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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Lamoro200mgDispersble Tablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead tabletcontans 200mgof lamotrigine.
Excipient:eachtabletcontans 15mgof Aspatame(E951).

For afull listof excipients,seesection6.1.

3PHARMACEUTICAL FORM

Dispersble tablet

Lamoro200mgDispersble Tabletsarewhite to off-white, roundtabletsplain on bothsides(approx12mmin
diameter).

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Epilepsy:

Adults and adolescents aged 13 years and above

o Adjunctiveor monaherapytreatmenof patial seiairesand generéisedseiaires,including tonic-clonic seizues
e Seizuresassocatedwith LennoxGastautSyndrone. Lamorois givenasadjunctve therapybut maybetheinitial
antiepileptic drug (AED) to startwith in LennoxGastautsyndrome.

Children and adolescents aged 2 to 12 vears

o Adjunctivetreatmenibf partial seizuresandgeneralsedseiaires,including tonic-clonic sazuresandthe seizure:
associatedvith LennoxGasautSyndrome

o Monotherapyof typical abenceseizures.

Bipolar disorder

Adults aged 18 years and above

o Preventionof depreswe episodesin patients with bipolar | disorderwho experiencepredominantlydepessive
episodeqseesection5.1).

Lamorois notindicatedfor the acutetreamentof manic or depressiveepisode:

Date Printed 20/01/2017 CRN 2187138 page number: 1



Health Products Regulatory Authority

4.2 Posology and method of administration

LAMORO DispersibleTabletsmaybe cheved, dispersedn a small volumeof water(at leastenoughto coverthe
whole tablet) or swallowedwholewith alittle water.

If acalculateddoseof lamotigine (e.g.for usein children (epilepsyonly) or patientswith hepaticimpairment)cannot
be dividedinto multiple lower strengthtablets, the doseto beadmnisteral is thatequalto the nearestower strengthof
whole tablets.

Restarting Ther apy

Prescribershouldassesshe needfor escdation to maintenane dosewhenrestating Lamotiigine in patients who have
discontinued_amotriginefor anyrea®n, sincetherisk of seriousrashis asso@tedwith highinitial dosesand
exceedingherecommendeddoseescaléion for Lamotrigine (see secton 4.4). Thegreatertheinterval of time sincethe
previousdose,the moreconsideratiorshouldbe given to escéation to the maintenancelose Whentheinterval since
discontinung Lamotrigineexceeddive hdf-lives (seesecton 5.2), Lamotrigine shouldgeneally be escalatedo the
maintenancealoseaccordingto theappropride scheduk.

It is recommendethatLamotriginenot berestaredin paients who havediscontinueddueto rashassociateavith prior
treamentwith Lamotrigineunles the potential bendit clearly outweighstherisk.

Epilepsy
Therecommendedoseescalatiorandmaintenane dosedor adultsandadolescentagel 13 yearsandabove(Table 1)

and for childrenandadolescentaged? to 12 years(Table 2) aregivenbdow. Becausef arisk of rashtheinitial dose
and subsegentdosee<alationshouldnot beexceeded(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. Recommended treatment regimen in EPIL EPSY for adults and children 13 years of age and older

Treatment regimen Weeks 1 Weeks 3 Maintenance Dose
+ 2 + 4

Monotherap' 25 50 100- 200 mg/day
mg/day Img/day |(oncea dayor two
(oncea (oncea divideddoses)
day) |day) To achieve

maintenarce,doses
may beincreasedy
50 -100mgevery
oneto two weeks
until optimal
respmse is achieved
500 mg/dayhasbeen
requiredby sonme
patientsto achieve
desiredrespons

Add-on therapywith valproateregardlssof 125 25 100- 200 mg/day

any conmmitant medcations(seesection4.5) |mg/day Img/day (onceadayor two
(givenas |(oncea divideddoses)
25mgon |day) To achieve
alternate maintenarce,doses
|days) may beincreasedy

maximumof 25— 50
mg everyoneto two
weeksuntil optimal

respmse is achievec
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Add-on therapywithout This dosage 50 100 200-400 mg/day
valproateandwith regimenshould be mg/day Img/day (two divideddoses)
linducersof lamotrigine usedwithout (oncea (two To achieve
glucuronidation valproatebut with: day) |divided maintenarce,doses
phenytoin doses) may beincreasedy
carbamazepine, maximumof 100mg
phenobarbitoe, every oneto two
primidone weeksuntil optimal
rifampicin [respmseis achieved
lopinavir/ritonavir 700 mg/dayhasbeen
requiredby sone
patientsto achieve
desiredrespons
25 50 100- 200 mg/day
Thisdosage mg/day Img/day |(oncea dayor two
regimenshould be (oncea (oncea divideddoses)
. usedwith other day) |day) To achieve
Add-on therapywlthout medicinalproducts maintenarce,doses
valproateandwithout .
linducersof lamotrigine that_d_o not may beincreasedy
glucuronidation significantly inhibit maximumof 50—
or induce 100 mg evey oneto
lamotrigine two weeks until
glucuronidation optimal responsés
achieve(
In patientstaking AED’ s wherethe pharnmacokineticinteractionwith Lamotrigineis
currently not known (see Interactions), thetreatment regimenasrecommende for
Lamotriginewith concurrentvalproateshouldbe used

Table 2: Recommended treatment regimen in EPILEPSY for children aged 2-12 years (T otal daily dosein

mg/kg bodyweight/day)
Treatment regimen Weeks 1+ Weeks 3 + [Maintenance Dose
2 4
Monother apy of typical 0.3 0.6 1 - 15 mg/kg/day(onceadayor
absence seizures mg/kg/day mg/kg/day itwo divideddoses)
(onceaday (onceaday To achieve maintenancegloses
or two or two |may beincreasedy maximum
divided divided of 0.6 mg/kgeveryoneto two
doses) doses) weeksuntil optimal reponses
achieved,with amaximum
[maintenanceloseof 200mg/day
Add-on therapywith valproate 0.15 0.3 1 -5 mg/kg/day
[regadlessof anyother ‘mg/kg/day* ‘mg/kg/day |(oncea dayor two divided
concomitantmedication (onceaday) (onceaday) |doses)
To achieve maintenancegloses
|may beincreasedy maximum
of 0.3mg/kgeveryoneto two
weeksuntil optimal reponseis
achieved,with amaximum
maintenanceloseof 200
mg/day
Add-on With inducersof 0.6 12 5— 15 mg/kg/day
[therapy Lamotrigine mgkg/day mg/kg/day (onceadayor two divided
without glucuronidation (two divided  |(two doses)
valproate e.g.phenybin, doses) divided To achieve maintenancegloses
cartamazepie, doses) may beincreasedy maximum
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pherobarbtone, lof 1.2mg/kgeveryoneto two

primidone weeksuntil optimal reponses

Rifampicin, achieved,with amaximum

Lopinavir/ritonavir |maintenance1loseof 400
mg/day

Without inducersor 0.3 mg/kc 0.6 mg/kc 1 - 10 mg/kg (maximumof 200

{inhibitors of (one or two (oneor two mg/day)

