
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

LamotrigineAurobindo50mg tablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each tabletcontains50mg lamotrigine.
Excipientwith knowneffect:
Lactose:38mg

For thefull list of excipients,seesection6

3 PHARMACEUTICAL FORM

Tablet.
White to off white coloured,roundedsquareuncoated tabletsdebossed with ‘D ’ onmultifacetedsideand‘97’ on the
flat side.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Epilepsy:
Adults and adolescents aged 13 years and above

• Adjunctiveor monotherapytreatmentof partial seizures andgeneralized seizures,includingtonic-clonic
seizures.

• Seizuresassociatedwith Lennox-Gastaut syndrome.Lamotrigineis given asanadjunctivetherapy butmay
be the initial antiepileptic drug(AED) to start with in Lennox-Gastaout syndrome.

Children and adolescents aged 2 to 12 years
• Adjunctivetreatmentof partialseizuresandgeneralized seizures, including tonic-clonic seizuresandthe

seizuresassociatedwith Lennox-Gastaut syndrome.
• Monotherapyof typical absenceseizures.

Bipolar disorder:
Adults aged 18 years and above

• Preventionof depressiveepisodesin patientswith bipolar I disorderwhoexperiencepredominantly
depressiveepisodes (seesection5.1).

Lamotrigineis not indicatedfor theacutetreatmentof manicor depressive episodes.

4.2 Posology and method of administration

Lamotriginetablets shouldbeswallowedwhole.

If the calculateddoseof lamotrigine(for examplefor treatmentof childrenwith epilepsyor patientswith hepatic
impairment) doesnot equateto wholetablets,thedoseto beadministeredis thatequalto thelower numberof whole
tablets.

For dosesnot realisable/practicablewith this medicinal product,otherstrengthsof this medicinalproductor other
pharmaceuticalformsandproductsareavailable.
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Restartingtherapy
Prescribersshouldassesstheneedfor escalation to maintenancedosewhenrestarting Lamotrigine Aurobindoin
patientswhohavediscontinuedLamotrigineAurobindofor anyreason,sincetherisk of seriousrash is associatedwith
high initial dosesandexceedingtherecommendeddoseescalation for lamotrigine (seesection4.4). Thegreaterthe
interval of timesincethepreviousdose, themoreconsideration should begiven to escalationto themaintenancedose.
Whentheintervalsincediscontinuing lamotrigineexceedsfive half-lives (seesection 5.2), LamotrigineAurobindo
should generally beescalatedto themaintenancedoseaccordingto theappropriate schedule.

It is recommendedthatLamotrigineAurobindonot berestarted in patients whohavediscontinueddueto rash
associatedwith prior treatmentwith lamotrigineunlessthepotential 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: Adults and adolescents aged 13 years and above – recommended treatment regimen in epilepsy
Treatment regimen Weeks 1 + 2 Weeks3 + 4 Usualmaintenancedose
Monotherapy: 25mg/day

(onceaday)
50 mg/day
(onceaday)

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

To achievemaintenance,
doses maybeincreasedby
maximumof 50 - 100mg
everyoneto two weeksuntil
optimalresponseis achieved

500mg/dayhasbeen
requiredby somepatientsto
achievedesiredresponse

Adjunctive therapy WITH valproate (inhibitor of lamotrigineglucuronidation– seesection
4.5):
This dosage regimen
should beusedwith
valproateregardlessof
anyconcomitant
medicinal
products

12.5 mg/day
(givenas25mg
onalternate
days)

25 mg/day
(onceaday)

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

To achievemaintenance,
doses maybeincreasedby
maximumof 25 - 50mg
everyoneto two weeksuntil
optimalresponseis achieved

Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine
glucuronidation (seesection4.5):
This dosage regimen
should beusedwithout
valproatebut with:

phenytoin
carbamazepine
phenobarbitone

50mg/day
(onceaday)

100 mg/day
(two divided
doses)

200− 400mg/day
(two divideddoses)

To achievemaintenance,
doses maybeincreasedby
maximumof 100mgevery
oneto two weeksuntil
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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)

primidone
rifampicin
lopinavir/ritonavir

optimalresponseis achieved

700mg/dayhasbeen
requiredby somepatientsto
achievedesiredresponse

Adjunctive therapy WITHOUT valproate and WITHOUT inducers of lamotrigine
glucuronidation (seesection4.5):
This dosage regimen
should beusedwith
othermedicinal
productsthatdo
not significantlyinhibit
or induce lamotrigine
glucuronidation

25mg/day
(onceaday)

50 mg/day
(onceaday)

100− 200mg/day
(onceadayor two divided
doses)
To achievemaintenance,
doses maybeincreasedby
maximumof 50 - 100mg
everyoneto two weeksuntil
optimalresponseis achieved

In patientstakingmedicinalproductswherethepharmacokinetic interaction with lamotrigineis
currentlynot known(seesection4.5),thetreatment regimenasrecommendedfor lamotrigine
with concurrentvalproateshouldbeused.

Treatment regimen Weeks 1 + 2 Weeks3 + 4 Usualmaintenancedose
Monotherapy of
typical absence
seizures:

0.3mg/kg/day
(onceadayor two
divideddoses)

0.6 mg/kg/day
(onceadayor two
divideddoses)

1 – 10mg/kg/day,although
somepatientshaverequired
higherdoses(up to 15
mg/kg/day)to achieve
desiredresponse
(onceadayor two divided
doses)

To achievemaintenance,
doses maybeincreasedby
maximumof 0.6mg/kg/day
everyoneto two weeksuntil
optimalresponseis achieved

Adjunctive therapy WITH valproate (inhibitor of lamotrigineglucuronidation– seesection
4.5):
This dosage regimen
should beusedwith
valproateregardlessof
anyotherconcomitant
medicinalproducts

0.15mg/kg/day*
(onceaday)

0.3 mg/kg/day
(onceaday)

1 − 5 mg/kg/day
(onceadayor two divided
doses)

To achievemaintenance,
doses maybeincreasedby
maximumof 0.3mg/kg
everyoneto two weeksuntil
optimalresponseis
achieved,with amaximum
maintenancedoseof 200
mg/day

Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine
glucuronidation (seesection4.5):
This dosage regimen
should beusedwithout
valproatebut with:

phenytoin

0.6mg/kg/day
(two divideddoses)

1.2 mg/kg/day
(two divided
doses)

5 − 15mg/kg/day
(onceadayor two divided
doses)

To achievemaintenance,
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To ensurea therapeutic doseis maintained theweight of a child mustbemonitoredandthedosereviewedasweight
changesoccur.It is likely thatpatientsagedtwo to six yearswill requireamaintenancedoseat thehigherendof the
recommendedrange.

