HIGHLIGHTS OF PRESCR IBING INFORMATION

These highlights do not include all the information needed to use
LAMICTAL safely and effectively. See full prescribing information for
LAMICTAL.

LAMICTAL (lamotrigine) tablets, for oral use

LAMICTAL (lamotrigine) chewable dispersibletablets, for oral use
LAMICTAL ODT (lamotrigine) orally disintegrating tablets for oral use
Initial U.S. Approval: 1994

WARNING: SERIOUS SKIN RASHES
See full prescribing information for complete boxed warning.

1 Cases of lifethreatening serious rashes, including Stevengohnson
syndrome and toxic epidermal necrolysis, and/or raskrelated death
have beerncaused bylamotrigine. The rate of serious rash is greater in
pediatric patients than in adults. Additional factors that may increase
the risk of rash include:

9 coadministration with valproate.
1 exceeding recommended initial dose of LAMICTAL
1 exceeding recommended dose escalatifor LAMICTAL . (5.1)

1 Benign rashesare also caused byamotrigine; however, it is not
possible to predict which rastes will prove to be serious or life
threatening. LAMICTAL should be discontinued at the first sign of
rash, unless the rash is clearly not drugelated. (5.1)

--------------------------- RECENT MAJOR CHANGES --------nnmmeeemmmmmeanaee
Warnings and Precautions, Hemophagocytic 5/2018
Lymphohistiocytosis (5.2)

--------------------------- INDICATIONS AND USAGE
LAMICTAL is indicated for:

Epilepsy adjunctive therapin patientsaged? yearsand older

1 partialonsetseizures.

1 primary generalized toniclonic seizures.

1 generalized seizures of Lenn®astaut syndromél1.1)

Epilepsy) monotheapy in patients aged 16 years and ol@emversion to
monotherapy in patients with partiahset seizures who are receiving
treatment with carbamazepine, phenytoin, phenobarbital, primidone, or
valproate as the single AED. (1.1)

Bipolar disorderMaintenance treatment of bipolar | disorder to delay the time
to occurrence of mood episodes in patients treated for acute mood episodes
with standard therapy. (1.2)

Limitations of Use: Treatment of acute manic or mixed episodes is not
recommended. EffectivenestLAAMICTAL in the acute treatment of mood
episodes has not been established.

----------------------- DOSAGE AND ADMINISTRATION  -----------m-mmmmmemee

1 Dosing is based on concomitant medications, indication, and patient age.
(2.1,2.2,2.3, 2%

1 To avoid an increased risk of rash, the recommendedliditise and
subsequent dose escalations should not be excde®ddCTAL Starter
Kits and LAMICTAL ODT Patient Titration Kitsare available fothe first
5 weeks of treatmen{2.1, 16)

1 Do not restart LAMICTAL in patients who discontinued due to rash anles
the potential benefits clearly outweigh the risks. (8.2)

1 Adjustments to maintenance doses willneeessarjn mostpatients
starting or stopping estrog@ontaining oral contraceptives. (2.1856.

1 Discontinuation: Taper over a period of at leastezks (approximately
50% dose reduction per week). (2.19)5.

Epilepsy

1 Adjunctive therap$ See Table 1 for patients older than 12 years and
Tables 2 and 3 for patients aged 2 to 12 years. (2.2)

1 Conversion to monotherapySee Table 4(2.3)

Bipolar disorder:See Tales 5 and §2.4)

--------------------- DOSAGE FORMS AND STRENGTHS-----------meeemeee
1 Tablets:25mg, 100mg, 150mg, ard 200mg; scored (3.1, 16)

1 Chewabldlispersibletablets:2 mg, 5mg, and 25ng. (3.2, 16)
9 Orally disintegratingtablets: 25mg, 50mg, 100mg, and 200ng. (3.3, 16)

CONTRAINDICATIONS
Hypersensitivity to the drug or its ingredients. (Boxed Warnihg

----------------------- WARNINGS AND PRECAUTIONS ------------mmnnmmeeeee

1 Life-thredening serious rash and/or rasated deathDiscontinue at the
first sign of rash, unless the rash is clearly not drug reléBeced
Warning, 5.1)

1 Hemophagocytic lymphohistiocytosis: Consider this diagnosis and evaluate
patients immediately if they develop signs or symptoms of systemic
inflammation. Discontinue LAMICTAL if an alternative etiology is not
established. (5.2)

1 Fatal o life-threatening hypersensitivity reaction: Multiorgan
hypersensitivity reactions, also knowndasg reaction witheosinophilia
andsystemicsymptoms, may be fatal or life threatening. Early signs may
include rash, fever, and lymphadenopathy. Thesdiossomay be
associated with other organ involvement, such as hepatitis, hepatic failure,
blood dyscrasias, or acute multiorgan failure. LAMICTAL should be
discontinued if alternate etiology for this reaction is not foun@) (5.

1 Blood dyscrasias (e.g., neopenia, thrombocytopenia, pancytopgniay
occur,eitherwith or without an associated hypersensitivity syndrome.
Monitor for signs of anemia, unexpected infection, or bleedbd)

1 Suicidalbehavior anddeation Monitor for suicidal thoughts or bekiors

(55)

Aseptic meningitis: Monitor for signs of meningitis. &p.

Medication errors due to product name confusion: Strongly advise patients

to visually inspect tablets to verify the received drug is correat, 16, 17)

ADVERSE REACTIONS
Epilepy: Most common adverse reactions (incideh&8%) in aduls were
dizziness, headache, diplopia, ataxia, nausea, blurred vision, somnolence,
rhinitis, pharyngitis,and rash. Additional adverse reactions (incideri@%o)
reported in children included vomitininfection, fever, accidental injury,
diarrheaabdominal pain, and tremor. (6.1)

Bipolar disorder:Most common advergeactiongincidence >5%j)n adults
were nausea, insomnia, somnolence, back pain, fatiguerhasts,
abdominal pain, and xerostia. (61)

To report SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-8255249 or FDA at :800-FDA-1088 or
www.fda.gov/medwatch

DRUG INTERACTIONS
Valproate increases lamotrigine concentrationsentioan 2fold. (7, 123)
Carbamazepine, phenytoin, phenobarbital, primidone, and rifampin
decrease lamotrigine concentrations by approximately 40%. (7, 12.3)
Estrogencontaining oral contraceptives decrease lamotrigine
concentrations by approximately 5003, 12.3)
Protease inhibitors lopinavir/ritonavir and atazanavir/lopinavir decrease
lamotrigine exposure by approximately 50% and 3&%pectively. (7,
12.3)
1 Coadministration witforganic cationic transporterstibstrates with narrow
therapeutic index inot recommended (7, 12.3)

——————————————————————— USE IN SPECIFIC POPULATIONS ---------=-=--mnmnmee-

1 Pregnancy: Based on animal data may cause fetal harm. (8.1)

1 Hepatic impairment: Dosage adjustments required in patients with
moderate and severe liver impairment. (2.1, 8.6)

1 Renal impairment: Reducedaintenance doses may be effective for
patients with significant renal impairment. (2.1, 8.7)
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See 17 for PATIENTCOUNSELING INFORMATION and Medication
Guide.
Revised:7/2018
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WARNING : SERIOUS SKIN RASHES

LAMICTAL can cause serious rashes requiring hospitalization and discontinuation of
treatment. The incidence of these rashes, which have included Stev@olnson syndrome,
is approximately 0.3% to 0.8% in pediatric patients (@ged2 to 17 years)and 0.08% to 0.3%
in adults receiving LAMICTAL. One rashrelated deathwas reported n a prospecively
followed cohort of 1,983 pediatricpatients (aged2 to 16 years) with epilepsy taking
LAMICTAL as adjunctive therapy. In worldwide postmarketing experience, rare cases of
toxic epidermal necrolysis and/or rashrelated death have been reported in adtiland
pediatric patients, but their numbers are too few to permit a precise estimate of the rate.

