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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
LamotrigineAurobindo50 mg tablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans 50 mg lamotigine.
Excipientwith knowneffect
Lactose:38 mg

For thefull list of excipients,seesection6
3PHARMACEUTICAL FORM

Tablet.
White to off white coloured,roundedsquae uncated tabletsdebossé with ‘D’ on multifacetedsideand' 97 onthe
flat side.

4 CLINICAL PARTICULARS
4.1 Therapeutic Indications

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 generalkzed 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 andshouldnot be chewedor crushed.

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 thismedcind product,otherstrenghsof this medicinalproductor other
pharmaceuticalormsandproductsareavailable.

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

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

Epilepsy

Therecommendedoseescalatiorandmaintenane dosedor adultsandadolescentageal 13 yearsandabove(Table 1)
and for childrenandadolescentaged? to 12 years(Table 2) aregivenbdow. Becausef arisk of rashtheinitial dose

and subsegentdoseesalationshouldnot be exceeded(seesedion 4.4).

Whenconconitant AEDs arewithdrawnor otherAEDs/madicind producst are addedon to treatmentegimes
containinglamotrigine, 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
achievedesiredresppnse

4.5

Adjunctivetherapy WITH valproate (inhibitor of lamotrigineglucuronidatior- seesection

This dosag regimer
shoud beusedwith
valproateregardles®f
anyconcomtant
medicinal

prodicts

12.5 mg/day
(givenas25mg
onalternae

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 (seesectiord.5):

This dosag regimer
shoud be usedwithout
valproatebut with:

phenytoin
carbamazepie
phenobarbitone
primidone

50 mg/day
(onceaday)

100 mg/day
(two divided
doses)

200- 400mg/day
(two divideddoses)

To achievemaintenance,
doses maybeincreasedy
maximumof 100mgevery
oneto two weeksuntil
optimalresponses achieved
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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 concurrentalproateshouldbeused.

Table 2: Children and adolescents aged 2 to 12 vears - 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/day 1 - 15 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
optimalresponses
achievedwith amaximum
mainenancedoseof
200mg/da

4.5

Adjunctivetherapy WITH valproate (inhibitor of lamotrigineglucuronidatior- seesection

This dosag regimen
shoud beusedwith
valproateregardles®f
any otherconconitant
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/day
everyoneto two weeksuntil
optimalresponses
achievedwith amaximum
maintenanceloseof 200
mg/day

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

Thisdosag regimer
shoud beusedwithout
valproatebut with:

0.6 mg/kgday
(two divideddoses)

1.2 mg/kg/day
(two divided
doses)

5 -15mg/kg/da
(onceadayor two divided
doses)
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phenytoin To achievemaintenance,

carbamazepie doses maybeincreasedy

phenobarbitone maximumof 1.2 mg/kg/day

primidone everyoneto two weeksuntil

rifampicin optimalresponses

lopinavir/ritonavr achievedwith amaximum
mairtenancedoseof 400
mg/day

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

This dosag regimer 0.3mg/kgday 0.6 mg/kg/da 1 - 10mg/kg/da’

shoud beusedwith (onceadayor two (onceadayor (onceadayor two divided
othermedicinal divideddoses) two divideddoses) | doses)

prodwctsthatdo

not significantlyinhibit To achievemaintenance,
or induce lamotrigire doses maybeincreasedy
glucurondation maximumof 0.6 mg/kg/day

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 concurrentalproateshouldbe used

*N OTE: Therecommendedosingscheduldor children maynot be achevablewith the current
strengthsof thetables.

To ensue atherapetic doseis maintainal 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

Children below 2 years

Therearelimited dataon the efficacy andsafey 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 notrecommendedbr usein childrenbdow 2 yearsof age.lf, basdon clinical need,a decisionto treat
isneverthelessaken,seesectons4.4,5.1and5.2.

Bipolar disorder

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

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

TargetStabilisaton

Treatmet Regimer ‘ Weeksl + 2 ‘ Weeks3 + 4 ‘ Week5
Dose
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| | | | (Week6)*

Monotherapy with lamotrigine OR adjunctive therapy WITHOUT valproate and
WITHOUT

inducer s of lamotrigine glucuronidation (seesection 4.5):

Thisdosag regimen 25mg/day 50 mg/day 100 mg/day 200mg/day- ustal
shoud beusedwith (onceaday) (onceadayor (onceadayor target dosefor
othermedicinal two divided two divided optimalrespnse
prodwctsthatdo not doses) doses) (onceadayor two
significantly inhibit or divideddoses)

inducelamotrigine
glucurondation Dosesn therange
100- 400mg/day

usedin clinical trials

Adjunctivetherapy WITH valproate (inhibitor of lamotrigineglucuronidatior- seesection
4.5

Thisdosag regimen 12.5mg/day 25mg/day 50 mg/day 100mg/day- usud
shoud beusedwith (givenas25mg | (onceaday) (onceadayor target dosefor
valproateregardles®f | onalternate two divided optimalrespnse
anyconcomtant days) doses) (onceadayor two
medicinalproducs divideddoses)
Maximum doseof
200mg/daycanbe

useddependhg on
clinical responst

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

lopinavir/ritonavr

Thisdosag regimen 50 mg/day 100 mg/day 200 mg/day 300mg/dayin week
shoud beusedwithout | (onceaday) (two divided (two divided 6, if necessy
valproatebut with: doses) doses) increasingo usual

target doseof 400
phenytoin mg/dayin week7, to
carbamazepie achieveoptimal
phenobarbitone response
primidone (two divideddoses)
rifampicin

In patientstakingmedicinalproductswherethe phamaamkinetic interation with lamotrigineis
currentlynot known (seesection4.5),the doseescahtionsas 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

shownbeow.
Treatmet Regimen Currentlamotrigine | Week1 Week 2 Week3
stablisationdose (begnning with onwards*
(prior to withdrawd) | withdrawa)

dependingon

original doseof lamotrigine:

