdosage
regimenshouldbe
used whenthe
following areadded
withoutvalproate:
phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

200mg/day 200mg/day 300mg/day 400mg/day

150mg/day 150mg/day 225mg/day 300mg/day

100mg/day 100mg/day 150mg/day 200mg/day

Addition of medicinal products that do NOT significantly inhibit or induce lamotrigine
glucuronidation (seesection 4.5):

Thisdosageregimenshouldbe
used whenother medicinalproducts
thatdonot significantly inhibit or
inducelamotrigineglucuronidation
areadded

Maintain target doseachievedin doseescalation
(200mg/day;dose
range100-400mg/day)

In patients taking medicinalproductswhere thepharmacokinetic interactionwith lamotrigineis
currently not known(seesection 4.5),thetreatmentregimenas recommendedfor lamotriginewith
concurrentvalproate, shouldbeused.
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Discontinuation of Lamotrigine in patients with bipolar disorder
In clinical trials, therewasno increase in the incidence,severity or typeof adverse reactionsfollowing abrupttermination of
lamotrigineversusplacebo. Therefore, patientsmayterminateLamotriginewithout a step-wisereduction of dose.

Children and adolescents below 18 years
Lamotrigineis not recommendedfor usein children below18 yearsof age dueto a lack of dataon safety andefficacy(seesection
4.4).

General dosing recommendationsfor Lamotrigine in specialpatientpopulations

Women taking hormonal contraceptives
Theuseof anethinyloestradiol/levonorgestrel(30µg/150µg) combinationincreasestheclearanceof lamotrigineby
approximately two-fold, resultingin decreasedlamotriginelevels.Following titration,highermaintenance dosesof lamotrigine
(by asmuchastwo-fold) maybeneededto attain a maximal therapeutic response.During thepill -freeweek, a two-fold increase
in lamotrigine levelshasbeen observed.Dose-relatedadverse eventscannot beexcluded. Therefore,considerationshould be
given to using contraception without apill -free week,asfirst-line therapy(for example, continuoushormonal contraceptivesor
non-hormonalmethods; see sections4.4and4.5).

Starting hormonal contraceptives in patients already taking maintenance doses of lamotrigine and NOT taking inducers of
lamotrigine glucuronidation
Themaintenancedose of lamotriginewill in mostcasesneedto beincreased by asmuch astwo-fold (seesections4.4and4.5).It
is recommendedthatfrom thetime thatthehormonal contraceptive is started, thelamotrigine dose is increasedby 50 to 100
mg/day every week,accordingto theindividual clinical response.Doseincreasesshouldnotexceedthis rate,unlesstheclinical
responsesupportslargerincreases.Measurementof serum lamotrigine concentrationsbefore andafter starting hormonal
contraceptivesmaybeconsidered, asconfirmation that thebaselineconcentrationof lamotrigine is being maintained.

If necessary, thedoseshouldbeadapted.In womentakingahormonal contraceptive thatincludesoneweek of inactive treatment
("pill -freeweek"),serumlamotrigine level monitoring should beconducted duringweek3 of active treatment,i.e.on days15 to
21 of thepill cycle. Therefore,consideration shouldbegivento usingcontraception without a pill -freeweek, as first-line therapy
(for example,continuoushormonalcontraceptivesor non-hormonalmethods;see sections4.4 and 4.5).

Stopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and NOT taking inducers of
lamotrigine glucuronidation
Themaintenancedose of lamotriginewill in mostcasesneedto bedecreasedby asmuchas50% (seesections4.4and4.5). It is
recommended to gradually decreasethedaily dose of lamotrigineby 50- 100mg eachweek (at a rate not exceeding25%of the
total daily dose perweek)overa periodof 3 weeks,unlesstheclinical responseindicatesotherwise.Measurementof serum
lamotrigineconcentrationsbeforeandafter stopping hormonalcontraceptivesmaybeconsidered,asconfirmationthatthebaseline
concentrationof lamotrigineis beingmaintained.In womenwho wish to stoptaking a hormonal contraceptive that includesone
weekof inactive treatment ("pill -freeweek"), serum lamotriginelevel monitoring should beconductedduring week3 of active
treatment, i.e. on days15 to 21of thepill cycle.Samplesfor assessmentof lamotriginelevelsafterpermanentlystoppingthe
contraceptivepill shouldnot becollectedduring the first week after stoppingthepil l.

Starting lamotrigine in patients already taking hormonal contraceptives
Doseescalation shouldfollow thenormaldose recommendationdescribed in thetables.

Starting and stopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and TAKING
inducers of lamotrigine glucuronidation
Adjustmentto therecommendedmaintenancedoseof lamotriginemaynotberequired.

Elderly (above 65 years)
No dosageadjustmentfrom therecommendedscheduleis required. Thepharmacokineticsof
lamotriginein this agegroupdo notdiffer significantly from a non-elderly adultpopulation (see
section 5.2).

Renal impairment
Cautionshould beexercisedwhenadministeringLamotrigine to patientswith renalfailure.For patients with end-stagerenal
failure, initial dosesof lamotrigineshouldbe basedon patients'concomitantmedicinalproducts; reducedmaintenancedosesmay
beeffective for patientswith significantrenalfunctional impairment (seesections 4.4and5.2).
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Hepatic impairment
Initial, escalation andmaintenance dosesshouldgenerally bereducedby approximately50% in patientswith moderate(Child-
PughgradeB) and75%in severe (Child-Pugh gradeC) hepatic impairment.Escalation andmaintenance doses should beadjusted
according to clinical response(see section5.2).

4.3 Contraindications

Hypersensitivityto theactivesubstanceor to anyof the excipients.

4.4 Special warnings and precautions for use

Skin rash

Therehavebeenreportsof adverseskin reactions, whichhavegenerally occurredwithin thefi rst eight weeksafter initiation of
lamotriginetreatment.Themajority of rashesaremild andself-limiting, howeverseriousrashesrequiring hospitalisation and
discontinuation of lamotriginehavealso beenreported.Thesehaveincludedpotentially life-threatening rashessuchasStevens–
Johnsonsyndromeandtoxic epidermalnecrolysis (seesection 4.8).

In adultsenrolled in studiesutilizing thecurrentlamotriginedosingrecommendationsthe incidenceof seriousskin rashesis
approximately 1 in 500in epilepsypatients.Approximately half of thesecaseshavebeenreportedas Stevens–Johnsonsyndrome
(1 in 1000). In clinical trials in patientswith bipolar disorder, theincidenceof seriousrashis approximately 1 in 1000.

