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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
LamotrigineAurobindo25 mg tablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans 25 mg lamotigine.
Excipientwith knowneffect
Lactose:19mg

For thefull list of excipients,seesection6.1.
3PHARMACEUTICAL FORM

Tablet.

White to off white coloured,shied shapedincoaédtablets debossedavith ‘D’ and*93 ononesideand scorelineonthe
other side.
Thetabletcanbedividedinto equaldoses.

4 CLINICAL PARTICULARS
4.1 Therapeutic I ndications

Epilepsy:
Adults and adolescents aged 13 years and above
* Adjunctiveor monotherapyreatmenbf partial seiaires and generéized sazures,includingtonic-clonic
seizures.
* Seizuresassocatedwith LennoxGasau syndromelLamotrigineis given asanadjunctivethergy butmay
be the initial antiepileptic drug(AED) to startwith in LennoxGastaut syndrome.

Children and adolescents aged 2 to 12 years
* Adjunctivetreatrrentof partialseizuresand generalked sdzures, including tonic-clonic seizuresandthe
seizuresassociateavith LennoxGastatisyndrome.
* Monotherapyof typical absenceeizures.

Bipolar disorder:
Adults aged 18 years and above
* Preventionof depressivepisodesn patientswith bipolar | disorderwho experencepredominantly
depresiveepisods (seesection5.1).

Lamotrigineis notindicatedfor the acutetreaimentof manicor depressve episades.

4.2 Posology and method of administration

Lamotriginetables shouldbe swallowedwhole.If thetabletsrequirehalving (to takehalf the doseor to facilitate ea®
of swallowing), the halvesshouldalsobe swdlowed wholeandnot be cheved or crushed Useatabletcutter to halve
tablets Alternatively, keepingthe scoe-line sidefacing upwardshold boththe upperandlower sidesof thetablet,on
either sideof thescoe-line, usng thethumbandindexfingerof bothhandgFig. A) andhalvethetabletby pressing
down andawayfrom thescoreline so thatthetabld opensatthe scoreline side.Do not hold onto the shoulder(end)
of thetablet,on eithersideof the scoreline (Fig. B), whenhaling sincethis may causehetabletto crumble.
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If the calculateddoseof lamotrigine (for examplefor treatmentof childrenwith epilepsyor patientswith hepatic
impairment) doesnot equateto wholetablets,the doseto be adminsteredis thatequalto thelower numberof whole
tablets

For doesnotreaisable/practicablevith this medcind product,otherstrenghsof this medicinalproductor other
pharmaceuticalormsandproductsareavailable.

Restartingtherapy

Prescribershouldassesshe needfor escdation to maintenane dosewhenrestating Lamotiligine Aurobindoin
patientswho havediscontinued_amotrigine Aurobindofor anyreasonsincetherisk of sefousrad is associateavith
high initial dosesandexceedingherecommendedioseescadtion for lamotrigine (seesection 4.4). Thegreaterthe
interval of time sincethe previousdose, the moreconsderaton shoull be given to escalatiorto the maintenancelose.
Whentheinterval sincedisconinuing lamotrigine exceedsfive half-lives (seesecton 5.2), Lamotrigine Aurobindo
should generally beescalatedo the maintenacedoseacmrdingto the appropria¢ schedule

It is recommendethatLamotrigineAurobindonot berestarte in paients who havediscontinueddueto rash
asscciatedwith prior treatmentwith lamotrigine unlessthe potental beneft clearly outweighstherisk.

Epilepsy

Therecommendedoseescalatiorandmaintenane dosedor adultsandadolescentagel 13 yearsandabove(Table 1)
and for childrenandadolescentaged?2 to 12 years(Table 2) aregivenbdow. Becausef arisk of rashtheinitial dose
and subsegentdoseesalationshouldnot be exceeded(seesedion 4.4).

Whenconcomtant AEDs arewithdrawnor otherAEDs/malicind producst are addedon to treatmentegimes
containing lamotrigine, consideratiorshouldbe givento the effed this may haveon lamotiigine pharmacokineticésee
section4.5).

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

Treatmet regimer Weels1 + 2 Weeks3 + 4 Usualmainienancedose
M onother apy: 25 mg/day 50 mg/day 100- 200mg/day
(onceaday) (once aday) (onceadayor two divided
doses)

To achievemaintenance,
doses maybeincreasedy
maximumof 50- 100mg
everyoneto two weeksuntil
optimalresponses achieved

500mg/dayhasbeen
requredby somepatientsto
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| achievedesiredrespnse

4.5

Adjunctivetherapy WITH valproate (inhibitor of lamotrigineglucuronidatior- seesection

This dosag regimer
shoud beusedwith
valproateregardles®f
anyconcomtant
medicinal

prodicts

12.5 mg/day
(givenas25mg
on dternae

days)

25 mg/day
(once aday)

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

To achievemaintenance,
doses maybeincreasedy
maximumof 25- 50mg
everyoneto two weeksuntil
optimalresponses achieve:

Adjunctivetherapy WITHOUT valproate and WITH inducers of lamotrigine
glucuronidation (seesection4.5):

Thisdosag regimer
shoud beusedwithout
valproatebut with:

phenytoin
carbamazepie
phenobarbitone
primidone
rifampicin
lopinavir/ritonavr

50 mg/day
(onceaday)

100 mg/day
(two divided
doses)

200- 400mg/day
(two divideddoses)

To achievemaintenance,
doses maybeincreasedy
maximumof 100mg every
oneto two weeksuntil
optimalresponses achieved

700mg/dayhasbeen
requredby somepatientsto
achievedesiredresppnse

Adjunctivetherapy WITHOUT valproate and WITHOUT inducersof lamotrigine
glucuronidation (seesectiord.5):

This dosag regimer
shoud beusedwith
othermedicinal
prodwctsthatdo

not significantlyinhibit
or induce lamotrigire
glucurondation

25mg/day
(onceaday)

50 mg/day
(once aday)

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

To achieve maintenance,
doses maybeincreasedy
maximumof 50- 100mg
everyoneto two weeksuntil
optimalresponses achievec

In patientstaking medicinalproductswvherethe phamaamkinetic interagion with lamotrigineis
currentlynot known (seesection4.5), the treatment regimenasrecommendedfor lamotrigine
with concurrenwalproateshouldbeused.

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

ma/kg body weight/day)
Treatmet regimer Weels1 + 2 Weeks3 + 4 Usualmainienancedose
Monother apy of 0.3mg/kgday 0.6 mg/kg/da 1 - 10 mg/kg/day although
typical absence (onceadayor two (onceadayortwo | somepatientshaverequired
seizures. divideddoses) divideddoses) higherdosequpto 15
mg/kg/day)to achieve

desiedresponse
(onceadayor two divided
doses)

To achievemaintenance,
doses maybeincreasedy
maximumof 0.6 mg/kg/day
everyoneto two weeksuntil
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| optimalresponsés achievec

4.5

Adjunctivetherapy WITH valproate (inhibitor of lamotrigineglucuronidatior- seesection

Thisdosag regimen
shoud beusedwith
valproateregardles®f
anyotherconconitant
medicinalproducs

0.15mg/kg/day*
(onceaday)

0.3 mg/kg/da
(once aday)

1 -5 mg/kg/da
(onceadayor two divided
doses)

To achievemaintenance,
doses maybeincreasedy
maximumof 0.3 mg/kg
everyoneto two weeksuntil
optimalresponses
achievedwith amaximum
maintenancealoseof 200
mg/day

Adjunctivetherapy WITHOUT valproate and WITH inducers of lamotrigine
glucuronidation (seesection4.5):

Thisdosag regimer 0.6 mg/kgday 1.2 mg/kg/day 5 -15mg/kg/da

shoud beusedwithout | (two divideddoses) (two divided (onceadayor two divided

valproatebut with: doses) doses)

phenytoin To achievemaintenance,

carbamazepie doses maybeincreasedy

phenobarbitone maximumof 1.2 mg/kg

primidone everyoneto two weeksuntil

rifampicin optimalresponses

lopinavir/ritonavr achievedwith amaximum
mairtenancedoseof 400
mg/day

Adjunctivetherapy WITHOUT valproate and WITHOUT inducers of lamotrigine
glucuronidation (seesectiord.5):

This dosag regimer
shoud beusedwith
othermedicinal
prodwctsthatdo

not significantlyinhibit
or induce lamotrigire
glucurondation

0.3mg/kgday
(onceadayor two
divideddoses)

0.6 mg/kg/da
(onceadayor
two divideddoses)

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

To achievemaintenance,
doses maybeincreasedy
maximumof 0.6 mg/kg
everyoneto two weeksuntil
optimalresponses
achievedwith amaximum
of maintenanceloseof 200
mg/day

In patientstakingmedicinalproductswvherethe phamaamkinetic interation with lamotrigineis
currentlynot known (seesection4.5), thetreatment regimenasrecommendedfor lamotrigine
with concurrentwalproateshouldbe used

strengthsof thetables.

