
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Lamoro25mgDispersibleTablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tabletcontains25mgof lamotrigine.
Excipient:eachtabletcontains1.88mgof aspartame(E951).

For a full li st of theexcipients,see6.1.

3 PHARMACEUTICAL FORM

Dispersible tablet.

Lamoro25mgDispersibleTabletsarewhite to off-white, roundtabletsplain onbothsides(approx.5.6mm in
diameter).

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Epilepsy:

Adults and adolescents aged 13 years and above

� Adjunctiveor monotherapytreatmentof partial seizuresandgeneralisedseizures,including tonic-clonic seizures
� Seizuresassociatedwith Lennox-GastautSyndrome.Lamorois givenasadjunctive therapybut maybetheinitial

antiepileptic drug(AED) to startwith in Lennox-Gastautsyndrome.

Children and adolescents aged 2 to 12 years

� Adjunctivetreatmentof partialseizuresand generalisedseizures,includingtonic-clonic seizuresandtheseizures
associatedwith Lennox-GastautSyndrome.

� Monotherapyof typical absenceseizures.

Bipolar disorder
Adults aged 18 years and above

� Preventionof depressive episodesin patients with bipolar I disorderwho experiencepredominantlydepressive
episodes(seesection5.1).

Lamorois not indicatedfor theacutetreatmentof manic or depressiveepisodes.

4.2 Posology and method of administration

LAMORO DispersibleTabletsmaybechewed, dispersedin a small volumeof water(at leastenoughto coverthe
whole tablet) or swallowedwholewith a littlewater.

If acalculateddoseof lamotrigine (e.g.for usein children(epilepsyonly) or patientswith hepaticimpairment)cannot
bedividedinto multiple lower strengthtablets, thedoseto beadministered is thatequalto thenearestlowerstrengthof
whole tablets.
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Restarting Therapy
Prescribersshouldassesstheneedfor escalation to maintenancedosewhenrestarting Lamotrigine in patients whohave
discontinuedLamotriginefor anyreason,sincetherisk of seriousrashis associatedwith high initial dosesand
exceedingtherecommendeddoseescalation for Lamotrigine(see4.4). Thegreatertheinterval of timesincethe
previousdose,themoreconsiderationshouldbegiven to escalation to themaintenancedose.Whentheintervalsince
discontinuingLamotrigineexceedsfive half -lives (see5.2), Lamotrigineshouldgenerallybeescalatedto the
maintenancedoseaccordingto theappropriate schedule.

It is recommendedthatLamotriginenot berestartedin patients whohavediscontinueddueto rashassociatedwith prior
treatmentwith Lamotrigineunless thepotential benefit clearly outweighstherisk.

Epilepsy
Therecommendeddoseescalationandmaintenancedosesfor adultsandadolescentsaged 13yearsandabove(Table 1)
and for childrenandadolescentsaged2 to 12years(Table2) aregivenbelow. Becauseof a risk of rashtheinitial dose
and subsequentdoseescalationshouldnot beexceeded(seesection 4.4).

Whenconcomitant AEDs arewithdrawnor otherAEDs/medicinal products areaddedon to treatmentregimes
containinglamotrigine,considerationshouldbegivento theeffect this mayhaveon lamotriginepharmacokinetics(see
section4.5).

Table 1: Recommended treatment regimen in EPILEPSY for adults and children 13 years of age and older
Treatment regimen Weeks 1

+ 2
Weeks 3
+ 4

Maintenance Dose

Monotherapy 25
mg/day
(oncea
day)

50
mg/day
(oncea
day)

100– 200mg/day
(onceadayor two
divideddoses)
To achieve
maintenance,doses
maybeincreasedby
50 – 100mgevery
oneto two weeks
until optimal
response is achieved
500mg/dayhasbeen
requiredby some
patientsto achieve
desiredresponse

Add-on therapywith valproateregardlessof
any concomitant medications(seesection4.5)

12.5
mg/day
(givenas
25mgon
alternate
days)

25
mg/day
(oncea
day)

100– 200mg/day
(onceadayor two
divideddoses)
To achieve
maintenance,doses
maybeincreasedby
maximumof 25– 50
mg everyoneto two
weeksuntil optimal
response is achieved

Add-on therapywithout
valproateandwith
inducersof lamotrigine
glucuronidation

This dosage
regimenshould be
usedwithout
valproatebut with:
phenytoin
carbamazepine,
phenobarbitone,
primidone

50
mg/day
(oncea
day)

100
mg/day
(two
divided
doses)

200–400 mg/day
(two divideddoses)
To achieve
maintenance,doses
maybeincreasedby
maximumof 100mg
everyoneto two
weeksuntil optimal
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Table 2: Recommended treatment regimen in EPILEPSY for children aged 2-12 years (Total daily dose in
mg/kg bodyweight/day)

rifampicin
lopinavir/ritonavir

response is achieved
700mg/dayhasbeen
requiredby some
patientsto achieve
desiredresponse

Add-on therapywithout
valproateandwithout
inducersof lamotrigine
glucuronidation

This dosage
regimenshould be
usedwith other
medicinalproducts
that donot
significantly inhibit
or induce
lamotrigine
glucuronidation

25
mg/day
(oncea
day)

50
mg/day
(oncea
day)

100– 200mg/day
(onceadayor two
divideddoses)
To achieve
maintenance,doses
maybeincreasedby
maximumof 50–
100mgevery oneto
two weeks until
optimal responseis
achieved

In patientstakingAED’s wherethepharmacokineticinteractionwith Lamotrigineis
currentlynot known(see Interactions), thetreatment regimenasrecommended for
Lamotriginewith concurrentvalproateshouldbeused.

Treatment regimen Weeks 1 +
2

Weeks 3 +
4

Maintenance Dose

Monotherapy of typical
absence seizures

0.3
mg/kg/day
(onceaday
or two
divided
doses)

0.6
mg/kg/day
(onceaday
or two
divided
doses)

1 – 15 mg/kg/day(onceadayor
two divideddoses)
To achievemaintenance,doses
maybeincreasedby maximum
of 0.6mg/kgeveryoneto two
weeksuntil optimal responseis
achieved,with amaximum
maintenancedoseof 200mg/day

Add-on therapywith valproate
regardlessof anyother
concomitantmedication

0.15
mg/kg/day*
(onceaday)

0.3
mg/kg/day
(onceaday)

1 – 5 mg/kg/day
(onceadayor two divided
doses)
To achievemaintenance,doses
maybeincreasedby maximum
of 0.3mg/kgeveryoneto two
weeksuntil optimal responseis
achieved,with amaximum
maintenancedoseof 200
mg/day

Add-on
therapy
without
valproate

With inducersof
Lamotrigine
glucuronidation
e.g.phenytoin,
carbamazepine,
phenobarbitone,
primidone
Rifampicin,
Lopinavir/ritonavir

0.6
mg/kg/day
(two divided
doses)

1.2
mg/kg/day
(two
divided
doses)

5 – 15 mg/kg/day
(onceadayor two divided
doses)
To achievemaintenance,doses
maybeincreasedby maximum
of 1.2mg/kgeveryoneto two
weeksuntil optimal responseis
achieved,with amaximum
maintenancedoseof 400
mg/day

Without inducersor
inhibitors of
Lamotrigine

0.3 mg/kg
(one or two
divided

0.6 mg/kg
(oneor two
divided

1 – 10 mg/kg(maximumof 200
mg/day)
(onceadayor two divided
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To ensurea therapeutic doseis maintained theweight of thechild mustbemonitoredandthedosereviewedasweight
changesoccur.It is likely thatpatientsaged2-6 yearswill require amaintenancedoseat thehigherendof the
recommendedrange.
If epileptic controlis achievedwith adjunctive treatment, concomitant AEDsmaybewithdrawnandpatientscontinued
on Lamoromonotherapy.

Children below 2 years
Therearelimiteddataon theefficacyandsafety of lamotriginefor adjunctive therapyof partial seizuresin children
aged1 monthto 2 years(seesection 4.4).There arenodata in children below1 monthof age.ThusLamorois not
recommendedfor usein childrenbelow2 years of age.If, basedonclinical need, adecisionto treat is nevertheless
taken, seesection4.4,5.1and5.2.

Bipolar disorder
Therecommendeddoseescalationandmaintenancedosesfor adultsof 18years of ageandabovearegivenin the
tablesbelow.Thetransitionregimeninvolvesescalating thedoseof lamotrigineto amaintenancestabilisation dose
over six weeks(Table3) afterwhichother psychotropic medicinal products and/orAEDs canbewithdrawn,if
clinically indicated(Table4). Thedoseadjustments following addition of other psychotropicmedicinalproductsand/or
AEDsarealsoprovidedbelow(Table5). Becauseof therisk of rashtheinitial doseandsubsequentdoseescalation
should notbeexceeded(seesection4.4).