Theriskof seriousskin rashesin childrenis higher thanin adults.Available datafrom anumberof studiessuggesttheincidence
of rashesassociatedwith hospitalisation in epileptic children is from 1 in 300to 1 in 100.

In children,the initial presentation of a rashcanbe mistakenfor aninfection, physiciansshould consider the possibility of a
reaction to lamotriginetreatmentin childrenthat developsymptomsof rashand feverduring the first eight weeksof therapy.

Additionally theoverallrisk of rashappearsto bestrongly associatedwith:
- high initial dosesof lamotrigine andexceeding therecommendeddoseescalation of lamotrigine therapy(seesection 4.2)
- concomitantuseof valproate(seesection4.2).

Cautionis alsorequiredwhen treatingpatientswith a historyof allergy or rashto otherAEDsasthefrequencyof non-seriousrash
after treatment with lamotriginewasapproximatelythreetimeshigher in thesepatients thanin thosewithout suchhistory.

All patients(adultsandchildren)who developa rashshouldbepromptly evaluatedandLamotriginewithdrawnimmediately
unlesstherashis clearlynot relatedto lamotrigine treatment. It is recommended that Lamotriginenot berestarted in patientswho
havediscontinueddueto rashassociatedwith prior treatmentwith lamotrigineunlessthepotentialbenefitclearlyoutweighsthe
risk.

Rash hasalsobeenreportedaspartof ahypersensitivi ty syndromeassociated with a variablepatternof systemicsymptoms
includingfever, lymphadenopathy,facial oedemaandabnormalitiesof thebloodandliver (seesection4.8).Thesyndromeshows
awidespectrum of clinical severityandmay, rarely,leadto disseminatedintravascular coagulationandmultiorganfailure. It is
important to notethatearly manifestationsof hypersensitivity (for example fever, lymphadenopathy) may bepresenteventhough
rashis notevident.If such signsandsymptomsarepresent thepatient shouldbeevaluated immediatelyandLamotrigine
discontinued if analternativeaetiology cannot beestablished.

Clinical worseningandsuiciderisk

Suicidal ideation andbehaviours(suicidality)havebeenreportedin patientstreatedwith AEDs in severalindications,including
epilepsyandbipolardisorder.A meta-analysis of placebo-controlled trialsof AEDs (includinglamotrigine)showedanincreased
risk of suicidal behaviour (seesection5.1). For AEDswhereno such dataareavailable,asimilar association with suicide-related
eventscannotbeexcluded. Thereforepatientsshould bemonitoredfor signsof suicidalityduring treatment with Lamotrigine.
Patients(andcaregiversof patients) should beadvisedto seekmedicaladviceshouldsignsof suicidality emerge.

In patients with bipolardisorder, worsening of depressive symptomsand/or theemergenceof suicidality mayoccurwhether or not
theyaretaking medicationsfor bipolardisorder, includingLamotrigine.Thereforepatients receivingLamotrigine for bipolar
disordershouldbeclosely monitored for clinical worsening(including developmentof newsymptoms)andsuicidality, especially
at thebeginning of a courseof treatment,or at thetime of dosechanges.
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Certain patients,suchas thosewith ahistory of suicidalbehaviour or thoughts,youngadults,andthosepatientsexhibiting a
significant degree of suicidal ideation prior to commencement of treatment,may beata greater risk of suicidal thoughts or suicide
attempts,andshouldreceivecareful monitoringduring treatment.

Consideration should begivento changing the therapeutic regimen, including possiblydiscontinuing themedication, in patients
whoexperienceclinical worsening (includingdevelopmentof newsymptoms)and/or theemergenceof suicidal
ideation/behaviour, especially if thesesymptomsaresevere,abrupt in onset,or werenotpartof thepatient’spresenting
symptoms.

Hormonal contraceptives

Effects of hormonal contraceptives on lamotrigine efficacy
Theuseof anethinyloestradiol/levonorgestrel(30µg/150µg) combinationincreasestheclearanceof lamotrigineby
approximately two-fold resultingin decreasedlamotrigine levels(seesection 4.5).A decrease in lamotrigine levelshasbeen
associatedwith lossof seizurecontrol. Following titration, higher maintenancedosesof lamotrigine(by asmuchastwo-fold) will
beneededin mostcases to attaina maximal therapeutic response.Whenstopping hormonalcontraceptives,the clearanceof
lamotriginemay behalved.Increasesin lamotrigineconcentrations maybe associatedwith dose-relatedadverse events.Patients
shouldbemonitoredwith respect to this.

In womennot already taking aninducer of lamotrigine glucuronidation andtakinga hormonalcontraceptive thatincludes one
weekof inactive treatment (for example"pill -freeweek"), gradualtransient increasesin lamotrigine levels will occurduringthe
weekof inactive treatment (seesection 4.2).Variations in lamotriginelevelsof thisorder maybeassociatedwith adverseeffects.
Therefore, consideration shouldbegivento usingcontraceptionwithoutapill -freeweek,as first-linetherapy (for example,
continuoushormonal contraceptivesor non-hormonalmethods).
Theinteraction betweenotheroral contraceptive or HRT treatments and lamotrigine havenot been studied,thoughtheymay
similarly affect lamotriginepharmacokineticparameters.

Effects of lamotrigine on hormonal contraceptive efficacy
An interaction study in 16 healthyvolunteershasshownthat when lamotrigineandahormonalcontraceptive
(ethinyloestradiol/levonorgestrelcombination) areadministered in combination, thereis a modest increasein levonorgestrel
clearanceandchanges in serumFSH andLH (seesection 4.5). Theimpact of these changeson ovarianovulatory activity is
unknown.However,thepossibility of thesechangesresulting in decreasedcontraceptive efficacy in somepatients taking
hormonalpreparationswith lamotriginecannotbeexcluded. Thereforepatients should beinstructed to promptly report changesin
their menstrualpattern,i.e.breakthroughbleeding.

Dihydrofolate reductase

Lamotriginehas aslight inhibitory effecton dihydrofolic acidreductase,hence thereis a possibility of interferencewith folate
metabolism duringlong-termtherapy(seesection4.6). However, during prolongedhumandosing,lamotrigine did not induce
significant changesin thehaemoglobinconcentration, meancorpuscular volume,or serumor redbloodcell folateconcentrations
up to 1 yearor redbloodcell folateconcentrations for up to 5 years.