Lamotrigine divided divided (onceadayor two divided

lglucuronidation doses) doses) doses)
To achieve maintenancedoses

|(seesectior4.5) |may beincreasedy maximum
of 0.6 mg/kgeveryoneto two
weeksuntil optimal reponseis
achieved,with amaximum
maintenanceloseof 200
mg/day

In patientstaking AED’ s wherethe pharnmacokineticinteractionwith Lamotrigineis
currently not known (see Interactions), thetreatment regimenasrecommende for
Lamotriginewith concurrentvalproateshouldbe used

* NOTE: - If the calculateddaily dose in patientstakingvalproateis 1 to 2 mg,then 2 mg
Lamarigine may be takenon alternatedays for thefirst two weeks.If the calculateddaily
|dosein patientstakingvalproat is lessthan 1 mg, thenLamotrgine shouldnotbe
administerec

To ensue atherapetic doseis maintainel the weight of the child mustbe monitoredandthe dosereviewedasweight
changesoccur.lt islikely thatpatientsaged2-6 yearswill requre a maintenanceloseat the higherend of the
recanmendedange.

If epileptic controlis achievedwith adjunctve treament, conconitant AEDs may be withdrawnandpatients continued
on Lamoromonoterapy.

Children below 2 years

Therearelimited dataon the efficacyandsafey of lamotiginefor adjuncive therapy of partial sezuresin children
aged 1 monthto 2 years(seesecton 4.4). There areno daain children below 1 monthof age.ThusLamorois not
recanmendedor usein childrenbelow?2 yeas of age.If, basedon clinical need adecisionto treatis neverthéess
taken seesection4.4,5.1and5.2.

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 othe psychotopic medicinalproductsand/oi
AEDsarealsoprovidedbelow(Table5). Becauseof therisk of rashtheinitial doseandsubsequendoseescalation
should notbe exceeded(seesection4.4).

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

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

a) Monotherapy 25 mg/day 50 mg/day 100 mg/day 200 mg/day- usud target
with Lamarigine (onceaday) (onceadayor (onceadayor |dosefor optimal response
or two divided two divided (onceadayor two divided
Adjuncttherapy doses doses) |doses)

without Dosesin therange
Valproateand 100- 400mg/dayusedin
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glucuronidation
(seesectior4.5)
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clinical trials

b) Adjunct 12.5 mg/day 25 mg/day 50 mg/day 100 mg/day — usualtarget

therapywith (given25mg (onceaday) (onceadayor dosefor optimal response

inhibitors of alternate two divided (onceadayor two divided

Lamotrigine days) doses) doses)

glucuronidation Maximumdoseof

|(e.g.valproae) 200mg/daycanbe used

(seesection4.5) dependingon clinical
resmpnse

c) Adjunct 50 mg/day 100 mg/day 200 mg/day 300 mg/dayin week®6,

|therapywith (onceaday (two divided |(two divided |i ncreasingo 400 mg/dayif

inducersof or two dosey doses) necessaryn week7 to

Lamotrigine divided achieveoptimal respone

glucuronidation doses) |(two divided doses)

le.g.phenyton,

cartamazpine,

pherobarbibne,

primidone

Rifampicin

Lopinavir/ritonavr)

|in patientsNOT
takinginhibitors
of Lamotrigine
glucuronidation
|(e.g.valproat)

NOTE: In patientstaking psychotopic medcineswhere the pharmacokineic interaction
with Lamarigine is currentlynot known, the doseescdation asreconmmendel for
Lamotriginewith concurrentvalproate shouldbeused

**The Target stabilisation dose will alter depending on clinical response.

Table 4: Adultsaged 18 year sand above — maintenance stabilization total daily dose following withdrawal of
concomitant medicinal productsin treatment of bipolar disorder
Oncethetarget daily maintenance stabilization dose has been achieved, other medicinal products may be
withdrawn as shown below.

Treatmet Regimel

Currentlamotrigine

stabilizationdose
(prior to
withdrawal

Week 1
(beginningwith
withdrawal)

Week2

Week3
Onwards*

Withdrawal of valproate (inhibitor of lamotrigine glucuronidatior— seesectior4.5), depending
on original doseof lamotrigine

Whenvalproak is 100mg/day 200mg/da Maintain this dose

withdrawn, double (200mg/day)

the stabilization (two divideddoses)

dosenat exceeding

anincreasef more | 200mg/day 300mg/da 400mg/da Maintainthis dose
than100mgiveel 400mg/day
Withdrawal of inducer s of lamotrigine glucuronidation (seesectiord.5),dependingn original
doseof lamotrigine:

Thisdosa@ 400mg/day 400mg/da 300mg/day 200mg/da
regimenshouldbe

usedwhenthe

following are 300mg/day 300mg/da 225mg/day 150mg/da
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withdrawn:

phenytoin,
carbamazepie
phenobarbitone,
primidone,
rifampicin,
lopinavir/ritonavr
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200mg/day

200mg/da

150mg/day 100mg/da

Withdrawal of medicinal productsthat do NOT significantly inhibit or induce lamotrigine
glucuronidation (seesectior4.5):.

medicinalproducsth

withdrawn

This dosa@ regimenshouldbe usedwhenother

atdo notsignificantly

inhibit or inducelamotigine glucuronidation are

Maintaintargetdoseachievedn doseescalabn
(200mg/day;two divideddose}
(doserange100— 400ny/day)

In patientstakingmedicinalproductswvherethe phamaamkinetic interation with lamotrigineis
currentlynot known (seesection4.5), thetreatment regimenrecommendedfor lamotrigineis to
initially maintain the currentdoseandadust thelamotriginetreatmentbasedon clinical responst

* Dosemaybeincreasedo 400mg/dayasneeded.

Table5: Adultsaged 18 year s and above — adjustment of lamotrigine daily dosing following the addition of other
medicinal productsin treatment of bipolar disorder
Thereis noclinical experiencen adjustng thelamotrigine daily dosefollowing theadditionof othermedicinal

products However,basedn interactionstudieswith othe medcinal productsthe following recommendationsanbe

mace:

Treatmet Regimer | Currentlamotrigine| Week 1 Week 2 Week3
stabilizationdose | (beginningwith Onwards
(prior to addition) | addtion)

Addition of valproat
original doseof lamo

trigine

€ (inhibitor of lamotrigine glucuronidaibn — seesection4.5),dependingn

Thisdosag
regimenshouldbe
usedwhenvalproate
is added regardless
of anyconcomtant
medicinalproduct

200mg/day 100mg/da Maintan this dose(100mgbtay’
300mg/day 150mg/da Maintan this dose(150mgday’
400mg/day 200mg/da Maintan this dose(200mgday’

section 4.5),dependi

Addition of inducersof lamotrigine glucu

ngon original doseof |

amotrigine

ronidation in patients NOT taking valproate (see

Thisdosa@
regimenshouldbe
usedwhenthe
following areadded

200mg/day

200mg/da

300mg/day 400mg/da

withoutvalproat:
phenytoin,
carbamazepie

150mg/day

150mg/da

225mg/day 300mg/da

phenobarbitone,
primidone,
rifampicin,
lopinavir/ritonavr

100mg/day

100mg/da

150mg/da 200mg/da

Addition of medicinal productsthat do NOT significantly inhibit or induce lamotrigine
glucuronidation (seesectior4.5):.