Withdrawal of valproate (inhibitor of lamotrigine glucuronidatior— seesection4.5),

Whenvalproak is

100mg/day

200mg/day

Maintan this dose(200mg/day
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withdrawn, doublethe (two divideddoses

stablisation dose,not | 200mg/day 300mg/day 400 mg/day | Maintainthis dose
exceedig anincrease (400mg/day)

of morethan100

mg/weel

Withdrawal of inducersof lamotrigine glucuronidation (seesection4.5),dependingn
original doseof lamotrigine:
Thisdosag regimen | 400mg/day 400mg/day 300 mg/day | 200mg/day
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 (seesectiord.5):

This dosag regimen Maintaintargetdoseachievedn dos es@laion (200mg/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 not known (seesection4.5), the treament regimenrecommendedfor lamotiigineis
to

initially maintainthe currentdoseandadustthe lamotriginetreatmentbasedon clinical
respnse

* Dosemaybeincreagdto 400mg/dayasneede

Table 5: Adults aged 18 years and above - adjustment of lamotrigine daily dosing following the addition of other
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
mace:

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
regardlegsof any mg/day)
corcomitant 400 mg/day 200mg/day | Maintainthis dose(200

medicinalproducs ma/day
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Addition of inducersof lamotrigine glucuronidation in patients NOT taking valproate
(see
section 4.5),dependingn original doseof lamotrigine:

Thisdosag regimen | 200 mg/day 200 mg/day 300 400 mg/day
shoud beusedwhen mg/day

thefollowing are

adcedwithout

valproate: 150 mg/day 150 mg/day 225 300 mg/day
phenytoin mg/day

carbamazepie

phenobarbitone 100 mg/day 100 mg/day 150 200 mg/day
primidone mg/day

rifampicin

lopinavir/ritonavr

Addition of medicinal productsthat do NOT significantly inhibit or induce lamotrigine
glucuronidation (seesectiord.5):

Thisdosag regimen | Maintaintargetdoseachievedn dos escaation (200 mg/day;dose
shoud beusedwhen | range 100400 mg/day)

othermedicinal
prodwctsthatdo not
significantly inhibit
or induce lamotrigire
glucurondation are
adced

In patientstaking medicinalproductswvherethe phamaamkinetic interagion 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 dose.

Paediatric population

LamotrigineAurobindois notrecomnendedfor usein childrenbdow 18 yearsof agebecausa randomised
withdrawalstudydemonstratedo significantefficacy and showedncreasedeporting of suiddality (see secton4.4
and 5.1).

Generaldosingrecommendationf®r Lamotiigine Aurobindoin specal paient populations

Women taking hormonal contraceptives

Theuseof anethinyloestradal/levonorgestrel(30 ug/150 ug) combinationincreaseshe clearancef lamotrigine by
approximatelytwo-fold, resultingin decreasedamotrigineleves. Following titration, highermaintenancelose of
lamotrigine (by asmuchastwo-fold) maybe needd to atain 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 northormonalmehods;see sectionst.4 and4.5).

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

NOT taking inducers of lamotrigine glucuronidation

Themaintenanceloseof lamotriginewill in mostcaseseedto beincreasedby asmuchastwo-fold (seesectionst.4
and 4.5). It is recommendethatfrom thetime thatthe hormonalcontraepive is startedthelamotriginedoseis
increagdby 50to 100 mg/dayeveryweek, accordingto theindividual clinicd responseDoseincreaseshouldnot
exceedthis rate,unlesstheclinical respamsesupportdargerincreaes. Measuremenbf seeum lamotigine
concentratbnsbeforeandafter startinghormonalcontraeptives may be consderal, asconfirmationthatthe baseline
concentraton of lamotrigineis beingmaintined.If neessarythe doseshouldbe adaptedin womentakinga
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hormona contracepte thatincludesone week of inadive treament("pill-freeweek™),serumlamotriginelevel
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

Themaintenanceloseof lamotriginewill in mostcasesmeedto be decrasedby asmuchas50% (seesectionst.4 and
4.5). 1t is recomnendedo graduallydeaeasehedaly doseof lamotrigineby 50- 100mg eachweek(ataratenot
exceeding25% of thetotal daily doseperweek)overa peiod of 3 weeks,unlesstheclinical responsendicates
otherwise.Measuementof serumlamotigine conentrdionsbeforeand after stoppinghormona contraceptivesmay
be conddered,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 thefirst weekafterstoppingthe pill.

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

Sarting and stopping hormonal contraceptives in patients already taking maintenance doses of lamotrigine and
TAKING inducers of lamotrigine glucuronidation
Adjugmentto therecommendedhaintenancedoseof lamotrigine may not berequired.

Use with atazanavir/ritonavir

No adjustmentsto therecommendedoseescaléion of lamotigine shouldbe necessarywhenlamotiigine is addedo
theexiding atazanavir/ritonavitherapy.

In patientsalreadytaking maintenancelosesof lamotigine andnot taking glucuronidationinducers,the lamotiigine
dosemayneedto beincreasedf atazanaviritonavir is addedor decreael if atazanaviritonaviris discontinued.
Plasmaamotriginemonitoringshouldbe condud¢ed before andduring 2 weeks after startingor stopping
atazanavir/ritonavirin orderto seeif lamotrigine doseadjusimentis neede (seesectior4.5).

Use with lopinavir/ritonavir

No adjustmentsto therecommendedoseescaléion of lamotigine shouldbe necessarywhenlamotiigine is addedo
theexigding lopinavir/ritonavirtherapy.

In patientsalreadytaking maintenancelosesof lamotigine andnot taking glucuronidationinducers,the lamotiigine
dosemayneedto beincreasedf lopinavr/ritonavir is addel, or decreasdl if lopinavir/ritonaviris discontinuedPlasma
lamotrigine monitoringshouldbe conduded beforeand during 2 weeksafter startingor stoppinglopinavir/ritonavir, in
orderto seeif lamotriginedose adjustments neede (see secton 4.5).