Renalfailure
In singledose studiesin subjects with end stagerenal failure,plasmaconcentrationsof lamotriginewerenot significantlyaltered.
However,accumulationof theglucuronidemetabolite is to beexpected;caution should therefore beexercisedin treating patients
with renal failure.

Patientstakingotherpreparations containing lamotrigine
Lamotrigineshouldnot beadministeredto patientscurrentlybeing treatedwith anyotherpreparationcontaininglamotrigine
without consulting a doctor.

25,50,100and200mg tablets:
Excipientof Lamotriginetablets
Lamotriginetabletscontain lactosemonohydrate.Patients with rare hereditary problemsof galactoseintolerance,theLapplactase
deficiency or glucose-galactosemalabsorption shouldnot takethismedicine.

Development in children

Thereare no dataon theeffect of lamotrigine on growth,sexualmaturation andcognitive,emotionalandbehavioural
developments in children.
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Precautionsrelating to epilepsy
As with otherAEDs,abruptwithdrawalof Lamotriginemayprovokerebound seizures.Unlesssafetyconcerns (for examplerash)
require anabrupt withdrawal,thedoseof Lamotrigineshould begradually decreased overa period of two weeks.

Thereare reportsin theliteraturethatsevereconvulsiveseizuresincluding statusepilepticusmayleadto rhabdomyolysis,
multiorgandysfunctionanddisseminatedintravascularcoagulation,sometimeswith fatal outcome.Similar caseshaveoccurredin
association with theuseof lamotrigine.

A clinicall y significantworseningof seizure frequencyinsteadof animprovementmaybeobserved.In patients with morethan
oneseizuretype,theobservedbenefit of control for oneseizuretypeshouldbeweighedagainst anyobservedworsening in
another seizure type.

Myoclonic seizuresmay beworsened by lamotrigine.There is a suggestionin thedata that responsesin combinationwith enzyme
inducers is less thanin combination with non-enzymeinducingantiepileptic agents.Thereason is unclear.

In childrentakinglamotrigine for thetreamentof typical absence seizures, efficacymaynot bemaintainedin all patients.

Precautionsrelating to bipolar disorder

Children and adolescents below 18 years
Treatmentwith antidepressantsis associatedwith anincreasedrisk of suicidal thinking andbehaviour in childrenandadolescents
with majordepressive disorderandotherpsychiatric disorders.

4.5 Interaction with other medicinal products and other forms of interaction

Interactionstudieshaveonly beenperformed in adults.

UDP-glucuronyltransferaseshavebeenidentif iedas theenzymesresponsiblefor metabolismof lamotrigine.There is no evidence
thatlamotriginecausesclinically signifi cant induction or inhibition of hepatic oxidative drug-metabolising enzymes,and
interactionsbetween lamotrigineandmedicinal productsmetabolisedby cytochromeP450enzymesareunlikely to occur.
Lamotriginemayinduceits own metabolismbut the effect ismodestandunlikely to havesignificantclinical consequences.

Table 6: Effects of other medicinal products on glucuronidation of lamotrigine
Medicinal products that
significantly inhibit
glucuronidation of
lamotrigine

Medicinal products that
significantly induce
glucuronidation of
lamotrigine

Medicinal products that do
not
significantly inhibit or induce
glucuronidation of
lamotrigine

Valproate Phenytoin Oxcarbazepine

Carbamazepine Felbamate

Phenobarbitone Gabapentin

Primidone Levetiracetam

Rifampicin Pregabalin

Lopinavir/ritonavir Topiramate

Ethinyloestradiol/
levonorgestrel
combination*

Zonisamide

Lithium
Buproprion
Olanzapine
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* Otheroral contraceptiveandHRT treatmentshavenotbeen studied, thoughtheymay similarly affectlamotrigine
pharmacokinetic parameters(seesections4.2and4.4).

Interactionsinvolving antiepileptic drugs

Valproate, which inhibits theglucuronidation of lamotrigine, reducesthe metabolismof lamotrigine and increasesthe meanhalf-
life of lamotriginenearlytwo-fold. In patients receivingconcomitanttherapywith valproate, theappropriate treatmentregimen
shouldbeused(seesection 4.2).

Certain AEDs(suchasphenytoin, carbamazepine,phenobarbitoneand primidone)which inducehepaticdrug-metabolising
enzymesinducetheglucuronidation of lamotrigine and enhancethe metabolismof lamotrigine.In patients receiving concomitant
therapy with phenytoin, carbamazepine,pheonbarbitoneor primidone,theappropriate treatment regimenshouldbeused(see
section 4.2).

Therehavebeenreportsof central nervous systemevents including dizziness,ataxia,diplopia,blurredvision and nauseain
patients takingcarbamazepinefollowing theintroduction of lamotrigine.Theseeventsusually resolve whenthedoseof
carbamazepineis reduced.A similar effect was seenduring astudy of lamotrigine andoxcarbazepinein healthyadult volunteers,
but dosereductionwasnot investigated.

Thereare reportsin theliteratureof decreasedlamotrigine levelswhenlamotriginewas givenin combination with oxcarbazepine.
However,in aprospective study in healthy adult volunteersusingdosesof 200mg lamotrigine and 1200mg oxcarbazepine,
oxcarbazepinedid notalterthemetabolismof lamotrigine andlamotrigine did notalter themetabolismof oxcarbazepine.
Thereforein patientsreceivingconcomitant therapywith oxcarbazepine, thetreatmentregimenfor lamotrigineadjunctive therapy
without valproateandwithout inducersof lamotrigineglucuronidation should beused(seesection 4.2).

In astudy of healthy volunteers,coadministrationof felbamate (1200mg twice daily) with lamotrigine (100mg twicedaily for 10
days) appearedto haveno clinically relevant effectson thepharmacokineticsof lamotrigine.

Basedon a retrospective analysis of plasmalevelsin patientswho receivedlamotrigine bothwith andwithoutgabapentin,
gabapentindoesnot appearto changetheapparentclearanceof lamotrigine.

Potential interactionsbetween levetiracetamandlamotriginewereassessedby evaluating serumconcentrationsof bothagents
during placebo-controlled clinical trials.These data indicatethatlamotriginedoesnot influencethepharmacokineticsof
levetiracetam andthat levetiracetamdoesnot influencethepharmacokinetics of lamotrigine.

Steady-statetroughplasmaconcentrationsof lamotriginewerenot affected by concomitantpregabalin (200mg, 3 timesdaily)
administration.Thereareno pharmacokinetic interactionsbetweenlamotrigineandpregabalin.