medicinalproducs th

This dosa@ regimenshouldbe usedwhenother

atdo notsignificantly

inhibit or inducelamotigine glucuronidation are

Maintain targetdoseachievedn doseescalabn
(200mg/daydoserangel00—400mg/day)
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addec |

In patientstakingmedicinalproductswvherethe phamaakinetic interagion with lamotrigineis
currentlynot known (seesectiord.5), thetreatment regimenasrecommendedfor lamotriginewith
corcurrent valproate shouldbe used

Discontinuation of Lamotriginein patients with bipolar disorder:

In clinical trials, therewasnoincreasen theincidence seveity or type of adverseexperencesollowing abmupt
terminationof Lamotrigineversusplacéno. Therefore patients may terminae Lamotrigine withouta stepwise
reductionof dose.

Children and adolescents below 18 years
Lamorois notrecommendedtbr usein children bdow 18 yearsof agedueto alack of dataon sakety andefficacy(see
section4.4).

GENERAL DOSING RECOMMENDATIONSFOR LAMOTRIGINE IN SPECIAL PATIENT
POPULATIONS

Women taking hormonal contraceptives

Theuseof anethinyloestraddl/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
hormona contracepve thatincludesone week of inadive treament("pill-free week"),selum lamotriginelevel
monitoring shouldbe conductediuringweek3 of adive treament i.e. on days 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 mostcaseseedto be decrasedoy asmuchas50% (see sections 4.4 and
4.5). It is recomnendedo graduallydeaeasethedaly doseof lamotrigineby 50-100mg eachweek (at arate not
exceeding25% of thetotal daily doseperweek)overa period of 3 weeks,unlesstheclinical responseéndicates
otherwise.Measuementof serumlamotigine con@ntraionsbeforeand after stoppinghormona contraceptivesmay
be congdered,asconfirmationthatthe baseine concentraion of lamotrigineis being mantained.In womenwho wish
to stoptaking a hormonalcontraceptivehatincludesoneweekof inactive treatment("pill -free week™),serum
lamotrigine level monitoring shouldbe conductedduringweek3 of active treatment,.e. on days15to 21 of thepill
cycle. Sampledor assesmentof lamotriginelevelsafter permanently stoppingthe contraceptve pill shouldnotbe
coll ectedduring thefirstweekafter stoppingthe 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
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Use with atazanavir/ritonavir

No adjusmentsto therecommendedoseescaléion of lamotigine shouldbe necessaryhenlamotigine is addedo
theexiding atazanavir/ritonavitherapy.

In patientsalreadytaking maintenancelosesf lamotigine andnot taking glucuronidationinducers,the lamotiigine
dosemayneedto beincreasedf atazanaviritonavir is addedor decreasel if atazanavirftonaviris discontinued.
Plasmaamotriginemonitoringshouldbe condud¢ed before andduring 2 weeks after startingor stopping
atazanavir/ritonavirin orderto seeif lamotrigine doseadjusimentis neede (seesection4.5).

Use with lopinavir/ritonavir

No adjusmentsto therecommendedoseescaléon of lamotigine shouldbe necessaryhenlamotigine is addedo
theexigding lopinavir/ritonavirtherapy.

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

Elderly (over 65 years of age):-
No dosageadjusimentfrom recommenddsdeduleis required. The pharma&okineticsof Lamotigine in this agegroup
doesnot differ significantly from anon-eldety adult popuktion.

Heypatic 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).

Renal impairment

Caution shouldbe exercisedvhenadminsteringLamotrigineto paientswith renalfailure. For paientswith endstage
reral failure, initial dosesof Lamotigine shouldbe basedn patents’ concomiantsmedicatons; reducedmaintenace
dosesmaybe effecive for patientswith significantrenal functionalimparment. (See4.4).For moredetailed
pharmacoinetic informaion see5.2..

4.3 Contraindications
Hyperseansitivity to theactivesubsanceor any of theexdpientsin section 6.1.
4.4 Special warnings and precautions for use

Skin Rash

Therehavebeenreportsof adverseskin reactions,which havegenerdly occurredwithin thefirst eight weeksafter
initiation of lamotiginetreatnent Themajority of rashesaremild andsef-limiting, however, sefousrashesrequring
hosptalizaion anddiscontinuatiorof lamotriginehavealso beenrepored. Thesehaveincluded potentidly life-
threateningashesuchasStevensJohnsorsyndromg SJS),andToxic EpidermalNecrolysis (TEN) andDrug
Reactionwith EosirophiliaandSygemic Sympboms(DRESS)alsoknownashypersensitivitysyndromgHSS) (see
section 4.8).

In adultsenrolledin studiesutilising the currentlamotrigine dosingremmmendationstheincidenceof sefousskin
rashess approximatelyl in 500in epilepsypatients. Approximatdy half of thesecasedavebeenreportedasSJIS(1 in
1000). In clinical trials in paients with bipolardisorder theincidenceof seribusrashis approximaely 1 in 1000.

Therisk of seriousskin rashesin childrenis higherthanin adults. Available data from a numberof studiessuggesthe
incidenceof rashesassocatedwith hogitalisaion in epileptic children is from 1 in 300to 1 in 100.

In children, theinitial presentatiomf a rashcanbe mistaken for an infection, physiciansshouldconsiderthe possibility
of adrugreacton in childrenthatdevelg symptons of rashand fever duringthefirst eightweeksof therapy.
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Additionally, theoveral risk of rashappeasto bestrongl assocated with:-

¢ High initial doses of lamotrigineandexceedingherecommendel doseescaation of lamotriginetherapy (see
secton4.2).
o Concomitantuseof valproate (seesecton 4.2).

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

All patientg(adults andchildren)who devebp arash shouldbe pronptly evaluatedandlamotriginewithdrawn
immediatelyunlesstherashis clearly notrelatedto lamotriginetreatment. It is recommende thatLamoronotbe
restartedn patientswho havediscontinual dueto rashasso@ted with prior treatmentwvith lamotrigine unlessthe
potentialbenefitclearly outweighstherisk. If the paienthasdeveloped SIS, TEN or DRESS with the useof
lamotrigine, treatrentwith lamotrigine mustnot bere-startel in this paient atanytime.

Rashhasalsobeenreportedaspartof a hypersensivity syndrone associtedwith avariable patternof systemic
symptomsincluding fever,lymphadenopthy, facial oedemaand abnormétiesof the bloodandliver andaseptic
meningitis (seesection4.8). The syndrome shows awide spectum of clinicd seveity andmay,rarely,leadto
disseminatedntravasculacoagulatiorandmultiorganfailure. It isimportant to notethatearly manifestationsof
hypersensitivy (e.g.,fever, ymphadenopathynay be preseneventhoughrashis notevident.If suchsignsand
symptomsarepresentthe patientshouldbe evaliatel immediatly and lamotrigine discontinuedif analternative
aetiology cannotbe established.