If epileptic controlis achievedwith adjunctive treatment, concomitant AEDsmaybewithdrawnandpatientscontinued
on LamotrigineAurobindomonotherapy.

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.ThusLamotrigine
Aurobindois not recommendedfor use in childrenbelow 2 yearsof age.If, basedonclinical need,adecisionto treat
is neverthelesstaken,seesections4.4,5.1and5.2.

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

carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

doses maybeincreasedby
maximumof 1.2mg/kg
everyoneto two weeksuntil
optimalresponseis
achieved,with amaximum
maintenancedoseof 400
mg/day

Adjunctive therapy WITHOUT valproate and WITHOUT inducers of lamotrigine
glucuronidation (seesection4.5):
This dosage regimen
should beusedwith
othermedicinal
productsthatdo
not significantlyinhibit
or induce lamotrigine
glucuronidation

0.3mg/kg/day
(onceadayor two
divideddoses)

0.6 mg/kg/day
(onceadayor
two divideddoses)

1 − 10mg/kg/day
(onceadayor two divided
doses)

To achievemaintenance,
doses maybeincreasedby
maximumof 0.6mg/kg
everyoneto two weeksuntil
optimalresponseis
achieved,with amaximum
of maintenancedoseof 200
mg/day

In patientstakingmedicinalproductswherethepharmacokinetic interaction with lamotrigineis
currentlynot known(seesection4.5),thetreatment regimenasrecommendedfor lamotrigine
with concurrentvalproateshouldbeused.
*NOTE: Therecommendeddosingschedulefor children maynotbeachievablewith thecurrent
strengthsof thetablets.

Treatment Regimen Weeks1 + 2 Weeks3 + 4 Week5 TargetStabilisation
Dose
(Week6)*

Monotherapy with lamotrigine OR adjunctive therapy WITHOUT valproate and
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* TheTargetstabilisation dosewil l 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 maintenancestabilisationdosehas beenachieved,othermedicinalproducts maybewithdrawn as
shownbelow.

WITHOUT
inducers of lamotrigine glucuronidation (seesection 4.5):
This dosage regimen
should beusedwith
othermedicinal
productsthatdonot
signif icantly inhibit or
inducelamotrigine
glucuronidation

25mg/day
(onceaday)

50mg/day
(onceadayor
two divided
doses)

100 mg/day
(onceadayor
two divided
doses)

200mg/day- usual
target dosefor
optimalresponse
(onceadayor two
divideddoses)

Dosesin therange
100- 400mg/day
usedin clinical trials

Adjunctive therapy WITH valproate (inhibitor of lamotrigineglucuronidation– seesection
4.5):
This dosage regimen
should beusedwith
valproateregardlessof
anyconcomitant
medicinalproducts

12.5mg/day
(givenas25mg
onalternate
days)

25mg/day
(onceaday)

50 mg/day
(onceadayor
two divided
doses)

100mg/day– usual
target dosefor
optimalresponse
(onceadayor two
divideddoses)

Maximumdoseof
200mg/daycanbe
useddepending on
clinical response

Adjunctive therapy WITHOUT valproate and WITH inducers of lamotrigine
glucuronidation (seesection4.5):
This dosage regimen
should beusedwithout
valproatebut with:

phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

50mg/day
(onceaday)

100 mg/day
(two divided
doses)

200 mg/day
(two divided
doses)

300mg/dayin week
6, if necessary
increasingto usual
target doseof 400
mg/dayin week7, to
achieveoptimal
response
(two divideddoses)

In patientstakingmedicinalproductswherethepharmacokinetic interaction with lamotrigineis
currentlynot known(seesection4.5),thedoseescalationsas recommendedfor lamotriginewith
concurrent valproate,shouldbeused.

Treatment Regimen Currentlamotrigine
stabilisationdose
(prior to withdrawal)

Week1
(beginningwith
withdrawal)

Week 2 Week3
onwards*

Withdrawal of valproate (inhibitor of lamotrigineglucuronidation– seesection4.5),
dependingon
original doseof lamotrigine:
Whenvalproate is
withdrawn, doublethe
stabilisation dose,not
exceeding anincrease

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

200mg/day 300mg/day 400 mg/day Maintainthis dose
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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 noclinical experiencein adjusting thelamotriginedaily dosefollowing theadditionof othermedicinal
products.However,basedon interactionstudieswith other medicinal products,thefollowing recommendationscanbe
made:

of morethan100
mg/week

(400mg/day)

Withdrawal of inducers of lamotrigine glucuronidation (seesection4.5),dependingon
original doseof lamotrigine:
This dosage regimen
should beusedwhen
thefollowingare
withdrawn:

phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

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

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

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

Withdrawal of medicinal products that do NOT significantly inhibit or induce
lamotrigine
glucuronidation (seesection4.5):
This dosage regimen
should beusedwhen
othermedicinal
productsthatdonot
signif icantly inhibit or
inducelamotrigine
glucuronidation are
withdrawn

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

In patientstakingmedicinalproductswherethepharmacokinetic interaction with lamotrigine
is currentlynot known(seesection4.5),thetreatment regimenasrecommended for
lamotriginewith concurrentvalproate,shouldbeused.
* Dosemaybeincreasedto 400mg/dayasneeded

Treatment Regimen Current
lamotrigine
stabilisationdose
(prior to addition)

Week1
(beginningwith
addition)

Week 2 Week3
onwards

Addition of valproate (inhibitor of lamotrigineglucuronidation – seesection4.5),depending
onoriginal doseof lamotrigine:
This dosage regimen
should beusedwhen
valproateis added
regardlessof any
concomitant
medicinalproducts

200mg/day 100 mg/day Maintainthis dose(100
mg/day)

300mg/day 150 mg/day Maintainthis dose(150
mg/day)

400mg/day 200 mg/day Maintainthis dose(200
mg/day)

Addition of inducers of lamotrigine glucuronidation in patients NOT taking valproate
(see
section 4.5),dependingonoriginal doseof lamotrigine:
This dosage regimen
should beusedwhen

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

400mg/day
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Discontinuation of Lamotrigine Aurobindo in patients with bipolar disorder
In clinical trials, therewasno increasein theincidence, severity or typeof adversereactionsfollowing abrupt
terminationof lamotrigineversusplacebo. Therefore,patientsmay terminate LamotrigineAurobindowithout astep-
wisereductionof dose.