Table 3: Recommended dose escalation to the maintenance total daily stabilisation dose for adults (over 18 years
of age) treated for Bipolar Disorder

glucuronidation

(seesection4.5)

doses) doses) doses)
To achievemaintenance,doses
maybeincreasedby maximum
of 0.6mg/kgeveryoneto two
weeksuntil optimal responseis
achieved,with amaximum
maintenancedoseof 200
mg/day

In patientstakingAED’s wherethepharmacokineticinteractionwith Lamotrigineis
currentlynot known(see Interactions), thetreatment regimenasrecommended for
Lamotriginewith concurrentvalproateshouldbeused.

* NOTE: - If thecalculateddaily dose in patientstakingvalproateis 1 to 2 mg, then 2 mg
Lamotriginemaybetakenonalternatedays for thefirst two weeks.If thecalculateddaily
dosein patientstakingvalproateis lessthan1 mg, thenLamotrigine shouldnot be
administered.

Treatment
Regimen

Weeks 1-2 Weeks 3-4 Week 5 Target Stabilisation Dose
(Week 6)**

a) Monotherapy
with Lamotrigine
or
Adjunct therapy
without
Valproateand
withoutinducers
of Lamotrigine
glucuronidation
(seesection4.5)

25mg/day
(onceaday)

50 mg/day
(onceadayor
two divided
doses)

100mg/day
(onceadayor
two divided
doses)

200mg/day– usual target
dosefor optimal response
(onceadayor two divided
doses)
Dosesin therange
100 - 400mg/dayusedin
clinical trials

b) Adjunct
therapywith
inhibitorsof
Lamotrigine

12.5 mg/day
(given25mg
alternate
days)

25 mg/day
(onceaday)

50 mg/day
(onceadayor
two divided
doses)

100mg/day – usualtarget
dosefor optimal response
(onceadayor two divided
doses)
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**The Target stabilisation dose will alter depending on clinical response.

Table 4: Adults aged 18 years and above – maintenance stabilization total daily dose following withdrawal of
concomitant medicinal products in treatment of bipolar disorder
Once the target daily maintenance stabilization dose has been achieved, other medicinal products may be
withdrawn as shown below.

glucuronidation
(e.g.valproate)
(seesection4.5)

Maximumdoseof
200mg/daycanbeused
dependingonclinical
response

c) Adjunct
therapywith
inducersof
Lamotrigine
glucuronidation
e.g.phenytoin,
carbamazepine,
phenobarbitone,
primidone
Rifampicin
Lopinavir/ritonavir)
in patientsNOT
takinginhibitors
of Lamotrigine
glucuronidation
(e.g.valproate)

50mg/day
(onceaday
or two
divided
doses)

100 mg/day
(two divided
doses)

200mg/day
(two divided
doses)

300mg/dayin week6,
increasingto 400mg/dayif
necessaryin week7 to
achieveoptimal response
(two divideddoses)

NOTE: In patientstakingpsychotropic medicineswhere thepharmacokinetic interaction
with Lamotrigine is currentlynot known, thedoseescalation asrecommended for
Lamotriginewith concurrentvalproate,shouldbeused.

Treatment Regimen Currentlamotrigine
stabilizationdose
(prior to
withdrawal)

Week 1
(beginningwith
withdrawal)

Week2 Week3
Onwards*

Withdrawal of valproate (inhibitor of lamotrigineglucuronidation– see section 4.5),depending
onoriginal doseof lamotrigine:
Whenvalproate is
withdrawn, double
thestabilization
dose,not exceeding
anincreaseof 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 (seesection4.5),dependingonoriginal
doseof lamotrigine:
This dosage
regimenshouldbe
usedwhenthe
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
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* Dosemaybeincreasedto 400mg/dayasneeded.

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 noclinical experiencein adjusting thelamotriginedaily dosefollowing theadditionof othermedicinal
products.However,basedon interactionstudieswith other medicinal products,thefollowing recommendationscanbe
made:

Discontinuation of Lamotrigine in patients with bipolar disorder:
In clinical trials, therewasno increasein theincidence, severity or typeof adverseexperiencesfollowing abrupt
terminationof Lamotrigineversusplacebo.Therefore,patients may terminateLamotriginewithoutastep-wise
reductionof dose.

Withdrawal of medicinal products that do NOT significantly inhibit or induce lamotrigine
glucuronidation (seesection4.5):
This dosage regimenshouldbeusedwhenother
medicinalproducts thatdonot significantly
inhibit or inducelamotrigine glucuronidationare
withdrawn

Maintaintargetdoseachievedin doseescalation
(200mg/day;two divideddoses)
(doserange100– 400mg/day)

In patientstakingmedicinalproductswherethepharmacokinetic interaction with lamotrigineis
currentlynot known(seesection4.5),thetreatment regimenrecommendedfor lamotrigineis to
initially maintain thecurrentdoseandadjust thelamotriginetreatmentbasedonclinical response.

Treatment Regimen Currentlamotrigine
stabilizationdose
(prior to addition)

Week 1
(beginningwith
addition)

Week2 Week3
Onwards

Addition of valproate (inhibitor of lamotrigineglucuronidation – seesection4.5),dependingon
original doseof lamotrigine:
This dosage
regimenshouldbe
usedwhenvalproate
is added regardless
of anyconcomitant
medicinalproducts

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

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

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

Addition of inducers of lamotrigine glucuronidation in patients NOT taking valproate (see
section 4.5),dependingonoriginal doseof lamotrigine:
This dosage
regimenshouldbe
usedwhenthe
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 (seesection4.5):
This dosage regimenshouldbeusedwhenother
medicinalproducts thatdonot significantly
inhibit or inducelamotrigine glucuronidationare
added

Maintaintargetdoseachievedin doseescalation
(200mg/day;doserange100– 400mg/day)

In patientstakingmedicinalproductswherethepharmacokinetic interaction with lamotrigineis
currentlynot known(seesection4.5),thetreatment regimenasrecommendedfor lamotriginewith
concurrent valproate,shouldbeused.
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Children and adolescents below 18 years
Lamorois not recommendedfor usein children below 18yearsof agedueto a lackof dataonsafetyandefficacy(see
section4.4).

GENERAL DOSING RECOMMENDATIONS FOR LAMOTRIGINE IN SPECIAL PATIENT
POPULATIONS

Women taking hormonal contraceptives
Theuseof anethinyloestradiol/levonorgestrel(30µg/150µg) combinationincreasestheclearanceof lamotrigineby
approximatelytwo-fold, resultingin decreasedlamotriginelevels. Following titration,highermaintenancedosesof
lamotrigine(by asmuchastwo-fold) maybeneeded to attain amaximal therapeuticresponse.During thepill -free
week,a two-fold increasein lamotriginelevels has beenobserved.Dose-relatedadverseeventscannotbeexcluded.
Therefore,considerationshouldbegivento usingcontraceptionwithoutapill -freeweek,asfirst-line therapy(for
example,continuoushormonalcontraceptivesor non-hormonalmethods;see sections4.4and4.5).

Starting hormonal contraceptives in patients already taking maintenance doses of lamotrigine and NOT taking
inducers of lamotrigine glucuronidation
Themaintenancedoseof lamotriginewill in mostcasesneedto beincreasedby asmuchastwo-fold (seesections4.4
and 4.5). It is recommendedthatfrom thetime thatthehormonalcontraceptive is started,thelamotriginedoseis
increasedby 50 to 100mg/dayeveryweek, accordingto theindividual clinical response.Doseincreasesshouldnot
exceedthis rate,unlesstheclinical responsesupportslargerincreases.Measurementof serum lamotrigine
concentrationsbeforeandafterstartinghormonalcontraceptives maybeconsidered, asconfirmationthatthebaseline
concentrationof lamotrigineis beingmaintained.If necessary,thedoseshouldbeadapted.In womentakinga
hormonal contraceptive thatincludesoneweekof inactive treatment("pill -freeweek"),serum lamotriginelevel
monitoringshouldbeconductedduringweek3 of active treatment, i.e. ondays 15 to 21of thepill cycle.Therefore,
consideration shouldbegivento usingcontraceptionwithoutapill -freeweek,asfirst-line therapy(for example,
continuoushormonalcontraceptivesor non-hormonalmethods;seesections4.4and4.5).

Stopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and NOT taking
inducers of lamotrigine glucuronidation
Themaintenancedoseof lamotriginewill in mostcasesneedto bedecreasedby asmuchas50%(see sections 4.4 and
4.5). It is recommendedto graduallydecreasethedaily doseof lamotrigineby 50-100mgeachweek (at a rate not
exceeding25%of thetotal daily doseperweek)overa periodof 3 weeks,unlesstheclinical responseindicates
otherwise.Measurementof serumlamotrigineconcentrationsbeforeandafter stoppinghormonal contraceptivesmay
beconsidered,asconfirmationthatthebaseline concentration of lamotrigineis being maintained.In womenwhowish
to stoptaking a hormonalcontraceptivethatincludesoneweekof inactive treatment("pill -freeweek"),serum
lamotriginelevel monitoringshouldbeconductedduringweek3 of active treatment,i.e. ondays15 to 21of thepill
cycle.Samplesfor assessmentof lamotriginelevelsafterpermanently stoppingthecontraceptive pill shouldnot be
collectedduring thefi rst weekafterstoppingthepill.

Starting lamotrigine in patients already taking hormonal contraceptives
Doseescalationshouldfollow thenormaldoserecommendationdescribedin thetables.

Starting and stopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and
TAKING inducers of lamotrigine glucuronidation
Adjustmentto therecommendedmaintenancedoseof lamotriginemay not berequired.

Use with atazanavir/ritonavir
No adjustmentsto therecommendeddoseescalation of lamotrigineshouldbenecessarywhenlamotrigine is addedto
theexisting atazanavir/ritonavirtherapy.
In patientsalreadytakingmaintenancedosesof lamotrigine andnot taking glucuronidationinducers,thelamotrigine
dosemayneedto beincreasedif atazanavir/ritonavir is added,or decreased if atazanavir/ritonavir is discontinued.
Plasmalamotriginemonitoringshouldbeconductedbeforeandduring2 weeks afterstartingor stopping
atazanavir/ritonavir, in orderto seeif lamotriginedoseadjustmentis needed (seesection4.5).
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Use with lopinavir/ritonavir
No adjustmentsto therecommendeddoseescalation of lamotrigineshouldbenecessarywhenlamotrigine is addedto
theexisting lopinavir/ritonavirtherapy.
In patientsalreadytakingmaintenancedosesof lamotrigine andnot taking glucuronidationinducers,thelamotrigine
dosemayneedto beincreasedif lopinavir/ri tonavir is added, or decreased if lopinavir/ritonaviris discontinued.Plasma
lamotriginemonitoringshouldbeconductedbeforeandduring2 weeksafter startingor stoppinglopinavir/ritonavir, in
orderto seeif lamotriginedose adjustmentis needed (seesection4.5).

Elderly (over 65 years of age):-
No dosageadjustmentfrom recommendedscheduleis required.Thepharmacokineticsof Lamotrigine in this agegroup
doesnot differ significantly from anon-elderly adult population.

Hepatic impairment:-
Initial, escalation andmaintenancedosesshouldgenerally bereducedby approximately50%in patientswith moderate
(Child-Pugh gradeB) and75%in severe(Child-PughgradeC) hepatic impairment.Escalationandmaintenancedoses
should beadjustedaccordingto clinical response(see5.2).

Renal impairment
CautionshouldbeexercisedwhenadministeringLamotrigineto patientswith renalfailure.Forpatientswith end-stage
renal failure, initial dosesof Lamotrigineshouldbebasedonpatients' concomitantsmedications;reducedmaintenance
dosesmaybeeffective for patientswith significantrenal functional impairment. (See4.4).For moredetailed
pharmacokinetic information see5.2.

4.3 Contraindications

Hypersensitivity to theactivesubstanceor any of theexcipientslistedin section6.1.

4.4 Special warnings and precautions for use

Skin Rash
Therehavebeenreportsof adverseskin reactions,whichhavegenerally occurredwithin thefirst eight weeksafter
initiationof lamotriginetreatment. Themajority of rashesaremild andself-limi ting, however, seriousrashesrequiring
hospitalisationanddiscontinuationof lamotriginehavealsobeenreported. Thesehaveincludedpotentiallylife-
threateningrashessuchasStevens-Johnsonsyndrome(SJS),andToxic EpidermalNecrolysis(TEN) andDrug
Reactionwith EosinophiliaandSystemic Symptoms(DRESS)alsoknownashypersensitivitysyndrome(HSS)(see
section4.8).

In adultsenrolledin studiesutilising thecurrentlamotriginedosingrecommendations,theincidenceof seriousskin
rashesis approximately1 in 500in epilepsypatients.Approximately half of thesecaseshavebeenreportedasSJS(1 in
1000). In clinical trials in patients with bipolardisorder,theincidenceof seriousrashis approximately 1 in 1000.

Therisk of seriousskin rashesin childrenis higherthanin adults.Availabledata from anumberof studiessuggestthe
incidenceof rashesassociatedwith hospitalisation in epileptic children is from 1 in 300to 1 in 100.

In children, theinitial presentationof a rashcanbemistaken for an infection, physiciansshouldconsiderthepossibility
of a drugreaction in childrenthatdevelop symptoms of rashand feverduringthefirst eightweeksof therapy.

Additionally, theoverall risk of rashappears to bestrongly associated with:-

� High initial doses of lamotrigineandexceedingtherecommended doseescalationof lamotriginetherapy(see
section4.).

� Concomitantuseof valproate,(seesection 4.2).
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Caution is alsorequiredwhentreatingpatientswith ahistory of allergy or rashto otherAEDsasthefrequency of non-
seriousrashafter treatmentwith lamotriginewasapproximately three timeshigher in thesepatientsthan in those
withoutsuchhistory.

All patients(adults andchildren)whodevelopa rashshouldbepromptly evaluatedandlamotriginewithdrawn
immediatelyunlesstherashis clearlynot relatedto lamotriginetreatment.It is recommended thatLamoronot be
restartedin patientswhohavediscontinued dueto rashassociated with prior treatmentwith lamotrigineunlessthe
potentialbenefitclearlyoutweighstherisk. If thepatient hasdeveloped SJS,TEN or DRESSwith theuseof
lamotrigine,treatmentwith lamotriginemustnot bere-started in this patient at anytime.

Rashhasalsobeenreportedaspartof a hypersensitivi ty syndromeassociatedwith avariablepatternof systemic
symptomsincluding fever,lymphadenopathy,facial oedemaandabnormalit iesof thebloodandliver andaseptic
meningitis (see4.8). Thesyndromeshowsawide spectrum of clinical severity andmay,rarely,leadto disseminated
intravascularcoagulation andmultiorganfailure.It is importantto notethatearly manifestationsof hypersensitivity
(e.g., fever,lymphadenopathy)maybepresenteven thoughrashis notevident.If suchsignsandsymptomsarepresent,
thepatientshouldbeevaluatedimmediately and lamotriginediscontinued if analternativeaetiologycannotbe
established.

Asepticmeningitiswasreversible onwithdrawal of thedrugin mostcases,but recurredin a numberof caseson re-
exposureto lamotrigine.Re-exposureresultedin a rapidreturnof symptomsthatwerefrequentlymoresevere.
Lamotrigineshouldnot berestartedin patientswhohavediscontinued dueto asepticmeningitisassociatedwith prior
treatmentof lamotrigine.

Clinical WorseningandSuicideRisk:
Suicidal ideation andbehaviourhavebeenreportedin patients treatedwith antiepilepticagents in several indications.A
meta-analysis of randomisedplacebocontrolled trials of anti epileptic drugshasalsoshowna small increasedrisk of
suicidal ideation andbehaviour.Themechanismof this risk is not knownandtheavailabledatadonot excludethe
possibility of anincreasedrisk for lamotrigine.

Thereforepatients shouldbemonitoredfor signsof suicidal ideation andbehavioursandappropriatetreatmentshould
beconsidered.Patients (andcaregiversof patients)should beadvisedto seekmedicaladviceshouldsignsof suicidal
ideationor behaviouremerge.

In patientswith bipolar disorder,worsening of depressivesymptomsand/or theemergenceof suicidalitymayoccur
whetheror not theyaretakingmedicationsfor bipolar disorder,includingLamoro.Thereforepatientsreceiving
Lamorofor bipolardisordershould becloselymonitoredfor clinical worsening(includingdevelopmentof new
symptoms)andsuicidality, especiallyat thebeginningof a courseof treatment, or at thetime of dosechanges.Certain
patients,suchasthosewith a history of suicidal behaviouror thoughts,youngadults,andthosepatientsexhibitinga
significantdegreeof suicidal ideationprior to commencementof treatment, maybe at agreaterrisk of suicidalthoughts
or suicideattempts,andshouldreceivecarefulmonitoringduring treatment.

