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MOLrigine

Indications:BIPOLAR DEPRESSION

Adults (18 years of age and ovu) LAMlCTM. Is indicated for the prevention of mood episodes in patlenu with bipolar
isodes. Dosage and A

shoukd a:ms the need for escalanon to mabntenance dose when restarting LAMICTAL in patients who have dlscormnued

Abbreviated Prescribing Information

amictal

Lamotrigine

Patients (and caregivers of patients) should be alerted about the need to monitor for any worsening of their condition

LAMICTAL for any reason, since the risk of serious rash is associated with high initial doses and exceeding the rec
dose escalation for LAMICTAL. The greater the interval of time since the previous dose, the more consideration shoukd be
given to escalation to the maintenance dose. When the interval since discontinuing LAMICTAL exceeds five half—lrves,

y Prescribers (induding pment of new symp and/or the gence of suicidal ideation/beh or thoughts of harmi
themselves and to seek medical advice immediately if these symp present. C should be given to changing
ded the p gil including possibly discontinuing the medication, in patients who experience clinical worsening
(indud | of new symp and/or the gence of suicidal ideation/beh especially if these

symptoms are severe abrupt m onm or were not part of the patient’s presenting symptoms. The incidence of suicidal

LAMICTAL should generally be escalated to the maintenance dose according to the appropriate schedule. Itis rec

that LAMICTAL not be restarted in patients who have discontinued due to rash associated with prior treatment with LAMICTAL
unless the potential benefit clearly outweighs the risk. Adulits (18 years of age and over) Because of the risk of rash the initial
dose and subsequent dose escalation should not be exceeded. LAMICTAL is recovmended for use in bipolar patients at risk
for a future depressive episode. The followi should be followed to prsven\ recurrence of depressive
episodes. The transition regimen involves escalating the dose of LAMICTAL to a mai ance dose over six weeks
after which other psychotropic and/or anti=epileptic drugs can be withdi Hdinlalylnduted Adjunctive therapy should
be consid for the p ion of manic as efficacy with LAMICTAL in mania has not been conclusively
established. Rcmmded dose escalation to the maintenance total daily stabilisation dose for ndults (m 18 years
of age) treated for BIPOLAR DEPRESSION (a) Adjunct therapy with inhib of k

ideation and behaviour was 1 in a pooled analysis of placebo-controlled clinical trials with lamotrigine involving a
total of 6467 patients from a number of indications. In the subset of bipolar disorder trials, the rate of events was numerically,
but not statistically significantly, greater for lmotrigine (29/1212 [2.4%]) compared with placebo (19/1054 (1.8%)).Ina pooled
analysis of psychiatric indications, events were more common in the first month of in patients taking |
Behavioural events were more common in males. In the subset of epllepsy trials, there were no statistically significant
differences in the rate of events | i and placebo. Although the number of suicidal ideation and behaviour
events was too low (6/1073 [0.6%] on lamotrigine and 2/805 [03%] on placebo) to allow a definitive comparison between
treatment groups, the relative rate reported from this k analysis is i with a , ible class effect reported
by the US Food and Dmg Administration, based on their of 11 anti il rugs induding lamotrigine.

Effects of h eptives on LAMICTAL efficacy: An ahlnybeslradiolllevonovgesnd 30

eg.
Valproate. In patients taking glucuronidation inhibiting concomitant drugs such as valproate xhe lnlllal LAMICTAL dose is 25
mg every alternate day for two weeks, folowed by 25 mg once a day for two weeks. The dose should be increased to 50 mg
once a day (or in two divided doses) in week 5. The usual target dose to achieve optimal response Is 100 mg/day given once a
day or in two divided doses. However, the dose can be Increaxed to a maximum dally dose of 200 mg, depending on clinical
response. (b) Adjunct therapy with of k in NOT taking suchas

meg / 150 mcg) ¢ Increase the di of | by app ly two-fold il in decreased
lamotrigine levek. Folowing titration, higher e doses of | i {by as much as two fold) may be needed to
attain a maximal therapeutic response. In women not already taking an inducer of lamotrigine glucuronidation and taking a
hormonal contraceptive that includes one week of inactive medication (e.g. "pill-free week”), gradual transient increases in
! lgine levels will occur during the week of inactive medication. These increases will be greater when lamotrigine dose