Paediatric population
LamotrigineAurobindois not recommendedfor usein childrenbelow 18yearsof agedueto a lackof dataonsafety
and efficacy(seesection4.4).

Generaldosingrecommendationsfor LamotrigineAurobindoin 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

thefollowingare
addedwithout
valproate:
phenytoin
carbamazepine
phenobarbitone
primidone
rifampicin
lopinavir/ritonavir

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

300mg/day

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

200mg/day

Addition of medicinal products that do NOT significantly inhibit or induce lamotrigine
glucuronidation (seesection4.5):
This dosage regimen
should beusedwhen
othermedicinal
productsthatdonot
signif icantly inhibit
or induce lamotrigine
glucuronidation are
added

Maintaintargetdoseachievedin doseescalation (200mg/day;dose
range100-400mg/day)

In patientstakingmedicinalproductswherethepharmacokinetic interaction with lamotrigine
is currentlynot known(seesection4.5),thetreatment regimenasrecommended for
lamotriginewith concurrentvalproate,shouldbeused.
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NOT taking inducers of lamotrigine glucuronidation
Themaintenancedoseof lamotriginewill in mostcasesneedto bedecreasedby asmuchas50%(seesections4.4and
4.5). It is recommendedto graduallydecreasethedaily doseof lamotrigineby 50- 100mgeachweek(at a ratenot
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.

Elderly (above 65 years)
No dosageadjustmentfrom therecommendedschedule is required. Thepharmacokineticsof lamotriginein this age
groupdonot differ significantlyfrom anon-elderlyadult population (seesection5.2).

Renal impairment
CautionshouldbeexercisedwhenadministeringLamotrigineAurobindoto patientswith renalfailure.For patients
with end-stagerenalfailure, initial dosesof lamotrigineshouldbebasedonpatients'concomitantmedicinalproducts;
reducedmaintenancedosesmaybeeffective for patientswith significantrenalfunctional impairment (seesections4.4
and 5.2).

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(seesection5.2).

4.3 Contraindications

Hypersensitivity to lamotrigineor to anyof theexcipients listedin section 6.1.

4.4 Special warnings and precautions for use

Skin rash

Life-threateningcutaneousreactionsStevens-Johnsonsyndrome(SJS) andtoxic epidermal necrolysis(TEN) have been
reportedwith theuseof LamotrigineAurobindo.

Patientsshouldbe advisedof the signsandsymptomsandmonitoredclosely for skin reactions.The highestrisk for
occurrenceof SJSandTEN is within thefirst weeks of treatment.

If symptomsor signsof SJS andTENS (e.g.progressiveskin rashoften with blistersor mucosallesions)arepresent,
LamotrigineAurobindotreatmentshouldbediscontinued.

The bestresults in managingSJSandTEN comefrom early diagnosisand immediatediscontinuationof any suspect
drug. Earlywithdrawalis associatedwith abetter prognosis.

If the patienthasdevelopedSJSor TEN with theuseof LamotrigineAurobindo,LamotrigineAurobindomustnot be
re-startedin this patientat anytime.
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Themajority of rashesaremild andself-limiting, howeverseriousrashesrequiring hospitalization anddiscontinuation
of lamotriginehavealso beenreported.Thesehaveincluded potentially li fe threateningrashessuchasStevens-Johnson
syndromeandtoxic epidermalnecrolysis (seesection 4.8).

In adultsenrolledin studiesutilizing thecurrent lamotriginedosing recommendationstheincidenceof seriousskin
rashesis approximately1 in 500in epilepsypatients.Approximately half of thesecaseshavebeenreportedasStevens–
Johnsonsyndrome(1 in 1000).In clinical trials in patients with bipolardisorder, theincidenceof seriousrashis
approximately1 in 1000.

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

In children, theinitial presentationof a rashcanbemistaken for an infection, physiciansshouldconsiderthepossibility
of a reactionto lamotriginetreatmentin childrenthat develop symptomsof rashandfeverduringthefirst eightweeks
of therapy.

Additionally theoverall risk of rashappears to bestrongly associated with:

• high initial dosesof lamotrigineandexceeding therecommendeddose escalationof lamotriginetherapy(see
section4.2)
• concomitantuseof valproate(seesection4.2).

Caution is alsorequiredwhentreatingpatientswith ahistory of allergy or rashto otherAEDsasthefrequencyof non-
seriousrashafter treatmentwith lamotriginewasapproximately three timeshigher in thesepatientsthan in those
withoutsuchhistory.

All patients (adults and children) who develop a rash should be promptly evaluatedand lamotrigine withdrawn
immediatelyunlessthe rashis clearly not relatedto lamotrigine treatment. It is recommended that lamotriginenot be
restartedin patients who havediscontinueddue to rashassociated with prior treatment with lamotrigineunlessthe
potentialbenefitclearlyoutweighstherisk.

Rash has also beenreportedas part of a hypersensitivity syndromeassociated with a variable patternof systemic
symptomsincluding fever, lymphadenopathy,facial oedemaandabnormalit iesof thebloodandliver (seesection4.8).
The syndromeshows a wide spectrumof clinical severity and may, rarely, lead to disseminatedintravascular
coagulation and multiorganfailure. It is important to note that early manifestationsof hypersensitivity(for example
fever, lymphadenopathy)may be presenteven thoughrash is not evident. If suchsignsor symptomsare present the
patientshouldbeevaluatedimmediatelyandlamotriginediscontinuedif an alternativeaetiologycannotbeestablished.