Considerationshouldbegivento changing thetherapeutic regimen,includingpossiblydiscontinuingthemedication,in
patientswhoexperienceclinical worsening(includingdevelopmentof newsymptoms)and/ortheemergenceof
suicidal ideation/behaviour,especially if thesesymptomsaresevere,abruptin onset,or werenot part of thepatients
presentingsymptoms.

Hormonalcontraceptives
Effects of hormonal contraceptives on Lamotrigine efficacy:
Theuseof anethinyloestradiol/levonorgestrel(30µg / 150µg) combinationincreasestheclearanceof Lamotrigineby
approximatelytwo-fold resultingin decreasedLamotriginelevels (see section 4.5). A decreasein lamotriginelevels has
beenassociatedwith lossof seizurecontrol.Following titration,highermaintenancedosesof Lamotrigine (by asmuch
as two fold) maybeneededto attainamaximal therapeutic response.When stoppinghormonalcontraceptives, the
clearanceof lamotriginemaybehalved.Increasesin lamotrigineconcentrationsmaybeassociatedwith dose-related
adverseevents.Patients shouldbemonitoredwith respectto this.
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In womennotalreadytakinganinducerof Lamotrigineglucuronidationandtaking a hormonalcontraceptivethat
includesoneweekof inactivemedication (e.g."pill -freeweek"),gradual transientincreasesin Lamotrigine levelswill
occurduringtheweekof inactivemedication. Variationsin lamotriginelevelsof this ordermaybeassociatedwith
adverseeffects.Therefore considerationshouldbegivento usingcontraceptionwithouta pill -freeweek, asfirst line
therapy(for example,continuoushormonal contraceptivesor non-hormonalmethods).
Theinteraction betweenotheroral contraceptiveor HRT treatmentsandlamotriginehavenot beenstudied,thoughthey
maysimilarly affectLamotriginepharmacokinetic parameters(see section 4.2).

Effects of Lamotrigine on hormonal contraceptive efficacy:
An interactionstudyin 16healthyvolunteershasshownthatwhenLamotrigineandahormonalcontraceptive
(ethinyloestradiol/levonorgestrel combination)areadministeredin combination, there is a modest increasein
levonorgestrelclearanceandchangesin serumFSHandLH (see 4.5). Theimpactof thesechangesonovarian
ovulatoryactivity is unknown. However, thepossibility of thesechangesresulting in decreasedcontraceptiveefficacy
in somepatientstakinghormonalpreparationswith Lamotriginecannotbeexcluded.Thereforepatientsshouldbe
instructedto promptly reportchangesin theirmenstrual pattern,i.e., breakthrough bleeding.

DihydrofolateReductase
Lamotrigineis aweakinhibitor of dihydrofolatereductase, hencethereisa possibilityof interferencewith folate
metabolismduringlong-termtherapy.However,duringprolonged humandosing,Lamotriginedid not induce
significant changesin thehaemoglobinconcentration,meancorpuscular volume,or serumor redbloodcell folate
concentrationsup to 1 yearor redbloodcell folateconcentrationsfor up to 5 years.

RenalFailure
In singledosestudiesin subjectswith end stagerenalfailure,plasmaconcentrationsof Lamotriginewerenot
significantly altered.However,accumulation of theglucuronidemetabolite is to beexpected;cautionshouldtherefore
beexercisedin treatingpatientswith renal failure.

PatientstakingotherpreparationscontainingLamotrigine
Lamoroshouldnot beadministeredto patientscurrently beingtreatedwith any otherpreparationcontaining
Lamotriginewithoutconsultinga doctor.

Developmentin children
Therearenodataon theeffectof lamotrigineongrowth,sexualmaturationandcognitive,emotionalandbehavioural
developmentsin children.

Precautionsrelating to epilepsy:
As with otherAEDs,abruptwithdrawalof Lamotriginemay provokereboundseizures.Unlesssafetyconcerns(for
examplerash)requireanabruptwithdrawal,thedoseof Lamoroshouldbegraduallydecreasedoveraperiod of 2
weeks.

Therearereportsin theliteraturethatsevereconvulsiveseizuresincludingstatusepilepticusmayleadto
rhabdomyolysis,multiorgandysfunctionanddisseminatedintravascularcoagulation,sometimeswith fatal outcome.
Similar caseshaveoccurredin associationwith theuseof Lamotrigine.

A clinically significantworseningof seizure frequencyinsteadof animprovementmaybeobserved.In patientswith
more thanoneseizure type,theobservedbenefit of control for oneseizuretypeshouldbeweighedagainstany
observedworseningin anotherseizure type.

Myoclonicseizuresmaybeworsenedby lamotrigine.

Thereis asuggestion in thedatathatresponsesin combination with enzymeinducersis lessthanin combinationwith
non-enzymeinducingantiepilepticagents.Thereasonis unclear.

In children takinglamotrigine for thetreatmentof typical absenceseizures,efficacymaynot bemaintainedin all
patients.
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Precautionsrelating to BipolarDisorder:
Children and adolescents below 18 years
Treatment with antidepressants is associatedwith anincreasedrisk of suicidal thinkingandbehavior in childrenand
adolescentswith majordepressive disorder andotherpsychiatric disorders.

4.5 Interaction with other medicinal products and other forms of interaction

Interactionstudieshaveonly beenperformedin adults.

UDP-glucuronyltransferaseshavebeenidentified as theenzymesresponsible for metabolismof Lamotrigine. Thereis
no evidencethatLamotriginecausesclinically significant induction or inhibitionof hepatic oxidativedrug-
metabolisingenzymes,andinteractionsbetweenLamotrigineanddrugsmetabolisedby cytochromeP450enzymesare
unlikely to occur.Lamotrigine mayinduceits ownmetabolismbut theeffect is modestandunlikely to havesignificant
clinical consequences.

Table 6: Effects of other drugs on glucuronidation of Lamotrigine

*Fordosing guidance(seesection4.2).
** Otheroral contraceptive andHRT treatmentshavenot been studied,thoughtheymaysimilarly affect Lamotrigine
pharmacokinetic parameters(seesections4.2and4.4).

Interactions involving antiepileptic drugs
Valproate,which inhibits theglucuronidation of Lamotrigine,reduces themetabolismof Lamotrigineandincreasesthe
meanhalf lif eof Lamotriginenearly two fold. In patientsreceivingconcomitanttherapy with valproate,theappropriate
treatmentregimenshouldbeused(seesection 4.2).

Certainantiepileptic agents(suchasphenytoin,carbamazepine,phenobarbitoneandprimidone)which inducehepatic
drug-metabolisingenzymesinducetheglucuronidation of Lamotrigineandenhancethemetabolismof Lamotrigine. In
patientsreceiving concomitanttherapywith phenytoin, carbamazepine, pheonbarbitoneor primidone,theappropriate
treatmentregimenshouldbeused(seesection 4.2).

Therehavebeenreportsof centralnervoussystemeventsincludingdizziness,ataxia, diplopia,blurredvisionand
nauseain patients takingcarbamazepinefollowing theintroductionof Lamotrigine.Theseeventsusuallyresolvewhen
thedoseof carbamazepineis reduced.A similar effect wasseenduringastudyof Lamotrigineandoxcarbazepine in
healthystudyvolunteers,but dose reduction wasnot investigated.

Therearereportsin theliteratureof decreasedlamotriginelevelswhenlamotriginewasgivenin combinationwith
oxcarbazepine.Howeverin aprospective studyin healthy adult volunteersusingdosesof 200mglamotrigineand
1200mgoxcarbazepine,oxcarbazepinedid not alter themetabolismof lamotrigineandlamotriginedid not alterthe
metabolismof oxcarbazepine.Thereforein patientsreceiving concomitanttherapywith oxcarbazepine,thetreatment
regimenfor lamotrigineadjunctivetherapy withoutvalproate andwithoutinducers of lamotrigineglucuronidation
should beused(seesection4.2).

Medicinal productsthat
signif icantly inhibit
glucuronidation of
Lamotrigine

Medicinal products that
significantly induce
glucuronidation of
Lamotrigine

Medicinal products thatdonot
significantly inhibit or induce
glucuronidationof
Lamotrigine

Valproate Carbamazepine
Phenytoin
Primidone
Phenobarbitone
Rifampicin
Lopinavir/ritonavir
Atazanavir/ritonavir*
Ethinyloestradiol/
levonorgestrelcombination**

Lithium
Bupropion
Olanzapine
Oxcarbazepine
Felbamate
Gabapentin
Levetiracetam
Pregabalin
Topiramate
Zonisamide
Aripiprazole
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In a studyof healthy volunteers,co-administration of felbamate(1200mgtwicedaily) with lamotrigine(100mgtwice
daily for 10days)appearedto havenoclinically relevant effectson thepharmacokineticsof lamotrigine.