*N OTE: Therecommendedosingscheduldor children maynot be achevablewith the current

To ensue atherapetic doseis maintaineal the weight of a child mustbe monitoredandthe dosereviewedasweight
changesoccur.lt islikely thatpatientsagedtwo to six yearswill requireamaintenancealoseatthe higherendof the

recanmendedange.

If epileptic controlis achievedwith adjunctve treament, conconitant AEDs may be withdrawnandpatients continued
on Lamotigine Aurobindomonotherapy
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Children below 2 years
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Therearelimiteddataon the efficacyandsafety of lamotiginefor adjuncive therapy of partial sezuresin children
aged 1 monthto 2 years(seesecton 4.4). There areno daain children below 1 monthof age.ThusLamotrigine
Aurobindois notrecommendeébr use in childrenbdow 2 yearsof age.If, badonclinical need,adecisionto treat
isneverthelessaken,seesectons4.4,5.1and5.2.

Bipolar disorder

Therecommendedoseescalatiorandmaintenane dosedor adultsof 18 yeas of ageandaboveare givenin the
tablesbelow. Thetransitionregimeninvolvesesalating the doseof lamotrigineto a maintenancestabilisation dose
over six weeks(Table3) afterwhich othe psychotropt medicind producs and/or AEDs canbe withdrawn, if
clinically indicated(Table4). Thedo< adjustmerd following addiion of otha psychotopic medicinalproductsand/oi
AEDsarealsoprovidedbelow (Table5). Becauseof therisk of rashtheinitial doseandsubsequendoseescalation
should notbe exceeded(seesection4.4).

Table 3: Adults aged 18 years and above - recommended dose escalation to the maintenance total daily stabilisation

dosein treatment of bipolar disorder

Treatmet Regimer

Weeksl + 2

Weeks3 + 4

Week5

TargetStabilisaton
Dose
(Week6)*

WITHOUT
inducer s of lamotrigine

lucuronidation (seesection 4.5):

Monotherapy with lamotrigine OR adjunctive therapy WITHOUT valproate and

This dosag regimen
shoud beusedwith
othermedicinal
prodwctsthatdo not
significantly inhibit or
inducelamotrigine
glucurondation

25mg/day
(onceaday)

50mg/day
(onceadayor
two divided
doses)

100 mg/day
(oneadayor
two divided
doses)

200mg/day- ustal
target dosefor
optimalresppnse
(onceadayor two
divideddoses)

Dosesn therange
100- 400mg/day
usedin clinical trials

4.5

Adjunctivetherapy WITH valproate (inhibitor of lamotrigineglucuronidatior- seesection

Thisdosag regimen
shoud beusedwith
valproateregardles®f
anyconcomtant
medicinalproducs

12.5mg/day
(givenas25mg
on alternate
days)

25mg/day
(onceaday)

50 mg/day
(oneadayor
two divided
doses)

100mg/day- usud
target dosefor
optimalrespnse
(onceadayor two
divideddoses)

Maximum doseof

200mg/daycanbe
useddependhg on
clinical responst

Adjunctivetherapy WITHOUT valproate and WITH inducer s of lamotrigine
glucuronidation (seesectiord.5):

This dosag regimen
shoud beusedwithout
valproatebut with:

phenytoin
carbamazepie
phenobarbitone
primidone
rifampicin

50mg/day
(onceaday)

100 mg/day
(two divided
doses)

200 mg/day
(two divided
doses)

300mg/dayin week
6, if necessy
increasingo usual
target doseof 400

mg/dayin week7, to

achieveoptimal
response
(two divideddoses)
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lopinavir/ritonavr | | | |

In patientstakingmedicinalproductswvherethe phamaakinetic interagion with lamotrigineis
currentlynot known (seesection4.5), the doseescaitionsas recommendedfor lamotriginewith
corcurrent valproate shouldbe used

* The Target stabiisaton dosewil | alterdependingon clini cal 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 maintenancestabilisaton dosehas beenacheved,othermedicinalproduds may bewithdrawn as
shownbdow.

Treatmet Regimel Currentlamotrigine Weekl Week 2 Week3

stablisationdose (begnning with onwards*
(prior to withdrawd) | withdrawa)
Withdrawal of valproate (inhibitor of lamotrigine glucuronidation- see secton 4.5),

dependingon

original doseof lamotrigine:

Whenvalproat is 100mg/day 200mg/day Maintan this dose(200mg/day
withdrawn, doublethe (two divideddoses)

stabilisation dose not

exceedig anincrease | 200mg/day 300mg/day 400 mg/day | Maintainthis dose
of morethan100 (400mg/day)
mg/weel

Withdrawal of inducersof lamotrigine glucuronidation (seesection4.5),dependingn
original doseof lamotrigine:
Thisdosag regimen | 400mg/day 400mg/day 300mg/dyy | 200mg/Mday
shoud beusedwhen
thefollowing are
withdrawn:

300mg/day 300mg/day 225 mg/day | 150mg/day
phenytoin
carbamazepie
phenobarbitone 200mg/day 200mg/da 150 mg/day | 100mg/day
primidone
rifampicin
lopinavir/ritonavr
Withdrawal of medicinal productsthat do NOT significantly inhibit or induce
lamotrigine

glucuronidation (seesection4.5):

Thisdosag regimen Maintaintargetdoseachievedn dos esalaion (200 mg/day;two
shoud beusedwhen | divideddoses)

othermedicinal (doserangel00- 400mg/day)

prodwctsthatdo not
significantly inhibit or
inducelamotrigine
glucurondation are
withdrawn

In patientstaking medicinalproductswvherethe phamaamkinetic interagion with lamotrigine
is currently notknown (seesection4.5), thetreament regimenasrecommended for
lamotriginewith concurrenwalproate shouldbe used

* Dosemaybeincreagdto 400mg/dayasneede

Table 5: Adults aged 18 years and above - adjustment of lamotrigine daily dosing following the addition of other
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medicinal productsin treatment of bipolar disorder

Thereis no clinical experiencen adjustng the lamotrigine daily dosefollowing theadditionof othermedicinal
products However,basedn interactionstudieswith othe medcinal productsthe following recommendationsanbe

made:

Treatmet Regimel Current Week1l Week 2 Week3
lamotrigine (begnning with onwards
stabilisationdose | addition)

(prior to addiion)

Addition of valproate (inhibitor of lamotrigine glucuronidaion — seesection4.5), depending
on original doseof lamotrigine:

Thisdosag regimen | 200 mg/day 100 mg/day Maintainthis dose(100
shoud be_usedwhen mg/day)

valproateis added 300 mg/day 150 mg/day Maintainthis dose(150
regardlessof any mg/day)

corcomitant ———
medicinalproducs 400 mg/day 200 mg/day rl\:llgllggnthls dose(200

(see

Addition of inducersof lamotrigine glucuronidation in patients NOT taking valproate

section 4.5),dependingn original doseof lamotrigine:

Thisdosag regimen
shoud beusedwhen
thefollowing are
adcedwithout
valproate:
phenytoin
carbamazepie
phenobarbitone
primidone
rifampicin
lopinavir/ritonavr

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

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

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

Addition of medicinal

productsthat do NOT significantly inhibit or induce lamotrigine

glucuronidation (seesectiord.5):

Thisdosag regimen
shoud beusedwhen
othermedicinal
prodwctsthatdo not
significantly inhibit
or induce lamotrigire
glucurondation are
added

Maintaintargetdoseachievedn dos escahtion (200 mg/day;dose
range 100-400mg/day)

In patientstaking medicinalproductsvherethe phamaamkinetic interation with lamotrigine
is currently notknown (seesection4.5), thetreament regimenasrecommended for
lamotriginewith concurrenwalproate shouldbe used

Discontinuation of Lamotrigine Aurobindo in patients with bipolar disorder

In clinical trials, therewasnoincreasen theincidence seveity or type of adverseeactionsfollowing abmupt
terminationof lamotrigineversusplacet. Therefore paients may terminae LamotrigineAurobindowithout a step

wisereduction of do<e.