Topiramateresultedin no changein plasmaconcentrationsof lamotrigine.Administration of lamotrigine resultedin a15%
increasein topiramateconcentrations.
In astudy of patientswith epilepsy,coadministration of zonisamide(200to 400mg/day)with lamotrigine(150 to 500 mg/day)for
35 dayshad no significant effecton thepharmacokineticsof lamotrigine.

Althoughchangesin theplasmaconcentrationsof otherAEDs havebeenreported,controlledstudieshaveshownnoevidencethat
lamotrigineaffectsthe plasmaconcentrationsof concomitant AEDs. Evidence from in vitro studiesindicatesthatlamotriginedoes
not displaceother AEDs from proteinbindingsites.

Interactionsinvolving otherpsychoactiveagents
Thepharmacokineticsof lithium after2 g of anhydrouslithium gluconate giventwicedaily for six daysto 20 healthysubjects
werenot alteredby co-administration of 100 mg/day lamotrigine.

Multiple oral dosesof bupropionhadnostatistically significant effectson thesingle dosepharmacokinetics of lamotriginein 12
subjects andhadonly a slight increasein theAUC of lamotrigineglucuronide.

In astudy in healthy adultvolunteers,15 mg olanzapinereducedtheAUC andCmaxof lamotrigine by anaverage of 24%and
20%, respectively. An effectof thismagnitude is notgenerall y expectedto beclinically relevant.Lamotrigineat 200 mgdid not
affect thepharmacokineticsof olanzapine.
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Multiple oral dosesof lamotrigine400mg daily hadno clinically significanteffecton thesingledosepharmacokineticsof 2 mg
risperidonein 14 healthyadultvolunteers. Following theco-administrationof risperidone2 mgwith lamotrigine, 12outof the 14
volunteers reportedsomnolencecomparedto 1 outof 20 whenrisperidone wasgivenalone,andnonewhenlamotrigine was
administered alone.

In vitro experimentsindicatedthat theformationof lamotrigine's primarymetabolite, the2-N-glucuronide,wasminimally
inhibited by co-incubationwith amitriptyline, bupropion,clonazepam,haloperidol or lorazepam.Theseexperimentsalso
suggestedthatmetabolismof lamotriginewasunlikely to beinhibitedby clozapine,fluoxetine,phenelzine,risperidone,sertraline
or trazodone.In addition,astudyof bufuralol metabolism usinghumanliver microsomepreparationssuggested thatlamotrigine
would not reducetheclearanceof medicinal productsmetabolizedpredominantly by CYP2D6.

Interactionsinvolving hormonal contraceptives

Effect of hormonal contraceptives on lamotrigine pharmacokinetics
In astudy of 16 femalevolunteers,dosing with 30µg ethinyloestradiol/150µg levonorgestrel in acombinedoral contraceptivepill
causedanapproximatelytwo-fold increase in lamotrigineoral clearance,resulting in an average 52% and39% reductionin
lamotrigineAUC and Cmax,respectively.Serumlamotrigine concentrationsincreasedduringthecourseof theweekof inactive
treatment(including the"pill -free"week),with pre-doseconcentrationsat theendof theweekof inactive treatmentbeing,on
average,approximatelytwo-fold higherthanduringco-therapy (see section 4.4). No adjustmentsto therecommended dose
escalation guidelinesfor lamotrigine should be necessarysolely basedon theuseof hormonal contraceptives,but themaintenance
doseof lamotriginewill needto beincreased or decreasedin mostcaseswhen starting or stoppinghormonal contraceptives(see
section 4.2).

Effect of lamotrigine on hormonal contraceptive pharmacokinetics
In astudy of 16 femalevolunteers,a steadystate dose of 300 mg lamotriginehadno effecton thepharmacokineticsof the
ethinyloestradiol componentof a combinedoral contraceptivepill. A modest increasein oral clearance of the levonorgestrel
componentwasobserved, resultingin anaverage19%and12%reductionin levonorgestrelAUC and Cmax, respectively.
Measurement of serumFSH,LH andoestradiol duringthestudy indicatedsomelossof suppressionof ovarian hormonalactivity
in somewomen,although measurementof serumprogesteroneindicatedthattherewasno hormonal evidence of ovulation in any
of the16 subjects.Theimpact of themodest increasein levonorgestrelclearance,andthe changes in serumFSHandLH, on
ovarian ovulatory activity is unknown (seesection 4.4).Theeffectsof dosesof lamotrigineother than300mg/dayhavenot been
studied andstudieswith otherfemalehormonal preparationshavenot beenconducted.

Interactions involving other medicinal products
In astudy in 10 male volunteers,rifampicin increasedlamotrigineclearanceanddecreasedlamotrigine half-life due to induction
of thehepaticenzymesresponsiblefor glucuronidation.In patientsreceiving concomitant therapywith rifampicin, theappropriate
treatmentregimenshouldbeused(seesection4.2).

In astudy in healthy volunteers,lopinavir/ritonavir approximately halvedtheplasmaconcentrationsof lamotrigine,probably by
induction of glucuronidation.In patientsreceiving concomitanttherapywith lopinavir/ritonavir,theappropriatetreatmentregimen
shouldbeused(seesection 4.2).

4.6 Pregnancy and lactation

Risk related to antiepileptic drugs in general
Speciali st adviceshouldbegivento womenwhoareof childbearing potential. Theneedfor treatment with AEDsshould be
reviewedwhen a womanis planning to becomepregnant. In womenbeing treatedfor epilepsy,suddendiscontinuation of AED
therapy shouldbeavoidedasthis maylead to breakthroughseizuresthatcouldhave seriousconsequencesfor thewoman andthe
unborn child.

Theriskof congenitalmalformations is increasedby a factor of 2 to 3 in theoffspringof mothers
treatedwith AEDs comparedwith theexpectedincidence in the generalpopulation of approximately 3%. Themostfrequently
reporteddefectsarecleft lip, cardiovascularmalformationsandneuraltube defects.Therapy with multiple AEDs is associated
with a higherrisk of congenitalmalformations thanmonotherapy andthereforemonotherapyshould beusedwheneverpossible.

Irish Medicines Board

______________________________________________________________________________________________________________________

Date Printed 23/12/2008 CRN 2050511 page number: 15



Risk relatedto lamotrigine

Pregnancy
Epidemiological studies involving in total approximately 2000women exposedto lamotrigine
monotherapy duringpregnancycannotexcludeanincreasedrisk for congenital malformations.Oneregistry hasreportedan
increasedincidenceof facial clefts.Otherdatasetshavenot confirmed this finding. Animal studieshaveshowndevelopmental
toxicity (seesection5.3).