Basedona retrospectiveanalysis of plasmalevelsin patientswho received lamotriginebothwith andwithout
gabapentin,gabapentin doesnot appearto changetheapparentclearanceof lamotrigine.

Potentialinteractionsbetweenlevetiracetam andlamotriginewereassessedby evaluatingserum concentrationsof both
agentsduringplacebo-controlledclinical trials.Thesedata indicate that lamotriginedoes not influencethe
pharmacokineticsof levetiracetamandthatlevetiracetamdoes not influencethepharmacokineticsof lamotrigine.

Steady-state troughplasma concentrationsof lamotrigine werenot affected by concomitantpregabalin(200mg,3 times
daily) administration. Therearenopharmacokinetic interactionsbetweenlamotrigineandpregabalin.

Topiramateresultedin nochangein plasmaconcentrationsof lamotrigine.Administration of lamotrigineresultedin a
15%increasein topiramateconcentrations.

In a studyof patientswith epilepsy,coadministration of zonisamide (200mg to 400mg/day)with lamotrigine (150to
500mg/day)for 35dayshadnosignificant effecton thepharmacokineticsof lamotrigine.

Althoughchangesin theplasmaconcentrationsof otheranti-epileptic drugshavebeenreported,controlledstudieshave
shownnoevidence that Lamotrigineaffects theplasmaconcentrationsof concomitantanti-epilepticdrugs.Evidence
from in vitro studiesindicatesthatLamotriginedoesnot displaceotheranti-epilepticdrugsfrom proteinbindingsites.

Interactions involving other psychoactive agents
Thepharmacokineticsof lithium after2gof anhydrouslithiumgluconategiventwice daily for six daysto 20healthy
subjectswerenot alteredby co-administration of 100mg/dayLamotrigine.
Multiple oral dosesof bupropionhadnostatistically significant effects on thesingledosepharmacokineticsof
Lamotriginein 12subjectsandhadonly a slight increasein theAUC of Lamotrigineglucuronide.

In a study in healthy adult volunteers,15mgolanzapinereducedtheAUC andCmax of Lamotrigineby anaverageof

24%and20%,respectively.An effectof this magnitudeis not generally expectedto beclinically relevant.Lamotrigine
at 200 mgdid notaffectthepharmacokinetics of olanzapine.

Multiple oral dosesof lamotrigine400mgdaily hadnoclinically significant effecton thesingledose pharmacokinetics
of 2mgrisperidonein 14healthyadultvolunteers.Following theco-administrationof risperidone2mgwith
lamotrigine,12out of the14volunteersreportedsomnolencecomparedto 1 out of 20whenrisperidonewasgiven
alone,andnonewhenlamotriginewasadministeredalone.

In a studyof 18adultpatientswith bipolarI disorder, receiving anestablished regimenof lamotrigine(100-400
mg/day),dosesof aripiprazolewereincreasedfrom 10mg/dayto a target of 30mg/dayovera 7 dayperiod and
continuedoncedaily for a further7 days.An averagereductionof approximately 10%in Cmaxand AUC of lamotrigine

wasobserved.An effectof this magnitudeis not expectedto beof clinical consequence.

In vitro inhibitionexperiments indicatedthattheformationof Lamotrigine'sprimarymetabolite,the2-N-glucuronide,
wasminimally affected by co-incubationwith amitriptyline,bupropion,clonazepam,haloperidol,or lorazepam.These
experimentsalsosuggestedthatmetabolismof lamotriginewasunlikely to beinhibitedby clozapine,fluoxetine,
phenelzine,risperidone,sertralineor trazodone. In addition,astudyof bufuralolmetabolismusinghumanliver
microsomepreparationssuggestedthatlamotriginewould not reducetheclearanceof medicinal productsmetabolized
predominantlyby CYP2D6.
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Interactions involving hormonal contraceptives
Effect of hormonal contraceptives on Lamotrigine pharmacokinetics
In a studyof 16 female volunteers,dosingwith 30µg ethinyloestradiol/150µg levonorgestrelin acombinedoral
contraceptivepill causedanapproximately two-fold increasein Lamotrigineoral clearance,resultingin anaverage
52%and39%reductionin LamotrigineAUC andCmax, respectively.SerumLamotrigineconcentrationsgradually

increasedduring thecourseof theweekof inactive medication (e.g."pill -free" week), with pre-doseconcentrationsat
theendof theweekof inactive medicationbeing,onaverage, approximately two-fold higherthanduringco-therapy
(seesection 4.4).No adjustmentsto therecommended doseescalation guidelinesfor lamotrigineshouldbenecessary
solely basedon theuseof hormonalcontraceptives,but themaintenancedoseof lamotriginewill needto beincreased
or decreasedin mostcaseswhenstartingor stoppinghormonal contraceptives(seesection4.2).

Effect of Lamotrigine on hormonal contraceptive pharmacokinetics
In a studyof 16 female volunteers,asteadystatedoseof 300mgLamotriginehadnoeffecton thepharmacokineticsof
theethinyloestradiol componentof a combinedoral contraceptivepill . A modestincreasein oral clearanceof the
levonorgestrelcomponentwasobserved,resultingin anaverage19%and12%reductionin levonorgestrel AUC and
Cmax, respectively. Measurementof serumFSH, LH andoestradiol duringthestudyindicatedsomelossof
suppressionof ovarianhormonalactivity in somewomen,althoughmeasurement of serumprogesteroneindicatedthat
therewasnohormonalevidenceof ovulation in any of the16subjects.Theimpactof themodestincreasein
levonorgestrelclearance,andthechangesin serum FSHandLH, onovarian ovulatoryactivity is unknown(see 4.4
Warnings and Precautions). Theeffectsof dosesof Lamotrigineotherthan 300mg/dayhavenot been studiedand
studieswith otherfemale hormonalpreparationshavenot beenconducted.

Interactions involving other medicinal products
In a study in 10malevolunteers,rifampicin increased lamotrigineclearance anddecreasedlamotriginehalf-life dueto
inductionof thehepatic enzymesresponsible for glucuronidation.In patientsreceivingconcomitanttherapywith
rifampicin,theappropriatetreatmentregimen shouldbeused(seesection4.2).

In a study in healthy volunteers,lopinavir/ritonavir approximately halved theplasmaconcentrationsof lamotrigine,
probablyby inductionof glucuronidation. In patientsreceiving concomitanttherapywith lopinavir/ritonavir, the
appropriate treatmentregimenshouldbeused(seesection 4.2).
In a study in healthy adult volunteers,atazanavir/ritonavir(300mg/100mg)administeredfor 9 daysreducedtheplasma
AUC andCmax of lamotrigine(single100mgdose)by anaverageof 32%and6%,respectively. In patientsreceiving

concomitanttherapywith atazanavir/ritonavir,theappropriate treatmentregimenshouldbeused(seesection 4.2).
Datafrom in vitro assessmentdemonstrate thatlamotrigine, but not theN(2)-glucuronidemetabolite,is aninhibitor of
OrganicTransporter2 (OCT2) at potentially clinically relevant concentrations.Thesedatademonstratethat
lamotrigineis aninhibitor of OCT 2, with IC50 valueof 53.8µM. Co-administrationof lamotriginewith renally

excretedmedicinalproductswhicharesubstratesof OCT2(e.g.metformin, gabapentinandvarenicline)mayresultin
increasedplasma levelsof thesedrugs.
Theclinical significanceof this hasnotbeenclearlydefined,howevercareshouldbetakenin patientsco-administered
with thesemedicinalproducts.

4.6 Fertility, pregnancy and lactation

Risk related to antiepileptic drugs in general
Specialist advice shouldbegivento women whoareof childbearingpotential. Theneedfor treatmentwith AEDs
should bereviewedwhenawomanis planning to become pregnant. In womenbeing treatedfor epilepsy,sudden
discontinuationof AED therapyshouldbeavoidedas this mayleadto breakthroughseizuresthatcouldhaveserious
consequencesfor thewomanandtheunbornchild. Monotherapyshould bepreferredwheneverpossiblebecause
therapywith multiple AEDscouldbeassociated with a higher risk of congenital malformationsthanmonotherapy,
dependingon theassociatedantiepileptics.
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Risk related to lamotrigine

Pregnancy:
A largeamountof dataonpregnantwomen exposed to Lamotriginemonotherapyduring thefirst trimesterof
pregnancy(morethan8700)donot suggesta substantial increasein therisk for majorcongenitalmalformations
including oral clefts.Animal studieshaveshown developmental toxicity (see section5.3).