Elderly (above 65 years)
No dosageadjusimentfrom therecommendedchedut is requirel. The phamacokineticof lamotriginein thisage
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;
reducedmaintenanceloseamay be effecive for patientswith significantrenalfunctionalimpaiment (see sectionst.4
and 5.2).

Hepatic impairment

Initial, escalaion andmainenancedosesshouldgenerdly bereducedby approxmately50%in paientswith modeate
(Child-Pudh gradeB) and75%in severe(Child-PughgradeC) hepatic impairment. Escalatiorandmaintenanceloses
should beadjustedaccordingo clinical responsgsee secton 5.2).

4.3 Contraindications
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Hypersasitivity to lamotrigineor to any of theexcipienslistedin sed¢ion 6.1
4.4 Special warnings and precautions for use

Skin rash

There hawe beenreportsof adverseskin reactions, which have generally occurred within the first eight weeksaftei
initiation of lamotigine treatmentThe majority of rashesare mild and self-limiti ng, howeverseriousraesrequiring
hosptalisation and discontinuationof lamotrigine have also beenreportal. These have included potentially Life-
threateningcutaneousashesStevensJannsonsyndrone (SJS),toxic epidermalnecrolysis(TEN) Drug Reacton with
Eosinophila andSystemicSymptoms(DRESS);also knownas hypersensivity syndromegHSS) (Seesection4.8).

Patientsshouldbe advisedof the signsand symptomsand monitored closdy for skin reactions.The highestrisk for
occurrenceof SJSor TEN is within thefirst weeksof treatment.

In adultsenrolledin studiesutilizing the current lamotrigine dosing recommendationghe incidenceof seriousskin
rashegs 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 hogitalization 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 lamotrigineandexceedingtherecommended doseescalabn of lamotriginetherapy(see
section 4.2)
- concomiantuseof valproate(seesecton 4.2).

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

All patientg(aduls andchildren)who devebp arashshouldbe pronptly evaluatedandLamotrigineAurobindo
withdrawnimmediatdy unlesstherashis clearlynotrelatedto lamotriginetreatmen It is recommendethat
LamotrigineAurobindonot berestartedn paients who havediscontinual dueto rashassociateavith prior treatment
with lamotrigineunlessthe potental berefit clearly outweighstherisk. If the patienthasdevelopedsJS,TEN or
DRESSwith theuseof lamotigine, treatmentvith lamotrigine mustnot bere-statedin this patientatanytime.

Rashhasalsobeenreportedaspartof a hypersensivity syndrone associtedwith avariable patternof systemic
symptomsincluding fever,lymphadenopthy, facial oedema,&normaiti esof the bloodandliver andaseptiomeningitis
(seesection 4.8). Thesyndromeshowsa wide spedrum of clinical seveity and may,rarely,leadto disseminated
intravasculacoagulaion andmultiorganfailure. It is importantto notethatearly manifestationf hypesensitivity (for
examplefever,lymphadenopdty) maybe preseneventhoughrashis notevident.If suchsignsandsymptomsare
presentthe patientshouldbe evauatedimmediately andLamotrigine Aurobindodiscontinuedf analternative
aetiology cannotbe established.

Aseptic menngitis was revessible on withdrawal of the drug in most cases,but recured in a numberof caseson
reexposureto lamotrigine. Re-exposure resultedin a rapid return of symptons that were frequenty more severe
Lamotrigineshout not be restartedn patients who have discontnueddueto asepticmeningitisassociatedvith prior
treamentof lamotrigne.
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Clinical worseningandsuiciderisk

Suicidalideaton andbehaviourthavebeenreporedin patients treaedwith AEDsin seveal indicaions.A meta-
analysisof randomiseglacebo- controlledtrials of AEDs hasalsoshowna smallincreasedisk of suicidalideation
and behavour. The mechanim of thisrisk is not knownand the avalable data do not excludethe possbility of an
increagdrisk for lamotrigne.

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

In patientswith bipolar disorder,worsening of depressve symptomsandbr the emeagenceof suicidalitymayoccur
whetheror nottheyaretakingmedicatiosfor bipolar disorder,including
LamotrigineAurobindo.Thereforepatientsreceving Lamotrigine Aurobindofor bipolardisordershouldbe closely
monitoredfor clinical worsening(including developnentof newsymptons) and suicidality,espedally atthe beginning
of a courseof treatmentpr atthetime of dosechanges.Certan patients,suchasthosewith a history of suicidal
behaviour or thouglts, youngaduls, andthosepaients exhibiting a significantdegeeof suicidalideationprior to
commencemntof treatmentmaybeata greder risk of suicidd thoughs or suicideattemptsandshouldreceive
carefulmonitoring duringtreament.

Consideratn shouldbe givento changng thethergeutic regimen,including passibly discontinuingthe mediation, in
patientswho experenceclinical worsening(includingdevebpmentof newsymptoms)and/orthe emergencef
suicidal ideaton/behaviourggechlly if thesesynptomsaresevee, abruptin onset,or werenot part of the patient’ s
presentingsymptoms.

Hormonalcontracepties

Effects of hormonal contraceptives on lamotrigine efficacy

Theuseof anethinyloestradol/levonorgestrel(30 ug/150 ug) combinationincreaseshe clearancef lamotrigine by
approximatelytwo-fold resultingin deceasedamotrigineleveds (see secton 4.5). A deaeaséan 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 womennot alreadytakinganinducerof lamotrigne glucuronidation andtaking a hormonalcontraceptivehat
includesoneweekof inactivetreatmen{for exampe "pill -freeweek"), gradualtransienincreagsin lamotriginelevels
will occurduringtheweekof inactivetreatment(seesection 4.2). Variationsin lamotriginelevelsof this orde maybe
asscciatedwith adveseeffects Therefore consideation shouldbe givento usingcontraceptionwithouta pill-free
week,asfirst-line therapy(for exampé, coninuoushormonal contraceptives or non-hormonalmethods).