Valproate. This dosage regimen should be used wlth phermoln and other drugs known to induce lamotrigine
glucuronidation.in those patients currently taking drugs that induce lamotrigine glucuronidation and NOT taking valp

increases are made in the days before or during the week of inactive medication. Clinicians should exercise appropriate

the Initial LAMICTAL dose Is 50 mg once a day for two weeks, folowed by 100 mg/day given In two divided doses for two
weeks. The dose should be increased to 200 mg/day given as two divided doses in week 5. The dose may be increased in week
6 to 300 mg/day however, the usual target dose to achieve optimal response Is 400 mg/day given in two divided doses which
may be given from week 7. (¢} Momnhﬂn"whh I.AMICI‘AI.OR Adjunctive therapy in taking other
medications that do not significantly induce or inhibit k di The initial LAMICTAL dose is 25 mg
onceadayfonwoweeks.fdlowtdbyngomaday(orlntwodmdeddoses)fovmweeks.medose should be increased
to 100 mg/day in week 5, The usual target dose to achieve optimal response is 200 mg/day given once a day or as two divided
doses, However, a range of 100 to 400 mg was used in clinical trials. NOTE: In patients taking AEDs where the pharmacokinetic
interaction with LAMICTAL is currently not known, the dose escalation as recommended for LAMICTAL with concurrent
valproate, should be used. The Target stabilisation dose will alter depending on clinical response. Once the target daily
maintenance stabilisation dose has been achieved, other psychotropic medications may be withdrawn as laid out in the
dosage schedule below. mmml“ﬁmh%(mumdm)hlml

clinical G of women starting or stopping hormonal contraceptives during LAMICTAL therapy and lamotrigine
dosing adjustments may be needed. Effects of LAMICTAL on hormonal contraceptive dﬁcary An mmm:tlon study ] 16 healthy
volunteers has shown that when lamotrigine and a hormonal contraceptive
are administered in combination, there is a modest Increase in levonorgestrel clearance and changes In serum FSH and LH
The impact of these changes on ovarian ovulatory activity is unk H the possibility of these chang

decreased contraceptive efficacy in some patients taking hormonal preparatlons wl(h LAMICTAL cannot be enduded
Therefore patlcntx should be instructed to promptly report d\anges In their | pattern, le,

1 igine is a weak inhil of fol reductase.henoetherelsapmbﬂnyof
mtevfemn:e with folate metabolism during long-term therapy. However, during prolonged human dosing, LAMICTAL did not
induce significant changes in the haemoglobin concentration, mean corpuscular volume, or serum or red blood cell folate
concentrations up to 1 year or red blood cell folate concentrations for up to 5 years. Renal Failure In single dose studies in
subjects with end stage renal failure, plasma concentrations of lamotrigine were not significantly altered. However,
ac | of the ghuc jick bolite is to be expected; a\monmouldthereforebemmsedmtreamgpahemmm

DPRBSION‘ 1! 9 l of psy pic or pil drugs (a) Foll withdrawal of renal failure, Patients taking other p LAMICTAL tablets should not be administered to
y with inhik of k gine gh d: e.g. valp The dose of LAMICTAL should be patients currently being treated with any other preparation containing lamotrigine without consulting a doctor, EPILEPSY As
increased to double the original target stabili dose and d at this, once has been . (b) with other AEDs, abrupt withdrawal of LAMICTAL may rebound seizures. Unless safety concerns (for example rash)
Follk g withd d of adju therapy with ind\ d' gine gl id ] ding on original ceqmveanabcuptwlthdrawal,thedoszoflAMCTALshoddbegradualfydecmsedamapenoddmoweek& Thereave
mlnm dese. This regimen should be used with p k henobarb i reports in the lnefature that severe convulsive semures including mtus k us may lead to rhabd
mdmﬁmmummﬁwm ThedosedLAMICTALshmldbegradualyreducedovenhne dysfunction and di ular ¢ with fatal outcome. S:milavmes have occurred in
weeks as the ghuci Inducer s (<) Foll g therapy with other medications assoclation wkhd\eusedlAMICTAmeChlldmmdmm (less than 18 years of age)
that do not significantly inhibit or induce k igine gl d The target dose achieved in the dose is associated with an increased risk of sulcidal thinking and behaviour In children and
should be i th h vithd 'oﬁheo(hermediatmujmumdumnl.dﬂlydm ;ddems%mjordmndlwdﬂandoﬁ\erpsychlﬂm ders, hy ctions : UDP-gl: yl f have
in patients with BIPOLAR DEPRESSION following addition of other medications. There is no clinical experience in been identified as the for bolism of I Thueknoevﬂenceu\a(hmotrlglneauses
adjusting the LAMICTAL daily dose folk g the addition of other of LAMICTAL In Patients dlnlulb/ significant lndunbn or Inh of hepatic oxidative drug- and Interactions between
With Bipolar depression In clinical trials, there was no increase in the incidence, severity or type of adverse exp ine and drugs boll b/qmchmmeNSOenzymareunlulyloom Lamotrigine may Induce its own
following abrupt termination of LAMICTAL versus placebo. Therefore, patients may terminate LAMICTAL without a step-wise metabolism but the effect is modest and unllkely to have clinical ¢ g AEDs
reduction of dose. Children and adolescents (less than 18 years of age) LAMICTAL s not Indicated for use in bipolar Valproate, which Inhibits the gluc of gine, reduces the of and lncmuesﬂ\e mean
disorder in chikiren and adolescents aged less than 18 years. Safety and efficacy of LAMICTAL In bipolar depression has not half life of lamotrigine nearly two fold. Certain |ntiepllemlc agents(sudus rk and
been evaluated in this age group. Therefore, a dosage mhmﬁimmm pﬂﬂ#dohe)whldilnducehepatlc o bol k of' gine and
DATIONS FOR LAMICTAL IN SPECIAL PATEENT POPULATIONS Women taking h (a) g the TherehavebeenreportSW Ine "‘—evems‘ cluding dizziness, ataxia,