Asepticmeningits wasreversble on withdraval of thedrugin mostcasesbutrecurredn anumberof casenre-
exposureto lamotrigine.Re-exposireresutedin arapidreturn of synptomsthatwerefrequentlymoresevere.
Lamotrigineshouldnot berestartedn patientswho havedisaontinuel dueto asepticmeningitisassociateavith prior
treamentof lamotrigne.

Clinical Worseningand Suicide Risk:

Suicidalideaton andbehaviouthavebeenreporedin patients treakdwith antiepilepticagens in severl indications A
meta-analysis of randomised placebocontrolled trials of anti epieptic drugshasalsoshowna smallincreasedisk of
suicidal ideaton andbehaviour.The mechanismof this risk is not knownandthe availabledatado not excludethe
possibility of anincreaedrisk for lamotrigine.

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

In patientswith bipolar disorder,worsenng of depressve symptomsandbr the emegenceof suicidalitymayoccur
whetheror nottheyaretaking medicatiomsfor bipolar disorder,includingLamoro. Therebre patientsreceiving
Lamorofor bipolar disordershout be closelymonitoredfor clinical worsening(includingdevelopmenof new
symptoms)andsuicidalty, especiallyat the beginningof a courseof treament, or atthetime of dosechangesCertan
patients,suchasthosewith a history of suicidal behaviouror thoughs, youngadults,andthosepatientsexhibitinga
significantdegreeof suicidal ideationprior to comnencenentof treatment may be at a greaterisk of suicidalthought:
or sucide attemps, andshouldreceivecarefulmonitoring during tregment.

Consideratn shouldbe givento changng thethergeutic regimen,including passibly discontinuingthe mediation, in
patientswho experenceclinical worsening(includingdevebpmentof newsymptoms)and/orthe emergencef
suicidal ideaton/behaviourgegpecally if thesesynptomsaresevee, abruptin onset,or werenot pat of the patients
presentingsymptoms.
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Hormonalcontraceptres

Effects of hormonal contraceptives on Lamotrigine efficacy:

Theuseof anethinyloestradal/levonorgestrel(30 ug / 150 ug) combinationincreaseshe clearancef Lamotigine by
approximatelytwo-fold resultingin deceased.amotriginelevels (see section 4.5). A decreasé lamotriginelevels has
beenassaiatedwith lossof seizurecontrol. Following titration, highermantenancedosesof Lamotigine (by asmuch
astwo fold) maybeneededto attaina maximal therapeuic responseWhen stoppinghormonalcontraceptivs, the
clearane of lamotrigne maybe halved.Increassin lamotrigine con@ntrdaions maybe associateavith doserelated
adverse evens. Patients shouldbe monitoredwith respecto this.

In womennotalreadytakinganinducerof Lamotrigine glucurondation andtaking a hormonalcontraceptivethat
includesoneweekof inactivemedicaton (e.g."pill -freeweek"),gradud transientincreasesn Lamotrigine levelswill
occur duringtheweekof inactivemedicdion. Variationsin lamotriginelevels of this ordermaybeassociateavith
advers effects.Therdore consideratiorshouldbe givento usingcontaception without a pill -freeweek, asfirstline
therapy(for exanple, coninuoushormamal contraceptvesor nonrhormonalmethods).

Theinteracton betweerotheroral contraceptiveor HRT treatment@andlamotigine have not beenstudied thoughthey
may similarly affectLamotriginephamacokineic paameers(see secton 4.2).

Effects of Lamotrigine on hormonal contraceptive efficacy:

Aninteractionstudyin 16 healthyvolunteershasshownthatwhenLamotrigine anda hormonalcontraceptive
(ethinyloestradiolevonorgesel combiration) areadmnisteredin combination, there is amodestincreasen
levanorgestreklearanceandchangesn serumFSH andLH (see section 4.5). The impactof thesechange®n ovaian
ovulatoryactivity is unknown. However the possiblity of thesechangesresultng in decreasedcontraceptivefficacy
in same patentstakinghormonalprepaationswith Lamotrigine cannotbe excluded.Therebre patients shouldbe
instructedo pronptly reportchangesn their menstruépatern,i.e., breakhroudh bleeding.

DihydrofolateReductae

Lamotrigineis aweakinhibitor of dihydrofolatereductase hencethereis a possibility of interferencewith folate
metabolismduringlong-termtherapy.However,during prolonged humandosing,Lamotrigine did notinduce
significantchangesn the haenoglobinconentraton, meancorpusalar volume,or serumor redbloodcell folate
concentratbnsupto 1 yearor redbloodcell folate concentatonsfor upto 5 years.

RenalFailure

In singledosestudiesin subgctswith erd stagerenalfailure,plasmaconcetraionsof Lamotriginewerenot
significantly altered.However,accumulabn of the glucuronidemetabolite is to be expectedgautionshouldtherebre
be exercisedn treatingpatientswith reral failure.

Patientstaking otherpreparationgontainhg Lamotrgine
Lamoroshouldnot be adninisteredto patientscurrenty beingtreaedwith any other prepaationcontaining
Lamotriginewithoutconsultinga doctor.

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

Precautiongelating to epilepsy:

Aswith other AEDs, abruptwithdrawalof Lamotrigine may provokereboundseizues.Unlesssakety concerngfor
examplerash)requireanabruptwithdrawal,the doseof Lamoroshouldbe graduallydeceasedveraperiod of 2
weeks.

Therearereportsin theliteraturethatsevereconvulsivesekzuresincluding statusepilepticusmayleadto
rhabdomyolysismultiorgandysfuncton anddissaninaed intravascuhr coggulation,sometimeswith fatal outcome.
Similar caseaveoccurredn as®ciationwith the useof Lamotrigine.

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

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

In children takinglamotigine for thetreatmentof typical abs@ceserures.efficacy may not be maintanedin all
patients.

Precautiongelating to Bipolar Disorder:

Children and adolescents below 18 years

Treatmet with antidepressasts associgedwith anincreaedrisk of suiadal thinking andbehavior in childrenand
adolescentsvith majordepreswe disoder and other psychiatic disordes.

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

UDP-glucuronyltransferagshavebeenidenified as theenzymesrespondile for metabolisnof Lamotigine. Thereis
no evidencehatLamotriginecaugsclinically significant induction or inhibition of hepdic oxidativedrug-
metabolisingenzymesandinteractonsbetweenLamotrigineanddrugsmetabolisedby cytochromeP450enzymesare
unlikely to occur.Lamotigine mayinduceits own metabolismbut the effect is modestandunlikely to havesignificant
clinical consequences.