Paediatric population

LamotrigineAurobindois notrecomnendedfor usein childrenbdow 18 yearsof agedueto alack of dataon sakety
and efficacy(seesectiond.4).

Generaldosingrecommendationf®r Lamotrigine Aurobindoin specal paient population
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Women taking hormonal contraceptives

Theuseof anethinyloestraddl/levonorgestrel(30 ug/150 ug) combinationincreaseshe clearancef lamotrigine by
approximatelytwo-fold, resultingin decreasedamotriginelevds. Following titration, highermaintenanceloseof
lamotrigine (by asmuchastwo-fold) maybe neede to attain a maximal thergeuticrespong. During the pill -free
week,atwo-fold increasan lamotriginelevels has beenobservedDoserelaiedadversesvents cannotbe excluded.
Therefore consideationshouldbe givento usingcontraepton withouta pill-freeweek,asfirst-line therapy (for
example,coninuoushormonalcontraceptresor non-hormonalmethods;see sectionst.4and4.5).

Sarting hormonal contraceptives in patients already taking maintenance doses of lamotrigine and

NOT taking inducers of lamotrigine glucuronidation

Themaintenanceoseof lamotriginewill in mostcaseseedto beincreasedoy asmuchastwo-fold (seesectionst.4
and 4.5). It is recommendethatfrom thetime thatthe hormonalcontraeptve is startedthelamotriginedoseis
increagedby 50to 100 mg/dayeveryweek, accordingto theindividual clinicd responseDoseincreaseshouldnot
exceedthis rate,unlessthe clinical respamsesupportdargerincreaes. Measuremenbf seeum lamotigine
concentratbnsbeforeandafter startinghormonalcontraeptives may be consderel, asconfirmationthatthe baseline
concentraton of lamotrigineis beingmaintined.If neessarythe doseshouldbe adaptedin womentakinga
hormona contracepve thatincludesone week of inadive treament("pill-free week"),selum lamotriginelevel
monitoring shouldbe conductedluringweek3 of adive treament i.e. ondays 15to 21 of thepill cycle.Therefoe,
consideraion shouldbe givento usingcontraepton withouta pill -free week,asfirst-line therapy(for example,
continuoushormonalcontraceptivesr non-hormonalmethodsseesedions4.4and 4.5).

Sopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and

NOT taking inducers of lamotrigine glucuronidation

Themaintenanceoseof lamotriginewill in mostcaseseedto be decrasedy asmuchas50% (seesectionst.4and
4.5). 1t is recomnendedo graduallydeaeasethedaly doseof lamotrigineby 50- 100mg eachweek(ataratenot
exceeding25% of thetotal daily doseperweek)overa peiod of 3 weeks,unlesstheclinical responséndicates
otherwise.Measuementof serumlamotigine conentrdionsbeforeand after stoppinghormona contraceptivesmay
be congdered,asconfirmationthatthe baseine concentraion of lamotrigineis being mantained.In womenwho wish
to stoptaking a hormonalcontraceptivehatincludesoneweekof inactive treatment("pill -freeweek™),serum
lamotrigine level monitoring shouldbe conductedduringweek3 of active treatment,i.e. on days15to 21 of thepill
cycle. Sampledor assesmentof lamotriginelevelsafter permanently stoppingthe contraceptve pill shouldnotbe
coll ectedduring thefirstweekafterstoppingthe pill.

Sarting lamotrigine in patients already taking hormonal contraceptives
Doseescalatn shouldfollow thenormaldoserecommendationdesaibedin thetables.

Sarting and stopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and
TAKING inducers of lamotrigine glucuronidation
Adjugmentto therecommendedaintenancedoseof lamotrigine may notberequired.

Elderly (above 65 years)
No dosageadjusimentfrom therecommendedchedué is required. The phamacokineticof lamotriginein this age
groupdo notdiffer significantlyfrom anon-elderly adult populdion (seesection 5.2).

Renal impairment

Caution shouldbe exercisedvhenadminsteringLamotrigine Aurobindoto patientswith renalfailure. For patients
with endstagerenalfailure, initial dosesof lamotrigine shouldbe basedon paients'concomitanmedicinalproducts;
reducedmaintenancelosesmay be effecive for patientswith significantrenalfunctionalimpaiment (see sectionst.4
and 5.2).

Hepatic impairment

Initial, escalaton andmainenancedosesshouldgenerdy bereducedby approxmately50%in paientswith modeate
(Child-Pudh gradeB) and75%in severe(Child-PughgradeC) hepatic impairment. Escalatiorandmaintenanceloses
should beadjustedaccordingto clinical responsgsee secton 5.2).
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4.3 Contraindications

LamotrigineAurobindo25/50/200mg tablds
Hyperseansitivity to lamotrigineor to any of theexcipients listedin sedion 6.1.

4.4 Special warnings and precautions for use

Skin rash

Life-threateningcutaneouseactons StevensJohnsorsyndiome (SJg andtoxic epidermaneaolysis (TEN) have been
reportedwith theuseof Lamotigine Aurobindo.

Patientsshouldbe advisedof the signsand sympbms and monitored closely for skin reactions. The highestrisk for
occurrenceof SJSandTEN is within thefirst weeks of treament.

If symptomsor signsof SIS and TENS (e.g. progressiveskin rashoften with blistersor mucosallesions)are presen
LamotrigineAurobindotreatmenshould be discontinued.

The bestresuts in managingSJISand TEN comefrom early diagnosisand immediatediscontinuationof any suspec
drug. Earlywithdrawalis associateavith abette prognoss.

If the patienthasdevelopedSJSor TEN with the useof Lamotrigine Aurobindo, LamotrigineAurobindomustnot be
re-startedn this patientatanytime.

The majaity of rashesaremild andselflimiting, howeverseriousrashesrequiring hospitdization anddiscontnuaton
of lamotrigine havealso beenreported.Thesehaveincluded potentally life threateningashessuchasStevensJohnso
syndromeandtoxic epidermahecrolyss (seesecton 4.8).

In adultsenrolledin studiesutilizing the current lamotrigine dosing recommendationghe incidenceof seriousskin
rashess approxmatelyl in 500in epilepsypatients. Approximatdy half of thesecasesavebeenreportedasStevens-
Johnsonsyndrome(1 in 1000).In clinical trialsin patients with bipolardisorde, theincidenceof saiousrashis
approximatelyl in 1000.

Therisk of seriousskin rashesin childrenis higherthanin adults. Available data from a numberof studiessuggesthe
incidenceof rashesassocatedwith hogitalizaion in epieptic childrenisfrom 1in 300to 1 in 100.

In children, theinitial presentatiomf a rashcanbe mistaken for an infection, physiciansshouldconsiderthe possibility
of areactionto lamotriginetreatmenin childrentha devdop symptomsof rashandfeverduringthefirst eightweeks
of theray.

Additionally theoverdl risk of rashappeas to be strongl assoaated with:

* highinitial dosesof lamotrigineandexceelingtherecomnmendeddose escdation of lamotriginetherapy(see
section 4.2)
* concomitantuseof valproate(seesectiond.2).

Cautionis alsorequiredwhentreatng patientswith a history of allergy or rashto otherAEDs asthefrequencyof non
seriousrashafter treatmentvith lamotriginewasapproxmatly three timeshigher in thesepatientsthan in those
withoutsuch history.

All patierts (aduts and children) who devdop a rash shoutl be promptly evaluatedand lamotrigine withdrawr
immediatelyunlessthe rashis clearly not relatedto lamotigine treatment It is recommende that lamotriginenot be
restartedin paients who have discontinueddue to rash assocated with prior treament with lamotrigine unlessthe
potentialbenefitclearly outweighstherisk.

Rash has also beenreportedas part of a hypersensivity syndromeasso@ted with a variable patternof systemi
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symptomsincluding fever, lymphadenopathyfacial oedemaandabnorméties of the bloodandliver (seesection4.8).
The syndromeshows a wide spectrumof clinical severity and may, rardy, lead to disseminatedintravasacilar
coaguation and multiorganfailure. It is import@ant to note that ealy manifestationsof hypersensitivity(for example
fever, lymphadenopathyinay be presenteven thoughrash is not evident. If suchsignsor symptomsare preent the
patientshould be evalatedimmediatelyandlamotrigine discontnuedif an alternativeaetiologycannotbe established.