If therapy with Lamotrigineis considerednecessaryduring pregnancy,the lowestpossible therapeutic doseis recommended.

Lamotriginehas aslight inhibitory effecton dihydrofolic acidreductaseand could therefore
theoretically leadto anincreasedrisk of embryofoetal damageby reducing folic acid levels (see
section 4.4). Intake of folic acidwhenplanning pregnancyand during earlypregnancymaybe
considered.
Physiological changesduring pregnancy mayaffect lamotrigine levelsand/or therapeutic effect. Therehavebeenreportsof
decreased lamotrigineplasmalevelsduring pregnancywith apotential risk of lossof seizure control. After birth lamotrigine levels
mayincreaserapidly with a risk of dose-related adverse events.Therefore lamotrigineserumconcentrations shouldbemonitored
before,during andafterpregnancy,as well asshortly afterbirth. If necessary, thedoseshould beadaptedto maintain the
lamotrigineserum concentration at thesamelevel asbeforepregnancy,or adaptedaccordingto clinical response. In addition,
dose-relatedundesirableeffectsshouldbemonitoredafter birth.

Lactation
Dataindicatethatlamotriginepassesinto breastmilk. In somebreast-fed infants,theserum
concentrationsof lamotriginereachedlevelsat whichpharmacological effectsmayoccur.

Thepotentialbenefitsof breast-feedingshould beweighedagainst thepotential risk of adverseeffects occurring in theinfant.
Should a woman decideto breast-feed while on therapywith lamotrigine, theinfant should bemonitoredfor adverseeffects.

Fertility
Animal experimentsdid not revealimpairmentof fertility by lamotrigine (seesection5.3).

4.7 Effects on ability to drive and use machines

As thereis individual variationin responseto all AED therapy,patientstaking Lamotrigineto treatepilepsyshouldconsulttheir
physicianon thespecific issuesof driving and epilepsy.

No studieson theeffects on theability to drive andusemachineshavebeenperformed.Two volunteerstudieshavedemonstrated
thattheeffectof lamotrigineon fine visualmotor co-ordination, eyemovements, body swayand subjectivesedative effects did
not differ from placebo.In clinical trialswith lamotrigine adversereactionsof aneurologicalcharactersuchasdizzinessand
diplopia havebeenreported.Therefore,patientsshouldseehow Lamotrigine therapyaffectsthembeforedriving or operating
machinery.

4.8 Undesirable effects

Theundesirable effectshavebeendividedinto epilepsy and bipolarspecifi c sectionsbasedon thedatacurrently available.
However,bothsectionsshouldbeconsultedwhenconsideringtheoverall safetyprofile of lamotrigine.

Thefollowing convention hasbeenutilisedfor theclassification of undesirableeffects:- Very
common(>1/10),common(>1/100, <1/10), uncommon(>1/1000,<1/100), rare (>1/10,000, <1/1000),very rare(<1/10,000).

Within eachfrequencygrouping, undesirable effectsare presentedin order of decreasingseriousness.
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Epilepsy

Blood and lymphatic system disorders
Very rare: haematologicalabnormalities includingneutropenia, leucopenia,anaemia,thrombocytopenia,pancytopenia,aplastic
anaemia,agranulocytosis.
Haematological abnormalitiesmayor maynot beassociatedwith thehypersensitivitysyndrome(seeImmunesystem
disorders**).

Immunesystemdisorders
Very rare: hypersensitivitysyndrome**(including suchsymptomsas,fever, lymphadenopathy,facial oedema,abnormalitiesof
theblood andliver, disseminatedintravascularcoagulation,multi-organfailure).

**Rashhas alsobeenreportedas part of ahypersensitivity syndromeassociatedwith avariablepatternof systemic symptoms
includingfever, lymphadenopathy,facial oedemaandabnormalitiesof thebloodandliver. The syndromeshowsa widespectrum
of clinical severityandmay,rarely,leadto disseminatedintravascularcoagulationandmultiorganfailure. It is importantto note
thatearlymanifestationsof hypersensitivity (for example fever, lymphadenopathy) maybe presenteven thoughrashis not
evident.If such signsand symptomsarepresent, thepatientshould beevaluated immediately andLamotrigine discontinuedif an
alternativeaetiology cannotbe established.

Psychiatric disorders
Common:aggression,irritability.
Very rare: confusion,hallucinations,tics.

Nervous system disorders
During monotherapyclinical trials:
Very common: headache.
Common:somnolence,dizziness,tremor, insomnia.
Uncommon:ataxia.
Rare:nystagmus.

During otherclinicalexperience:
Very common: somnolence,ataxia,dizziness,headache.
Common:nystagmus,tremor,insomnia.
Very rare: agitation, unsteadiness, movementdisorders,worsening of Parkinson'sdisease,
extrapyramidaleffects,choreoathetosis,increase in seizure frequency.

Therehavebeenreportsthatlamotriginemayworsenparkinsonian symptomsin patientswith pre-existingParkinson’sdisease,
andisolatedreportsof extrapyramidal effects andchoreoathetosis in patientswithout this underlying condition.

Eye disorders
During monotherapyclinical trials:
Uncommon:diplopia,blurredvision.

During otherclinicalexperience:
Very common: diplopia, blurredvision.
Rare:conjunctivitis.

Gastrointestinal disorders
During monotherapyclinical trials:
Common:nausea,vomiting, diarrhoea.

During otherclinicalexperience:
Very common: nausea,vomiting.
Common:diarrhoea.

Hepato-biliary disorders
Very rare: hepatic failure, hepaticdysfunction, increasedliver function tests.
Hepatic dysfunctionusually occurs in association with hypersensitivity reactionsbut isolatedcaseshavebeenreportedwithout
overt signsof hypersensitivity.
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Skin and subcutaneous tissue disorders
Very common: skin rash.
Rare:Stevens–JohnsonSyndrome.
Very rare: toxic epidermalnecrolysis.

In double-blind, adjunctiveclinical trials in adults,skin rashesoccurredin up to 10%of patients takinglamotrigine andin 5% of
patients takingplacebo. Theskin rashesled to thewithdrawal of lamotrigine treatmentin 2% of patients.Therash,usually
maculopapular in appearance,generallyappearswithin eightweeksof starting treatmentandresolvesonwithdrawalof
Lamotrigine(seesection4.4).