If therapywith lamorois considerednecessary duringpregnancy,thelowestpossibletherapeuticdoseis recommended.

Lamotriginehasa slight inhibitory effectondihydrofolicacidreductaseandcouldthereforetheoreticallyleadto an
increasedrisk of embryofoetaldamageby reducingfolic acid levels (seesection 4.4).Intakeof folic acid when
planningpregnancyandduringearlypregnancymay beconsidered.

Physiologicalchangesduringpregnancymay affectLamotriginelevels and/ortherapeuticeffect.There havebeen
reportsof decreasedlamotrigineplasmalevels duringpregnancywith a potential risk of lossof seizurecontrol. After
birth lamotriginelevelsmayincreaserapidly with a risk of dose-relatedadverseevents.Thereforelamotrigineserum
concentrationsshouldbemonitoredbefore,duringandafter pregnancy,aswell asshortly after birth. If necessary,the
doseshouldbeadaptedto maintainthelamotrigineserumconcentrationat thesamelevel asbeforepregnancy,or
adaptedaccording to clinical response.In addition, dose-relatedundesirableeffectsshouldbemonitoredafter birth.

Lactation:
Lamotriginehasbeenreportedto passinto breastmilk in highly variable concentrations,resultingin total lamotrigine
levelsin infantsof up to approximately 50%of themothers.Thereforein somebreast-fed infants,serumconcentrations
of lamotriginemay reach levelsat whichpharmacological effectsoccur. Amonga limited groupof exposed infants,no
adverseeffectswereobserved.
Thepotentialbenefitsof breast-feedingshouldbeweighedagainsttherisk of adverseeffectsoccurring in theinfant.
Individual risk/benefit assessmentis important, andclosemonitoringof both motherandinfantis advisable,especially
during thefirst 3 weekspostpartum.

Fertility:
Animal experimentsdid not revealimpairmentof fertil ity by lamotrigine(see section 5.3).

4.7 Effects on ability to drive and use machines

As thereis individual variationin responseto all anti-epilepticdrugtherapy, patientstakingLamoroto treatepilepsy
should consult their physicianon thespecific issuesof driving andepilepsy.

No studies on theeffectson theability to driveandusemachineshavebeenperformed.
Two volunteerstudieshavedemonstratedthattheeffect of Lamotrigineon finevisualmotorco-ordination, eye
movements,bodyswayandsubjectivesedative effects did notdiffer from placebo.In clinical trials with Lamotrigine
adverseevents of aneurologicalcharactersuchasdizzinessanddiplopiahavebeenreported.Therefore,patientsshould
see howLamotriginetherapyaffectsthembeforedriving or operating machinery.

4.8 Undesirable effects

Theundesirableeffectsfor epilepsyandbipolardisorderindicationsarebasedon thedatacurrentlyavailable.Thetable
below should beconsultedwhenconsidering theoverall safety profile of lamotrigine.

Adversereactionsidentifiedfrom epilepsymonotherapyclinical trials (identifiedby a dagger†), frombipolardisorder
clinical trials (identified by a sectionmark§) andduringotherclinical experienceare listedin thetablebelowby their
incidencein clinical trials.
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Thefollowing conventionhasbeenutilised for theclassificationof undesirableeffects:- Verycommon(≥1/10);
common(≥1/100 to <1/10);uncommon(≥1/1000to <1/100);rare(≥1/10,000to <1/1000);very rare(>1/10,000),not
known(cannotbeestimatedfrom theavailable data).

System Organ Class Adverse Event Frequency
Bloodandlymphatic
systemdisorders

Haematologicalabnormalities1

including
neutropenia, leucopenia,anaemia,
thrombocytopenia,pancytopenia,
aplastic anaemia,agranulocytosis

Lymphadenopathy1

Very rare

Not known

ImmuneSystem
Disorders

Hypersensitivity syndrome2

(includingsuchsymptomsas,fever,
lymphadenopathy,facialoedema,
abnormalitiesof thebloodandliver,
disseminatedintravascular
coagulation,multi organfailure).

Very rare

PsychiatricDisorders Aggression,irritability
Confusion,hallucinations, tics
Nightmares

Common
Very rare
Not known

NervousSystem
Disorders

Headache†§

Somnolence†§, dizziness†§, tremor†,
insomnia†, agitation§

Ataxia†

Nystagmus†

Unsteadiness,movementdisorders,
worseningof Parkinson'sdisease3,
extrapyramidaleffects,
choreoathetosis†, increase in seizure
frequency

Aseptic meningitis (seesection4.4)

Very common
Common

Uncommon
Rare

Very rare

Not known

Eyedisorders Diplopia†, blurredvision†

Conjunctiviti s
Uncommon
Rare

Gastrointestinal
disorders

Nausea†, vomiting†, diarrhoea† , dry
mouth§

Common

Hepatobiliary
disorders

Hepaticfailure,hepaticdysfunction4,
increasedliver functiontests

Very rare

Skinand
subcutaneoustissue
disorders

Skin rash5§

Alopecia
Stevens–JohnsonSyndrome§

Toxic epidermal necrolysis
DRESS

Very common
Uncommon
Rare
Very rare
Not known

Musculoskeletal and
connectivetissue
disorders

Arthralgia§

Lupus-like reactions
Common
Very rare

Generaldisordersand
administrationsite
conditions

Tiredness, pain§, back pain§ Common
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Descriptionof selectedadversereactions

1. Haematologicalabnormalities andlymphadenopathy mayor maynot beassociatedwith thehypersensitivity
syndrome(seeImmunesystemdisorders2).

2. Rashhasalsobeenreportedaspartof ahypersensitivity syndromeassociatedwith avariablepatternof systemic
symptomsincluding fever,lymphadenopathy, facial oedemaandabnormalitiesof thebloodand liver. The
syndromeshowsa widespectrumof clinical severity andmay,rarely, leadto disseminatedintravascular
coagulationandmultiorganfailure. It is importantto notethatearly manifestationsof hypersensitivity (for
examplefever,lymphadenopathy)maybepresenteventhoughrashis not evident.If suchsignsandsymptoms
arepresent,thepatientshouldbeevaluatedimmediately andLamorodiscontinuedif analternativeaetiology
cannot beestablished.

3. Theseeffects have beenreportedduringotherclinicalexperience.Therehavebeenreportsthatlamotriginemay
worsenparkinsoniansymptoms in patientswith pre-existingParkinson’s disease,andisolatedreportsof
extrapyramidal effectsandchoreoathetosisin patientswithoutthis underlying condition.

4. Hepaticdysfunctionusually occurs in association with hypersensitivity reactionsbut isolatedcaseshavebeen
reportedwithoutovertsignsof hypersensitivi ty.

5. In clinical trials in adults, skin rashesoccurred in up to 8-12%of patients takinglamotrigineandin 5-6% of
patientstakingplacebo.Theskin rashesled to thewithdrawal of lamotriginetreatmentin 2%of patients.The
rash,usuallymaculopapularin appearance, generally appearswithin eight weeksof starting treatmentand
resolveson withdrawalof Lamoro(seesection 4.4). Seriouspotentially lif e-threateningskin rashes,including
Stevens–Johnsonsyndromeandtoxic epidermal necrolysis(Lyell ’s Syndrome)havebeenreported.Although the
majority recoveronwithdrawalof lamotriginetreatment,somepatientsexperienceirreversible scarring andthere
havebeenrarecasesof associateddeath (seesection 4.4).

Theoverallrisk of rash,appearsto bestronglyassociatedwith:
− high initial dosesof lamotrigine andexceeding therecommendeddoseescalationof lamotrigine therapy (see

section4.2).
− concomitantuseof valproate(seesection 4.2).

Rashhasalsobeenreportedaspartof a hypersensitivi ty syndromeassociatedwith avariablepatternof systemic
symptoms(seeImmunesystemdisorders).

Therehavebeenreportsof decreasedbonemineraldensity, osteopenia,osteoporosisand fractures in patientson
longtermtherapywith lamotrigine.Themechanismby which lamotrigineaffectsbonemetabolismhasnotbeen
identified.