Other than age, there are as yet no factors identified that are known to predict the risk of
occurrence or the severity of rasltaused byLAMICTAL. There are suggestions, yet to be
proven, that the risk of rash may also be increased by (1) coadministration of LAMICTAL
with valproate (includes valproic acid and divalproex sodium), (2) exceeding the
recommended initial dose of LAMICTAL, or (3) exceeding the recormended dose
escalation for LAMICTAL. However, cases haveoccurred in the absence of these factors.

Nearly all cases of lifethreatening rashescaused byLAMIC TAL have occurred within 2 to
8 weeks of treatment initiation. However, isolated cases haweecurred after prolonged
treatment (e.g., 6months). Accordingly, duration of therapy cannot be relied upon as
means to predict the potential risk heralded by the first appearance of a rash.




Although benign rashesare also caused by AMICTAL, it is not possible to predict
reliably which rashes wil prove to be serious or lifethreatening. Accordingly, LAMICTAL
should ordinarily be discontinued at the first sign of rash, unles the rash is clearly not
drug related. Discontinuation of treatment may not pevent a rash from becoming life
threatening or permanently disabling or disfiguring [see Warnings and Precautions (5.1)]

1 INDICATIONS AND US AGE
1.1  Epilepsy
Adjunctive Therapy

LAMICTAL is indicated as adjunctive therapy ftire following seizure types in patiergged?2
yearsand older

1 partiatonsetseizures

1 primary generalized toniclonic (PGTC)seizures

1 generalized seizures of Lenn@®astaut syndrome

Monotherapy

LAMICTAL is indicated for conversion to monotherapy in ad#gedl6 yearsand oldey with
parial-onsetseizures who are receiving treatment with carbamazepine, phenytoin, phenobarbital,
primidone, or valproate as the singletiepileptic drugAED).

Safety and effectiveness of LAMICTAL have not been established (1) as initial monotherapy
(2) for conversion to monotherapy from AEDs other than carbamazepine, phenytoin,
phenobarbital, primidone, or valproate (3) for simultaneous conversion to monotherapy from
2 or more concomitant AEDs.

1.2  Bipolar Disorder

LAMICTAL is indicated for the maintenae treatment dbipolar | disorder to delay the time to
occurrence of mood episodes (depression, mania, hypomania, mixed epispdéshistreated
for acute mood episodes with standard thefapg Clinical Studies (14.1)]

Limitations of Use

Treatmenbf acute manic or mixed episodes is not recommended. Effectiveness of LAMICTAL
in the acute treatment of mood episodes has not been established.

2 DOSAGE AND ADMINIS TRATION

2.1  General Dosing Considerations

Rash

There are suggestions, yet to be provedt, tine risk of severe, potentially lifareatening rash
may be increased by (tpadministration of LAMICTAL with valproate, (Bxceeding the
recommended initial dose bAMICTAL , or (3) exceeding the recommended dose escalation

3



for LAMICTAL . However, caes haveccurredn the absence of these factfsee Boxed
Warning]. Therefore, it is important that the dosing recommendations be followed closely.

The risk ofnonseriousash may be increased when the recommended initial dose and/or the rate
of dose esalationfor LAMICTAL is exceeded and in patients with a history of allergy or rash to
other AEDs.

LAMICTAL Starter Kits and LAMICTAL ODT Patient Titration Kits provide LAMICTAL at
doses consistent with the recommended titration schedule for the firekS ofetreatment,

based upon concomitant medicatidias,patients with epilepsy (older tha2 years) andipolar

| disorder &dult9 and are intended to help reduce the potential for rash. The use of LAMICTAL
Starter Kits and LAMICTAL ODT Patient Titratn Kits is recommended for appropriate

patients who are starting or restarting LAMICTfdee How Supplied/Storage and Handling

(16)].

It is recommended that LAMICTAL not be restarted in patients who discontinued due to rash
associated with prior treatmantth lamotrigineunless the potential benefits clearly outweigh

the risks. If the decision is made to restart a patient who has discontifiVB@TAL , the need

to restart with the initial dosing recommendations should be assessed. The greater thefinterval
time since the previous dose, the greater consideration should be given to restarting with the
initial dosing recommendations. If a patient has discontiteradtriginefor a period of more

than Shalf-lives, it is recommended that initial dosing recoemuiations and guidelines be
followed. The haltlife of lamotrigineis affected by other concomitant medicati¢gee Clinical
Pharmacology (12.3)]

LAMICTAL Added to Drugs Known to Induce or Inhibit Glucuronidation

Becausdamotrigine is metabolized predamantly by glucuronic acid conjugation, drugs that are
known to induce or inhibit glucuronidation may affect the apparent clearance of lamotrigine.
Drugsthat induce glucuronidationclude carbamazepine, phenytoin, phenobarbital, primidone,
rifampin, estiogercontainingoral contraceptivesand the protease inhibitors lopinavir/ritonavir
and atazanavir/ritonavi¥alproate inhibis glucuronidation For dosingconsiderationgor
LAMICTAL in patientson estrogeftontaining contraceptiveend atazanavir/ritavir, see
belowand Table 13For dosingconsiderationgor LAMICTAL in patients on othetrugsknown

to induce or inhibit glucuronidatioisee Tablgel, 2, 56, and 13

Target Plasma Levels for Patiemtith Epilepsy or Bipolar Disorder

A therapeutic plama concentration range has not been established for lamotrigine. Dosing of
LAMICTAL should be based on therapeutic respdisee Clinical Pharmacology (12.3)]

WomenTaking EstrogerContainingOral Contraceptives

Starting LAMICTAL in Women TakirigstrogenrContainingOral ContraceptivesAlthough
estrogercontaining oral contraceptives have been shown to increase the clearance of lamotrigine
[see Clinical Pharmacology (12)], no adjustments to the recommended erssmlation
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guidelines for LAMICTAL should b necessary sdiebased on the use of estrogamtaining

oral contraceptives. Therefore, dose escalation should follow the recommended guidelines for
initiating adjunctive therapy with LAMICTAL based on the concomitant Adt@ther

concomitant medicati@(see Tablge1l, 5, and §. See below for adjustments to maintenance
doses of LAMICTAL in women taking estrog@ontaining oral contraceptives.

Adjustments to the Maintenance Dose of LAMICTTAWomen TakingstrogenContaining
Oral Contraceptives:

(1) Taking EstrogerContaining Oral Contraceptivesn women not taking
carbamazepine, phenytoin, phenobarbital, primidone, or other drugs such as rdathfhe
protease inhibitors lopinavir/ritonavir and atazanavir/ritonthat induce lamotrigine
glucurondation[see Drug Interactions (7), Clinical Pharmacology (12,3}je maintenance
dose of LAMICTAL will in most cases need to be increased by as muciiodd @ver the
recommended target maintenance dose to maintain a consistent lamotrigine plasma level.