Clinical worsening and suicide risk
Suicidal ideation andbehaviourhavebeenreportedin patients treatedwith AEDs in severalindications.A meta-
analysisof randomizedplacebo-controlledtrials of AEDshasalsoshown asmall increasedrisk of suicidal ideation and
behaviour. Themechanismof this risk is not knownandtheavailabledata donotexcludethepossibilityof an
increasedrisk of 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,includinglamotrigine.Thereforepatientsreceiving
lamotriginefor bipolardisordershouldbecloselymonitored for 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
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patientswhoexperienceclinical worsening(includingdevelopmentof newsymptoms)and/ortheemergenceof
suicidal ideation/behaviour,especially if thesesymptomsaresevere,abruptin onset,or werenot part of thepatient’s
presentingsymptoms.

Hormonalcontraceptives
Effects of hormonal contraceptives on lamotrigine efficacy
Theuseof anethinyloestradiol/levonorgestrel(30µg/150µg) combination increasestheclearanceof lamotrigineby
approximatelytwo-fold resultingin decreasedlamotriginelevels (seesection 4.5).A decreasein lamotrigine levelshas
beenassociatedwith lossof seizurecontrol.Following titration,highermaintenancedosesof lamotrigine(by asmuch
as two-fold) wil l beneededin mostcasesto attain amaximal therapeutic response.Whenstoppinghormonal
contraceptives,theclearanceof lamotriginemaybehalved.Increases in lamotrigineconcentrationsmay beassociated
with dose-relatedadverseevents. Patients shouldbemonitoredwith respect to this.

In womennotalreadytakinganinducerof lamotrigineglucuronidationandtakingahormonalcontraceptivethat
includesoneweekof inactivetreatment(for example "pill -freeweek"), gradualtransientincreasesin lamotriginelevels
wil l occurduringtheweekof inactivetreatment(seesection4.2).Variationsin lamotriginelevelsof this order maybe
associatedwith adverseeffects. Therefore,considerationshouldbegivento usingcontraceptionwithout apill -free
week,asfirst-line therapy(for example,continuoushormonalcontraceptives or non-hormonalmethods).

Theinteraction betweenotheroral contraceptiveor HRT treatmentsandlamotriginehavenot beenstudied,thoughthey
maysimilarly affectlamotriginepharmacokinetic parameters.

Effects of lamotrigine on hormonal contraceptive efficacy:
An interactionstudyin 16healthyvolunteershasshownthatwhenlamotrigineandahormonal contraceptive
(ethinyloestadiol/levonorgestrelcombination)areadministeredin combination,there is amodestincreasein
levonorgestrelclearanceandchangesin serumFSHandLH (seesection 4.5).The impactof thesechangesonovarian
ovulatoryactivity is unknown. However, thepossibility of thesechangesresulting in decreasedcontraceptiveefficacy
in somepatientstakinghormonalpreparationswith lamotriginecannotbeexcluded.Therefore,patientsshouldbe
instructedto promptly reportchangesin theirmenstrual pattern,e.g.breakthroughbleeding.

Dihydrofolatereductase
Lamotriginehasa slight inhibitory effect on dihydrofolic acid reductase,hencethere is a possibility of interference
with folate metabolism during long-term therapy (see section 4.6). However, during prolonged human dosing,
lamotrigine did not inducesignificantchanges in the haemoglobin concentration, meancorpuscularvolume,or serum
or red bloodcell folateconcentrationsup to 1 year or redbloodcell folateconcentrationsfor up to 5 years.

Renalfailure
In singledosestudiesin subjectswith end stagerenalfailure,plasmaconcentrationsof lamotriginewere not
significantly altered.However,accumulation of theglucuronidemetabolite is to beexpected;cautionshouldtherefore
beexercisedin treatingpatientswith renal failure.

Patientstakingotherpreparationscontaining lamotrigine
Lamotrigineshouldnot beadministeredto patientscurrently being treatedwith anyotherpreparationcontaining
lamotriginewithoutconsulting adoctor.

Excipientsof Lamotriginetablets
Lamotriginecontains lactosemonohydrate. Patients with rare hereditary problemsof galactoseintolerance,the Lapp
lactasedeficiencyor glucose-galactosemalabsorption shouldnot take this medicine.

Developmentin children
Thereare no dataon theeffect of lamotrigine on growth, sexual maturation and cognitive,emotionalandbehavioural
developmentsin children.

Precautionsrelating to epilepsy
As with otherAEDs,abruptwithdrawalof lamotriginemay provokereboundseizures.Unlesssafetyconcerns(for
examplerash)requireanabruptwithdrawal,thedoseof lamotrigineshould begraduallydecreasedoveraperiod of two
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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 thetreament of typical absence seizures,efficacy maynotbemaintainedin all
patients.

Precautionsrelating to bipolardisorder

Paediatric populationTreatment with antidepressantsis associatedwith an increased risk of suicidal thinkingand
behaviour in childrenandadolescentswith majordepressivedisorder andother psychiatric 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 inhibition of hepaticoxidativedrug-metabolising
enzymes, andinteractionsbetweenlamotrigineandmedicinal products metabolisedby cytochromeP450enzymesare
unlikely to occur.Lamotrigine mayinduceits ownmetabolismbut theeffect is modestandunlikely to havesignificant
clinical consequences.

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

*Otheroral contraceptiveandHRT treatmentshavenot beenstudied,thoughtheymaysimilarly affectlamotrigine
pharmacokinetic parameters(seesections4.2and4.4).

Interactionsinvolving antiepilepticdrugs
Valproate,which inhibits theglucuronidation of lamotrigine,reduces themetabolismof lamotrigineandincreasesthe
meanhalf-li fe of lamotriginenearly two-fold. In patientsreceiving concomitanttherapywith valproate,theappropriate
treatmentregimenshouldbeused(seesection 4.2).