Reporting of suspected adverse reactions
Reportingsuspectedadversereactionsafterauthorisationof themedicinalproductis important.It allowscontinued
monitoringof thebenefit/risk balanceof themedicinal product. Healthcareprofessionalsare askedto reportany
suspectedadversereactionsvia HPRA Pharmacovigilance, EarlsfortTerrace, IRL - Dublin 2; Tel: +3531 6764971;
Fax: +3531 6762517.Website:www.hpra.ie; e-mail: medasafety@hpra.ie.

4.9 Overdose

Symptoms and signs:-
Acuteingestion of dosesin excess of 10-20 times themaximum therapeutic dosehasbeenreported.Overdosehas
resultedin symptomsincludingnystagmus,ataxia,impairedconsciousnessandcoma.QRSbroadening
(intraventricular conductiondelay)hasalsobeenobservedin overdosepatients.Broadeningof QRSdurationto more
than100msecmaybeassociatedwith moreseveretoxicity.

Treatment:-
In theevent of overdosage,thepatientshouldbeadmittedto hospital andgivenappropriatesupportivetherapy.
Therapyaimedat decreasingabsorption(activated charcoal) shouldbeperformedif indicated.Furthermanagement
should beasclinically indicated.Thereis noexperiencewith haemodialysisastreatmentof overdose.In six volunteers
with kidneyfailure,20%of thelamotriginewasremovedfrom thebodyduringa4-hourhaemodialysissession(see
section 5.2).
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5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

ATC Code: N03AX09

Mechanism of action:-
Theresultsof pharmacologicalstudiessuggestthatLamotrigineis a use- andvoltage-dependentblockerof voltage
gatedsodiumchannels.It inhibits sustainedrepetitive firi ngof neuronsand inhibits releaseof glutamate(the
neurotransmitter whichplaysakey role in thegeneration of epileptic seizures).Theseeffectsarelikely to contributeto
theanticonvulsantpropertiesof lamotrigine.

In contrast,themechanismsby which lamotrigineexerts its therapeutic action in bipolardisorderhavenot been
established, althoughinteractionwith voltagegated sodiumchannels is likely to beimportant.

Pharmacodynamic effects:
In testsdesignedto evaluatethecentralnervoussystemeffectsof medicinalproducts,theresultsobtainedusingdoses
of 240mgLamotrigineadministeredto healthy volunteersdid notdiffer from placebo,whereasboth1000mg
phenytoin and10mgdiazepameachsignificantly impaired finevisualmotorco-ordinationandeyemovements,
increasedbodyswayandproducedsubjective sedative effects.

In anotherstudy,singleoral dosesof 600mgcarbamazepinesignificantly impairedfine visualmotorco-ordinationand
eye movements,while increasingbothbodyswayandheartrate,whereasresultswith Lamotrigineatdosesof 150mg
and 300mgdid not differ from placebo.

Clinical effi cacyandsafetyin childrenaged 1 to 24months
Theefficacyandsafetyof adjunctivetherapyin partial seizuresin patientsaged1 to 24monthshasbeenevaluated in a
small double-blind placebo-controlledwithdrawal study.Treatmentwas initiatedin 177subjects,with adosetitration
schedulesimilar to thatof childrenaged2 to 12years.Lamotrigine2 mg tabletsaretheloweststrengthavailable,
thereforethestandarddosingschedulewasadaptedin somecasesduringthetitrationphase(for example, by
administeringa2 mg tabletonalternatedayswhenthecalculateddosewaslessthan2 mg). Serumlevelswere
measured at theendof week2 of titrationandthesubsequentdoseeither reducedor not increasedif theconcentration
exceeded0.41µg/mL, theexpectedconcentrationin adults at this timepoint. Dosereductionsof up to 90%were
requiredin somepatientsat theendof week 2. Thirty-eight responders(> 40%decreasein seizurefrequency)were
randomisedto placeboor continuation of lamotrigine.Theproportionof subjectswith treatmentfailurewas84%
(16/19subjects)in theplaceboarmand58%(11/19subjects) in thelamotriginearm.Thedifferencewasnot
statisticallysignificant:26.3%,CI95%-2.6%<> 50.2%,p=0.07.

A total of 256subjects between1 to 24monthsof agehavebeenexposed to lamotrigine in thedoserange1 to 15
mg/kg/dayfor up to 72weeks. Thesafetyprofile of lamotrigine in childrenaged 1 monthto 2 yearswassimilar to that
in olderchildrenexceptthatclinically significantworseningof seizures(>=50%)wasreportedmoreoftenin children
under2 yearsof age(26%)ascomparedto olderchildren(14%).

Clinical effi cacyandsafetyin Lennox-Gastautsyndrome
Therearenodatafor monotherapyin seizuresassociated with Lennox-Gastautsyndrome.

Clinical effi cacyin thepreventionof moodepisodesin patients with bipolar disorder
Theefficacyof lamotrigine in thepreventionof moodepisodesin patients with bipolarI disorderhasbeenevaluated in
two studies.

StudySCAB2003wasamulticentre,double-blind, doubledummy, placeboandlithium-controlled, randomisedfixed
doseevaluation of the long-term preventionof relapseandrecurrenceof depressionand/ormaniain patientswith
bipolar I disorderwhohadrecentlyor werecurrently experiencinga major depressive episode.
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OncestabilisedusingLamotriginemonotherapyor adjunctive therapy,patientswererandomly assignedinto oneof five
treatmentgroups:
Lamotrigine(50,200,400mg/day),lithium (serumlevels of 0.8to 1.1mMol/L) or placebofor a maximumof 76
weeks(18months).Theprimaryendpoint was"Timeto Intervention for aMoodEpisode(TIME)", wherethe
interventionswereadditional pharmacotherapyor electroconvulsive therapy(ECT).StudySCAB2006hada similar
designasstudySCAB2003,but differedfrom studySCAB2003in evaluating a flexibledoseof lamotrigine(100to 400
mg/day)andincludingpatientswith bipolar I disorderwhohadrecently or werecurrentlyexperiencingamanic
episode.Theresults areshownin 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 supportiveanalysesof time to first depressiveepisodeandtimeto first manic/hypomanicor mixedepisode,the
Lamotrigine-treatedpatientshadsignificantly longer timesto first depressiveepisodethanplacebopatientsandthe
treatmentdifferencewith respectto time to manic/hypomanic or mixedepisodeswasnot statisticallysignificant.

Theefficacyof lamotrigine in combinationwith moodstabilizers has not beenadequatelystudied.

Children (10-12 years of age) and Adolescents (13-17 years of age)
A multicentre,parallelgroup,placebo-controlled,double-blind, randomised withdrawalstudy,evaluatedtheefficacy
and safetyof lamotrigineIR asadd-onmaintenancetherapy to delay moodepisodesin maleandfemalechildrenand
adolescents(age10-17years) whohadbeen diagnosedwith bipolar I disorderand whohadremittedor improvedfrom
abipolar episodewhile treatedwith lamotriginein combinationswith concomitantantipsychoticor othermood-
stabilising drugs.Theresult of theprimaryefficacy analysis (time to occurrenceof abipolarevent– TOBE)did not
reachstatisticalsignificance(p=0.0717),thusefficacy wasnot shown.In addition, safety resultsshowedincreased
reportingof suicidal behavioursin lamotrigine treated patients:5%(4 patients) in thelamotriginearmcompared to 0 in
placebo(seesection4.2).

Study of the effect of lamotrigine on cardiac conduction
A studyin healthyadultvolunteersevaluatedtheeffect of repeatdoses of lamotrigine(up to 400mg/day)oncardiac
conduction, asassessedby 12-leadECG.Therewasnoclinically significant effectof lamotrigineonQT interval
comparedto placebo.

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

Study SCAB2006
Bipolar I

Inclusion
criterion

Major depressiveepisode Major manicepisode

Lamotrigine Lithium Placebo Lamotrigine Lithium Placebo
Intervention
free

0.22 0.21 0.12 0.17 0.24 0.04

p-valueLog
ranktest

0.004 0.006 0.023 0.006

Depression
free

0.51 0.46 0.41 0.82 0.71 0.40

p-valueLog
ranktest

0.047 0.209 0.015 0.167

Freeof
mania

0.70 0.86 0.67 0.53 0.64 0.37

p-valueLog
ranktest

0.339 0.026 0.280 0.006
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5.2 Pharmacokinetic properties

Absorption:-
Lamotrigineis rapidly andcompletely absorbedfrom the gut with no significant first passmetabolism. Peakplasma
concentrations occur approximately2.5 hours after oral drug administration. Time to maximum concentration is
slightly delayedafterfood but theextentof absorption is unaffected.Thepharmacokinetics arelinearup to 450 mg, the
highest single dosetested.Thereis considerable inter-individual variation in steadystate maximumconcentrationsbut
within anindividual concentrationsrarelyvary.