Seriouspotentiallylife-threateningskin rashes, including Stevens–Johnsonsyndromeandtoxic epidermalnecrolysis (Lyell ’ s
Syndrome)havebeenreported. Althoughthemajority recoveron withdrawalof lamotrigine treatment,somepatientsexperience
irreversible scarring and therehavebeenrarecasesof associateddeath(seesection 4.4).

Theoverallrisk of rash, appearsto bestrongly associated with:
- high initial dosesof lamotrigine andexceeding therecommendeddoseescalation of lamotrigine therapy(seesection 4.2)
- concomitant use of valproate(seesection 4.2).

Rash hasalsobeenreportedaspartof ahypersensitivi ty syndromeassociated with a variablepatternof systemicsymptoms(see
Immunesystemdisorders**).

Musculoskeletal and connective tissue disorders
Very rare: lupus-like reactions.

General disorders and administration site conditions
Common:tiredness.

Bipolar Disorder
Theundesirable effectsbelowshouldbeconsideredalongsidethoseseenin epilepsyfor anoverallsafetyprofile of lamotrigine.

Nervous system disorders
During bipolardisorder clinical trials:
Very common: headache.
Common:agitation, somnolence,dizziness.

Gastrointestinal disorders
During bipolardisorder clinical trials:
Common:dry mouth

Skin and subcutaneous tissue disorders
During bipolardisorder clinical trials:
Very common: skin rash.
Rare:Stevens–JohnsonSyndrome.

Whenall bipolardisorderstudies(controlled and uncontrolled) conductedwith lamotrigineareconsidered,skin rashesoccurredin
12%of patientson lamotrigine.Whereas,in controlled clinical trials with bipolardisorderpatients,skin rashesoccurredin 8% of
patients takinglamotrigine andin 6% of patientstakingplacebo.

Musculoskeletal and connective tissue disorders
During bipolardisorder clinical trials:
Common:arthralgia.

General disorders and administration site conditions
During bipolardisorderclinical trials:
Common:pain, backpain.
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4.9 Overdose

Symptomsandsigns
Acuteingestion of dosesin excessof 10 to 20 timesthe maximumtherapeutic dosehasbeen reported.Overdosehasresultedin
symptomsincluding nystagmus,ataxia, impairedconsciousnessand coma.

Treatment
In theevent of overdosage,thepatientshouldbeadmitted to hospital andgivenappropriatesupportivetherapy.Therapy aimed at
decreasing absorption (activatedcharcoal,laxativeor gastriclavage) shouldbeperformedif indicated.Thereisno experiencewith
haemodialysisastreatmentof overdose.
In six volunteerswith kidneyfailure,20%of thelamotriginewasremoved from the bodyduringa4-hourhaemodialysis session
(seesection 5.2).

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group:other antiepileptics,ATC code:N03AX09.

Mechanismof action

Theresultsof pharmacologicalstudiessuggestthat lamotrigine is ause- and voltage-dependentblocker of voltagegatedsodium
channels.It inhibits sustained repetitivefiring of neuronesand inhibits releaseof glutamate(theneurotransmitter which plays a
key role in thegenerationof epilepticseizures).Theseeffectsare likely to contributeto theanticonvulsantpropertiesof
lamotrigine.

In contrast,themechanismsby which lamotrigine exertsits therapeuticaction in bipolar disorderhavenot beenestablished,
althoughinteractionwith voltagegatedsodium channelsis likely to beimportant.

Pharmacodynamiceffects

In testsdesignedto evaluatethecentralnervoussystemeffectsof medicinal products,theresults obtainedusing dosesof 240mg
lamotrigineadministeredto healthyvolunteersdid notdiffer from placebo,whereasboth 1000mg phenytoin and10 mg diazepam
eachsignificantly impaired fine visualmotor co-ordination and eye movements, increasedbodyswayand produced subjective
sedative effects.

In another study,singleoral dosesof 600mg carbamazepinesignificantlyimpairedfine visualmotor co-ordinationandeye
movements, while increasingbothbodysway andheartrate, whereasresults with lamotrigineatdosesof 150 mg and300 mg did
not differ from placebo.

Clinical efficacy andsafety in children aged1 to 24 months
Theefficacyandsafetyof adjunctivetherapy in partial seizures in patientsaged1 to 24monthshasbeenevaluatedin asmall
double-blind placebo-controlledwithdrawal study.Treatmentwasinitiatedin 177 subjects,with a dosetitrationschedulesimilar
to that of children aged2 to 12years.

Lamotrigine2 mg tabletsarethelowest strengthavailable, therefore thestandarddosing schedule wasadaptedin somecases
during thetitrationphase(for example,by administering a 2 mg tabletonalternatedayswhenthecalculateddosewaslessthan 2
mg). Serum levels weremeasuredat theend of week2 of titrationand thesubsequent doseeither reducedor not increasedif the
concentrationexceeded0.41µg/mL, the expectedconcentrationin adultsat this timepoint.Dosereductionsof up to 90% were
requiredin somepatientsat theendof week 2. Thirty-eight responders(> 40% decreasein seizurefrequency) were randomised to
placeboor continuationof lamotrigine.Theproportion of subjectswith treatmentfailure was84%(16/19subjects) in theplacebo
arm and 58%(11/19subjects)in thelamotrigine arm.Thedif ferencewasnot statistically significant: 26.3%,CI95%-2.6% < >
50.2%,p=0.07.

A total of 256subjectsbetween1 to 24monthsof agehave beenexposedto lamotrigine in the doserange1 to 15 mg/kg/dayfor
up to 72 weeks.Thesafetyprofile of lamotrigine in children aged1 month to 2 yearswassimilar to that in olderchildrenexcept
thatclinically significant worsening of seizures(>=50%)wasreportedmoreoftenin children under2 yearsof age(26%)as
compared to olderchildren(14%).
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Clinical efficacy andsafety in Lennox-Gastautsyndrome

Thereare no datafor monotherapy in seizuresassociatedwith Lennox-Gastautsyndrome.

Clinical efficacy in thepreventionof mood episodes in patientswith bipolar disorder

Theefficacyof lamotriginein theprevention of moodepisodes in patientswith bipolar I disorderhasbeenevaluatedin two
studies.