Medicinal productsthatsignificantly
inhibit glucuronidationof
lamotrigine

Medicinalproductsthatsignificantly
induceglucuronidationof
lamotrigine

Medicinal products thatdonot
significantly inhibit or induce
glucuronidationof lamotrigine

Valproate Phenytoin
Carbamazepine
Phenobarbitone
Primidone
Rifampicin
Lopinavir/ritonavir
Ethinyloestradiol/levonogestrel
combination*

Oxcarbazepine
Felbamate
Gabapentin
Levetiracetam
Pregabalin
Topiramate
Zonisamide
Lithium
Buproprion
Olanzapine
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CertainAEDs (suchas phenytoin,carbamazepine,phenobarbitoneandprimidone)which inducehepaticdrug-
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 lamotrigine andoxcarbazepinein
healthyadultvolunteers,butdose reductionwas not investigated.

Therearereportsin theliteratureof decreasedlamotriginelevelswhenlamotriginewasgivenin combinationwith
oxcarbazepine.However,in aprospective studyin healthy adult volunteersusingdosesof 200mg lamotrigineand
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).

In a studyof healthy volunteers,coadministration of felbamate(1200mg twicedaily) with lamotrigine (100mg twice
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-statetroughplasmaconcentrationsof lamotriginewerenot affectedby 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 (200to 400mg/day)with lamotrigine (150to 500
mg/day)for 35dayshadnosignificanteffect on thepharmacokineticsof lamotrigine.

Althoughchangesin theplasmaconcentrationsof otherAEDshavebeenreported,controlledstudieshaveshownno
evidencethatlamotrigineaffects theplasmaconcentrationsof concomitant AEDs. Evidencefrom in vitro studies
indicatesthatlamotriginedoesnot displaceotherAEDs from protein bindingsites.

Interactionsinvolving otherpsychoactiveagents
Thepharmacokineticsof lithium after2 g of anhydrouslithium gluconate given twice daily for six daysto 20 healthy
subjectswerenot alteredby co-administration of 100mg/daylamotrigine.

Multiple oral dosesof bupropion had no statistically significant effects on the single dose pharmacokinetics of
lamotriginein 12subjectsandhadonly aslight increasein theAUC of lamotrigineglucuronide.

In a studyin healthy adult volunteers,15 mg olanzapine reducedtheAUC and Cmaxof lamotrigineby an averageof
24% and20%,respectively. An effectof this magnitudeis not generally expectedto beclinically relevant. Lamotrigine
at 200 mgdid notaffectthepharmacokinetics of olanzapine.

Multiple oral dosesof lamotrigine400mg daily hadno clinically significanteffect on thesingledosepharmacokinetics
of 2 mg risperidone in 14 healthy adult volunteers. Following the co-administration of risperidone2 mg with
lamotrigine, 12 out of the 14 volunteers reportedsomnolence compared to 1 out of 20 when risperidonewas given
alone,andnonewhenlamotriginewasadministeredalone.
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In vitro experimentsindicated that the formation of lamotrigine's primary metabolite, the 2-N-glucuronide,was
minimally inhibited by co-incubation with amitriptyline, bupropion,clonazepam, haloperidol or lorazepam.These
experimentsalso suggested that metabolism of lamotrigine was unlikely to be inhibited by clozapine,fluoxetine,
phenelzine, risperidone, sertraline or trazodone. In addition, a study of bufuralol metabolismusing human liver
microsomepreparationssuggested that lamotriginewould not reduce the clearanceof medicinalproductsmetabolised
predominantlyby CYP2D6.

Interactionsinvolving hormonalcontraceptives
Effect of hormonal contraceptives on lamotrigine pharmacokinetics
In a study of 16 femalevolunteers, dosing with 30 µg ethinyloestradiol/150 µg levonorgestrel in a combinedoral
contraceptive pill causedanapproximately two-fold increasein lamotrigineoral clearance, resulting in anaverage52%
and 39%reductionin lamotrigineAUC and Cmax,respectively. Serum lamotrigineconcentrationsincreasedduring the
course of theweekof inactivetreatment(includingthe"pill -free" week),with pre-doseconcentrationsat theendof the
weekof inactive treatmentbeing,on average, approximately two-fold higherthan during co-therapy(seesection 4.4).
No adjustmentsto therecommendeddoseescalation guidelinesfor lamotrigineshouldbenecessarysolely basedon the
useof hormonalcontraceptives, but themaintenancedoseof lamotrigine will needto beincreased or decreasedin most
caseswhenstartingor stoppinghormonalcontraceptives (seesection 4.2).

Effect of lamotrigine on hormonal contraceptive pharmacokinetics
In a studyof 16 female volunteers,asteadystatedoseof 300mg lamotriginehadnoeffect on 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(seesection
4.4).Theeffectsof dosesof lamotrigineotherthan300mg/dayhavenot been studiedandstudieswith otherfemale
hormonal preparationshavenot beenconducted.

Interactionsinvolving othermedicinal products
In a studyin 10 malevolunteers,rifampicin increased lamotrigineclearance and decreasedlamotriginehalf-li fe dueto
induction of the hepatic enzymesresponsible for glucuronidation. In patients receiving concomitanttherapy with
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).

4.6 Fertility, pregnancy and lactation

Risk relatedto antiepilepticdrugsin 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.

Therisk of congenitalmalformationsis increasedby a factorof 2 to 3 in theoffspringof motherstreatedwith AEDs
comparedwith theexpectedincidencein thegeneralpopulationof approximately 3%. Themostfrequentlyreported
defectsarecleft lip, cardiovascularmalformationsandneural tubedefects.

Therapywith multipleAEDs is associatedwith ahigher risk of congenital malformationsthanmonotherapyand
thereforemonotherapyshouldbeusedwheneverpossible.

Risk relatedto lamotrigine
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Pregnancy
Epidemiologicalstudiesinvolving in total approximately 2000womenexposedto lamotriginemonotherapyduring
pregnancycannotexcludeanincreasedrisk for congenital malformations.Oneregistry hasreportedanincreased
incidenceof facial clefts. Otherdatasetshavenotconfirmedthis finding. Animal studieshaveshowndevelopmental
toxicity (seesection 5.3).