Clinical worsening and suicide risk

Suicidal ideaton andbehaviour havebeenreporedin paients treaedwith AEDs in severaindications A meta
analysisof randomizedlacebecontrolledtrials of AEDs hasalsoshown asmal increasedisk of suiddal ideaton and
behaviour. The mechanisnof this riskis notknownandthe avaiable daia do not excludethe possibility of an
increagdrisk of lamotigine.

Thereforepatients shouldbe monitoredfor signsof suiddal ideaton andbehavioursandappropriatdreatmenshould
be congdered.Patents (andcaregiverof patients)shoultl beadvisedio seek medicaladviceshouldsignsof suicidal
ideationor behavour emerge.

In patientswith bipolar disorder,worsening of depressve symptomsandbr theemegenceof suicidalitymayoccur
whetheror nottheyaretakingmedicatiomsfor bipolar disorder,ncludinglamotrigine. Thereforepatientsreceiving
lamotrigine for bipolardisordershouldbe closelymonitored for clinical worsening(including devdopmentof new
symptoms)andsuicidalty, especiallyat the beginningof a courseof treament, or atthetime of dosechanges.

Certain patients suchasthosewith ahistory of suiadal behaviouror thoughtsyoungadults,andthosepaients
exhibiting a significantdegreeof suicidd ideation prior to commencenentof treatmentmay be at a greaterrisk of
suicidal thoughtsor suicide attemptsand shouldreceive careful monitoring duringtreatment.

Consideratbn shouldbe givento changng thethergeutic regimen,including passibly discontinuingthe mediation, in
patientswho experenceclinical worsening(including devebpmentof newsynptoms)and/orthe emergencef
suicidal ideaton/behaviourggecally if thesesynptomsaresevee, abruptin onset,or werenot part of thepaient's
presentingsymptoms.

Hormonalcontracepties

Effects of hormonal contraceptives on lamotrigine efficacy

Theuseof anethinyloestradol/levonorgestrel(30 pug/150ug) conbination increaseshe cleaana of lamotrigineby
approximatelytwo-fold resultingin deceasedamotrigineleveds (see secton 4.5). A deaeasan lamotiigine levelshas
beenassaiatedwith lossof seizurecontrol. Following titration, highermantenancedosesof lamotrigine(by asmuch
astwo-fold) will beneededn mostcasesto attan a maximal thergeutic responseWhenstoppinghomonal
contraceptves,the clearancef lamotriginemay be halved. Increaes in lamotrigine concentrationsnay beassociated
with doserelatedadverseevents Patents shouldbe monitoredwith respect to this.

In womennotalreadytakinganinducerof lamotrigne glucuronidation andtaking a hormonalcontraceptivehat
includesoneweekof inactivetreatmen{for exampe "pill -freeweek"), gradualtransienincreagsin lamotriginelevels
will occurduringtheweekof inactivetreament(seesection 4.2). Variationsin lamotriginelevelsof this orde maybe
asscciatedwith adveseeffects Therefore consideation shouldbe givento usingcontraceptiorwithout a pill -free
week,asfirst-line therapy(for exampé, coninuoushormonal contraceptives or non-horonalmethods).

Theinteracton betweerotheroral contracetive or HRT treatmentsandlamotigine havenot beenstudied thoughthey
may similarly affectlamotriginepharmacokingc parameers.

Effects of lamotrigine on hormonal contraceptive efficacy:

Aninteractionstudyin 16 healthyvolunteershasshownthatwhenlamotrigineanda hormond contraceptive
(ethinyloestadidlevonorgestretombination)areadmnisteredn combnation,there is amodesincreasean
levanorgestreklearanceandchangesn serumFSH andLH (seesedion 4.5). The impactof thesechange®n ovaian
ovulatoryactivity is unknown. However the possiblity of thesechangesresultng in decreasedcontraceptiveefficacy
in same patentstakinghormonalprepaationswith lamotrigine cannotbe excluded.Therefore, patientsshouldbe
instructedo pronptly reportchangesn their menstruépatern,e.g.breakthroughbleeding.

Dihydrofolatereductas

Date Printed 24/03/2015 CRN 2155674 page number: 10



Health Products Regulatory Authority

Lamotrigine hasa slight inhibitory effect on dihydrofolic acid reductase,hencethere is a possibility of interference
with folate metabdism during long-term therapy (see section 4.6). Howeve, during prolonged human dosing,
lamotrigine did not inducesignificantchangs in the haanoglobn concentation, meancorpusculavolume,or selum
or red bloodcell folate concentrationsipto 1 yea or redbloodcdl folateconcentationsfor upto 5 years.

Renalfailure

In singledosestudiesin subgctswith end stagerenalfailure, plasmaconceatraionsof lamotriginewere not
significantly altered.However,accumulabn of the glucuronidemetabolite is to be expectedgautionshouldtherebre
be exercisedn treatingpatientswith reral failure.

Patientstaking otherpreparationgontainng lamotrgine
Lamotrigineshouldnot be administeredo paientscurrently being treagedwith anyotherpreparatiorcontaining
lamotrigine withoutconsuting a docor.

Excipientsof Lamotriginetablets
Lamotrigine contairs lactosemonohydrate Patiens with rare heralitary problemsof gdactoseintolerance,the Lapg
lactasaleficiencyor glucosegalactosanalabsorpion shouldnottake this medicine

Developmentn children
Thereare no dataon the effect of lamotigine on growth, sexud mauration and cognitive,emotionaland behavioure
developmentsan children.

Precautiongelating to epilepsy

Aswith other AEDSs, abruptwithdrawalof lamotrighe may provokereboundseizuresUnlesssafetyconcerngfor
examplerash)requireanabruptwithdrawal,the doseof lamotrigine shoutl be graduallydecreasedvera period of two
weeks.

Therearereportsin the literaturethatsevereconvulsiveserzuresincluding statusepilepticusmayleadto
rhabdomyolysismultiorgandysfuncton anddissaninatedintravascuhr coggulation,sometimesvith fatal outcome.
Similar casedaveoccurredn as®ciationwith the useof lamotrgine.

A clinically significantworseningof seizue frequencyinsieadof animprovementnay be observedin patientswith
more thanoneseizure type,the observedenefit of control for oneseiairetype shouldbeweighedagainsiany
obseredworseningn anoherseizure type.

Myoclonicseizuresnay be worsenedy lamotrigine.

Thereis asuggestinin the datathatresponses combinaion with enz/meinducerss lessthanin combinationwith
non-enzymenducingantiepilepticagens. Thereasonis unclea.

In children takinglamotigine for thetreamat of typical absene seiaires,efficacy maynotbe maintainedin all
patients.

Precautiongelating to bipolardisorder

Paediatric populationTreatmet with anidepressants associatdwith an increasel risk of suicidal thinking and
behaviour in childrenandadolescentwith major depressivedisorde andothe psychiatic disoders.

4.5 Interaction with other medicinal productsand other forms of interaction
Interactionstudieshaveonly beenperformedin aduls.

UDP-glucuronyltransferagshavebeenidenified as theenzymesrespondile for metabolisnof lamotrigine.Thereis
no evidencehatlamotriginecau®sclinically significant inducion or inhibition of hepaticoxidativedrug-metabolising

enzymes andinteractonsbetweeramotigine andmedidnal produds metabolisedoy cytodiromeP450enzymesare
unlikely to occur.Lamotigine mayinduceits own metbolismbut the effect is modestandunlikely to havesignificant
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Table 6: Effects of other medicinal products on glucuronidation of lamotrigine
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Medidnal productgthatsignificantly | Medicinalproductsthatsignificantly | Medcinal produds thatdo not
inhibit glucuronidatiorof induceglucuronidatiorof significantly inhibit or induce
lamotrigine lamotrigine glucuronidaton of lamotrigine
Valproate Phenytoir Oxcarbazepin
Cartamazepine Felbamate
Phenobarbitone Gabapentin
Primidone Lewetiracetam
Rifampicin Pregabalin
Lopinavir/ritonavr Topiramate
Ethinyloestradiollevonogestl Zonisamide
combination* Lithium
Buproprion
Olanzapin

*QOtheroral contraceptivendHRT treatmats have not been studied,thoughthey may similarly affectlamotigine
pharmacolknetic parametergseesections4.2and 4.4).