Study SCAB2003wasamulticentre,double-blind, double dummy,placebo and lithium-controlled,randomisedfixed dose
evaluation of thelong-termpreventionof relapseand recurrenceof depressionand/or mania in patientswith bipolarI disorder
whohad recentlyor werecurrentlyexperiencing a majordepressiveepisode.Oncestabilised using lamotrigine monotherapyor
adjunctive therapy,patientswererandomlyassignedinto oneof five treatment groups: lamotrigine (50,200,400mg/day), li thium
(serum levels of 0.8 to 1.1 mMol/L) or placebofor amaximumof 76 weeks(18 months).Theprimary endpointwas"Timeto
Interventionfor a MoodEpisode(TIME)", wheretheinterventionswereadditional pharmacotherapyor electroconvulsivetherapy
(ECT).StudySCAB2006hadasimilar design asstudy SCAB2003,but differedfrom study SCAB2003in evaluatinga flexible
doseof
lamotrigine(100 to 400mg/day)andincluding patientswith bipolar I disorderwho hadrecentlyor werecurrently experiencing a
manic episode.Theresults 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 I disorder

In supportive analysesof time to first depressive episodeand time to firstmanic/hypomanic or mixedepisode,thelamotrigine-
treatedpatientshadsignificantlylongertimesto first depressiveepisodethanplacebopatients,and thetreatment differencewith
respectto timeto manic/hypomanicor mixedepisodeswasnot statistically significant.

Theefficacyof lamotriginein combinationwith moodstabilisershasnot been adequatelystudied.

Suicidality analysis

Theincidenceof suicidalideationandbehaviour wasevaluatedin a pooledanalysis of placebo-controlled clinical trials with
lamotrigineinvolving a total of 6467patientsfrom anumber of indications.

‘Proportion’ of patients being event free at week 76
Study SCAB2003
Bipolar I

Study SCAB2006
Bipolar I

Inclusioncriterion Major depressiveepisode Major manicepisode

Lamotrigine Lithium Placebo Lamotrigine Lithium Placebo

Interventionfree 0.22 0.21 0.12 0.17 0.24 0.04

p-valueLog rank
test

0.004 0.006 - 0.023 0.006 -

Depressionfree 0.51 0.46 0.41 0.82 0.71 0.40

p-valueLog rank
test

0.047 0.209 - 0.015 0.167 -

Freeof mania 0.70 0.86 0.67 0.53 0.64 0.37

p-valueLog rank
test

0.339 0.026 - 0.280 0.006 -
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In thesubsetof bipolar disorder trials, therateof events wasnumerically, but not statistically significantly,greater for lamotrigine
(29/1212[2.4%]) comparedwith placebo(19/1054[1.8%]).

In a pooledanalysisof psychiatricindications,eventsweremorecommonin thefirst month of treatment,in patients taking
lamotrigine. Behaviouraleventsweremorecommon in males.

In thesubsetof epilepsy trials, therewereno statistically significant differencesin the rateof eventsbetween lamotrigineand
placebo.Al thoughthenumber of suicidal ideationandbehavioureventswastoo low (6/1073[0.6%] on lamotrigineand2/805
[0.3%] on placebo)to allow a definitive comparisonbetweentreatmentgroups, therelativerate reportedfrom this lamotrigine
analysis is consistentwith thereportedclasseffectfor AEDs (seesection 4.4).

Study of theeffect of lamotrigine on cardiacconduction

A study in healthy adult volunteersevaluatedtheeffectof repeat doses of lamotrigine (up to 400mg/day)on cardiacconduction,
asassessedby 12-lead ECG. Therewasno clinically significant effect of lamotrigineon QT intervalcomparedto placebo.

5.2 Pharmacokinetic properties

Absorption

Lamotrigineis rapidly andcompletely absorbedfrom thegut with no significant first-passmetabolism.Peakplasma
concentrationsoccurapproximately2.5hoursafteroral administration of lamotrigine. Time to maximum concentration is slightly
delayedafterfood but theextentof absorption is unaffected.Thereis considerableinter-individual variationin steadystate
maximum concentrationsbut within anindividual, concentrationsrarelyvary.

Distribution

Binding to plasmaproteinsis about 55%;it is very unlikely thatdisplacement from plasmaproteins would resultin toxicity.
Thevolumeof distributionis 0.92 to 1.22L/kg.
Metabolism
UDP-glucuronyltransferaseshavebeenidentif iedas theenzymesresponsiblefor metabolismof
lamotrigine.

Lamotrigineinducesits own metabolism to amodestextentdepending ondose.However,thereis no evidencethatlamotrigine
affects the pharmacokineticsof other AEDs anddata suggestthat
interactionsbetween lamotrigineandmedicinal productsmetabolisedby cytochromeP450enzymesareunlikely to occur.

Elimination

Theapparentplasmaclearance in healthy subjects isapproximately 30 mL/min. Clearanceof
lamotrigineis primarily metabolicwith subsequenteliminationof glucuronide-conjugatedmaterialin urine.Lessthan10% is
excreted unchangedin theurine.Only about 2% of lamotrigine-relatedmaterial is excretedin faeces.Clearanceand half -life are
independentof dose.Theapparent plasmahalf-life in healthy subjectsis estimatedto beapproximately 33 hours(range14 to 103
hours). In a studyof subjectswith Gilbert'sSyndrome,meanapparentclearancewasreducedby 32%comparedwith normal
controls but thevaluesare within therangefor thegeneral population.

Thehalf-lif e of lamotrigineis greatlyaffectedby concomitantmedicinalproducts.Meanhalf-li fe is reducedto approximately 14
hourswhengivenwith glucuronidation-inducingmedicinal productssuchascarbamazepine and phenytoin andis increasedto a
mean of approximately 70hourswhenco-administeredwith valproatealone (seesection4.2).

Linearity

Thepharmacokineticsof lamotriginearelinearup to 450mg, the highest singledosetested.

Special patient populations
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Children
Clearanceadjustedfor bodyweightis higherin childrenthan in adultswith thehighestvaluesin childrenunder five years. The
half -life of lamotrigine is generally shorterin childrenthanin adults with a meanvalue of approximately 7 hours whengivenwith
enzyme-inducingmedicinal productssuchascarbamazepineand phenytoinand increasingto meanvaluesof 45 to 50 hourswhen
co-administeredwith valproatealone(seesection 4.2).