(2) Starting EstrogetContaining Oral Contraceptivesn women taking a stable dose of
LAMICTAL and not taking carbamazepine, phenytoin, phenobarbital, primidone, or other drugs
such as rifampiand the protease inhibitors lopinavir/ritonavir and ataziafm@onavir that
induce lamotrigine glucuronidatigeee Drug Interactions (7), Clinical Pharmacology (12,3)]
the maintenance dose will in most cases need to be increased by as mimd &s aintain a
consistent lamotrigine plasma level. The dosgaases should begin at the same time that the
oral contraceptive is introduced and continue, based on clinical response, no more rapidly than
50 to 100 mg/day every week. Dose increases should not exceed the recommertsee rate
Tables 1 and5) unless &motrigine plasma levels or clinical response support larger increases.
Gradual transient increases in lamotrigine plasma levels may occur during the week of inactive
hormonal preparation (pifree week), and these increases will be greater if dose seg@ae
made in the days before or during the week of inactive hormonal preparation. Increased
lamotrigine plasma levels could result in additional adverse reactions, such as dizziness, ataxia,
and diplopia. If adverse reactions attributable to LAMICTAlnsistently occur during the
pill-free week, dose adjustments to the overall maintenance dose may be necessary. Dose
adjustments limited to the piltee week are not recommended. For women taking LAMICTAL
in addition to carbamazepine, phenytoin, phenokarlprimidone, or other drugs such as
rifampinand the protease inhibitors lopinavir/ritonavir and atazanavir/ritotfzatiinduce
lamotrigine glucuronidatiofsee Drug Interactions (7), Clinical Pharmacology (12,3)b
adjustment to the dose of LAMICTAshould be necessary.

(3) Stopping Estroge@ontaining Oral Contraceptivesn women not taking
carbamazepine, phenytoin, phenobarbital, primidonethar drugs such as rifampamd the
protease inhibitors lopinavir/ritonavir and atazanavir/ritonthat inducdamotrigine
glucuronidatior{see Drug Interactions (7), Clinical Pharmacology (12,3}je maintenance
dose of LAMICTAL will in most cases need to be decreased by as much as 50% in order to
maintain a consistent lamotrigine plasma level. Thesdse in dose of LAMICTAL should not
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exceed 25% of the total daily dose per wee&r a 2week period, unless clinical response or
lamotrigine plasma levels indicate otherwfisee Clinical Pharmacology (12J3 In women
taking LAMICTAL in addition to carbmazepine, phenytoin, phenobarbital, primidon@tioer
drugs such as rifampemnd the protease inhibitors lopinavir/ritonavir and atazanavir/ritonavir
that inducdamotrigineglucuronidatior{see Drug Interactions (7), Clinical Pharmacology
(12.3)], no ajustment to the dose of LAMICTAL should be necessary.

Women and Other Hormonal Contraceptive Preparations or Hormone Replacement Therapy

The effect of other hormonal contraceptive preparations or hormone replacement therapy on the
pharmacokinetics of lantiegine has not been systematically evaluated. It has been reported that
ethinylestradiol, not progestogens, increased the clearance of lamatpginfold, and the
progestironly pills had no effect on lamotrigine plasma levé&lserefore adjustmerg to the

dosage of LAMICTAL in the presence of progestogens alone will likely not be needed.

Patients Taking Atazanavir/Ritonavir

While atazanavir/ritonavir does reduce the lamotrigine plasma concentration, no adjustments to
the recommended dosscalatiorguidelines for LAMICTAL should be necessary solely based

on the use of atazanavir/ritonavir. Dose escalation should follow the recommended guidelines for
initiating adjunctive therapy with LAMICTAL based on concomitant AED or other concomitant
medicationgsee Tables 1, 2, and H). patients already taking maintenance doses of

LAMICTAL and not taking glucuronidation inducers, the dose of LAMICTAL may need to be
increased if atazanavir/ritonavir is added, or decreased if atazanavir/ritonavir is dischjsieue
Clinical Pharmacology (12.3)]

Patientswith Hepatic Impairment

Experience in patients with hepatic impairment is limited. Based on a clinical pharmacology
studyin 24 subjectswith mild, moderate, and severe liverpairmentseeUse in Specific

Populations (8.6)Clinical Pharmacology (13)], the following general recommendations can

be made. No dosage adjustment is needed in patients with mild liver impairment. Initial,
escalation, and maintenance doses should generally be reduced by apprp2isiatel patients

with moderate and severe liver impairment without ascites and 50% in patients with severe liver
impairment with ascites. Escalation and maintenance doses may be adjusted according to clinical
response.

Patientawvith Renal Impairment

Initial doses of LAMICTAL should be based on patiéotsncomitant medicatia(see Table

1-3 and5); reduced maintenance doses may be effective for patients with significant renal
impairmentsee Use in Specific Populations (8.C)inical Pharmacology (13)]. Few patients
with severe renal impairment have been evaluated during chronic treatment with LAMICTAL.
Because there is inadequate experience in this population, LAMICTAL should be used with
caution in these patients.



Discontinuation Strategy

Epilepsy:For patients receiving LAMICTAL in combination with other AEDs, eeraluation
of all AEDs in the regimen should be considered if a change in seizure control or an appearance
or worsening of advergeactionds observed.

If a decision is made to disconti@ therapy with LAMICTAL, a stevise reduction of dose
over at least 2veeks (approximately 50% per week) is recommended unless safety concerns
require a more rapid withdrawfgee Warnings and Precautions 4.

Discontinuing carbamazepine, phenytoihepobarbital, primidoner other drugs such as
rifampin and the protease inhibitors lopinavir/ritonavir and atazanavir/ritotizatrinduce
lamotrigine gleuronidationshould prolog the halflife of lamotrigine; discontinuing valproate
should shorten #hhaltlife of lamotrigine.

Bipolar Disorder:In the controlled clinical trials, there was no increase in the incidence, type, or
severity of adverse reactions following abrupt termination of LAMICTALthknclinical
development programm adultswith bipolar disorder, Datientsexperienced seizures shortly

after abrupt withdrawal of LAMICTAL. Discontinuation of LAMICTAL should involve a
stepwise reduction of dose over at least 2 weeks (approximately 50% per week) unless safety
concerns require a morepid withdrawal[see Warnings and Precautions 4j..

2.2  Epilepsyd Adjunctive Therapy

This section provides specific dosing recommendations for patients older than 12 years and
patients aged 2 to 12 years. Within each of thesgeges, specific dosingecemmendations
are provided depending upon concomitant ABbDother concomitant medicatiorse€Table 1

for patients older than 12 years and Table 2 for patients aged ¢arEs). A weighbased
dosing guide for patients aged 2 to 12 years on concoinvidédproate is provided in Table 3.