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
(ethinyloestradiolevonorgesel combiration) areadmnisteredin combination, there is amodestincreasen
levanorgestreklearanceandchangesn serumFSH andLH (seesedion 4.5). The impactof thesechange®n ovaian
ovulatoryactivity is unknown. However the possiblity of thesechangesresultng in decreasedcontraceptivefficacy
in same patentstakinghormonalprepaationswith lamotrigine cannotbe excluded.Therefore paientsshouldbe
instructedo promptly reportchangesn theirmenstruapatern,i.e. breakhrough bleeding.

Dihydrofolatereductase

Lamotriginehasa slightinhibitory effecton dihydrofolic acidreductase hencethere is a possbility of interference
with folate metabolismduringlonc-termtherapy(seesection4.6). However,during prolongedhuman dosing,
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lamotrigine did notinducesignificant changesn the haenoglobin conentraion, meancorpusculavolume,or serum
or red bloodcel folate concentrationsipto 1 yea or redbloodcdl folateconcentationsfor upto 5 years.

Renalfailure

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

Patientstaking otherpreparationgontainhg lamotrgine
LamotrigineAurobindoshouldnot be adninisteredto patientscurrenty being treatedwith anyotherpreparation
containing lamotrigine without consuting a doctor.

Excipientof LamotrigineAurobindotablds

LamotrigineAurobindotabletscontin lactosemonohydrag. Paientswith rarehereditaryproblemsof galacbse
intolerancethe Lapplactaseadeficiencyor glucosegdactosemalabsorptiorshoutl not takethis medicine.

Developmenin children

Thereareno dataon the effectof lamotigine on growth, sexualmatration andcognitive,emotonal andbehavioual
developmentdn children.

Precautionselating to epilepsy

Aswith other AEDs, abruptwithdrawalof Lamotrigine Aurobindomay provokereboundseizuresUnlesssatkety
concerngfor exampe rash) requireanabruptwithdrawal ,the doseof Lamotrigine Aurobindoshouldbe gradually
decreasedvera periodof two weeks.

Therearereportsin the literaturethatsevereconvulsiveserzuresincluding statusepilepticusmayleadto
rhabdomyolysismultiorgandysfuncton anddisseaninaed intravascuhr coggulation,sometimeswith fatal outcome.
Similar caseaveoccurredn as®ciationwith the useof lamotrgine.

A clinically significantworseningof seizue frequencyinsiadof animprovementnaybe observed.

In patientswith morethanoneseizuretype,the observedenefit of control for oneseizue type shouldbeweighed
against any observedvorseningn another sazuretype.

Myoclonicseizuresnay be worsenedy lamotrigine.

Thereis asuggesbnin the datathatresponses conbinaion with enzmeinducerss lessthanin combinationwith
non-enzyme nducingantiepilepticagens. Thereasonis unclea.

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

Precautionselating 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 hepaticoxidativedruc-metaolising
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enzymes andinteractonsbetweerlamotigine andmedidnal produds metabolisedoy cytochromeP450enzymesre
unlikely to occur.Lamotigine mayinduceits own meiabolismbut the effect is modestandunlikely to havesignificant
clinical consequences.

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

Medicinal productsthat Medicinal productsthat Medicinal productsthat do
significantly inhibit significantly induce not significantly inhibit or
glucuronidation of glucuronidation of induce glucuronidation of
lamotrigine lamotrigine lamotrigine
Valproate Phenytoin Oxcarbazepir
Carkamazepine Felbamate
Phenobarbitone Gabapentin
Primidone Levetiracetam
Rifampicin Pregbalin
Lopinavir/ritonavir Topiramde
Ethinyloestradil/levonorgesrel | Zonisamide
combination** Lithium
Atazanavir/itonavir* Buproprion
Olanzapine
Aripiprazole

*Fordosng guidancgseesecton4.2)
** Otheroral contracetive andHRT treatments have not been studied,thoughthey may similarly affectlamotigine
pharmacoinetic parametergseesectionst.2and 4.4).

Interactionsnvolving antiepilepticdrugs

Valproate,which inhibits the glucuronid&ion of lamotrigine,reducea the metabolismof lamotrigineandincreaseshe
meanhalf-life of lamotrigine neary two-fold. In patientsrecaeving concomtantthermpywith valproate the appopriate
treamentregimenshouldbe used(seesedion 4.2).

Certain AEDs (suchas phenytoin,carbanazeine, phenobgbitoneand primidone)which inducehepaticdrug-
metabolisingenzymesnducethe glucuronidaéion of lamotrigineandenhancehe metabolismof lamotrigine.ln
patientsreceving concomitantherapywith phenybin, cacbamazpine pheonbabitoneor primidone,theappropriate
treamentregimenshouldbe used(seesedion 4.2).

Therehavebeenreportsof centralnervaissysemeventsincluding dizziness,ataxig 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 theliteratureof decreaedlamotriginelevelswhenlamotriginewasgivenin combirationwith
oxcarbazepingdowever,in a prospectre 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 a study of healty volunteers coadministréion of felbamate(1200mg twice daily) with lamotiigine (100 mg twice
daily for 10 days)appearedo haveno clinically relevant effects on the phamacokineticsof lamotrigine.

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

Potentialinteractonsbetweenevetiracetan andlamotriginewereassessetly evaluatingselum concentationsof both
agents during placebt-controlled clinical trials. Thesedataindicatethatlamotigine does notinfluencethe
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pharmacoinetics of levetracetamandthatlevetracdamdoes notinfluencethe phamacokineticof lamotrigine

Steadystatetroughplasmaconcentrationsf lamotrigine werenot affeced by conommitantpregabdéin (200mg, 3 times
daily) adminstraion. Thereareno pharma&okineic interactionsbetweenlamotrigine and pregabalin.