Infants aged 2 to 26 months
In 143paediatricpatientsaged2 to 26 months,weighing 3 to 16 kg, clearancewas reducedcomparedto older childrenwith the
samebody weight, receivingsimilar oral dosesperkg body weightaschildren older than2 years. Themeanhalf-life was
estimatedat 23hoursin infantsyoungerthan 26monthson enzyme-inducing therapy, 136hourswhenco-administeredwith
valproateand38hoursin subjectstreated without enzymeinducers/inhibitors.Theinter-individualvariability for oral clearance
washigh in thegroupof paediatric patientsof 2 to 26months(47%). Thepredictedserumconcentration levelsin childrenof 2 to
26 monthswerein general in thesamerangeasthosein olderchildren, though higherCmaxlevels arelikely to beobserved in
somechildrenwith a body weight below10 kg.

Elderly
Resultsof apopulation pharmacokineticanalysisincluding both youngandelderly patientswith
epilepsy,enrolled in thesametrials, indicatedthat theclearanceof lamotriginedid not changeto a clinically relevantextent.After
single dosesapparentclearancedecreasedby 12%from 35 mL/min atage20 to 31 mL/min at 70 years.Thedecreaseafter48
weeksof treatmentwas10%from 41 to 37 mL/min betweentheyoungandelderly groups.In addition, pharmacokinetics of
lamotriginewasstudiedin 12 healthyelderlysubjects following a 150mg single dose.Themeanclearancein theelderly (0.39
mL/min/kg) lieswithin therangeof themeanclearancevalues(0.31to 0.65mL/min/kg) obtainedin nine studieswith non-elderly
adultsaftersingle dosesof 30 to 450mg.

Renal impairment
Twelvevolunteerswith chronicrenalfailure,andanother six individualsundergoing hemodialysiswere eachgivena single 100
mg doseof lamotrigine. Meanclearances were 0.42mL/min/kg (chronic renalfailure),0.33mL/min/kg (between hemodialysis)
and1.57mL/min/kg (duringhemodialysis), comparedwith 0.58mL/min/kg in healthy volunteers. Meanplasmahalf-liveswere
42.9 hours(chronicrenal failure), 57.4hours(betweenhemodialysis) and 13.0hours(duringhemodialysis),comparedwith 26.2
hours in healthy volunteers.On average,approximately20%(range= 5.6to 35.1)of theamount of lamotrigine presentin the
body waseliminatedduringa 4-hourhemodialysis session.

For thispatientpopulation,initial doses of lamotrigine should be basedon the patient’s concomitantmedicinalproducts;reduced
maintenance dosesmaybeeffectivefor patientswith significant renalfunctionalimpairment (seesections4.2and4.4).

Hepatic impairment
A single dosepharmacokineticstudywasperformedin 24 subjectswith variousdegreesof hepatic impairmentand12 healthy
subjects ascontrols.Themedian apparentclearanceof lamotriginewas0.31,0.24or 0.10mL/min/kg in patientswith GradeA, B,
or C (Child-PughClassification)hepaticimpairment, respectively, comparedwith 0.34 mL/min/kg in thehealthy controls. Initial,
escalation and maintenancedoses shouldgenerallybereducedin patientswith moderate or severehepatic impairment(seesection
4.2).

5.3 Preclinical safety data

Non-clinical data revealno specialhazardfor humansbased on studiesof safetypharmacology,
repeated dosetoxicity, genotoxicity andcarcinogenicpotential.

In reproductive anddevelopmental toxicity studiesin rodentsandrabbits,no teratogenic effectsbut reducedfoetal weight and
retardedskeletal ossificationwereobserved,atexposure levelsbelow or similar to theexpectedclinical exposure. Sincehigher
exposurelevelscouldnot betestedin animalsdueto theseverity of maternal toxicity, theteratogenicpotential of lamotriginehas
not been characterisedaboveclinical exposure.

In rats,enhancedfoetalas well as post-natal mortality wasobservedwhenlamotriginewas
administered duringlategestationandthrough theearly post-natal period. Theseeffectswere
observedat theexpected clinical exposure.

In juvenile rats,aneffecton learningin theBiel mazetest,a slight delayin balanopreputialseparationandvaginalpatencyanda
decreased postnatalbody weightgainin F1 animalswereobservedatexposuresapproximately two-timeshigherthanthe
therapeutic exposuresin humanadults.
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Animal experimentsdid not revealimpairmentof fertility by lamotrigine.Lamotriginereducedfoetalfolic acidlevels in rats.
Folic acid deficiencyis assumedto beassociatedwith anenhanced risk of congenitalmalformationsin animals aswell asin
humans.

Lamotriginecausedadose-relatedinhibition of thehERG channel tail currentin humanembryonic kidneycells. TheIC50was
approximately nine-timesabovethemaximumtherapeutic freeconcentration. Lamotrigine did not causeQT prolongationin
animals at exposuresup to
approximately two-timesthemaximumtherapeuticfreeconcentration. In a clinical study, therewas no clinically significanteffect
of lamotrigineon QT intervalin healthy adult volunteers(see
section 5.1).

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

MicrocrystallineCellulose
Cal carb4450PG(containscalcium carbonateand maltodextrin)
Crospovidone
Povidone
Aspartame(E951)
Low substitutedHydroxypropylcellulose
MixedBerriesflavour(Contains flavouring substances,maltodextrin andglyceryl triacetate)
Magnesium stearate
Colloidal anhydrous silica
Talc

6.2 Incompatibilities

Not applicable

6.3 Shelf Life

2 years

6.4 Special precautions for storage

Do not storeabove25ºC. Store in theoriginal packagein orderto protectfrom moisture

6.5 Nature and contents of container

Unit doseblisterpack,whichcomprises of clear, transparent PVC film coated with PVdCon onesideandhardtempered
aluminium foil coatedwith heatseal lacqueron theotherside.Packedin cardboardcartons,

or

Cold form blisterpackcomprising of cold form blisterlaminate (havingthefollowing structure: orientedpolyamide,aluminium
foil, fi lm polyvinyl chloride) on oneside andhardtemperedaluminium foil coatedwith heatseallacqueron theotherside.Packed
in cardboard cartons.

PVC/PVDC/Aluminium blister packsor polyamide/Aluminium / PVC /Aluminium foil blister containing 1,2,4,7,10,14,28,30,
56,98 and 100dispersible tablets.

Not all pack sizes maybemarketed
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6.6 Special precautions for disposal

Any unusedproduct or wastematerialshouldbedisposed of in accordancewith local requirements.

7 MARKETING AUTHORISATION HOLDER

Ranbaxy IrelandLimited
Spafield Road
Cork Road
Cashel
Co Tipperary
Ireland

8 MARKETING AUTHORISATION NUMBER

PA 408/71/4

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof First Authorisation: 19thDecember 2008

10 DATE OF REVISION OF THE TEXT
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