Patientlderthanl12 Years

Recommended dosing guidelines are summarized in Table

Table 1.Escalation Regimen for LAMICTAL in Patients Older than 12 Yearswith Epilepsy

In Patients
NOT TAKING In Patients TAKING
Carbamazepine, Carbamazepine,
Phenytoin, Phenytoin,
Phenobarbital, Phenobarbital, or
In Patients Primidone,’ or Primidone® and NOT
TAKING Valproate 2 Valproate? TAKING Valproate 2
Weeks 1 and 2 25mg everyotherday 25mg every day 50 mg/day
Weeks 3 and 4 25 mg every day 50mg/day 100mg/day
(in 2 divided doses)




Week 5 onward Increase by Increase by Increase by
to maintenance 25 to 50mg/day 50 mg/day 100mg/day
every 1 to Aveeks every 1 to 2veeks every 1 to aveeks
Usual 100 to200mg/day 225 to 375mg/day 300 to 500mg/day
maintenancelose | with valproate alone (in 2 divided doses) | (in 2 divided doses)
100 to 400mg/day
with valproate and
other drugs that
induce glucuronidation
(in 1 or 2 divided doses|

2 Valproate has been shown to inhidilguronidation and decrease the apparent clearance of
lamotrigine[ seeDrug Interactions (7)Clinical Pharmacology(12.3)].

b Drugsthatinducelamotrigineglucuronidation and increase clearanuier than the specified
antiepileptic drugsnclude estrgencontaining oral contraceptivesfampin, and the protease
inhibitors lopinavir/ritonavir and atazanavir/ritonavrosingrecommendationfor oral
contraceptivesind the protease inhibitor atazanavir/ritonaain be found in General Dosing
Considerabns[see Dosage and Administrati¢l.1) . Patients on rifampiand the protease
inhibitor lopinavir/ritonavirshould follow the same dosing titration/maintenance regimen used
with antiepileptic drugs that induce glucuronidation and increase clegsseddosage and
Administration (2.1), Drug Interactions (7), Clinical Pharmacology (12.3)]

PatientsAged 2 to 12Years

Recommended dosing guidelines are summarized in Pable

Lower starting doses and slower dose escalations than those used in clingatdria

recommended because of the suggestion that the risk of rash may be decréasedsbgrting

doses and slower dose escalations. Therefore, maintenance doses will take longer to reach in
clinical practice than in clinical trials. It may take seV@raeks to months to achieve an

individualized maintenance dose. Maintenance doses in patients wei@@irkg regardless of

age or concomitant AED, may need to be increased as much as 50%, based on clinical response.

The smallest available strength of MMCTAL chewabledispersibletablets is 2ng, and only
whole tablets should be administered. If the calculated dose cannot be achieved using whole
tablets, the dose should be rounded down to the nearest wholdgdebletow Supplied/Storage
and Handling (8), Medication Guidg.

Table 2. Escalation Regimen for LAMICTAL in Patients Aged 2 to 12Yearswith Epilepsy

In Patients In Patients TAKING
In Patients TAKING NOT TAKING Carbamazepine,
Valproate? Carbamazepine, Phenytoin,




Phenytoin,
Phenobarbital,
Primidone,® or

Valproate?

Phenobarbital, or
Primidone® and NOT
TAKING Valproate 2

Weeks 1 and 2

in 1 or 2 divided doses

0.15mg/kg/day

rounded down to the
nearest whole tablet
(see Table for
weightbased dosing
guide)

0.3mg/kg/day

in 1 or 2 divided doses
rounded down to the
nearest whole tablet

0.6 mg/kg/day
in 2 divided doses,
rounded down to the
nearest whole tablet

Weeks 3 and 4

in 1 or 2 divided doses

0.3mg/kg/day

rounded down to the
nearest whole tablet
(see Table for
weightbased dosing
guide)

0.6 mg/kg/day
in 2 divided doses,
rounded down to the
nearest whole tablet

1.2mg/kg/day
in 2 divided doses,
rounded down to the
nearest whole tablet

Week 5 onwardo
maintenance

The doselsould be
increased every 1 to !
weeks as follows:
calculate
0.3mg/kgday,

round this amount
down to the nearest
whole tablet, and add
this amount to the

The doselsould be
increased every 1 to !
weeks as follows:
calculate
0.6 mg/kg/day,

round this amount
down to the nearest
whole tabét, and add
this amount to the

The doselsould be
increased every 1 to !
weeks as follows:
calculate
1.2mg/kg/day,

round this amount
down to the nearest
whole tablet, and add
this amount to the

200mg/day in 1 or 2
divided doses)

1 to 3 mg/kg/day

with valproate alone

previously previously previously
administered daily administered daily administeredlaily
dose dose dose
Usual 1 to 5mg/kg/day 4.5to 7.5 mg/kg/day | 5 to 15 mg/kg/day
maintenance dos¢ (maximum (maximum (maximum

300mg/day in 2
divided doses)

400mg/day in 2
divided doses)




Maintenance dos
in patients <30 kg

May need to be
increased by as mucl
as 50%, based on
clinical response

May need to be
increased by as muclt
as 50%, based on
clinical response

May need to be
increased by as muclk
as 50%, based on
clinical response

Note: Only whole tablets should be used for dosing.

2 Valproate has been shown to inhibit glucuronidation and decrease the apparent clearance of
lamotrigine[ seeDrug Interactions (7)Clinical Pharmacology(12.3)].

® Drugsthatinducelamotrigineglucuronidation and increase clearancgher than the specified
antiepileptic drugsinclude estrogeigontaining oral contraceptivesfampin, and the protease
inhibitors lopinavir/ritonavir and atazanavir/ritonavosing recommendations for oral
contraceptivesand the protease inhibitor atazanavir/ritonavir can be found in General Dosing
Considerationgsee Dosage and Administration (2.1f]atients on rifampiand the protease
inhibitor lopinavir/ritonavirshouldfollow the same dosing titration/maintenancemesn used
with antiepileptic drugs that induce glucuronidation and increase clegdsm®ecBosage and
Administration (2.1), Drug Interactions (7), Clinical Pharmacology (12.3)]

Table 3. The Initial Weight-Based Dosing Guide for Patienté\ged 2 to 12 YearsTaking
Valproate (Weeks 1 to 4)with Epilepsy

Give this daily dose, using the most appropriate
I f the pati en]|combinationof LAMICTAL 2 -and 5mg tablets
Greater than | And less than Weeks 1 and 2 Weeks 3 and 4
6.7 kg 14 kg 2 mg everyotherday 2 mg every day
14.1 kg 27 kg 2 mg every day 4 mg every day
27.1 kg 34 kg 4 mg every day 8 mg every day
34.1 kg 40 kg 5 mg every day 10 mg every day

Usual Adjunctive Maintenance Dose for Epilepsy

The usual maintenance doses identified in Tables 2 amnd derived from dosing regimens
employed in the placeboontrolled adjunctivérialsin which the efficacy of LAMICTAL was
established. Ipatientsreceiving multidrug regimens employing carbamazepine, phenytoin,
phenobarbital, or primidongithout valgroate maintenance doses of adjunctive LAMICTAL as
high as 700ng/day have been used.gatientsreceivingvalproate alonemaintenance doses of
adjunctive LAMICTAL as high as 20@g/day have been used. The advantage of using doses
above those recommendedTables 14 has not been established in controlled trials.

2.3

The goal of the transition regimen is to attempt to maintain seizure control while mitigating the
risk of serious rash associatedhthe rapid titration of LAMICTAL.

Epilepsyd Conversionfrom Adjunctive Therapy to Monotherapy

The recommended maintenance dose of LAMICTAL as monotherapy is&@@y given in 2
divided doses.
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To avoid an increased risk of rash, the recommended initial dose and subsequent dose escalations
for LAMICTAL should na be exceedepseeBoxed Warning].