Topiramateresuledin no changen plasma concentationsof lamotrigine. Administraion of lamotrigineresultedn a
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 affect the plasmaconcentraions of conconitant AEDs.
Evidencefrom in vitro studiesindicatesthatlamotigine doesnot displa® otherAEDs from proteinbinding sites.

Interactiondnvolving otherpsychoactie agents

Thepharmacokineticsf lithium after2 g of anhydrougithium gluconde giventwice daily for six daysto 20 healthy
subjectswerenot alteredby co-administation of 100mg/daylamotrigine.

Multiple oral dosesof bupropionhadno stdisticdly significant effeds onthe singledosepharmacokineticef
lamotriginein 12 subpctsandhadonly aslightincreasein the AUC of lamotrigine glucuronide.

In astudy in heathy adut volunteers,15 mg olanzapinereducedhe AUC and Cmaxof lamotrigineby anaverageof
24% and20%,respectively An effectof this magnitudeis notgenerdly expectdto beclinically relevant.Lamotrigine
at 200 mg did not affectthe pharnmacokineics of olanzapine.

Multiple oral dosesof lamotrigine400mg daily hadno clinically significant effecton the singledosephamacokingics
of 2 mgrisperidonan 14 healthyadultvolunteers.Following the co-administration of risperdone2 mg with
lamotrigine, 12 out of the 14 volunteersreported sommolene compaedto 1 out of 20 whenrisperdonewasgiven
alone, andnonewhenlamotriginewasadminstaedalone.

In a study of 18 adult patientswith bipolar | disorde, receiving an estabished regimenof lamotrigine (100-400
mg/day), dosesof aripiprazolewere increaseal from 10 mg/day to a targetof 30 mg/dayover a 7 day period anc
continued once daily for a further 7 days. An aveaage reduction of approximately10% in Cma and AUC of
lamotrigine wasobservedAn effectof this magnitudes notexpededto be of clinical consequence.

In vitro experimentandicatedthattheformationof lamotrigine'sprimary meabolite, the 2-N-glucuronide,was
minimally inhibited by co-incubationwith amitriptyline, bupropon, clonazepan, halopeidol or lorazepamThese
experimentsalsosuggetedthatmetabolismof lamotriginewasunlikely to beinhibited by clozapinefluoxetine,
pherelzine,risperidonesertraline or trazodone In addition, a study of bufuralolmetabolisnmusinghumanliver
microsomepreparamnssuggestethatlamotriginewould notreducethe clearanceof medicind productsmetabolized
predominantlyby CYP2D6.

Interactiondnvolving hormonalcontracepives

Effect of hormonal contraceptives on lamotrigine phar macokinetics

In a study of 16 femak volunteersdosingwith 30 pug ethinyloestradol/150 pug levonorgestel in acombinedoral
contraceptve pill causedanapproximatéy two-fold increasein lamotrigineord clearanceresultingin anaverages2%
and 39% reductionin lamotrigineAUC andCmax,respetively. Seum lamotrigine concentationsincreasedluringthe
course of theweekof inactivetreatnent(includingthe "pill -free" week),with pre-doseconcentrionsatthe endof the
weekof inactivetreatmenbeing, on averageapproximatdy two-fold higherthanduringco-thermpy (seesection4.4).
No adjustmentsto therecommendedoseescaléion guidelinesfor lamotigine shouldbe necessar solelybasedon the
useof hormonalcontraceptivesbut the maintenancedoseof lamotriginewill needto beincreasedr deceasedn most
caeswhenstartingor stoppinghormonalcontracetives (seesedion 4.2).
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Effect of lamotrigine on hormonal contraceptive phar macokinetics

In astudy of 16 femak volunteersa steadystatedoseof 300 mg lamotigine hadno effect on the pharmacokineticsf
theethinyloestradil componenbf a combinedoral contraeptivepill. A modestincreasen oral clearancef the
levanorgestrecomponentvasobserved,resultingin anaveiagel9%and12%reductionin levonorgesel AUC and
Cmax respedtely. Measuirementof serumFSH, LH andoestradol duringthe studyindicatedsomelossof
suppresionof ovarianhormonalactivity in somewomen, althoughmeasuranert of serumprogesteronendicatedthat
therewasno hormonalevidenceof ovulationin any of the 16 subjeds. Theimpactof the modestncreasean
levanorgestreklearanceandthe changesn seum FSHandLH, on ovarian 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 anddecrasedamotiigine half-life dueto
inductionof the hepaic enzymesesporsible for glucurondation.In patientsreceivingconcomitantherapywith
rifampicin,the appropriatdreatmentegimen shouldbe used(seesection 4.2).

In astudy in heathy volunteers|opinavir/nitonavir approximatly haved the plasmaconcentationsof lamotiigine,
probablyby induction of glucuronidation. In patientsrecaving con@mitanttherapywith lopinavir/ritonavir, the
appropriae treamentregimenshouldbe used(seesedtion 4.2).

In astudy in heathy adut volunteersatazanair/ritonavir(300mg/L00 mg) administeed for 9 daysreducedhe
plasmaAUC andCmaxof lamotrigine (single 100mg dose)by anaveageof 32% and6%, respectivey. In patients
receving concomianttherapywith atazanavirfitonavr, theappropratetreatnentregimenshouldbe used(seesection
4.2).

Datafrom in vitro assesmentdemonstrag thatlamotigine, but notthe N(2)-glucuronidemetabolitejs aninhibitor of
OrganicTransporteR (OCT 2) at potentally clinically relevant conentraions. Thesedatademonstatethat
lamotrigineis aninhibitor of OCT 2, with an IC50 value of 53.8uM. Co-administraton of lamotriginewith renally
excretedmedicinalproductswhich aresubstatesof OCT2 (e.g.metformin, gabapentirandvarenicline) mayresultin
increagedplasnalevelsof thesemedicinal products.