If therapywith LamotrigineAurobindois considerednecessary duringpregnancy,thelowestpossibletherapeuticdose
is 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. Therehavebeen
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.

Breast-feeding
Dataindicate thatlamotriginepassesinto breastmilk. In somebreast-fed infants,theserumconcentrationsof
lamotriginereachedlevelsat whichpharmacological effectsmayoccur.

Thepotentialbenefitsof breast-feedingshouldbeweighedagainstthepotential risk of adverseeffectsoccurring in the
infant.Shouldawomandecideto breast-feedwhile on therapy with lamotrigine,theinfant shouldbemonitoredfor
adverseeffects.

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

4.7 Effects on ability to drive and use machines

As thereis individual variationin responseto all AED therapy,patients takinglamotrigineto treatepilepsyshould
consulttheirphysicianon thespecificissuesof driving andepilepsy.

No studies on theeffectson theability to driveandusemachineshavebeenperformed.Two volunteerstudieshave
demonstratedthattheeffectof lamotrigineon fine visualmotorco-ordination,eyemovements, bodyswayand
subjectivesedativeeffects did not differ from placebo.In clinical trials with lamotrigine adversereactionsof a
neurologicalcharactersuchasdizzinessanddiplopiahavebeenreported.Therefore, patientsshouldseehow
lamotriginetherapyaffectsthembeforedriving or operating machinery.

4.8 Undesirable effects

Theundesirableeffectshavebeendividedinto epilepsyandbipolarspecific sectionsbased on thedatacurrently
available.However,bothsectionsshouldbeconsultedwhenconsidering theoverallsafetyprofile of lamotrigine.

The following convention has been utili zed for the classification of undesirable effects:- Very common (>1/10),
Common(>1/100to <1/10),Uncommon (>1/1000to <1/100),Rare(>1/10,000to <1/1000),Very rare (<1/10,000),not
known(cannotbeestimatedfrom theavailable data).

Within eachfrequencygrouping,undesirableeffects are presented in orderof decreasingseriousness.

Epilepsy

Blood and lymphatic system disorders
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Very rare: haematologicalabnormalitiesincludingneutropenia, leukopenia,anaemia, thrombocytopenia,
pancytopenia,aplastic anaemia,agranulocytosis.

Frequencynot known:lymphadenopathy.

Haematologicalabnormalities andlymphadenopathy may or maynot beassociatedwith thehypersensitivity syndrome
(seeImmunesystemdisorders**).

Immune system disorders
Very rare: hypersensitivity syndrome**(includingsuchsymptomsas,fever, lymphadenopathy,facial

oedema,abnormalitiesof thebloodandliver, disseminatedintravascularcoagulation,multi-
organfailure).

**Rashhasalsobeenreportedaspartof ahypersensitivi ty syndromeassociatedwith avariablepatternof systemic
symptomsincluding fever,lymphadenopathy,facial oedemaandabnormalit iesof thebloodandliver. Thesyndrome
showsawide spectrumof clinical severity andmay,rarely, leadto disseminatedintravascularcoagulationand
multiorganfailure.It is importantto notethatearlymanifestationsof hypersensitivity(for examplefever,
lymphadenopathy)may bepresenteventhoughrashis not evident.If suchsignsandsymptomsarepresent,thepatient
should beevaluatedimmediatelyandLamotrigineAurobindodiscontinuedif analternativeaetiologycannotbe
established.

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

Nervous system disorders
Duringmonotherapyclinical trials:
Verycommon: headache.
Common: somnolence,dizziness,tremor, insomnia.
Uncommon: ataxia.
Rare: nystagmus.

Duringotherclinical experience:
Verycommon: somnolence,ataxia, dizziness,headache.
Common: nystagmus,tremor,insomnia.
Very rare: agitation, unsteadiness,movementdisorders,worseningof Parkinson'sdisease,extrapyramidal

effects, choreoathetosis, increasein seizurefrequency.
Frequencynot known: asepticmeningitis
Therehavebeenreportsthatlamotriginemayworsen parkinsoniansymptomsin patientswith pre-existingParkinson’s
disease,and isolatedreportsof extrapyramidal effects andchoreoathetosis in patients without this underlying condition.

Eye disorders
Duringmonotherapyclinical trials:
Uncommon: diplopia,blurredvision.

Duringotherclinical experience:
Verycommon: diplopia,blurredvision.
Rare: conjunctivitis.

Gastrointestinal disorders
Duringmonotherapyclinical trials:
Common: nausea,vomiting,diarrhoea.
Duringotherclinical experience:
Verycommon: nausea,vomiting.
Common: diarrhoea.
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Hepato-biliary disorders
Very rare: hepaticfailure,hepatic dysfunction, increased liver functiontests.

Hepaticdysfunctionusually occursin associationwith hypersensitivity reactionsbut isolatedcaseshavebeenreported
withoutovertsignsof hypersensitivity.

Skin and subcutaneous tissue disorders
Verycommon: skin rash.
Rare: Severecutaneousadverse reactions (SCARs)like stevens-Johnson syndrome(SJS) havebeen

reported(seesection4.4)

Very rare: Severecutaneousadversereactions(SCARs)like toxic epidermal necrolysis(TEN) havebeen
reported(seesection4.4).

In double-blind, adjunctive clinical trials in adults,skin rashesoccurred in up to 10%of patientstakinglamotrigineand
in 5%of patientstakingplacebo.Theskin rashesled to thewithdrawalof lamotrigine treatmentin 2%of patients.The
rash,usually maculopapularin appearance,generally appearswithin eight weeksof starting treatmentandresolveson
withdrawalof LamotrigineAurobindo(seesection4.4).

Seriouspotentially life-threateningskin rashes,includingStevens–Johnsonsyndrome andtoxic epidermalnecrolysis
(Lyell’ sSyndrome)havebeenreported.Althoughthemajority recoveronwithdrawal of lamotriginetreatment,some
patientsexperience irreversiblescarringandtherehavebeen rarecases of associateddeath(seesection4.4).