Interactiongnvolving antiepilepticdrugs

Valproate,which inhibits the glucuronidaion of lamotrigine,reduce the metabolismof lamotrigineandincreaseghe
meanhalf-life of lamotrigine nearl two-fold. In patientsreceving concomtanttherpywith valproate the appopriate
treamentregimenshouldbe used(seesedion 4.2).

Certain AEDs (suchas phenytoincarbanazeine, phenobgbitoneand primidone)which inducehepaticdrug-
metabolisingenzymesnducethe glucuronidaéion of lamotrigineandenhancehe metabolismof lamotrigine.ln
patientsreceving concomitantherapywith phenybin, cabamazpine pheonbabitoneor primidone,the appropriate
treamentregimenshouldbe used(seesedion 4.2).

Therehavebeenreportsof centralnervaissysemeventsincluding dizziness ataxia diplopia, blurredvision and
nausean paients taking carbamazepinmll owing theintroductionof lamotigine. Theseeventsusuallyresolvewhen
thedose of carbanazepinds reducedA similar effect wasseenduringa study of lamotigine andoxcarbaepinein
healthy adultvoluntees, butdose reductionwas notinvestigagd.

Therearereportsin the literatureof decreaedlamotriginelevelswhenlamotriginewasgivenin combirationwith
oxcarbazepine-However,in aprospectie studyin hedthy adult volunteersusingdosesof 200mg lamotrigineand
1200 mg oxcarbazepinegxcarbazepindid not alter the metabolism of lamotrigine andlamotiigine did not alterthe
metabolismof oxcarbazepinel hereforein patientsrecaving conmmitanttherapywith oxcabazepinethetreatment
regmenfor lamotigine adjunctivethergy withoutvalproae andwithoutinduces of lamotrigineglucuronidaion
should beused(seesection 4.2).

In astudy of healty volunteers,coadministréon of felbamate(1200mg twice daily) with lamotiigine (100 mg twice
daily for 10 days)appearedo haveno clinically relevant effectson the phamacokineticsof lamotrigine.

Basedon aretrospectivanalyss of plasmaevelsin paientswho recaved lamdrigine bothwith andwithout
gabapentin,gabapenh doesnot appeaito changethe appaentclearanceof lamatrigine.

Potentialinteractonsbetweerlevetiracetan andlamotriginewereassessetly evaluatingseum concentationsof both
agents during placebecontrolledclinical trials. Thesedaa indicate tha lamotriginedoes notinfluencethe
pharmacoknetics of levetracetamandthatlevetracdamdoes notinfluencethe phamacokineticof lamotrigine.

Steadystatetroughplasmaconcentrationsf lamotrigine werenot affeced by concmmitantpregabéin (200mg, 3 times
daily) adminstraton. Thereareno pharma&okinetic interactionsbetweenlamotrigine and pregabalin.

Topiramateesuledin no changen plasna concentationsof lamotrigine. Administraion of lamotrigineresultedn a
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15% increasen topiramateconcentraons.

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

Althoughchangesn the plasmaconcentrabns of other AEDs havebeenreported, controlledstudeshaveshownno
evidencethatlamotigine affecs the plasmaconcentrdions of conconitant AEDs. Evidencefrom in vitro studies
indicatesthatlamotigine doesnot displaceotherAEDs from protan binding sites.

Interactionsnvolving otherpsychoactie agents
The pharmacokineticsf lithium after 2 g of anhydroudithium gluconae giventwice daily for six daysto 20 hedthy
subjectswerenot alteredby co-administation of 100mg/daylamotrigine.

Multiple oral dosesof bupropionhad no statistcaly significant effeds on the single dose phamacokinetics of
lamotriginein 12 subpctsandhadonly aslightincreasein the AUC of lamotrigineglucuronide.

In a studyin heathy adultvolunteers,15 mg olanzapine reducedhe AUC and Cmaxof lamotrigineby an averageof
24% and20%, respective). An effectof thismagniudeis notgenerdly expecedto beclinically relevant. Lamotrigine
at 200 mg did not affectthe pharnmacokineics of olanzapine.

Multiple oral dosesof lamotrigine400 mg daiy hadno clinically significanteffect on the singledosepharma&okinetic:
of 2 mg risperdone in 14 healthy adult voluntees. Following the co-administraion of risperidone2 mg with
lamotrigine, 12 out of the 14 voluntees reportedsommolene comparel to 1 out of 20 when risperidonewas giver
aone, andnonewhenlamotriginewasadminsteredalone.

In vitro experimentsindicated that the formaion of lamotrigine's primary metaboite, the 2-N-glucuronide, was
minimally inhibited by co-incubaion with amitriptyline, bupropion, clonazpam haloperidol or lorazepam. Thest
experimentsalso suggeted that metabolism of lamotrigine was unlikely to be inhibited by clozapine,fluoxetine
pherelzine, risperdone, sertralne or trazodone In addiion, a study of bufuralol metabolismusing human liver
microsomepreparationsuggeted that lamotrigine would not reduce the clearanceof medicinalproductsmetabolise
predominantlyby CYP2D6.

Interactionsnvolving hormonalcontracepives

Effect of hormonal contraceptives on lamotrigine pharmacokinetics

In a study of 16 female volunteers doshg with 30 pg ethinyloestradioll50 pg levonogestel in a combinedoral
contraceptve pill causedanapproximate} two-fold increasean lamotrigineoral clearane, resuling in anaverage52%
and 39%reductionin lamotrigine AUC and Cmax,respeadvely. Seum lamotrgine conceantrationsincreasedluring the
course of theweekof inactivetreatmeniincludingthe "pill-fre€' week),with predoseconcentrationsit the endof the
weekof inactive treatmentbeing,on average approxmatly two-fold higherthan during co-therapy(seesecton 4.4).
No adjustnentsto therecommendedoseescdation guideinesfor lamotrigine shouldbe necessargoldy basedn the
useof hormonal contraceptivesbut the mantenancedoseof lamotigine will needto beincreasd or decreaseth mos
caeswhenstartingor stoppinghormonalcontracetives (seesedion 4.2).

Effect of lamotrigine on hormonal contraceptive pharmacokinetics

In astudy of 16 femak volunteersa steadystatedoseof 300 mg lamotigine hadno effect on the pharmacokineticsf
theethinyloestradil componenbf a combinedoral contra@ptivepill. A modestincreasen oral clearancef the
levanorgestrecomponentvasobserved,resultingin anaveiagel9%and12%reductionin levonorgesel AUC and
Cmax respedtely. Measurementof serumFSH, LH andoestradol duringthe studyindicatedsomelossof
suppresionof ovarianhormonalactivity in somewomen, althoughmeasuranert of serumprogesteronendicatedthat
therewasno hormonalevidenceof ovulation in any of the 16 subjeds. Theimpactof themodestincreasan
levanorgestreklearanceandthe changesn seum FSHandLH, onovarian ovulatoryactivity is unknown(seesection
4.4). The effectsof dosesof lamotrigineotherthan300mg/dayhavenot been studiedandstudieswith otherfemale
hormona prepaationshavenot beenconduced.

Interactionsnvolving othermedcinal produds
In astudyin 10 malevolunteersyifampicin increased lamotrigine clearane and decreasedlamotriginehalf-life dueto
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induction of the hepdic enzymesregonsble for glucuronidaton. In paients receiving concomitantthempy with
rifampicin,the appropriatdreatmentegimen shouldbe used(seesection 4.2).

In astudy in heathy volunteers]opinavir/rtonavir approximatly haved the plasmaconcentationsof lamotiigine,

probablyby induction of glucuronidation. In patientsrecaving con@mitanttherapywith lopinavir/ritonavir, the
appropriae treamentregimenshouldbe used(seesedtion 4.2).

4.6 Fertility, pregnancy and lactation

Risk relatedto antiepileptic drugsin gereral

Specialist advice shouldbe givento women who areof childbearing potential. The needfor treatmenwith AEDs
should bereviewedwhenawomanis planning to becone pregnantin womenbeng treatedfor epilepsy,sudden
discontinuatiorof AED therapyshould be avoidedas this mayleadto breakthraigh seizuesthatcould haveserious
consequence®r thewomanandtheunbornchild.