Theclinical significanceof this hasnotbeenclearly ddfined, howevercareshouldbetakenin patientsco administered
with thesemedicinalproducts

4.6 Fertility, pregnancy and lactation

Risk relatedto antiepileptic drugsin gereral

Specialist advice shouldbe givento women who areof childbearing potential. Theantiepileptictreatmenshouldbe
reviewedwhenawomanis planningto becomepregnantin women beingtreaedfor epilepsy,sudderdiscontinuation
of AED therapyshould be avoidedasthis may leadto breakhroughseruresthatcould haveseriousconsequence®r
thewomanandthe unbornchild. Monothergy shouldbe preferredwheneve possiblebecauseherapywith multiple
AEDscould beassoatedwith a higherrisk of congenitl malformaionsthan monotheapy,dependingnthe
asscciatedantiepileptics.

Risk relatedto lamotrigine

Pregnancy
A largeanountof dataon pregnantvomen exposd to lamotrigine monoherapyduringthefir st trimesterof pregnanc

(morethan 8700)do not suggesa subgantial increasein therisk for major congenitaimalformationsncludingoral
clefts. Animal studieshaveshowndevelopmatal toxicity (seesecton 5.3).

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

Lamotriginehasa slightinhibitory effecton dihydrofolic acidreducteseandcouldthereforetheoreticallyleadto an
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increasdrisk of embryofoetadamageby reducingfolic acid levds. Intakeof folic acidwhen planningpregnancyand
during early pregnancymaybe consdered.

Physiologicalchangesluring pregnancymay affectlamotrigineleves and/ortherapeuticeffect. Therehavebeen
reports of decreasethmotrigineplasnalevds during pregnancywith a potential risk of lossof sazure control. 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
adapedaccording to clinical regponse In addition, doserelatedundesirableeffectsshouldbe monitored after birth.

Breast-feeding

Lamotriginehasbeenreportedo passnto breastmilk in highly variable conentrations,resultingin total lamotiigine
levelsin infantsof up to appoximately 50% of themothe’s. Therefore jn sone breastfed infants,serum
concentratbonsof lamotriginemayreachlevels at which phamacobgicd effectsoccur.Amongalimitedgroupof
exposedinfants,no adverseeffectswereobservel.

Thepotentialbenefitsof breastfeedingshouldbe weighedagainstthe potential risk of adveseeffectsoccuring in the
infant. Shouldawomandecideto breastfeedwhile on thergy with lamotrigine,the infant shouldbe monitoredfor
advers effects.

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

4.7 Effects on ability to drive and use machines

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

No studies on the effectson the ability to drive and usemachneshavebeenperformed.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
neurologicalchamlctersuchasdizzinessanddiplopia havebeenrepored. Therefore, patientsshouldseehow
lamotrigine therapyaffectsthembeforedriving or operding machineay.

4.8 Undesirable effects

Theundesirala effectsfor epilepsyandbipolardisorderindicationsare basedon availabledatafrom controlledclinical
studiesandotherclinical experienceindarelistedin the table below. Frequacy categoriesrederivedfrom controlled
clinical studies(epilepy monotherapyidenified byt) and bipolardisorde (identifiedby §)). Wherefrequeng
categoriediffer betweerclinical trial dat from epilepsyandbipolar disorderthe mod conservativefrequencyis
shown.However,whereno controlledclinical trial data are avalable, frequency categoies havebeenobtainedirom
other clinical experience.

The following convention has been utili zed for the classificaion of undesirabke effects: Very common (>1/10),
Common(>1/100 to <1/10),Uncommon(>1/1000to <1/100),Rare(>1/10,000to <1/1000),Very rare(<1/10,000),not
known (cannotbe estmatedfrom the avalable datg.

System Organ Class Adver se Event Frequency
Blood andlymphatic Haematologich Very rare
system disorders abnormalitest including
neutropenialeucopenia,
anaemia,

thrombocybpenia,
pancytopeniaaplastic
anaemiaagrnubcytosis
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Lymphadenopathy Not knowr
Immune SystemDisorders Hypersnsitvity syndromé Very Rare
(including such
symptomsas,fever,
lymphadenpathy,facial
oedemaabnormaliies of the
blood andliver,
disseminatedhtravascular
coagulationmulti organ
failure)
Psychatric Disorders Aggression,irritability Common
Confuson, hallucinationsitics | Very rare
Nightmare Not knowr
NervousSysternr Headach'$ Very Commot
Disorders Samnolencé$, dizzines$$, Commor
tremor', insamnia’
agitatiors
Ataxial Uncomman
Nystagmu’ Rare
Unsteadinessnovemen Very Rare
disordersworsenng of
Pakinson'sdiseasé,
extrapyramidakffects,
choreothetosid, increasen
seiarefrequenc
Aseptic menngitis (see Rare
section4.4)
Eyedisorder Diplopie!, blurredvision' Uncomma
Conjundivitis Rare
Gastointesthal disorder Naused, vomiting, Commot
diarrhoe:!, dry moutt3
Hepatobilian Hepaticfailure, hepatic Very rare
disorders dysfundion?, increasd
liverfunction test:
Skin andsubaitaneoudissue Skin rast°t8 Very commot
disorders Alopeda Uncomma
Steven—JohnsonSyndrome® | Rare
Toxic epiderménecrolyss Very rare
Drug Reationwith Very rare
EosnophiliaandSystemic
Symptom:
Musculoskettalanc Arthralgia® Commot
conrectivetissue
disorders Lupus-like reaction Very rare
Generaldisordersanc Tirednes$, pain®, backpain® | Commor

administrationsite
condtions
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Descriptionof selectecadversaeactions

1 Haematologicahbnormalitesandlymphad@opahy may or may not be assoé@tedwith the hypesensitivity
syndrome(seelmmunesystemdisordes).