LAMICTAL in patients llnndy \'nlrhg hormonal contraceptives: Although an oral contraceptive has been shown to
of |

diplopia, blurred vision and nausea in patients taking carbamazepine following the introduction of LAMICTAL. These events

Iincrease the cl tothe ded dose escalation guidelines for LAMICTAL should usually resolve when the dose of carbamazepine is reduced. A similar effect was seen during a study of lamotrlglm and
bnnemuaymhlybawdmthemdhommﬂmnnmmsbonmhﬁmﬂmldfdhwthe in healthy adult volunteers, but dose reduction was not
guidelines based on whether lamotrigine is added to an i hib gine gl eg. valp whether medications In 2 study in 10 male vol ifampicin increased | igine clearance and decreased hmom;bne half—lwe
lAmCFALisaddedmanndtmof gl i eq. t pine, pheny phenobarbital, primid duemlnducnmofmhpmc y ponsible for gl dation. In patients receiving concomitant therapy with
orl ir/ri (b) Stlrﬁn] | in patients already taking maintenance doses of rifampicin, the rec led for k igine and concurrent glucuronidation inducers should be used. In
LAMICTAL and NOT taki g ind igl ,‘ di The mai -doseoflAMlCTALmayneedwbe astudyhheahhyvdunmevs. inavi navir approximatel; -mmthephsmamncemmmsoﬂammne,pmbablyby
increased by as much as two-fold g to the individual clinical (<) P of gluc id: In patients i itant therapy with | the
Malmdyubumlmmdumllwmhuu ducers of k 1] d: d for | igine and i i d Mldbeused.?ngmn:y“mn
dmini of | ddmmlkrﬂlthmlwmwemdesmmkmexpedmd(heeﬂmd

ThemainwmmedaseofLAMhALmayneedmbedeaeasedbyasnwdlassmimtdingtod\e‘ divid 'dlnital
response. Elderly (over 65 years of age) No dosage adj d. The

LAMICTAL on human fertility, Postmarketing data from several

from q
nencoll.uwlCTALh\thmagegvoupdonothusngnMthomanon-ddedyadult pulati ep in over 2000 women to LAMICTAL h Mgd\eﬁmmmmdpngnmcy%lstmedaﬂpmvﬂeno
Initial, escalation and maintenance doses should lly be reduced by 50% in with ! e forasut ial i in the overall risk of major birth malformations associated with LAMICTAL use, one registry
(mid*ughgradel)md7S%Inseme(<:hld-PughgndeC)hepaﬁc ! and doses should has reported an increase in the risk of isolated oral deft malf This i i risk has not been confirmed in a pooled

ling to dinical resp Forpauermwlthend-sugemvdfalummaldosesd
I.AMICTAL shoudbebasedmpaﬁems AEDregmen,reduced maintenance doses may be effective for patients with
significant renal functional impairment. Contraindications LAMICTAL tablets is contraindicated in individuals with known
hypersensitivity to lamotrigine. Warnings and Precautions Skin rash There have been reports of adverse skin reactions,
which have generally occurred within the first elght weeks after initlation of LAMICTAL treatment. The majority of rashes are
mild and self Kmiting, however serious rashes ird and of LAMICTAL have also been
reported. These have included lly life th rashes such as Stevens Johnson syndrome (5JS) and toxic epidermal
necrolysts (TEN). In adults enmlled In studlu utilizing the current LAMICTAL dosing recommendations the Incidence of
serious skin rashes is approximately 1 in 500 in epilepsy patients. Approximately half of these cases have been reported as SIS
(1in1000).In clinical trials in patients with bipolar depression, the incick of serious rash Is app ly 11n 1000, The risk
of serious skin rashes in children is higher than in adults, Avallable data from a number of studies suggest the incidence of
rashes assoclated with hospitalisation in epleptic chikiren is from 1in 300 to 1 in 100. In children, the initial presentation of a
rash can be mistaken for an infection, physicians shoukd consider the possibility of a drug reaction in chikiren that devdop