Therisk of congenitaimalformationsis increasedby a factorof 2 to 3 in the offspring of motherdreatedwith AEDs
comparedwith theexpectedncidencen thegenerapopuhtion of approximaely 3%. The mostfrequentlyreported
defectsarecleft lip, cardiovascdr malformationsandneurd tubedefeds.

Therapywith multiple AEDs is as®ciatedwith a highe risk of congeniél malformationsthanmonotheapyand
thereforemonoherapyshouldbe usedwhenevempossble.

Risk relatedto lamotrigine

Pregnancy
Epidemiologicaktudesinvolving in total approximatdy 2000womenexposedo lamotriginemonotherapyluring

pregnancycannotexcludeanincreasedisk for congenial maformations. Oneregistry hasreportedanincreased
incidenceof facial clefts. Otherdatasetshavenot confirmedthis finding. Animal studieshaveshowndevelopmental
toxicity (seesecton 5.3).

If therapywith Lamotigine Aurobindois consideed ne@ssay during pregnancythelowestpossibletherapeuticose
isrecommended.

Lamotriginehasa slightinhibitory effecton dihydrofolic acidreducteseandcouldthereforetheoreticallyleadto an
increaedrisk of embryofoetadamageby reducingfolic acid leves (see secton 4.4). Intakeof folic add when
planning pregnancyandduringearly pregnancymay beconsiderd.

Physiologicalchangesluring pregnancymay affectlamotriginelevds and/ortherapeuticeffect. Therehavebeen
reports of decreasethmotrigineplasnalevds during pregnancywith a potential risk of lossof sazure contol. After
birth lamotriginelevelsmayincreaseaapidly with arisk of doserelaed adverseeveris. Thereforelamotrigineserum
concentratonsshouldbe monitoredbefore,duringandafter pregnacy, aswell asshotly after birth. If necessarythe
doseshouldbe adaptedo maintainthe lamotrigine serumconcentation at the samelevel asbefore pregnancy, or
adapedaccordingto clinical regponseIn addition, doserelatedundesirableeffectsshouldbe monitored after birth.

Breast-feeding
Dataindicate thatlamotrigine passesnto breastmilk. In somebreastfed infants,the serumconcentrationsf
lamotriginereachedevelsat which pharmaologicd effectsmayoccur.

The potentialbenefitsof breastfeedingshouldbe weighedagainstthe potential risk of adveseeffectsoccuring in the
infant. Shouldawomandecideto breastfeedwhile onthergy with lamotrigine, the infant shouldbe monitoredfor
advers effects.

Fertility
Animal experimentdid not revealimpairmentof fertility by lamotrigine (seesection5.3).
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4.7 Effects on ability to drive and use machines

Asthereis individual variationin responseo all AED therapy paients takinglamotrigineto treatepilepsyshould
consulttheir physcianonthe specificissuesf driving and epilepsy.

No studies on the effectson the ability to drive and usemachneshavebeenperfomed.Two volunteerstudieshave
demonstragédthatthe effectof lamotrigine on fine visualmotor co-ordination, eyemovemaets body swayand
subjectivesedativeeffects did not differ from placebo.In clinical trials with lamotiigine advesereactionsof a
neurologicalchamactersuchasdizzinessanddiplopia havebeenrepored. Therefore, patientsshouldseehow
lamotrigine therapyaffectsthembeforedriving or operding machineay.

4.8 Undesirable effects

Theundesiral# effectshavebeendividedinto epilepsyand bipolarspedfic sedionsbasel onthedatacurrently
available.However,both sectons shouldbe consuledwhenconsidenng the overall safetyprofile of lamotrigine.

The following convention has been utilized for the classification of undesirable effects: Very common (>1/10)

Common(>1/100to <1/10),Uncomnon (>1/1000to <1/100),Rare(>1/10,000to <1/1000),Very rare (<1/10,000) not
known (cannotbe estmatedfrom the avalable datg.

Within eachfrequencygrouping,undesirableffect are presentd in orderof deceasingsaiousness.
Epilepsy
Blood and lymphatic system disorders

Veryrare haematologial abnomalitiesincluding neutopenia leukopenia,anaemiathrombocytopenia,
pancytopeniaaplastc anaemiaagranulogtosis.

Frequencynotknown:lymphadenopathy.

Haematologicahbnornalities andlymphad@&opahy may or may notbe assoatedwith the hyperensitivity syndrome
(seelmmunesystemdisorders**).

|mmune system disorders

Veryrare hypersensitiity syndrome**(including suchsympbmsas,fever, lymphad@opathy facial
oedemaabnormalties of thebloodandliver, disseninaedintravascuhr coagulationmulti-
organfailure).

**Rashhasalsobeenreportedaspartof a hypersastivity syndrone associtedwith avariablepatternof systemic
symptomsincluding fever,lymphadenopthy, facial oedemaand abnorméities of thebloodandliver. Thesyndiome
showsawide spectrunof clinical seveity andmay,rarely, leadto dissenmnatedintravasacilar coagulatiorand
multiorganfailure. It is importantto notethatearly manifestationsof hypersensitivity(for examplefever,
lymphadenpathy)may be preseneventhoughrashis notevident.If suchsignsandsymptomsarepresentthe patient
should be evaluatedimmediatelyandLamotigine Aurobindodiscontnuedif analternativeaetiologycannotbe
established

Psychiatric disorders
Common: aggressionirritabili ty.
Veryrare confusionhallucinatons,tics

Nervous system disorders
During monotherapylinical trials:

Very common: headache.
Common: somnoénce dizziness tremor, insomnia
Uncammon: ataxia
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Rare: nystagmus

During other clinical experience:

Very common: somnolenceataxia, dizzinessheadabe.
Common: nygagmusjiremor,insomnia
Veryrare agitation, unsteathess,movementdisordes, worseningof Pakinson'sdiseaseextrapyrandal

effects, choreoatheatsis, increasan seizurefrequency.
Frequencynotknown: aseptiameningtis
Therehavebeenreportsthatlamotriginemayworsen parkinsoniarsympbomsin patientswith pre-existing Parkinsons
diseaseandisolatedreportsof extrapyramidheffeds andchoreo#hebsisin paients without this undetying condtion.

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

During other clinical experience:
Very common: diplopia,blurredvision.
Rare: conjunctivits.

Gastrointestinal disorders
During monotherapylinical trials:

Common: nauseayomiting, diarrhoea
During other clinical experience:

Very common: nauseayomiting.
Common: diarrhoea.

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

Hepaticdysfuncton usually occursin assocationwith hypesensitvity readionsbutisolatedcasesavebeenrepated
withoutovertsignsof hypersensitivity.

in and subcutaneous tissue disorders

Verycommon: skin rash.

Rare: Severecutaneousadvesereacions (SCARSs)like stevensJomson syndrome(SJS havebeer
repated (seesecton 4.4)

Veryrare Severecutaneousadversaeadions (SCARSs)like toxic epidemd necolysis(TEN) havebeen
repated (seesecton 4.4).

In doubleblind, adjuncive clinicaltrials in adults,skin rashesccurral in up to 10% of patientstakinglamotiigine and
in 5% of patientstaking placebo.The skin rasheded to the withdrawalof lamotigine treatmenin 2% of patients.The
rash,usually maculopapulain appeaarnce,generdly appearswithin eight weeksof stating treatmentindresolheson
withdrawalof LamotrigineAurobindo (seesection 4.4).

Seriouspotentially life-threateningskin rashesjncluding StevensJohnsorsyndrone andtoxic epidermahecrolysis
(Lyell’s Syndromehavebeenreported Alt houghthe mgority recoveron withdrawal of lamotriginetreatment,some
patientsexperience irreversiblescarringandtherehave been rare cases of associatedleath(seesection4.4).
Theoverallrisk of rash,appeargo be strongly associgedwith:
- highinitial dosesof lamotrigineandexceeling therecomnendeddoseescdation of lamotriginetherapy(see
section 4.2)
- concomiaintuseof valproate(seesection4.2).

Rashhasalsobeenreportedaspartof a hypersensivity syndrone associgedwith avariable patternof systemic
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symptoms(seelmmunesystemdisorders**)

Muscul oskel etal and connective tissue disorders
Veryrare lupuslike reactims.

General disorders and administration site conditions
Common: tiredness.

Bipolar Disorder

Theundesiral# effectsbelowshouldbe consdered alongstdethoseseenin epilepsyfor anoverdl sakty profile of
lamotrigine.

Nervous system disorders

During bipolardisorderclinical trials:

Very common: headache.