Distribution:-
Binding to plasma proteinsis about55%; it is very unlikely that displacement from plasmaproteins would result in
toxicity.
Thevolumeof distribution is 0.92to 1.22L/kg.

Metabolism:-
UDP-glucuronyltransferaseshavebeenidentified as theenzymesresponsible for metabolismof Lamotrigine.
Lamotrigineinducesits own metabolismto a modest extent dependingon dose. However,there is no evidencethat
Lamotrigineaffects the pharmacokineticsof otherAEDs anddata suggestthat interactionsbetweenLamotrigineand
medicinal productsmetabolisedby cytochromeP450 enzymesareunlikely to occur.

Elimination:-
Theapparentplasmaclearancein healthysubjectsis approximately 30 mL/min. Clearanceof Lamotrigineis primarily
metabolic with subsequentelimination of glucuronide-conjugated material in urine. Less than 10% is excreted
unchanged in theurine.Only about2% of lamotrigine-relatedmaterial is excretedin faeces. Clearanceandhalf-life are
independentof dose.Theapparentplasmahalf -life in healthy subjectsis estimatedto beapproximately 33 hours(range
14 to 103 hours). In a study of subjects with Gilbert's Syndrome, mean apparentclearancewas reducedby 32%
comparedwith normalcontrolsbut thevaluesarewithin therangefor thegeneralpopulation.

Thehalf-life of Lamotrigineis greatlyaffectedby concomitant medicinal products.
Meanhalf-life is reducedto approximately 14 hourswhengiven with glucuronidation inducingmedicinal products
suchascarbamazepineandphenytoin andis increasedto a meanof approximately 70 hourswhenco-administeredwith
valproatealone(see4.2Posology and Method of Administration and Interactions).

Linearity:-
Thepharmacokineticsof Lamotriginearelinearup to 450mg, thehighest singledosetested.

Children:-
Clearance adjustedfor bodyweight is higher in children than in adults with the highest valuesin childrenunderfive
years.Thehalf-life of Lamotrigineis generallyshorterin childrenthan in adults with a meanvalueof approximately7
hourswhengiven with enzyme-inducing medicinalproductssuchascarbamazepine andphenytoin and increasingto
mean values of 45 to 50 hours when co-administered with valproate alone (see 4.2 Posology and Method of
Administration).

Infantsaged2 to 26months
In 143paediatricpatients aged2 to 26 months,weighing3 to 16 kg, clearance wasreducedcomparedto olderchildren
with thesamebody weight, receivingsimilar oral dosesperkg body weight as childrenolder than2 years.Themean
half -life wasestimatedat 23 hoursin infants youngerthan26 monthsonenzyme-inducingtherapy,136hours whenco-
administeredwith valproateand38 hoursin subjects treated without enzyme inducers/inhibitors. The inter-individual
variability for oral clearancewashigh in thegroupof paediatric patientsof 2 to 26 months(47%). Thepredictedserum
concentration levelsin childrenof 2 to 26 monthswerein general in thesame rangeasthosein olderchildren,though
higherCmaxlevelsarelikely to beobservedin somechildren with a bodyweightbelow10kg.

Elderly:-
Resultsof a population pharmacokineticanalysis includingboth youngandelderly patientswith epilepsy,enrolled in
the sametrials, indicated that the clearanceof Lamotrigine did not changeto a clinically relevantextent.After single
dosesapparentclearancedecreasedby 12%from 35mL/min at age20 to 31mL/min at70years.
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The decreaseafter 48 weeksof treatmentwas10% from 41 to 37mL/min betweenthe young andelderly groups.In
addition, pharmacokinetics of Lamotrigine wasstudiedin 12 healthy elderly subjectsfollowing a 150 mg singledose.
The meanclearancein the elderly (0.39mL/min/kg) lieswithin the rangeof the meanclearancevalues(0.31 to 0.65
mL/min/kg) obtainedin 9 studieswith non-elderlyadults after singledosesof 30 to 450mg.

Patients with renal impairment:-
Twelve volunteerswith chronicrenal failure,andanother six individuals undergoinghemodialysis were eachgiven a
single 100 mg doseof lamotrigine.Meanclearanceswere 0.42 mL/min/kg (chronic renal failure), 0.33 mL/min/kg
(between hemodialysis) and 1.57 mL/min/kg (during hemodialysis), compared with 0.58 mL/min/kg in healthy
volunteers.Meanplasmahalf-lives were42.9hours(chronicrenalfailure),57.4hours(betweenhemodialysis)and13.0
hours(during hemodialysis),comparedwith 26.2hoursin healthy volunteers.Onaverage,approximately20%(range=
5.6 to 35.1)of theamountof lamotriginepresent in thebodywaseliminatedduringa 4−hour hemodialysis session.For
this patientpopulation, initial dosesof lamotrigine shouldbe basedon the patient’s concomitant medicinal products;
reducedmaintenancedosesmaybeeffective for patientswith significant renalfunctionalimpairment(see sections 4.2
and 4.4)

Patients with hepatic impairment:-
A single-dosepharmacokineticstudy wasperformedin 24 subjectswith variousdegreesof hepaticimpairmentand12
healthy subjectsas controls. The medianapparent clearanceof Lamotrigine was 0.31, 0.24 or 0.10 mL/min/kg in
patients with Grade A, B, or C (Child - Pugh Classification) hepatic impairment, respectively, compared to 0.34
mL/min /kg in the healthycontrols.Initial, escalation, andmaintenancedosesshouldgenerally be reducedin patients
with moderateor severehepaticimpairment(see section 4.2).

5.3 Preclinical safety data

Non-clinical datareveal nospecialhazardfor humansbasedonstudiesof safety pharmacology,repeateddosetoxicity,
genotoxicity andcarcinogenic potential.

In reproductiveanddevelopmentaltoxicity studiesin rodentsandrabbits,no teratogeniceffectsbut reducedfoetal
weight andretardedskeletalossification wereobserved,at exposurelevelsbelow or similar to theexpectedclinical
exposure.Sincehigherexposurelevelscould notbetested in animalsdueto theseverityof maternaltoxicity, the
teratogenicpotential of lamotriginehasnot beencharacterisedaboveclinical exposure.
In rats,enhanced foetalaswell aspost-natalmortality wasobservedwhenlamotrigine wasadministeredduring late
gestationandthroughtheearlypost-natal period.Theseeffects wereobservedat theexpectedclinical exposure.

In juvenile rats,aneffecton learningin theBiel mazetest,a slight delay in balanopreputialseparationandvaginal
patency anda decreasedpostnatalbodyweight gainin F1 animals wereobservedatexposuresapproximatelytwo-times
higherthanthetherapeuticexposuresin humanadults.

Animal experimentsdid not revealimpairmentof fertil ity by lamotrigine.Lamotrigine reducedfoetalfolic acidlevels
in rats.Folic aciddeficiencyis assumedto beassociatedwith anenhanced risk of congenitalmalformationsin animals
as well asin humans.

Lamotriginecauseda dose-relatedinhibitionof thehERGchanneltail current in humanembryonickidneycells.The
IC50 wasapproximatelynine-timesabovethemaximum therapeutic freeconcentration.Lamotrigine did not causeQT
prolongation in animalsat exposuresup to approximately two-times themaximum therapeuticfreeconcentration. In a
clinical study, therewasnoclinically significant effect of lamotrigineonQT interval in healthy adult volunteers(see
section 5.1).
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Crospovidone
PovidoneK-30
Mannitol(E421)
Microcrystalline cellulose,sil icified
Aspartame(E951)
Croscarmellosesodium
Magnesiumstearate
Blackcurrantflavour

6.2 Incompatibilities

Not applicable

6.3 Shelf life

30 months

6.4 Special precautions for storage

This medicinalproduct doesnot requireanyspecial storageconditions.

6.5 Nature and contents of container

Blister stripsmadeof clearPVC/PVdC/ Aluminiumfoil
Packsizes:7, 14,28,30 , 56& 60 tablets.

Not all packsizesmaybemarketed.

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

No specialrequirements.

Any unusedmedicinalproductor wastematerial should bedisposed of in accordancewith local requirements.

7 MARKETING AUTHORISATION HOLDER

PinewoodLaboratoriesLimited
Tradingas PinewoodHealthcare
Ballymacarbry
Clonmel
Co. Tipperary

8 MARKETING AUTHORISATION NUMBER

PA0281/128/002
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