Theoverallrisk of rash,appearsto bestronglyassociatedwith:

- high initial dosesof lamotrigineandexceeding therecommendeddoseescalationof lamotriginetherapy(see
section 4.2)

- concomitantuseof valproate(seesection4.2).

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

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

General disorders and administration site conditions
Common: tiredness.

Bipolar Disorder

Theundesirableeffectsbelowshouldbeconsideredalongsidethoseseenin epilepsyfor anoverall safetyprofile of
lamotrigine.

Nervous system disorders
Duringbipolardisorderclinical trials:
Verycommon: headache.
Common: agitation,somnolence,dizziness.

Gastrointestinal disorders
Duringbipolardisorderclinical trials:
Common: dry mouth

Skin and subcutaneous tissue disorders
Duringbipolardisorderclinical trials:
Verycommon: skin rash.
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Rare: Severecutaneousadverse reactions(SCARs)like stevens-Johnson syndrome(SJS) havebeen
reported(seesection4.4)

Very rare: Severecutaneousadversereactions(SCARs)like toxic epidermal necrolysis(TEN) havebeen
reported(seesection4.4)

Whenall bipolardisorderstudies(controlled anduncontrolled) conductedwith lamotrigineareconsidered,skin rashes
occurredin 12%of patientson lamotrigine. Whereas, in controlledclinical trials with bipolardisorderpatients,skin
rashesoccurredin 8% of patientstakinglamotrigineand in 6%of patientstaking placebo.

Musculoskeletal and connective tissue disorders
Duringbipolardisorderclinical trials:
Common: arthralgia.

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

Therehavebeenreports of decreasedbonemineral density,osteopenia, osteoporosisandfracturesin patientson long-
termtherapywith LamotrigineAurobindo.Themechanismby which Lamotrigine Aurobindoaffectsbonemetabolism
has not beenidentified.

Reportingof suspectedadversereactions

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: medsafety@hpra.ie.

4.9 Overdose

Symptomsandsigns
Acuteingestion of dosesin excess of 10 to 20 timesthemaximumtherapeutic dose hasbeenreported.Overdosehas
resultedin symptomsincludingnystagmus,ataxia,impairedconsciousnessandcoma.

Treatment
In theevent of overdosage,thepatientshouldbeadmittedto hospital andgivenappropriatesupportivetherapy.
Therapyaimedat decreasingabsorption(activated charcoal, laxativeor gastriclavage)shouldbeperformedif
indicated.Thereis noexperiencewith haemodialysis as treatmentfor overdose.In six volunteerswith kidneyfailure,
20%of thelamotriginewasremovedfrom thebodyduringa 4-hourhaemodialysissession(seesection5.2).

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:OtherAntiepileptics
ATC code: N03A X09

Mechanismof action:
Theresultsof pharmacodynamicstudiessuggestthatlamotrigine is ause- andvoltage-dependentblockerof voltage
gatedsodiumchannels.It inhibits sustained,repetitive 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.
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Pharmacodynamic effects
In testsdesignedto evaluatethecentralnervoussystemeffectsof medicinalproducts,theresultsobtainedusingdoses
of 240mg lamotrigine administeredto healthy volunteersdid not differ from placebo,whereasboth1000mgphenytoin
and 10mgdiazepameachsignificantly impairedfine visual motorco-ordination andeyemovements,increasedbody
swayandproducedsubjectivesedativeeffects.

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

Clinical efficacy and safety in children aged 1 to 24 months

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
randomizedto placeboor continuationof lamotrigine.Theproportion of subjects with 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 efficacy and safety in Lennox-Gastaut syndrome
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.Oncestabilisedusing
lamotriginemonotherapy or adjunctivetherapy,patients wererandomlyassignedinto oneof five treatment groups:
lamotrigine(50,200,400mg/day),lithium (serum levels of 0.8to 1.1mMol/L) or placebofor amaximumof 76weeks
(18 months).Theprimaryendpointwas"Time to Intervention for aMoodEpisode(TIME)", where theinterventions
wereadditional pharmacotherapyor electroconvulsivetherapy(ECT). StudySCAB2006hada similardesignasstudy
SCAB2003,but differedfrom studySCAB2003in evaluating a flexible doseof lamotrigine(100to 400mg/day)and
includingpatientswith bipolarI disorderwhohad recently or werecurrently experiencing amanicepisode.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
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In supportiveanalysesof time to first depressiveepisodeandtimeto first manic/hypomanicor mixedepisode,the
lamotrigine-treatedpatientshadsignificantly longer timesto first depressiveepisodethanplacebopatients,andthe
treatmentdifferencewith respectto time to manic/hypomanic or mixedepisodeswasnot statisticallysignificant.

Theefficacyof lamotrigine in combinationwith moodstabilisershasnot been adequatelystudied.

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.

5.2 Pharmacokinetic properties

Absorption

Lamotrigineis rapidly andcompletely absorbedfrom thegut with nosignificantfirst-passmetabolism.Peakplasma
concentrationsoccurapproximately 2.5hoursafter oral administrationof lamotrigine.Time to maximumconcentration
is slightly delayedafterfoodbut theextentof absorption is unaffected.There is considerableinter-individual variation
in steadystatemaximumconcentrationsbutwithin anindividual, concentrationsrarelyvary.

Distribution

Binding to plasmaproteinsis about55%;it is veryunlikely thatdisplacementfrom plasmaproteinswould resultin
toxicity.

Thevolumeof distribution is 0.92to 1.22L/kg.

Biotransformation

UDP-glucuronyltransferaseshavebeenidentified as theenzymesresponsible for metabolismof lamotrigine.

Lamotrigineinducesits ownmetabolismto a modest extent dependingondose.However,there is noevidencethat
lamotrigineaffectsthepharmacokineticsof otherAEDs anddatasuggestthatinteractionsbetweenlamotrigine and

Health Products Regulatory Authority

______________________________________________________________________________________________________________________

Date Printed 24/03/2015 CRN 2155674 page number: 19



medicinal productsmetabolisedby cytochromeP450enzymes areunlikely to occur.