Common: agitation,somnokncedizziness.

Gastrointestinal disorders
During bipolardisorderclinical trials:
Common: dry mouth

in and subcutaneous tissue disorders

During bipolardisorderclinical trials:

Very common: skin rash.

Rare: Severecutaneousadvesereacions (SCARSs)like stevensJomson syndrome(SJS havebeer
repated(seesecton4.4)

Veryrare Severecutaneousadversaeadions (SCARSs)like toxic epidemd necolysis(TEN) havebeen
repated (seesecton 4.4)

Whenall bipolardisorderstudies(contolled anduncontroled) condut¢edwith lamotigine areconsideed, skin rashes
occurredin 12% of paientson lamotrigine Wherea, in controlledclinical trials with bipolardisordematientsskin
rashesoccurredn 8% of patientstakinglamotrigineand in 6% of patientstaking placebo.

Muscul oskeletal and connective tissue disorders
During bipolardisorderclinical trials:
Common: arthralgia.

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

Therehavebeenrepors of decreasethonemineral density,oseopend, osteoporosisandfracturesin patientson long-
termtherapywith LamotrigineAurobindo. The medanismby which Lamotrigine Aurobindoaffects bonemetabolisn
has not beenidentified.

Reportingof suspecteddversaeactions

Reportingsuspecte@adversaeactionsafter authorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadverseeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL - Dublin 2; Tel: +3531 6764971
Fax: +3531 6762517 Webste: www.hpra.ie E-mail: medsafety@hpra.ie

4.9 Overdose
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Symptomsandsigns
Acuteingeston of dosedn exces of 10to 20 timesthe maximum thergeutc dos hasbeenrepored. Overdosehas
resultedn sympbmsincluding nysagmusataxia,imparedconsciousnesandcoma.

Treatmat

In theeven of overdosge,the patientshould be admittedto hospitl and givenapproprate supportivetherapy.
Therapyaimedat decreasin@bsrption (acivated charmal, laxative or gastriclavage)shouldbe performedif
indicated.Thereis no experiencevith haanodialysis as treatnentfor overdose.In six volunteerswith kidneyfailure,
20% of thelamotriginewasremovedfrom the body duringa 4-hourhaemodalysis sessior(seesection5.2).

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Phamacotherapeutigroup:OtherAntiepileptics
ATC code: NO3A X09

Mechanisnof acion:

Theresultsof pharm@&odynamicstudiessuggesthatlamotigineis ause andvoltagedependenblockerof voltage
gated sodiumchannelslt inhibits sustaned,repetti ve firi ng of neuronsand inhibits releaseof glutamate(the
neurotransmiter which playsakey rolein thegeneraion of epileptic sezures).Theseeffectsarelikely to contributeto
theanticonvulsanpropertiesof lamotrigine.

In contrastthe mechanism®y which lamotrigine exats its thergeutc adion in bipolardisorderhavenotbeen
established althoughinteractionwith voltagegated sodum channés is likely to beimportant.

Phar macodynamic effects

In testsdesignedo evaluatehe centralnervoussysemeffects of medicinal productstheresultsobtanedusingdoses
of 240mglamotigine administeredo hedthy volunteersdid not differ from placebowherasboth 1000mg phenytoir
and 10 mg diazepamneachsignificantly impairedfine visud motorco-ordinaion andeyemovementsincreasedody
sway andproducedsubjectivesedativesffects.

In anotherstudy,singleoral dosesof 600 mg carbanazpinesignificantly impairedfine visualmotorco-ordinationand
eye movanents,while increasingoothbody swayand heartrate, whereasresultswith lamotiigine at dosesof 150mg
and 300mg did not differ from placebo.

Clinical efficacy and safety in children aged 1 to 24 months

Theefficacyandsafetyof adjunctivetherapyin partal sezuresin paientsagedl to 24 monthshasbeenevaluatd in a
small doule-blind placebacontrolledwithdraval study. Treatmentwas initiatedin 177 subjectswith a dosetitration
schedulesimilar to thatof childrenaged?2 to 12 years.Lamotrigine 2 mg tabletsaretheloweststrengthavailable,
thereforethe standardlosingschedulewas adgtedin somecasesduringthetitration phasgfor example by
administeringa 2 mg tableton alternatedayswhenthe calculaed dosewaslessthan2 mg). Serumlevelswere
measurd attheendof week?2 of titration andthe subsequerdoseeither reducedr notincreasedf the concentation
exceeded.41ug/mL, theexpectedconcentrationn aduts at thistime point. Doseredudionsof up to 90%were
requiredin somepatientsattheendof week 2. Thirty-eight responder$> 40%deaeasdn seizurefrequency)vere
randomizedto placeboor continuationof lamotrighe. The proporton of subjeds with treatmenfailure was84%
(16/19subgcts)in the placebcarmand58% (11/19subjeds) in thelamotigine arm. Thedifferene wasnot
statistically significant: 26.3%,C195%-2.6%<> 50.2%,p=0.07.

A total of 256 subjecs betveenl to 24 monhsof agehave beenexposel to lamotrigine in thedoserangel to 15
mg/kg/dayfor up to 72 weeks The safetyprofile of lamotigine in childrenaged 1 monthto 2 yearswassimilar to that
in olderchildrenexceptthatclinically significantworseningof seiaires(>=50%)wasrepoted moreoftenin children
under2 yearsof age(26%)ascompaedto olderchildren (14%).
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Clinical efficacy and safety in L ennox-Gastaut syndrome
Thereareno datafor monotherapyn sekuresassocated with LennoxGastausyndrome.

Clinical effi cacyin the preventionof moodepisodesn paients with bipolar disarder
Theefficacyof lamarigine in the preventon of moodepisodesn paients with bipolar| disorderhasbeenevaluaté in
two studies.

Study SCAB2003wasa multicentre doubleblind, doubledumny, placeboandlithium-controlled, randomisedixed
doseevaluaion of the long-temm preventionof relgpseandreaurrenceof depressionand/ormaniain patientswith
bipolar| disorderwho hadrecentlyor werecurrenty expeiencing a mgor depressie episodeOncestabilisedusing
lamotrigine monotheray or adjunctivetherapy paients wererandomly assignednto oneof five treament groups:
lamotrigine (50, 200,400 mg/day),lithium (serum levds of 0.8to 1.1 mMol/L) or placebofor amaximumof 76 weeks
(18 months).The primary endpointwas"Time to Interventon for aMood Episode(TIME)", where theinterventions
wereaddiional pharmacotherapgr electroconvulsivéherapy(ECT). StudySCAB2006hada similar designasstudy
SCAB2003,but differedfrom study SCAB2003in evduating aflexible doseof lamotrigine (100to 400 mg/day)and
including patientswith bipolar| disorderwho had recently or werecurrently experiening a manicepisode Theresults
are shownin Table7.

Table7: Summaryof resultsfrom studies investigating the efficacy of lamotriginein the prevention of moodepisodes
in patientswith bipolar| disorder

‘Proportion’ of patients beingevent free atweek 76
Study SCAB2003 Study SCABI006
Bipolarl Bipolarl
Inclusion I:IiT.EI'iflI Major depressive episode MMajormaric episode
Lamotneame | Lithnmm | Placebo | Lamotrngme | Litharm | Placebo
Intervention free 022 021 0.12 017 024 0.04
p-value Logranktest | 0.004 0006 |- 0023 0.006
Depression free 051 046 041 022 0.71 0.40
p-value Lograrktest | 0.047 0200 |- 0013 0.167
Free of mania 0.70 0.26 0.67 0.33 0.64 037
p-value Logranktest | 0.339 n02e |- 0280 0.006

In supportive analsesof time to first depressiveepisodeandtimeto first manic/hypomanir mixedepisodethe
lamotrigine-treatd patientshadsignificantly longe timesto first depressiveepisodethanplacebopatientsandthe
treamentdifferencewith repectto time to manic/hypomanic or mixed episodesvasnot statisticallysignificant.

Theefficacyof lamdrigine in combinationwith moodstabiisershasnot been adequatelytudied.

Study of the effect of lamotrigine on cardiac conduction

A studyin healthy adultvolunteersvaludedthe effect of repeatdoses of lamotrigine(up to 400 mg/day)on cardiac
conduction asassessely 12-leadECG. Therewasno clinically significant effectof lamotrigineon QT interval
comparedo placebo.