Table6: Effects of other drugs on glucuronidation of Lamotrigine

Medidnal productsthat Medcinal produds that Medcinal producs thatdo not
significantly inhibit significantly induce significantly inhibit or induce
glucurondation of glucuronidaton of glucuronidaton of
Lamarigine Lamotrigine Lamotrigine
Valproate Carbamazepir Lithium
Phenytoin Bupropion
Primidone Olanzapine
Phendabitone Oxcarbazepine
Rifampicin Felbamae
Lopinavir/ritonavir Gabapentin
Atazanavir/ritonavt Levdiracetam
Ethinyloestradiol/ Pregabdin
levonorgestretombination** | Topiramate
Zonisamide
Aripiprazole

*Fordosng guidancgseesecton4.2).
** Otheroral contracetive andHRT treatments have not been studied,thoughthey may similarly affect Lamotrigine
pharmacolknetic parametergseesections4.2and 4.4).

| nter actions involving antiepileptic drugs

Valproate,which inhibits the glucuronidaion of Lamotrigine,reduce the metabolismof Lamotrigineandincreaseshe
meanhalf lif e of Lamotrigine nearl two fold. In patientsreceiving concomtanttherapy with valproate the appropiate
treamentregimenshouldbe used(seesedion 4.2).

Certain antiepilepic agentqgsuchasphenytoin,carbanazeine, phenobarbitoneandprimidone)which induce hepatic
drug-metabolisingenzymesinducethe glucuronidaton of Lamotrigine andenhancehe metabolisnof Lamotiigine. In
patientsrecewving concomitantherapywith phenybin, cabamazpine pheonbabitoneor primidone,the appropriate
treamentregimenshouldbe used(seesedion 4.2).

Therehavebeenreportsof centralnervaissysemeventsincluding dizziness ataxia diplopia, blurredvision and
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nausean paients takingcarbamazepinmll owing theintroductionof Lamotigine.
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Theseevents usuall resolvewhenthe doseof carbanazpineis reduced A similar effectwasseel during a study of
Lamotrigineandoxcarbazepine healtty studyvolunteers but doseredudion wasnotinvestigated.

Therearereportsin theliteratureof decreaedlamotriginelevelswhenlamotriginewasgivenin combirationwith
oxcarbazeping-Howeverin a prospectre studyin hedthy adult volunteersusingdosesof 200mglamotrigineand
1200mgoxcarbazepinegxcarbazepindid not alter the metabolism of lamotrigineandlamotiigine 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,co-adninistraion of felbamate(1200mgtwice daily) with lamotrigine(100mgtwice
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 andlamotrigine wereassessetly evaluatingseum concentationsof both
agents duringplacebecontrolledclinical trials. Thesedaa indicat that lamotriginedoes notinfluencethe
pharmacoknetics of levetracetamandthatlevetracdamdoes notinfluencethe phamacokineticof lamotrigine.

Steadystae troughplasma concentrationsf lamotigine were not affected by concomitanpregbalin(200mg,3 times
daily) adminstraion. Thereareno pharma&okineic interactionsbetweenlamotrigine and pregabalin.

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

In a study of patientswith epilepsy,coadninistraton of zonisamde (200nyg to 400ng/day)with lamotrigine (150to
500mg/day)or 35 dayshadno significant effecton the phamacoknetics of lamotiigine.

Althoughchangesn the plasmaconcentrabns of otherani-epilegic drugshavebeenreported controled studieshave
shownno evidene tha Lamotrigineaffect the plasmaconantraions of con@mmitantanti-epilepticdrugs.Evidene
fromin vitro studiesindicateghatLamotigine doesnot displace otherani-epilepticdrugsfrom protein binding sites.

I nter actionsinvolving other psychoactive agents

Thepharmacokineticsf lithium after2g of anhydroudithium gluconde giventwice daily for six daysto 20 healthy
subjectswerenot alteredby co-administation of 100mg/day Lamotrigine.

Multiple oral dosesof bupropionhadno stdisticdly significant effeds onthe singledosepharmacokineticef
Lamotriginein 12 subjectsandhadonly aslightincreasein the AUC of Lamotrigineglucuronide.

In astudy in heathy adut volunteers15 mgolanzapinereducedhe AUC and C__ . of 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 lamotrigine400mgdaily hadno clinically significant effecton the singledose phamacokingics
of 2mgrisperidonen 14 healthyadultvolunteers.Following the co-administration of risperdone2mgwith
lamotrigine, 12 out of the 14 volunteersreported sommolene compaedto 1 out of 20 whenrisperdonewasgiven
aone, andnonewhenlamotriginewasadminsteredalone.

In a study of 18 adultpatientswith bipolar| disorde, recaving anestablished regimenof lamotrigine(100-400
mg/day),dosesf aripiprazolewereincreasedrom 10 mg/dayto atargd of 30 mg/dayovera 7 daypeliod and
continuedoncedaily for afurther7 days.An averagereduction of approximaely 10%in C .. and AUC of lamotrigine

wasobservedAn effectof this magnitudds not expededto be of clinicd consequence.

In vitro inhibition experimerd indicatedthatthe formation of Lamotrigines primary metabolite the 2-N-glucuronide,
wasminimally affectad by cc-incubationwith amitriptyline, bupropionclonazpamhdoperidol, or lorazepam.
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Theseexpelimentsalso suggestethat metabolismof lamotiginewasunlikely to beinhibited by clozapine fluoxetine,
pherelzine,risperidonegertraline or trazodone In addition, a study of bufuralolmetabolisnmusinghumanliver
microsomepreparamnssuggestethatlamotriginewould not reducethe clearanceof medicind productsmetabolized
predominantlyby CYP2D6.

I nteractionsinvolving hormonal contraceptives

Effect of hormonal contraceptives on Lamotrigine pharmacokinetics

In astudy of 16 femalk volunteersdosingwith 30 ug ethinyloestradol/150ug levonogestrelin acombinedoral
contraceptve pill causedanapproximatéy two-fold increasein Lamotrigine oral cleaance resultingin anaverge
52% and39%reductionin LamotrigineAUC and C, .., respectively SerumLamotrigine concentatonsgradualy

increasdduring the courseof theweekof inactve medicaion (e.g."pill-free" week) with pre-doseconcentréionsat
the endof theweekof inactve medicationbeing, on average approximaely two-fold higherthanduring co-therapy
(seesection 4.4).No adjustmentso therecommendd doseescaléion guidelinesfor lamotrigineshouldbe necessary
solely basedon the useof hormonalcontraeptives, butthe maintenancedoseof lamotiigine will needto beincreased
or decreaseth mostcasesvhenstartingor stoppinghormona contraeptves (seesections.2).

Effect of Lamotrigine on hormonal contraceptive pharmacokinetics

In astudy of 16 femalk volunteersa steadystatedoseof 300 mg Lamotigine hadno effecton the phamacokineticf
theethinyloestradil componenbf a combinedoral contraeptivepill. A modestincreasen oral clearancef the
levanorgestrecomponentvasobserved,resultingin anaveiage19%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(see 4.4
Warnings and Precautions). The effectsof dosesf Lamotigine otherthan 300 mg/dayhavenot been studiedand
studieswith otherfemalk hormonalprepaations havenot beenconduded.