Elimination

Theapparentplasmaclearancein healthysubjectsis approximately 30mL/min. Clearanceof lamotrigineis primarily
metabolicwith subsequenteliminationof glucuronide-conjugated material in urine.Lessthan10%is excreted
unchanged in theurine. Only about2% of lamotrigine-relatedmaterial is excretedin faeces.Clearanceandhalf-life are
independentof dose.Theapparentplasmahalf -li fe in healthy subjectsis estimatedto beapproximately 33hours(range
14 to 103hours).In a studyof subjectswith Gilbert'sSyndrome, mean apparentclearancewasreducedby 32%
comparedwith normalcontrolsbut thevaluesarewithin therangefor thegeneralpopulation.

Thehalf-life of lamotrigine is greatlyaffectedby concomitantmedicinal products.Meanhalf-lif e is reducedto
approximately14hourswhengivenwith glucuronidation-inducing medicinalproductssuchascarbamazepineand
phenytoin andis increasedto ameanof approximately 70hourswhenco-administeredwith valproatealone(see
section4.2).

Linearity

Thepharmacokineticsof lamotriginearelinearup to 450mg, thehighest singledosetested.

Special patientpopulations

Children
Clearance adjustedfor bodyweightis higherin childrenthanin adults with thehighestvaluesin childrenunderfive
years.Thehalf-life of lamotrigineis generally shorterin children thanin adults with a meanvalueof approximately 7
hourswhengivenwith enzyme-inducingmedicinal productssuch ascarbamazepineandphenytoinandincreasing to
meanvaluesof 45 to 50hourswhenco-administeredwith valproatealone(seesection4.2).

Infants aged 2 to 26 months
In 143paediatric patientsaged2 to 26months,weighing3 to 16kg, clearancewasreducedcomparedto olderchildren
with thesamebodyweight, receivingsimilaroraldosesperkg bodyweightaschildrenolderthan2 years.Themean
half -lifewasestimatedat 23hoursin infantsyoungerthan26monthsonenzyme-inducingtherapy,136hourswhenco-
administeredwith valproateand38hoursin subjects treatedwithout enzymeinducers/inhibitors.Theinter-individual
variability for oral clearancewashigh in thegroupof paediatric patientsof 2 to 26months(47%). Thepredictedserum
concentration levelsin childrenof 2 to 26monthswerein generalin thesamerangeasthosein olderchildren,though
higherCmaxlevelsarelikely to beobservedin somechildren with a bodyweightbelow10kg.

Elderly
Resultsof apopulationpharmacokineticanalysis includingbothyoungandelderly patientswith epilepsy,enrolledin
thesametrials, indicatedthattheclearanceof lamotriginedid not changeto aclinically relevantextent. After single
dosesapparentclearancedecreasedby 12%from 35mL/min at age20 to 31mL/min at70years.Thedecrease after48
weeksof treatmentwas10%from 41 to 37ml/min between theyoungandelderly groups.In addition,
pharmacokineticsof lamotriginewasstudiedin 12healthy elderly subjectsfollowing a150mgsingledose.Themean
clearance in theelderly (0.39mL/min/kg) lieswithin therangeof themeanclearancevalues(0.31to 0.65mL/min/kg)
obtainedin ninestudieswith non-elderlyadultsafter singledoses of 30 to 450mg.

Renal impairment
Twelvevolunteerswith chronic renalfailure,andanothersix individuals undergoinghemodialysiswereeachgivena
single 100mgdoseof lamotrigine.Meanclearanceswere0.42mL/min/kg (chronicrenalfailure), 0.33mL/min/kg
(betweenhemodialysis)and1.57mL/min/kg (duringhemodialysis),compared with 0.58mL/min/kg in healthy
volunteers.Meanplasmahalf-liveswere42.9hours (chronicrenalfailure),57.4hours(betweenhemodialysis) and13.0
hours(duringhemodialysis),comparedwith 26.2hoursin healthy volunteers.Onaverage,approximately 20%(range=
5.6 to 35.1)of theamountof lamotriginepresentin thebodywaseliminatedduringa 4-hourhemodialysis session.For
thispatientpopulation,initial dosesof lamotrigineshould bebasedon thepatient’sconcomitantmedicinalproducts;
reducedmaintenancedosesmaybeeffective for patientswith significantrenalfunctional impairment (seesections4.2
and 4.4).
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Hepatic impairment
A singledosepharmacokineticstudywasperformedin 24subjectswith variousdegreesof hepaticimpairmentand12
healthysubjectsascontrols. Themedianapparentclearanceof lamotriginewas 0.31,0.24or 0.10mL/min/kg in
patientswith GradeA, B, or C (Child-PughClassification) hepaticimpairment, respectively, comparedwith 0.34
mL/min/kg in thehealthycontrols.Initial, escalation andmaintenancedoses shouldgenerallybereducedin patients
with moderateor severehepaticimpairment(seesection 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,an effect on learningin the Biel maze test,a slight delay in balanopreputial separationand vaginal
patency and adecreasedpostnatalbodyweight gainin F1 animals wereobservedat exposuresapproximatelytwo-times
higherthanthetherapeuticexposuresin humanadults.

Animal experimentsdid not revealimpairmentof fertili ty by lamotrigine. Lamotriginereducedfoetal folic acid levels
in rats.Folic aciddeficiencyis assumedto beassociatedwith anenhanced risk of congenitalmalformationsin animal
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
section5.1).

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Cellulose,microcrystalline
Lactosemonohydrate
Sodiumstarchglycolate(TypeA)
Magnesiumstearate
Povidone(K30)

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

4 years

6.4 Special precautions for storage
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This medicinalproduct doesnot requireanyspecial storageconditions.

6.5 Nature and contents of container

ClearPVC/Aluminium blisterpacks:
Packsizes: 1, 7, 10,14,20,21,28,30,40,42,46,50,56,60,90,98,100,200,250,500tablets.

HDPEbottlewith polypropylenecapandcottoncoil:
Packsizes:60,90,100,250,500,1000tablets.

Not all packsizesmay bemarketed.

6.6 Special precautions for disposal and other handling

No specialrequirements.
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AurobindoPharmaLimited,
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