2 Rashhas also beenreportedaspartof ahypersastivity syndrone associgedwith avanable paternof systemic
symptomsincluding fever,lymphadenopthy, facial oedemaand abnormétiesof thebloodandliver. Thesyndiome
showsawide spectrunof clinical seveity andmay,rarely, leadto dissenmnatedintravaseilar coagulatiorand
multiorganfailure. It is importantto notethatearly manifestationsof hypersensitivityfor examplefever,
lymphadenpathy)may be preseneventhoughrashis notevident.If suchsignsandsymptomsarepresentthe patient
should be evaluatedimmediatelyandLamotigine discontinuedif analternatve aetiologycannotbe estalished.

3 Theseeffectshavebeenreportedduring othe clini cal experience. Therehave beenreportsthatlamotriginemay
worsenparkinsoniarsymptons in patieris with pre-existing Parknsoris diseaseandisolaiedreportsof extrapyrandal
effectsand choreoathetosis paients withoutthis underying condiion.

4 Hepaticdysfuncton usually occursin assocition with hypesensitvity readionsbutisolatedcasesavebeen
reportedwithoutovertsignsof hyperensitvity.

5 n clinical trials in adults,skin rashesocaurredin up to 8-12% of patents takinglamotiigine andin 5-6% of patients
taking placebo.Theskinrashededto thewithdraval of lamotriginetreatmentin 2% of patients Therash,usually
macuopapularin appearancegenerallyappearswithin eightweeksof starting treatmet andresolveson withdrawal of
Lamotrigine(seesectiord.4).

Seriouspotentially life-threateningskin rashesjncluding StevensJohnsorsyndrone andtoxic epidermahecrolysis

(Lyell’s Syndrome)anddrugreacton with eosinophiia andsysemic synptoms(DRESS) havebeenreported.

Althoughthe majority recoveron withdrawalof lamotrigine treatment, somepatientsexperiencerrevesible scarring
ard therehavebeenrarecase®f associatedeath (seesedion 4.4).

Theoverallrisk of rash,appeargo be strongly associgedwith:
- highinitial dosesof lamotrigineandexaeedng therecommendeddoseescahtion of lamotriginetherapy
(seesection4.2)
- concomitat useof valproate(seesection 4.2).

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

Therehavebeenreportsof decreasetdonemineraldensity, osieopena, osteopoosisand fractures in patientson
longtermtherapywith lamotrigine. The mechaism by which lamotrigine affectsbonemetabolismhasnotbeen
idertified.

Reportingof suspecteddverseaeactions

Reportingsuspecte@adversaeactionsafterauthorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendit/risk balanceof the medianal produd. Heathcae professionalsre askedo reportany
sugpectedadverseaeactionsvia HPRA Pharnmacovigilance

Eailsfort Terrace

IRL - Dublin 2

Tel: +3531 6764971

Fax:+3531 6762517

Website:.www.hpra.ie

e-mail: medsaéty@hpra.ie

4.9 Overdose

Symptomsandsigns
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Acuteingeston of dosesn exces of 10to 20 timesthe maximum thergeutc dos hasbeenrepored,includingfatal
cags.Overdoséhasresultedn symptomsncluding nysiagmus ataxia, impared consciousnesgyrandmal convulsion
and coma QRSbroadeningintraventricularcondudion dday) hasalsobeenobsevedin overdosepatients.
Broadeningof QRS duraton to morethan100msee may be assoatedwith more severeoxicity.

Treatmet

In theeven of overdog, the paient shouldbeadmttedto hospitd andgivenappropriatesuppotive therapy.Therapy
aimedatdecreasingbsorptionactivatedchacoal,laxatve or gastrt lavage)shouldbe perfomedif indicated.Further
managemenshouldbe asclinically indicaed. Theras no experieacewith haemodialysigstreatmenbf overdose.In

six volunteerswith kidneyfailure, 20% of the lamotigine was removedfrom the body during a 4-hourhaemodialysis
sessim (seesectbn 5.2).

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:OtherAntiepileptics, AT C code:NO3AX09.

Mechanisnof acion

Theresultsof pharmaological studiessuggesthatlamotrigineis ause andvoltagedependat blockerof voltage
gated sodiumchannelslt inhibits sustanedrepetti ve firi ng of neuronesndinhibits 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.

Phamacodynarit effects

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

In anotherstudy,singleoral dosesof 600 mg carbanazpinesignificantly impairedfine visualmotorco-ordinationand
eye movanents,while increasingoothbody swayand heartrate, whereasresultswith lamotiigine at dosesof 150mg
and 300mgdid notdiffer from placebo.

Clinical effi cacyandsafetyin childrenaged 1 to 24 months

Theefficacyandsafetyof adjunctivetherapyin parial sezuresin paientsagedl to 24 monthshasbeenevaluaté 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 somepatientsat theendof 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
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in olderchildrenexceptthatclinically significantworseningof seiaires(>=50%)wasrepoted moreoftenin children
under2 yearsof age(26%)ascompaedto olderchildren (14%).

Clinical effi cacyandsafetyin LennoxGastausyndrome

Thereareno datafor monotherapyn sezuresassocated with LennoxGastausyndrome.

Clinical effi cacyin the preventionof moodepisodedn 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 expeiencinga mgor depressie episode Oncestabilissdusing
lamotrigine monotheray or adjunctivetherapy patents 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 electroconvulsiveherapy(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 amanicepisode Theresults
are shownin Table7.

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

‘Proportion’ of patientsbeing event free at week 76
Study SCAB2003 Study SCAB2006
Bipolar | Bipolar |

Inclusioncriterior Major depressiveepisode Major manicepisode

Lamotrigine | Lithium Placeb: | Lamotrigine | Lithium | Plaebc
Interventionfree 0.22 0.21 0.12 0.17 0.24 0.4
p-valuelLog ranktes 0.004 0.00¢ - 0.023 0.00¢ -
Depresin free 0.51 0.4€ 0.41 0.82 0.71 0.40
p-valuelLog ranktes 0.047 0.20¢ - 0.015 0.167 -
Freeof manie 0.7C 0.8€ 0.67 0.53 0.6 0.37
p-valuelLog ranktes 0.339 0.02¢ - 0.280 0.00¢ -

In supportive analsesof time to first depressiveepisodeandtimeto first manic/hypomanimr 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.