Conversiorfrom Adjunctive Therapwith Carbamazepine, Phenytoin, Phenobarbital, or
Primidoneto Monotherapywith LAMICTAL

After achieving a dose of 508ig/day of LAMICTAL usingthe guidelines in Tablg, the
concomitanenzymeinducingAED should be withdrawn by 20% decrements each week over a
4-week period. The regimen for the withdrawal of the concomitant AED is based on experience
gained in the controlled monotherapy clinical trial.

Conversiorfrom Adjunctive Therapwith Valproateto Monotherapywith LAMICTAL

The conversion regimen involvd®e 4 steps outlined in Table 4.

Table 4. Conversionfrom Adjunctive Therapy with Valproate to Monotherapy with
LAMICTAL in Patients Aged 16 Yearsand Older with Epilepsy

LAMICTAL Valproate

Step 1 | Achieve a dose of 20@ig/day according | Maintainestablishedtable dose.
to guidelines in Tablé.
Step 2 | Maintain at 200ng/day. Decrease dose by decrements no
greater than 500 mg/day/week to
500mg/day and then maintain for 1

week.
Step 3 | Increase to 30hg/day and maintain for | Simultaneously decrease to
week. 250mg/day and maintain foreek.

Step 4 | Increase by 10fhg/day every week to | Discontinue.
achieve maintenance dose of 300/day.

Conversiorfrom Adjunctive Therapwith Antiepileptic Drugsotherthan Carbamazepine,
Phenytoin, Phenobarbital, Primidone, or Valprdatislonotherapwith LAMICTAL

No specific dosing guidelines can be provided for conversion to monotherapy with LAMICTAL
with AEDs other than carbamazepipbenybin, phenobarbital, primidone, or valproate.

2.4  Bipolar Disorder

The goal of maintenance treatment with LAMICTAL is to delay the time to occurrence of mood
episodes (depression, mania, hypomania, mixed episodes) in patients treated for acute mood
episodesvith standard therapgee Indications and Usage.?)].

Patients taking LAMICTAL for more than 16 weeks should be periodically reassessed to
determine the need for maintenance treatment.
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Adults

The target dose of LAMICTAL is 20thg/day (100ng/day in p#ents taking valproate, which
decreases the apparent clearance of lamotrigine, anth@fd@y in patients not taking valproate
and taking either carbamazepine, phenytoin, phenobarbital, primidostheordrugs such as
rifampinand the protease inhibittopinavir/ritonavirthatincrease the apparent clearance of
lamotrigine). In the clinical trials, doses up to 400/day as monotherapy were evaluated;
however, no additional benefit was seen at@@@day comparedith 200mg/day[see Clinical
Studies (4.2)]. Accordingly, doses above 2@ty/day are not recommended.

Treatment with LAMICTAL is introduced, based on concurrent medications, according to the
regimen outlined in Table 5. If other psychotropic medications are withdrawn following
stabilization the dose of LAMICTAL should be adjustdd.patients discontinuing valproate, the
dose of LAMICTAL should be doubled over avZeek period in equal weekly increments (see
Table 6).In patients discontinuing carbamazepine, phenytoin, phenobarbital, primatarber
drugs such agfampin and the protease inhibitors lopinavir/ritonavir and atazanavir/ritonavir
that induce lamotrigine glucuronidatiaime dose of LAMICTAL should remain constant for the
first week and then shalibe decreased by half over-av2ek period in equal weekly

decrements (see Table 6). The dose of LAMICTAL may then be further adjusted to the target
dose (200ng) as clinically indicated.

If other drugs are subsequently introduced, the dose of LAMICTAL may need to be adjusted. In
paricular, the introduction of valproate requires reduction in the dose of LAMIC[E&& Drug
Interactions (7)Clinical Pharmacology (12)3.

To avoid an increased risk of rash, the recommended initial dose and subsequent dose escalations
of LAMICTAL should not be exceedddee Boxed Warning]

Table 5. Escalation Regimen for LAMICTAL in Adults with Bipolar Disorder

In Patients
NOT TAKING In Patients TAKING
Carbamazepine, Carbamazepine,
Phenytoin, Phenytoin,
Phenobarbital, Phenobarbital, or
In Patients TAKING Primidone,® or Primidone® and NOT
Valproate? Valproate? TAKING Valproate 2
Weeks 1 and 2| 25mg everyotherday 25 mg daily 50 mg daily
Weeks 3 and 4 25mg daily 50 mg daily 100mg dalily,
in divided doses
Week 5 50 mg daily 100mg daily 200mg daily,
in divided doses
Week 6 100mg daily 200mg daily 300mg daily,
in divided doses
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200mg daily up to 400mg daily,
in divided doses

2 Valproate has been shown to inhibit glucuronidation and decrease the apparent clearance of
lamotrigine [see Drug Interactions (7), Clinical Pharmacology (12.3)]

® Drugsthatinducelamotrigineglucuronidation and increase clearamuther than the specified
antiepileptic drugsinclude estrogeigontaining oral contraceptivesfampin, and the proteas
inhibitors lopinavir/ritonavir and atazanavir/ritonavosing recommendations for oral
contraceptives and the protease inhibitor atazanavir/ritonavir can be found in General Dosing
Considerationgsee Dosage and Administration (2.1f]atients on rifafpin and the protease
inhibitor lopinavir/ritonavirshould follow the same dosing titration/maintenance regimen used
with antiepileptic drugs that induce glucuronidation and increase clegdsmecBosage and

Administration (2.1), Drug Interactions (7), @ical Pharmacology (12.3)]

Week 7 100mg daily

Table 6. DosageAdjustments to LAMICTAL in Adults with Bipolar Disorder following
Discontinuation of Psychotropic Medications

After Discontinuation of

Discontinuation Carbamazepine,

of Psychotropic Drugs
(excluding Valproate?@
Carbamazepine,
Phenytoin, Phenobarbital

After Discontinuation
of Valproate®

Phenytoin, Phenobarbital,
or Primidone®

Current Dose of
LAMICTAL (mg/day)

Current Dose of
LAMICTAL (mg/day)

or Primidone®) 100 400
Week 1 Maintain current dose 150 400
of LAMICTAL
Week 2 Maintain current dose 200 300
of LAMICTAL
Week 3 Maintain current dose 200 200
onward of LAMICTAL

2 Valproate has been shown to inhibit glucuronidation and decrease the apparent clearance of
lamotrigine[see Drug Interactions (7), Clinad Pharmacology (12.3)]

® Drugsthatinducelamotrigineglucuronidation and increase cleararmuther than the specified
antiepileptic drugsnclude estrogeigontaining oral contraceptivesfampin, and the protease
inhibitors lopinavir/ritonavir and azanavir/ritonavirDosing recommendations for oral
contraceptives and the protease inhibitor atazanavir/ritonavir can be found in General Dosing
Considerationgsee Dosage and Administration (2.1j]atients on rifampiand the protease
inhibitor lopinavi/ritonavir should follow the same dosing titration/maintenance regimen used
with antiepileptic drugs that induce glucuronidation and increase cledsmecBosage and
Administration (2.1), Drug Interactions (7), Clinical Pharmacology (12.3)]
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25  Administration of LAMICTAL Chewable Dispersible Tablets

LAMICTAL chewabledispersibletablets may be swallowed whole, chewed, or dispersed in
water or diluted fruit juice. If the tablets are chewed, consume a small amount of water or diluted
fruit juice to aid inswallowing.