analysis of the data from six other registries. The data on use of LAMICTAL in polytherapy combinations are insufficient to
assess whether the risk of malf d with other agents is affected by concomitant LAMICTAL use. As with other
medicines, LAMICTAL should only be used during pregnancy If the expected benefits outweigh the potential risks.
Physlological changes during pregnancy may affect lamotrigine leveks and/or ﬂ\eupemkeﬁect There have been reports of
decreased lamotrigine levels chinical women during LAMICTAL
therapy should be ensured. MlslmhzdmmﬂonmtmmofuMUALlnmon Preliminary data Indicate that
lamotrigine passes Into breast milk in concentrations usmlydmead«olwmmdthemmmmlmlon Inasmall
number of infants known to have b tfed, the serum which

logical effects may occur. The potential benefits of breast feeding should be welghed against the potential risk of adverse
effects occurring in the infant. Effects on Ability to Drive and Use Machines Two volunteer studies have demonstrated that
the effect of LAMICTAL on fine visual motor co-ord body sway and subjecti dative effects did not
differ from placebo. In dinical trials with LAMICTALndvemmmsoiamurdogicalchlrmmchudhzinesunddlphpla
havcbnnWWMnBMHmMWHALWmMMWdMammm

synmmsofushand feverdwmmﬁmdghtwubofﬂmap/ Addiﬂmlyﬂnmvall risk of rash appears to b

cﬂccl:belowshouldbemdcndalwwsidetfmmhephpsyform

associated with: - High initlal doses of LAMICTAL and the i of LAMICTAL thuapy
Conmmmuseofmlpmnte Ca\monl:akorequired when ueadngpammm:hmorydahworuﬂ\meﬁm
aMumnemwmuMUMmsammMymmhMu
hmm&hnhmmmm All (adults and child

overalsaletypmﬂeofuwCFAL Skin and sub ders Very C Skin rash. Rare: Stevens Johnson
syndrome. When all bipolar d studies (c dled and dled) conducted with LAMICTAL are considered, skin
rashsoocumdln1«6ofpadem:onLAMICfALMnems.mmnleddndmakthpohrmnpaﬂem;dm
mhesoccunedh%dmmnhmmeandh&dmwwdmmmmmM
G Headache. C

evaluatedandLAMETALwnMawnimmediawiyunlessmemhiscleadynotdmgrdawdhls ‘“‘J\hat
I.AMlcanotberemdlnpaﬁemsm d with with LAMICTAL

(« Arthrakgia, G d disord ihwnMCommon Pain, back pain. mkute

prior
h \I\erlsk.whasabobeemeponedaspanda ynd

unless the p I benefit clearly ofdomlnemessofmwzommewmwummmpankdmehabemwm«dusehsmumdh
assodnedwldnvamblepmnof dema and at | ym§ ataxia, imp: and coma. In thi & the patient should be
ofthebloodandImmmwmawﬂemddmlmRymdmnmmm* d d ito h andgiven_rr P xmmmmsammsmudbemedummw
intravascular coagulation (DIC) and multiorgan failure, It is important to note that early itivity P ions for Storage Store below 25°C. Keep dry.
(e.g, fever, lymphadenopathy) may ummﬂwhmmsmmvmmmmmmm
patient should be evaluated immediately and LAMICTAL discontinued if an alternative aetiology cannot Full Prescribi is g
Mlmluudmmmw-ﬁvemsm&dmemsmblpohrdimvdermsnptnnddenlemmmd Mnduuﬁlm priorto from GlaxoSmithKEne

ing of their d and/or the emergence of suicidal ideation and beh d ribin mmmmmmm
(mlddalty)whe(humnotmeyamuklng di hrhlpohr d duding LAMICTAL There s also evidence that

pﬂ)umwlheplhpsyhvemdmmdmkfwsddddmm receiving LAMICTAL for bipolar depression should be
closely d for dinical i of new and suicidality, especially at the
i of a course of or at the time of dose changes. Certain patients, such as those with a history of suicidal
behaviour or thoughts, young adults, and those patients exhibiting a significant degree of suicidal ideation prior to
commencement of treatment, may be at a greater risk of suicidal thoughts or suicide attempts, and should

receive careful monitoring durlng treatment:
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