5.2 Phar macokinetic properties
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Absorptior

Lamotrigineis rapidly andconpletely absorbedrom the gut with no significantfirst-passmetabolismPeakplasma
concentratbnsoccurapproxmately 2.5 hoursafter oral adminstration of lamotrigine. Time to maximumconcentratiot
is slightly delayedafterfood but the extentof absorptonis unaffeced. There is considerablénter-individual varation
in steadystat maximum concentrationut within anindividual concentraionsrarelyvary.

Distribution

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

Thevolumeof distributionis 0.92to 1.22L /kg.

Biotransformabn

UDP-glucuronyltransferagshavebeenidenified as theenzymesrespondile for metabolisnof lamotrigine.

Lamotrigineinducedts own metabolisnto a modest extent dependiag on dose However ther is no evidencethat
lamotrigine affectsthe pharmacokineticef other AEDs anddaia suggesthatinteractionsbetweeramotigine and
medcinal productsmetboisedby cytochrone P450enzymes areunlikely to occur.

Elimination

Theapparenplasmaclearancen healthysubgpctsis approximatdy 30 mL/min. Clearanc of lamotrigineis primaiily
metabolicwith subsequergliminationof glucuronideconjugatel materid in urine.Lessthan10%is excreted
unchangel in theurine Only about2% of lamotrighe-relatedmaterial is excraedin faeces.Cleaane andhalf-life are
independenbf dose.Theapparenplasmahdf-life in healhy subjectsis estimatedo be approxmately 33 hours(range
14 to 103 hours).In a studyof subgctswith Gilberts Syndromemean apparentlearancevasreducedoy 32%
comparedwith normalcontrolsbut the valuesarewithin therangefor the generalpopulation.

Thehalf-life of lamarigine is greatlyaffeded by concmmitantmedicinal productsMeanhalf-lif e is reducedo
approximately1l4 hourswhengivenwith glucuronidaion-induagng medicinal productssuchascatbamazepinand

pherytoin andisincreasedo a meanof approximatdy 70 hourswhenco-admnisteedwith valproatealone(see
section 4.2).

Linearity
Thepharmacokineticsef lamotrigine arelinearup to 450mg, the highest single dosetested.

Special patientpopuldions

Children

Clearance adjustedfor bodyweightis higherin childrenthanin aduks with the highestvaluesin childrenunderfive
years.Thehalf-life of lamotrigineis geneally shorterin children thanin aduls with a meanvalue of appioximately 7
hourswhengivenwith enzymeinducingmedicinal productssud ascarbanazpineandphenytoinandincreasing to
meanvaluesof 45 to 50 hourswhenco-admnisteredwith valproatk alone (seesectior4.2).

Infants aged 2 to 26 months

In 143 paediatic paientsaged2 to 26 monthsweighing 3 to 16 kg, clearancewasreducedcomparedo olderchildren
with the same bodyweight receiving similar oral dosegerkg bodyweightaschildrenolderthan2 years.Themean
half-lif e wasestmatedat 23 hoursin infantsyoungerthan26 monthson enzyme-inducingtherapy, 136 hourswhenco-
administeredwith valproateand38 hoursin subpct treatdwithout enzymeinducers/inhibitorsThe inter-individud
variability for oral clearancevashighin thegroupof paedidric patientsof 2 to 26 months(47%). The predictedserum
concentraton levelsin childrenof 2 to 26 monthswerein generain the samerangeasthosein olderchildren,though
higher Cmaxlevek arelikely to beobservedn somechildren with a bodyweightbelow 10 kg.
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Elderly
Resultsof a populationpharmacokineti@andysis including bothyoungand eldetty patientswith epilepsy,enrolledin

thesametrials, indicatedthatthe clearane of lamotriginedid not changeto aclinically relevantextent. After single
dosesapparentlearancalecreasdby 12% from 35 mL/min atage20to 31 mL/min at 70 years.Thedecea® after 48
weeksof treamentwas10%from 41 to 37 ml/min betwea theyoungandelderly groups.In addition,
pharmacoknetics of lamotriginewasstudiedin 12 hedthy elderly subjectsfoll owing a 150mg singledose. Themean
clearanein theelderly (0.39mL/min/kg) lieswithin the rangeof the meancleaancevalues(0.31to 0.65mL/min/kg)
obtainedin nine studeswith non-elderly adults after single doses of 30to 450mg.

Renal impairment

Twelvevolunteerswith chronic renalfailure, and anothersix individuals undegoing hemodialysisvereeachgivena
single 100mg doseof lamotrigine.Meancleaancesvere0.42mL/min/kg (chronicrenalfailure) 0.33mL/min/kg
(betweerhemodialyss) and1.57 mL/min/kg (duringhemodidysis), comparel with 0.58mL/min/kgin healthy
volunteersMeanplasmahalf-liveswere 42.9hours (chronicrenalfailure), 57.4hours(beweenhemodidysis) and13.0
hours(duringhenodialysis),comparedvith 26.2hoursin hedthy voluntees. On averageapproximatéy 20% (range=
5.6 to 35.1)of theamountof lamotriginepresenin the bodywaseliminaed duringa 4-hourhemodidysis sessionFor
this patientpopulation initial dosesof lamotrigineshoul bebasedn the patient s concomitanimedicinalproducts;
reducedmaintenanceloseamay be effecive for patientswith significantrenalfunctional impaiment (see sections4.2
and 4.4).

Hepatic impairment

A singledosepharmacokinetic studywasperformedn 24 subjectswith various degeesof hepaticimpairmentand12
healthy subpctsascontrols The medianapparentclearanceof lamotigine was 0.31,0.240r 0.10mL/min/kg in
patientswith GradeA, B, or C (Child-PughClassfication) hepaticimparment, respetively, compaedwith 0.34
mL/min/kg in the healthycontrols.Initial, es@laion andmaintenancedoses shouldgenerallybereducedn patients
with moderateor severehepaticimpairment(seesedion 4.2).

5.3 Preclinical safety data

Nonr-clinical datareveal no specialhazardfor humansbasedn studiesof safey pharmacologyrepeateddosetoxicity,
genotoxicity andcarcinogert potental.

In reprodictive anddevelopmentatioxicity studiesn rodentsandrabbits, no teratogenieffeds but reducedfoetal
weight andretardedskeletalossfication wereobservedat exposurdevelsbelow or similar to the expetedclinical
exposure.Sincehigher exposirelevelscould not betestal in animalsdueto the severityof maternatoxicity, the
teraogenicpotential of lamotriginehasnot beenchaacerisedaboveclinical exposue.

In rats, enhancd foetalaswell aspostnatalmortality wasobsevedwhenlamotrigine wasadministeredluring late
gestationandthroughthe early pog-natd period.Theseeffecs wereobsevedatthe expecedclinical exposue.

In juvenile rats, an effect on learningin the Biel maz test, a slight delay in balanopreputiaseparatiorand vagina
patercy and a decrease@ostnatabodyweight gainin F1 animds were obsevedat exposuesappioximatelytwo-times
higherthanthe therapeuti@xposiresin humanaduls.

Animal expermentsdid not revealimpairment of fertility by lamotigine. Lamotrigine reducedfoetal folic acid levels
in rats.Folic acid deficiencyis asumedto be associted with anenhancd risk of congenitalmaformationsin anima
aswell asin humans.

Lamotriginecauseda doserelatedinhibition of thehERGchannetail currentin humanembryonickidneycells. The
|C50 wasapproximately nine-timesabovethe maximum therapeutc free concentration.Lamotigine did not causeQT
prolongdion in animalsat exposuresip to approximaely two-times the maximum therapeutidree concentratia. In a
clinical study, therewasno clinically significant effed of lamotrigineon QT interval in hedthy adult volunteerqsee
section5.1).

6 PHARMACEUTICAL PARTICULARS
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6.1 List of excipients

Cellulose, microcrystalline
Lactosemonohydrate
Sodiumstarchglycolate(TypeA)
Magnesiunstearas

Povidone(K30)

6.2 Incompatibilities

Not applicable

6.3 Shelf life

4 years

6.4 Special precautionsfor storage
This medicinalprodud doesnotrequireanyspedal storagecondtions.

6.5 Nature and contents of container

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

HDPE bottlewith polypropylenecapandcotton coil:
Packsizes:60, 90, 100,250,500,1000tablets.

Not all packsizesmay bemarketed.

6.6 Special precautionsfor disposal and other handling
No specialrequirement:
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