To disperse LAMICTALchewable dispersible tabletsdd the tablets to a small amount of liquid
(1 teaspoon, or enough to cover the medication). Approximatelyute later, when the tablets
are completely dispersed, swirl the solution andsaare the entire quantity immediateNo
attempt should be made to administer partial quantities of the dispersed tablets.

2.6 Administration of LAMICTAL ODT Orally Disintegrating Tablets

LAMICTAL ODT orally disintegratingablets should be placed onto tbegue and moved

around in the mouth. The tablet will disintegrate rapidly, can be swallowed with or without

water, and can be taken with or without food.

3 DOSAGE FORMS AND STRENGTHS

3.1 Tablets

25-mg, white, scored, shieslhaped t abl etLAMd €TALDe ch nwi tiAtR 50 0
100-mg, peach, scored, shiekdhaped t abl ets debossed with ALAM
150-mg, cream, scored, shietkdhaped t abl ets debossed with ALAN
200-mg, blue, scored, shiecllkh aped t abl ets debos2é@d.with ALAMI
3.2 Chewable Dispersible Tablets

2-mg, whitetooffwhi t e, round tablets debossed with ALT
5-mg, white to offwhite, caples haped tabl ets debossed with AGX
25-mg, white, super ellipticed haped t abl ets debossed with #AGX
3.3  Orally Disintegrating Tablets

25-mg, white to offwhite, round, flatftaced, radiue dged t abl et s debossed wi
side and fi250 on the other side.

50-mg, white to offwhite, round, flaffaced, radive dged t abl et s debossed wi
sideamd A500 on the other side.

100-mg, white to offwhite, round, flaffaced, radiue dged t abl et s debossed w
on one side and A1000 on the other side.

200-mg, white to offwhite, round, flaffaced, radive dged t abl et s debossed w
onone side and A2000 on the other side.
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4 CONTRAINDICATIONS

LAMICTAL is contraindicated in patients who have demonstrated hypersensitivity (e.g., rash,
angioedema, acute urticaria, extensive pruritus, mucosal ulceration) to the drug or its ingredients
[seeBoxed Warning, Warnings and Precautions (5.3)]5.

5 WARNINGS AND PRECAUTIONS

5.1 SeriousSkin Rashes[see Boxed Warning]

Pediatric Population

The incidence of serious rash associated with hospitalization and discontinuation of LAMICTAL
in a prospectival followed cohort of pediatripatients(aged?2 to 17 years)is approximately

0.3% to 0.8%O0ne raskrelated death was reported in a prospectively followed cohort of 1,983
pediatric patients (aged 2 to 16 years) with epilepsy taking LAMICTAL as adjuricgvapy.
Additionally, there have been rare cases of toxic epidermal necrolysis with and without
permanent sequelae and/or death i8. @nd foreign postmarketing experience.

There is evidence that the inclusion of valproate in a multidrug regimen ireteasesk of
serious, potentially lifghreatening rash in pediatpatients In pediatricpatientswho used
valproate concomitantlipor epilepsy 1.2% (6 of 482) experienced a serious rash compared with
0.6% (6 of 952patientsnot taking valproate.

Adult Population

Serious rash associated with hospitalization and discontinuation of LAMICTAL occurred in
0.3% (11 of 3,348) of adupiatientswho received LAMICTAL in premarketing clinical trials of
epilepsy. In the bipolar and other mood disorders clittics, the rate of serious rash was
0.08% (1 of 1,233) of adutatientswho received LAMICTAL as initial monotherapy and
0.13% (2 of 1,538) of adufiatientswho received LAMICTAL as adjunctive therapy. No
fatalities occurred among these individuals. ld@er, in worldwide postmarketing experience,
rare cases of ragielated death have been reported, but their numbers are too few to permit a
precise estimate of the rate.

Among the rashes leading to hospitalization were Steyehsson syndrome, toxic eprdeal
necrolysis, angioedema, atitbseassociated witimultiorgan hypersensitivitjsee Warnings
and Precautions (3)] .

There is evidence that the inclusion of valproate in a multidrug regimen increases the risk of
serious, potentially lifghreatening rsh in adults. Specifically, of 58gatientsadministered
LAMICTAL with valproate in epilepsy clinical trials, 6 (1%) were hospitalized in association
with rash; in contrast, 4 (0.16%) of 2,3@&ical trial patientsand volunteers administered
LAMICTAL in the absencef valproate were hospitalized.
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Patientswith History of Allergy or Rash to Othéntiepileptic Drugs

The risk of nonserious rash may be increased when the recommended initial dose and/or the rate
of dose escalatiofor LAMICTAL is exceeded ad in patients with a history of allergy or rash to
other AEDs.

5.2  Hemophagocytic Lymphohistiocytosis

Hemophagocytic lymphohistiocytosis (HLH) has occurred in pediatric and adult patients taking
LAMICTAL for various indcations.HLH is a life-threatening gndrome of pathologic immune
activation characterized by clinical signs and symptoms of extreme systemic inflammation. It is
associated with high mortality rates if metognized early and treaté&@iommon findings

include fever, hepatosplenomegaly, rdgimphadenopathy, neurologic symptoms, cytopenias,
high serum ferritin, and liver function and coagulation abnormalities. In cases of HLH reported
with LAMICTAL, patients have presented with signs of systemic inflammation (fever, rash,
hepatosplenomegalynd organ system dysfunction) and blood dyscrasias. Symptoms have been
reported to occur within 8 to 24 days following the initiation of treatment. Patients who develop
early manifestations of pathologic immune activation should be evaluated immediadedy, an
diagnosis of HLH should be considered. LAMICTAL should be discontinued if an alternative
etiology for the signs or symptoms cannot be established.

53  Multiorgan Hypersensitivity Reactionsand Organ Failure

Multiorgan hypersensitivity reactionglso known asdrug reaction witheosinophilia and
systemicsymptoms (DRESShave occurred withAMICTAL . Some have been fatal or life
threatening. DRES§pically, although not exclusively, presents with fever, rash, and/or
lymphadenopathy in association witther organ system involvement, such as hepatitis,

nephritis, hematologic abnormalities, myocarditis, or myositis, sometimes resembling an acute
viral infection. Eosinophilia is often present. This disorder is variable in its expression, and other
organ sytems not noted here may be involved.

Fatalities associated with acute multiorgan failure and various degrees of hepatic failure have
been reported in 2 of 3,796 adpéitientsand 4 of 2,435 pediatrigatientswho received

LAMICTAL in epilepsy clinical tidls. Rare fatalities from multiorgan failure have also been
reported in postmarketing use.

Isolated live failure without rash or involvement of other organs has aéen reported with
LAMICTAL .

It is important to note that early manifestations of hypesiwity (e.g., fever,

lymphadenopathy) may be present even though a rash is not evident. If such signs or symptoms
are present, the patient should be evaluated immediately. LAMICTAL should be discontinued if
an alternative etiology for the signs or syomps cannot be established.

Prior to initiation of treatment with LAMICTAL, the patient should be instructed that a rash or
other signs or symptoms of hypersensitivity (e.g., fever, lymphadenopathy) may herald a serious
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medical event and that the patienvsll report any such occurrence tbealthcare provider
immediately.

54  Blood Dyscrasias

There have been reports of blood dyscrasias that may or may not be associatadtioitgan
hypersensitivityalso known as DREJ$see Warnings and Precautio(&3)]. These have

included neutropenia, leukopenia, anemia, thrombocytopenia, pancytopenia, and, rarely, aplastic
anemia and pure red cell aplasia.