Interactions involving other medicinal products

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

In astudy in heathy adut volunteersatazanair/ritonavir(300mgA00mg)administeedfor 9 daysreducedhe plasma
AUC andC,_, of lamotrigine(single100mgdose) by anaverae of 32%and6%, respetively. In patientsreceiving

concamitanttherapywith atazanavir/ritonavirthe appropride treatmentregimenshouldbe used(seesedion 4.2).
Datafrom in vitro assesmentdemonstrad thatlamotigine, but notthe N(2)-glucuonidemetabolite js aninhibitor of
OrganicTransporteR (OCT 2) at potentally clinically relevant con@ntrdions. Thesedatademonstatethat
lamotrigineis aninhibitor of OCT 2, with IC, value of 53.8uM. Co-adminigrationof lamotriginewith renaly

excretedmedicinalproductswhich aresubstatesof OCT2 (e.g.metformin, gabapentirandvarencline) mayresultin
increagdplasnalevelsof thesedrugs.

Theclinical significanceof this hasnot beenclearly ddfined, howevercareshouldbetakenin patientsco-admnisteed
with thesemedicinalproducts

4.6 Fertility, pregnancy and lactation

Risk related to antiepileptic drugsin general

Specialistadvice 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 breakthraugh seizuesthatcould haveserious
consequencefr thewomanandthe unbornchild.
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Monaherapyshoud be preferedwhenevepossible becauseherapywith multiple AEDs couldbe associatedavith a
higherrisk of congental malformationghanmonotheapy,dependng on the associatedntiepilepics.

Risk related to lamotrigine

Pregnancy:

A largeamountof dataon pregnantvomen exposé to Lamotrigine monoterapyduring thefirst trimesterof
pregnancy(morethan8700)do not suggesia substarial increasein therisk for majorcongenitaimalformations
includingoral clefts. Animal studieshave showndevebpmentétoxicity (see section5.3).

If therapywith lamorois consderednecessy during pregnancythelowestpossibletherapeutidoseis recommaded.

Lamotriginehasa slightinhibitory effecton dihydrofolic acidreductaseandcouldthereforetheoreticallyleadto an
increasdrisk of embryofoetadamageby reducingfolic acid leves (see secton 4.4).Intakeof folic add when
planning pregnancyandduring early pregnancymay beconsiderd.

Physiologicalchangesluring pregnancymay affectLamotrigineleves and/orthergeuticeffect. There havebeen
reports of decreasethmotrigineplagmalevds during pregnancywith a potential risk of lossof sezure control. After
birth lamotriginelevelsmayincreaseaapidly with arisk of doserelaed adverseeveris. Theteforelamotrigineserum
concentratonsshouldbe monitoredbefore,duringandafter pregnacy, aswell asshotly after birth. If necessarythe
doseshouldbe adaptedo maintainthe lamotrigine serumconcentation at the samelevel asbefore pregnancy, or
adaptedaccordingto clinical reponseln addition, doserelatedundesirableeffectsshouldbe monitored after birth.

Lactation:

Lamotriginehasbeenreportedo passnto breastmilk in highly variable conentrations,resultingin total lamotigine
levelsin infantsof up to appoximatly 50% of the mothes. Thereforein sone breastfed infants,serumconcentrabns
of lamotriginemay reach levelsat which pharmaological effectsocaur. Amonga limited group of expose infants,no
adverse effectswereobserved.

Thepotentialbenefitsof breastfeedingshouldbe weighedagainsttherisk of adveseeffectsoccuring in theinfant.
Individud riskbeneft asesmentis important and closemonitoring of both motherandinfantis advisablegspecially
during thefirst 3 weekspostpartum.

Fertility:
Animal experimentdid not revealimpairmentof fertility by lamotrigine (see section 5.3).

4.7 Effects on ability to drive and use machines

Asthereis individual variationin responseo all antrepilepticdrugtheragy, patientstakingLamoroto treatepilepsy
should consul their physicanon the specfic issuesof driving andepilepsy.

No studies on the effectson the ability to drive and usemachneshavebeen perfomed

Two volunteerstudieshavedemonstratethatthe effect of Lamotrigine on finevisualmotor co-ordindion, eye
movementspody swayandsubgctivesedatve effeds did not differ from placebo.In clinical trials with Lamotigine
adverse evens of aneurologicakcharactesuchasdizzinessanddiplopiahave beenrepoted. Therebre, patientsshoulc
see how Lamotriginetherapyaffectsthembeforedriving or operaing machinay.

4.8 Undesirable effects

Theundesirala effectsfor epilepsyandbipolardisorderindicationsare basedn the datacurrentlyavailable. Thetable
below should be consultedvhenconsidenng the overal safey profile of lamotigine.

Adversereactonsidentifiedfrom epilepsymonoherapyclinical trials (identfied by a daggert), frombipolardisorder
clinical trials (identified by a sectionmark 8) andduringotherclinicd expeienceare listedin thetablebelowby their
incidencein clinical trials.
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Thefollowing conventon hasbeenutilised for the classification of undesirale effects: Very common(>1/10);
common((>1/100to <1/10);uncommon(>1/1000to <1/100); rare(>1/10000to <1/1000);very rare(<1/10,000) not
known (cannotbe estmatedfrom the avalable datg.

System Organ Class Adver se Event Frequency
Bloodandlymphatc | Haematologicahbnormaities!
systemdisorders including
neutropera, leucopeniagnaemia,
thrombocybpeniapancytopenia, Very rare
aplagic araemiaagranulocytos
Not known
Lymphadenopatt?
ImmuneSysten Hypersengivity syndromé Very rare
Disorders (includingsuchsymptomsas,fever,
lymphadempathy,facialoedema,
abnomalitiesof thebloodandliver,
disseminatedhtravascudr
coagulationmulti organfailure).
Psychiatric Disorder: Aggressionjrritability Commor
Confusion,hallucinations tics Veryrare
Nightmare Not knowr
NervousSysten Headach& Very commot
Disorders Somnolenct, dizzinesds tremor, | COMMoN
insomniaT, agitatior§ Uncomman
Ataxial Rare
Nystagmu$
Very rare
Unsteadinessnovanentdisorders
worseningof Parkinson'slisease’,
extrapyramidakffects, Not known
choreoathetoslsincreag in sezure
frequency
Asefic menngitis (seesection4.4)
Eyedisorder: Diplopia’, blurredvision' Uncomma
Conjunctiviti s Rare
Gastrointestin: Nausd, vomiting™, diarrhoed , dry | Commor
disarders mouth®
Hepatobiliary Hepaticfailure, hepaticdysfunction®, | Very rare
disaders increasediver functiontest:
Skinanc Skinrasivs Very commot
subcuareoustissue Alopecia Uncomma
disaders Steven&]ohnsorﬁyndrome§ \F;are
Toxic epidernal necrolyss eryrare
DRESS Not known
Musculoskeledl anc Arthralgia® Commot
comectivetissue Lupus-ike reactbns Veryrare
disaders
Gereraldisordersanc Tirednesspain? bad pa|n§ Commot
administratiorsite
conditions
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Descriptionof selectechdversaeactions

1. Haematlogicalabnormaiies andlymphadenopay mayor may not be associatedvith the hypersensitivity
syndrome(seelmmunesystemdisorders2).