Children(10-12 yearsof age)andAdolescents(13-17 yearsof age)

A multicentre parallelgroup,placebecontrolied,doubleblind, randomsed withdrawal study,evaluatedthe efficacy
and safetyof lamotriginelR asaddon maintenancehergy to delay moodepisadesin maleandfemalechildrenand
adolescentgagel0-17 yeard who hadbeen diagnosedvith bipolar | disorderand who hadremittedor improvedfrom
abipolar episodewhile treatedwith lamotriginein combhnationswith concomtantantipsychoticr other
moodstabiising drugs.Theresultof the primary efficacy analysis(time to occurrenceof abipolarevent— TOBE) did
not reachstatistical significance(p=0.0717) thusefficacywasnot shown.In addition, safetyresultsshowel increased
reporting of suicidal behavioursn lamotigine treated patients:5% (4 patents) in thelamotriginearmcompare to O in
placebo(seesectiord.2)
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Study of the effectof lamotrigineon cardia conducton

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

5.2 Phar macokinetic properties

Absorption

Lamotrigineis rapidly andconpletely absorbedrom the gut with no significantfirst-passmetabolismPeakplasma
concentratbnsoccurapproxmatly 2.5hoursafter oraladminstration of lamotrigine. Time to maximumconcentratior
is slightly delayedafterfood but the extentof absorptonis unaffeced. Thereis considerablénter-individual varation
in steadystat maximum concentrationbut 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-glucuronyltransferagshavebeenidentfied as theenzynmesrespondile for metabolisnof lamotrigine.

Lamotrigineinducesdts own metabolisnto a modest extent dependig on dose.However there is no evidencethat
lamotrigine affectsthe pharmacokineticef other AEDs anddata suggesthatinteractionsbetweendamotigine and
medcinal productsmetbolsedby cytochrone P450enzymes areunlikely to occur.

Elimination

Theapparenplasmaclearancen healthysubgctsis approximatdy 30 mL/min. Clearance of lamotrigineis primaily
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 approxmatly 33 hours(range
14 to 103hours).In astudyof subgctswith Gilberts Syndromemean apparentlearancevasreducedy 32%
comparedwith normalcontrolsbut the valuesarewithin therangefor the generalpopulation.

Thehalf-life of lamdrigineis greatlyaffeded by concmmitantmedicinal productsMeanhalf-lif e is reducedo
approximately14 hourswhengivenwith glucuronidaion-induang medicinal productssuchascalbamazepinand

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

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

Special patientpopuldions

Children

Clearane adjustedfor bodyweightis higherin childrenthanin adults with the highestvaluesin childrenunderfive
years.Thehalf-life of lamotrigineis geneally shorterin children thanin aduls with ameanvalue of appioximatly 7
hourswhengivenwith enzymeinducingmedicinal productssud ascarbanazpineandphenytoinandincreasing to
meanvaluesof 45 to 50 hourswhencag-administeredwith valproatealone(seesecton 4.2)
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Infants aged 2 to 26 months

In 143 paediatic paientsaged2 to 26 months,weighing 3 to 16 kg, clearancewasreducedcomparedo olderchildren
with the same bodyweight receiving similar oral dosegerkg bodyweightaschildrenolderthan2 years.Themean
half-life wasestmatedat 23 hoursin infantsyoungerthan26 monthson enzme-inducingthemapy, 136 hourswhenco-
administeredwith valproateand38 hoursin subgct 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.

Elderly
Resultsof a populationpharmacokineti@ndysis 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.Thedeceag after 48
weeksof treamentwas10%from 41 to 37 ml/min betwea theyoungandelderly groups.In addition,
pharmacokneticsof 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(betweenhemodidysis) and13.C
hours(duringhenodialysis),comparedvith 26.2hoursin hedthy voluntees. On averageapproximaté/ 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;
reducedmaintenancelosesmay be effecive for patientswith significantrenalfunctionalimpaiment (see sections.2
and 4.4).

Hepatic impairment

A singledosepharmacokinetic studywasperformedn 24 subjectswith variousdegeesof hepaticimpairmentand12
healthy subpctsascontrols The medianappareniclearanceof lamotigine was 0.31,0.240r 0.10mL/min/kg in
patientswith GradeA, B, or C (Child-PughClassfication) hepaticimparment, respe&tively, 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 expeded clinical
exposure.Sincehigher exposirelevelscould not betestal in animalsdueto the severityof maternakoxicity, the
teradogenicpotential of lamotriginehasnot beenchaacerisedaboveclinical exposuee.

In rats, enhancd foetalaswell aspostnatalmortality wasobsevedwhenlamotrigine wasadministeredluring late
gestationandthroughthe early pog-natd period. Theseeffects 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 obseved at exposuesappioximatelytwo-times
higherthanthe therapeutiexposiresin humanaduls.

Animal expermentsdid not revealimpairment of fertility by lamotigine. Lamotrigine reducedfoetal folic acid levels
in rats.Folic acid deficiencyis asumedto be associged with anenhancd risk of congenitalmaformationsin anima
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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
6.1 List of excipients

Cellulose, microcrystalline
Lactosemonohydrate
Sodiumstarchglycolate(TypeA)

Magnesiunstearag
Povidone(K30)

6.2 Incompatibilities
Not applicable

6.3 Shelf life

4 years

6.4 Special precautionsfor storage

This medicinalprodud doesnotrequireanyspecal storagecondtions.

6.5 Nature and contents of container

Clear PVC/Aluminium blisterpacks

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

HDPE bottle with 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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