55 Suicidal Behavior and Ideation

AEDs, including LAMICTAL, increase the risk of suicidal thoughts or betraivi patients

taking these drugs for any indication. Patients treated with any AED for any indication should be
monitored for the emergence or worsening of depression, suicidal thoughts or behavior, and/or
any unusual changes in mood or behavior.

Pooled aalyses of 199 placebmontrolled clinical trials (monotherapy and adjunctive therapy)

of 11 different AEDs showed thpatientsrandomized to 1 of the AEDs had approximately

twice the risk (adjusted Relative Risk 1.8, 95% CI: 1.2, 2.7) of suicidal tlyrkibehavior
comparedvith patientssrandomized to placebo. In these trials, which had a median treatment
duration of 12 weeks, the estimated incidence of suicidal behavior or ideation among 27,863
AED-treatedpatientswas 0.43%, comparesith 0.24% amond.6,029 placebdreatedpatients
representing an increase of approximately 1 case of suicidal thinking or behavior for every 530
patientsreated. There were 4 suicides in dtugatedpatientsin the trials and none in
placebetreatedpatients but the nmber of events is too small to allow any conclusion about

drug effect on suicide.

The increased risk of suicidal thoughts or behavior with AEDs was observed as early as 1 week
after starting treatment with AEDs and persisted for the duration of treatssessad. Because

most trials included in the analysis did not extend beyond 24 weeks, the risk of suicidal thoughts
or behavior beyond 24 weeks could not be assessed.

The risk of suicidal thoughts or behavior was generally consistent among drugs irathe dat
analyzed. The finding of increased risk with AEDs of varying mechanism of action and across a
range of indications suggeshat the risk applies to all AEDs used for any indication. The risk

did not vary substantially by age (5 to 100 years) in thécelitrials analyzed.

Table7 shows absolute and relative risk by indication for all evaluated AEDSs.
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Table 7. Risk by Indication for Antiepileptic Drugs in the Pooled Analysis

Relative Risk:
Incidence of Risk Difference:
PlaceboPatients | Drug Patients Events Additional
with Events with Events | in Drug Patientd Drug Patients
per 1,000 per 1,000 Incidence in with Events
Indication Patients Patients PlaceboPatients | per 1,000Patients

Epilepsy 1.0 3.4 3.5 2.4
Psychiatric 5.7 8.5 1.5 2.9
Other 1.0 1.8 1.9 0.9
Total 2.4 4.3 1.8 1.9

The relative risk for suicidal thoughts or behavior was higher in clinical trials for epilepsy than in
clinical trials for psychiatric or other conditions, but the absolute risk differences were similar for
the epilepsy an@sychiatric indications.

Anyone considering prescribing LAMICTAL or any other AED must balance the risk of suicidal
thoughts or behavior with the risk of untreated illness. Epilepsy and many other illnesses for
which AEDs are prescribed are themselves@ated with morbidity and mortality and an

increased risk of suicidal thoughts and behavior. Should suicidal thoughts and behavior emerge
during treatment, the prescriber needs to consider whether the emergence of these symptoms in
any given patient may lrelated to the iliness being treated.

Patients, their caregivers, and families should be informed that AEDs increase the risk of suicidal
thoughts and behavior and should be advised of the need to be alert for the emergence or
worsening of the signs angimptoms of depression, any unusual changes in mood or behavior,
the emergence of suicidal thougbtssuicidalbehavior or thoughts about selfarm. Behaviors

of concern should be reported immediately to healthcare providers.

5.6  Aseptic Meningitis

Theragy with LAMICTAL increases the risk of developing aseptic meningitis. Because of the
potential for serious outcomes of untreated meningitis due to other causes, patients should also
be evaluated for other causes of meniagind treated as appropriate.

Pogmarketing cases of aseptic meningitis have been reported in pediatric and adult patients
takingLAMICTAL for various indications. Symptoms upon presentation have included
headache, fever, nausea, vomiting, and nuchal rigidity. Rash, photophghlgia chills,

altered consciousness, and somnolemee also noted in some cases. Symptoms have been
reported to occur withifh day to one and a half months following the initiation of treatment. In
most cases, symptoms were reported to resolve after discamdgimof LAMICTAL .

Re-exposure resulted in a rapid return of symptoms (from within 30 minufiegayp following
re-initiation of treatment) that were frequently more severe. Some of the patients treated with
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LAMICTAL who developed aseptic meningitis hatlarlying diagnoses of systemic lupus
erythematosus or other autoimmune diseases.

Cerebrospinal fluid (CSF) analyzed at the time of clinical presentation in reported cases was
characterized by a miliih moderate pleocytosis, normal glucose levels, and tmidoderate

increase in protein. CSF white blood cell count differentials showed a predominance of
neutrophils in a majority of the cases, although a predominance of lymphocytes was reported in
approximately one third of the cases. Some patients alsodwadnset of signs and symptoms

of involvement of other organs (predominantly hepatic and renal involvement), which may
suggest that in these casesdkleptioneningitis observed was part of a hypersensitivity reaction
[see Warnings and Prectons (53)] .

57 Potential Medication Errors

Medication errors involving LAMICTAL have occurred. In particular, the neb#&MICTAL or
lamotrigine can be confused with the names of other commonly used medications. Medication
errors may also occur between the diffefentnulations of LAMICTAL. To reduce the potential

of medication errors, write and say LAMICTAL clearly. Depictions of the LAMICTiAblets,
chewabledispersibletablets, andrally disintegratingtablets can be found in the Medication

Guide that accompags the product to highlight the distinctive markings, colors, and shapes that
serve to identify the different presentations of the drug and thus may help reduce the risk of
medication errors. To avoid the medication error of using the wrong drug or ftionufzatients
should be strongly advised to visually inspect their tablets to verify that they are LAMICTAL, as
well as the correct formulation of LAMICTAL, each tnthey fill their prescription.

5.8 Concomitant Usewith Oral Contraceptives

Some estrogenontaining oral contraceptives have been shown to decrease serum concentrations
of lamotrigine[see Clinical Pharmacology (12.3)Posage adjustments will be necessary in

most patients who start or stop estregentaining oral contraceptives while takingMICTAL

[see Dosage and Administration (2.1juring the week of inactive hormone preparation

(pill-free week) of oral contraceptive therapy, plasma lamotrigine levels are expected to rise, as
much as doubling at the end of the week. Adverse reactiomsistent with elevated levels of
lamotrigine, such as dizziness, ataxia, and diplopia, could occur.

59 Withdrawal Seizures

As with other AEDs, LAMICTAL should not be abruptly discontinued. In patients with epilepsy
there is a possibility of increasingzare frequency. In clinical trials iadultswith bipolar

disorder, Zpatientsexperienced seizures shortly after abrupt withdrawal of LAMICTAL. Unless
safety concerns require a more rapid withdrawal, the dose of LAMICTAL should be tapered over
a period b at least 2veeks (approximately 50% reduction per wdske Dosage and

Administration (2.1)]
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510 Status Epilepticus

Valid estimates of the incidence of treatmentergent status epilepticus amgagientstreated

with LAMICTAL are difficult to obtainbecause reporters participating in clinical trials did not

all employ identical rules for identifying cases. At a minimum, 7 of 2é&#8tpatientshad

episodes that could unequivocally be described as status epilepticus. In addition, a number of
reportsof variably defined episodes of seizure exacerbation (e.g., seizure clusters, seizure
flurries) were made.