2. Rashhasalsobeenreportedaspartof a hypeasensitivity syndrone associtedwith avariablepatternof systemic
symptomsincluding fever,lymphadenopédiy, facial oedemaand abnormaities of thebloodand liver. The
syndromeshowsa wide spectrumof clinical severity and may, rarely, leadto disseminatedhtravascular
coagulationandmultiorganfailure. It is importantto notethatearly manifestaions of hypergnsitivity (for
examplefever,lymphadenopathynaybe preseneventhoughrashis not evident.If suchsignsandsymptoms
are present,the patientshould be evaliatedimmediatdy andLamorodisaontinuedif analternativeaetiology
canrot be estdlished.

3. Theseeffect have beenreportedduring otherclini cal experience.Therehawe beenreportsthatlamotrigine may
worsenparkinsoniarsymptons in patientswith pre-existingParknsoris diseae,andisolatedreportsof
extrapyramdal effectsandchoreoathetosim patientswithoutthis undelying condition.

4. Hepaticdysfunctionusually occuss in assogation with hypersensivity reactionsdutisolatedcasedavebeen
reportedwithoutovertsignsof hyperenstivity.

5. Inclinicaltrialsin adults skin rashesccurrel in up to 8-12% of patents takinglamotiigine andin 5-6% of
patientstaking placebo.The skin rasheded to the withdrawd of lamotrigine treatmentin 2% of patients.The
rash,usuallymacubpapulain appearancegenerdy appearswithin eight weeksof stating treatmentand
resolveson withdrawalof Lamoro(seesecton 4.4). Seriouspotentally lif e-threateningskin rashesincluding
Stevens-Johnsorsyndromeandtoxic epdermal necrolsis (Lyell’s Syndromehavebeenreported Althoughthe
majority recoveron withdrawalof lamotriginetreatment,somepatientsexperernceirreversibé scarringandthere
havebeenrarecasef asociateddeah (seesedion 4.4).

Theoverallrisk of rash,appeargo be strongly associgedwith:

- highinitial dosesof lamotigine andexceedingthe recomnendeddoseescdation of lamotriginetherpy (seesection
4.2)

- concomitanuseof valproate(seesecton 4.2).

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

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

Reporting of suspected adver sereactions

Reportingsuspecte@adversaeactionsafterauthorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendit/risk balanceof the medianal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL - Dublin 2; Tel: +3531 6764971,
Fax: +3531 6762517 Webste: www.hpra.ie e-mail: medsafet@hpra.ie

4.9 Overdose

Symptoms and signs. -

Acuteingeston of dosesn exces of 10-20 times the maximum therapeitic dosehasbeenreported Overdosehas
resultedn sympbomsincludingnystagmusataxia,imparedconsciousnesandcoma.QRSbroadening
(intraventricuar conductiondelay)hasalso beenobsevedin overdosepaients. Broadaing of QRSdurationto more
than100msecmaybeassociadwith moresevergoxicity.

Treatment: -

In theeven of overdosge the patientshould be admitted to hospital and givenappropiate supportivetherapy.
Therapyaimedat decreasin@bsrption (acivated charoal) shouldbe peformedif indicated.Furthermanagement
should beasclinically indicated.Thereis no experieacewith haemodalysisastreatmenof overdoseln six volunteers
with kidneyfailure, 20% of the lamotrigine wasremovedfrom thebodyduringa 4-hou haemodialys sesgn (see
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section 5.2).
5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

ATC Code: NO3 AX09

Mechanism of action:-

Theresultsof pharmaologicalstudiessuggesthatLamotrigineis a use andvoltagedependenblockerof voltage
gated sodiumchannelslt inhibits sustanedrepettive firi ng of neuronsand inhibits releaseof glutamatgthe
neurotransmiter which playsakey rolein thegeneraion of epileptic sezures).Theseeffectsarelikely to contributeto
theanticonvulsanpropertiesf lamotrigine.

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

Pharmacodynamic effects:

In testsdesignedo evaluatethe centralnervoussysemeffects of medicinal productstheresultsobtanedusingdoses
of 240mg Lamotigineadmnisteredto heathy volunteersdid notdiffer from placebowhereasoth1000mg
pherytoin and10 mg diazepaneachsignificantly impaired fine visual motor co-ordinationandeyemovements,
increagedbody swayandproducedsubjedive sedaive effects.

In anotherstudy,singleoral dosesof 600 mg carbanazpinesignificantly impairedfine visualmotor co-ordinationand
eye movanents,while increasingoothbody swayand heartrate, whereasresultswith Lamotrigineat dosesof 150mg
and 300mgdid not differ from placebo.

Clinical effi cacyandsafetyin childrenaged 1 to 24 months

Theefficacyandsafetyof adjunctivetherapyin partal 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 adatedin 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
randomisedo placeboor coninuaton of lamotrgine. The proportionof subjectswith 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%).

Clinical effi cacyandsafetyin LennoxGastausyndrome
Thereareno datafor monotherapyn sezuresassocated with LennoxGastausyndrome.

Clinical effi cacyin the preventionof moodepisodesn paients with bipolar disarder
Theefficacyof lamarigine in the preventon of moodepisodesn patents with bipolar| disorderhasbeenevaluate 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
Lamotriginemonotherapyor adjunctivetherapy paients wererandomly assignednto oneof five treatmengroups
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Lamotrigine(50, 200,400 mg/day),lithium (serumlevds of 0.8to 1.1 mMol/L) or placebdfor amaximumof 76
weeks(18 months). The primary endpont was"Timeto Interventon for aMood Episode(TIME)", wherethe
interventionswereaddtional pharmacdterapyor electroconvukive therapy (ECT). StudySCAB2006hada similar
designasstudy SCAB2003 butdifferedfrom study SCAB2003in evduating aflexible doseof lamotrigine(100to 40C
mg/day)andincluding paientswith bipdlar | disorderwho hadrecently or werecurrentlyexperencinga manic
episode.Theresuls areshownin Table7.

Table7: Summary of resultsfrom studies investigating the efficacy of lamotriginein the prevention of mood
episodesin patientswith bipolar | disorder

‘Proportion’ of patients being event free at week 76
Study SCAB2003 Study SCAB2006
Bipolar | Bipolar |
Inclusion Major depressie episode Major manicepisod:
criterion
Lamotrigine [ Lithium Placeb Lamotrigine | Lithium Placebc
Intervention | 0.22 0.2 0.12 0.17 0.24 0.04
free
p-valueLog | 0.004 0.006 0.023 0.00€
ranktes
Depresion 0.51 0.46 0.41 0.8 0.71 0.4C
free
p-valueLog | 0.047 0.209 0.015 0.167
ranktes
Freeof 0.70 0.86 0.67 0.53 0.64 0.37
marna
p-valueLog | 0.33¢ 0.026 0.28C 0.006
ranktes

In supportive analsesof time to first depressiveepisodeandtimeto first manic/hypomanir mixedepisodethe
Lamotriginetreatedpatientshadsignificantly longe timesto first depressiveepisodethanplacebopatientsandthe
treamentdifferencewith regectto time to manic/hypomanic or mixed episodesvasnot statisticallysignificant.

Theefficacyof lamdrigine in combinationwith moodstabiizers has not beenadequatelystudied.

Children (10-12 years of age) and Adolescents (13-17 years of age)

A multicentre parallelgroup,placebecontrolied,doubleblind, randomsed withdrawal study,evaluatedthe efficacy
and safetyof lamotriginelR asaddon maintenancehergy to delay moodepisadesin maleandfemalechildrenand
adolescentgagel0-17 yearg who hadbeen diagnosedvith bipolar | disorderand who hadremittedor improvedfrom
abipolar episodewhile treatedwith lamotriginein combhationswith concomtantantipsychotior othermood
stabilising drugs.Thereallt of the primary efficacy andysis (time to ocaurrenceof a bipolarevent— TOBE) did not
reachstatisticalsignificance(p=0.0717) thusefficacy wasnot shown.In addtion, sakety resultsshowedincreased
reporting of suicidal behavioursn lamotigine treated patients:5% (4 paients) in thelamotriginearmcompare to 0 in
placebo(seesection4.2).

Sudy 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 placebc
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5.2 Phar macokinetic properties

Absorption: -

Lamotrigineis rapidly andconpletely absorbedrom the gutwith no significantfirst passmetabolsm.Peakplasma
concentratbnsoccurapproxmaely 2.5 hoursafter oral drugadministration. Time to maximumconcentrations
dightly delayedafter food but the extentof absorpton is undfected. The pharmacokinets arelinear up to 450mg, the
higheg single dose tested.Thereis consterablenterindividual variaion in steadystatemaximumconcentationsbut
within anindividual concentrationsarelyvary.

Distribution:-

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

Thevolumeof distributionis 0.92to 1.22L /kg.

Metabolism:-

UDP-glucuronyltransferagshavebeenidentified as theenzynmesrespondile for metabolisnof Lamotigine.
Lamotrigineinducesdts own metabolisnto a modest extent dependig on dose.However there is no evidencethat
Lamotrigineaffects the pharmacokinetis of other AEDs anddata suggesthat interactiondbetwesnLamotrigineand
medcinal productsmetbolsedby cytochrone P,-, enzymesareunlikely to occur.

Elimination:-

Theapparenplasmaclearancen healthysubgctsis approximatdy 30 mL/min. Clearance of Lamotrigineis primarily
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 Lamotigineis greatlyaffeded by conmomitant medicinal products

Meanhalf-life is redu@dto approximatel 14 hourswhen givenwith glucuronidation inducingmedcinal products
suchascarbamaepineandphenybin and is increasedo a mean of approxinately 70 hourswhen co-adminigeredwith
valproatealone(see4.2 Posology and Method of Administration and I nteractions).

Linearity:-
Thepharmacokineticef Lamotriginearelinearup to 450 mg, the highest single dosetested.

Children:-

Clearance adjustedfor bodyweightis higherin childrenthanin aduts with the highestvaluesin childrenunderfive
years.Thehalf-life of Lamotrigineis generdly shorterin children thanin adultswith ameanvalueof approximately7
hourswhengivenwith enzymeinducingmedicinal productssud ascarbanazpineandphenytoinandincreasing to
meanvaluesof 45 to 50 hourswhenco-admnisteredwith valproate alone(see4.2 Posology and Method of
Administration).

Infantsaged? 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 abodyweightbelow 10 kg.

Elderly:-

Resultsof a populationpharmacokineti@andysis including bothyoungand eldetty patientswith epilepsy.enrolledin
thesametrials, indicatedthatthe clearane of Lamotrigine did not changeto a clinically relevantextent.After single
dosesapparentlearancalecreasd by 12% from 35mL/min atage20to 31mL/min at70years
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Thedeceaseafter 48 weeksof treatmentvas10%from 41 to 37mL/min betweentheyoungandelderlygroups.In
addition, pharmacokineticef Lamotriginewasstudedin 12 healthy elderly subjectdollowing a 150mg singledose.
Themeanclearancen theelderly (0.39nL/min/kg) lies within the rangeof the meancleaiance values(0.31to 0.65
mL/min/kg) obtanedin 9 studieswith non-elderly aduls after single dosesof 30to 450mg.

Patients with 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—hour hemodialyss sesion.For
this patientpopulation initial dosesof lamotrigineshoull bebasedn the patient s concomitanimedicinalproducts;
reducedmaintenancelosesmay be effecive for patientswith significantrenalfunctionalimpaiment (see sections 4.2
and 4.4)

Patients with hepatic impairment:-

A singledosephamacokineticstudy wasperformedn 24 subgctswith variousdegree®f hepaticimpairmentand12
healthy subpctsascontrols The medianapparentclearanceof Lamotigine was0.31,0.240r 0.10mL/min/kgin
patientswith GradeA, B, or C (Child - PughClassification) hepaticimparment, respetively, comparedto 0.34
mL/min /kg in the hedthy controls.Initial, es@laion, andmaintenancedose shouldgenerallybereducedn patients
with moderateor severenepaticimpairment(see section 4.2).

5.3 Preclinical safety data

Nonr-clinical datareveal no specialhazardfor humansbasedn studiesof safey pharmacologyrepeateddosetoxicity,
genotoxicity andcarcinogera 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 maternatoxicity, the
teraogenicpotential of lamotriginehasnot beenchaacerisedaboveclinical exposue.

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

In juvenile rats, aneffecton learningin the Biel mazetest,a slightdelay in bdanopeputialsepaationandvagind
patercy and a deceagd poshatalbodyweight gainin F1 animals wereobseved at exposuesapproximatelytwo-times
higherthanthe therapeuti@xposiresin humanaduls.

Animal experimentdid not revealimpairmentof fertility by lamotrgine.Lamdrigine reducedoetalfolic acidlevels
in rats.Folic aciddeficiencyis asumedo be asodatedwith anenhancd risk of congenitaimalformationsin animals
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
section 5.1).
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Crospovidone

PovidoneK-30

Mannitol (E421)

Microcrystaline cellulose, silicified

AspartaméE951)

Croscarmdbsesodium

Magnesiunstearas

Blackcurrantlavour

6.2 Incompatibilities

Not applicabl

6.3 Shelf life

30 months

6.4 Special precautionsfor storage

This medicinalprodud doesnotrequireanyspedal storagecondtions.
6.5 Nature and contents of container

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

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal of a used medicinal product or waste materialsderived from
such medicinal product and other handling of the product

No specialrequirement:

Any unusednedicinalproductor wage matrial shoutl bedisposé of in accordancewith local requirements.
7T MARKETING AUTHORISATION HOLDER

PinewoodL aboratoried.imited

Trading as PinewoodHealthcare

Ballymaarbry

Clonmel

Co. Tipperary
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Date Printed 20/01/2017 CRN 2187138 page number: 22



Health Products Regulatory Authority

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation:16th February2007

Dateof lastrenewal:16th February2012

10 DATE OF REVISION OF THE TEXT

January2017

Date Printed 20/01/2017 CRN 2187138 page number: 23