511 Sudden Unexplained Death in Epilepsy (SUDEP)

During the premarketing development of LAMICTAL, 80dden and unexplained deaths were
recorded amag a cohort of 4,70patientswith epilepsy (5,74 patientyears of exposure).

Some of these could represent seizetated deaths in which the seizure was not observed, e.g.,
at night. This rpresents an incidence of 0.003&aths pepatientyear. Althaigh this rate

exceeds that expected in a healthy population matched for age and sex, it is within the range of
estimates for the incidence of sudden unexplained deafhlépsy(SUDEP) inpatientsnot

receiving LAMICTAL (ranging from 0.0005 for the geaépopulation opatientswith epilepsy,

to 0.004 for a recently studied clinical trial population similar to that in the clinical development
program for LAMICTAL, to 0.005 fopatientswith refractory epilepsy). Consequently, whether
these figures are agsuring or suggest concern depends on the comparability of the populations
reported uponvith the cohort receiving LAMICTAL and the accuracy of the estimates provided.
Probably most reassuring is the similarity of estimated SUDEP rapasiémtsreceiving

LAMICTAL and those receivingtherAEDs, chemically unrelated to each othétrat underwent
clinical testing in similar populati@n This evidence suggests, although it certainly does not
prove, that the high SUDEP rates reflect population rates, dhoigeeffect.

5.12 Addition of LAMICTAL to a Multidrug Regimen that Includes Valproate

Because valproate reduces the clearance of lamotrigine, the dosa#gdIGfTAL in the
presence of valproate is less than half of that required in its aljseedeosagand
Administration (2.2, 2.3, 2.4), Drug Interactions (7)]

5.13 Binding in the Eye and Other Melanin-Containing Tissues

Because lamotrigine binds to melanin, it could accumulate in meif@hitissues over time.

This raises the possibility that lamotngi may cause toxicity in these tissues after extended use.
Although ophthalmological testing was performed in 1 controlled clinical trial, the testing was
inadequate to exclude subtle effects or injury occurring aftertiermg exposure. Moreover, the

capx ity of available tests to detect potenti all
binding to melanin is unknowjgee Clinical Pharmacology (12.2)]

Accordingly, although there are no specific recommendations for periodic ophthalmological
monitoling, prescribers should be aware of the possibility of-k@mg ophthalmologic effects.
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514 Laboratory Tests

FalsePositive Drug Test Results

Lamotrigine has been reported to interfere with the assay used in some rapid urine drug screens,
which can restlin falsepositive readings, particularly for phencyclidine (PCP). A more specific
analyticalmethod should be used to confirm a positive result.

Plasma Concentrations of Lamotrigine

The value of monitoring plasma concentrations of lamotrigine in patrested with

LAMICTAL has not been established. Because of the possible pharmacokinetic interactions
between lamotrigine and other drugecluding AEDs (see Table3), monitoring of the plasma
levels of lamotrigine and concomitant drugs may be indicaidicularly during dosage
adjustments. In general, clinical judgment should be exercised regarding monitoring of plasma
levels of lamotrigine and other drugs and whether or not dosage adjustments are necessary.

6 ADVERSE REACTIONS

The followingseriousadversereactionsare described in more detail in téarnings and
Precautionssection of the labeig:

9 SeriousSkin Rasles[see Warnings and Precautio(fs.1)
1 Hemophagocytit. ymphohistiocytosigsee Warnings and Precautions (5.2)]

1 MultiorganHypersensitiity ReactionsandOrganFailure [see Warnings and Precautions
(53)]

Blood Dyscrasiagsee Warnings and Precautio(s.4)]
SuicidalBehavior anddeation[see Warnings and Precautions §j.
AsepticMeningitis[see Warnings and Precautions §§.

Withdrawd Seizuregsee Warnings and Precautiofs.9)]

= =2 =4 4 -

StatusEpilepticus[see Warnings and Precautio(s.10)]
1 SuddenUnexplainedeath inEpilepsy[see Warnings and Precautio(s.11)]
6.1 Clinical Trial Experience

Because clinical trials are conducted under widelying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compaitedates in the clinical
trials of another drug and may not reflect the rates observed in practice.

Epilepsy

Most Common Adverdeeactionsn All Clinical Trials: Adjunctive Therapy in Adulisith
Epilepsy:The most commonly obsesvd  ( f@ RAMICTAL and more common on drug than
placebg adverseeactionsseen in association with LAMICTAL during adjunctive therapy in
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adults and not seen at an equivalent frequency among plaealb@dpatientswere: dizziness,
ataxia, somnolenceghdache, diplopia, blurred vision, nausea, vomiting, and rash. Dizziness,
diplopia, ataxia, blurred vision, nausea, and vomiting were iidated. Dizziness, diplopia,
ataxia, and blurred vision occurred more commonlyatientsreceiving carbamazepinetv
LAMICTAL than in patientsreceiving other AEDs with LAMICTAL. Clinical data suggest a
higher incidence of rash, including serious rasipatientsreceiving concomitant valproate than
in patientsnot receiving valproatgsee Warnings and Precautiors.1)].

Approximately 11% of the 3,37&dultpatientswho received LAMICTAL as adjunctive therapy
in premarketing clinical trials discontinued treatment because of an adeactien.The
adversaeactionanost commonly associated with discontinuation wash (3.0%), dizziness
(2.8%), and headache (2.5%).

In a doseresponsérial in adults, the rate of discontinuation of LAMICTAL for dizziness, ataxia,
diplopia, blurred vision, nausea, and vomiting was dekeed.

Monotherapy in Adultsith Epilepsy:The most commonly observetiSo for
LAMICTAL and more common on drug than placglaolverseeactionsseen in association with
the use of LAMICTAL during the monotherapy phase of the controlled trial in adults not seen at
an equivalent rate in the controbgip were vomiting, coordination abnormality, dyspepsia,
nausea, dizzinesdjinitis, anxiety, insomniainfection, pain, weight decreasehest painand
dysmenorrhea. The most commonly obser¢édq{for LAMICTAL and more common on drug
than placebpadvesereactionsassociated with the use of LAMICTAL during the conversion to
monotherapy (addn) period, not seen at an equivalent frequency amongltse
valproatetreatdpatients were dizziness, headache, nausea, asthenia, coordination abnormality,
vomiting, rash, somnolence, diplopia, ataxdegidental injurytremor, blurred vision, insomnia,
nystagmus, diarrhea, lymphadenopathy, prurdag sinusitis

Approximately 10% of the 42@dultpatientswho received LAMICTAL as monotherapy in
premarketing knical trials discontinued treatment because of an advees#ion The adverse
reactionamost commonly associated with discontinuation were rash (4.5%), headache (3.1%),
and asthenia (2.4%).

Adjunctive Therapy in Pediatrieatientswith Epilepsy:The nost commonly observed
(25%for LAMICTAL and more common on drug than placgldverseeactionsseen in
association with the use of LAMICTAL as adjunctive treatment in pedigatientsaged?2 to 16
yearsand not seen at an equivalent rate in the cogtmlp weranfection,vomiting, rash, fever,
somnolenceaccidental injurydizziness, diarrhea, abdominal pain, nausea, ataxia, tremor,
astheniapronchitis, flu syndromegnd diplopia.

In 339patientsaged? to 16years with partiabnsetseizures or gearalized seizures of
LennoxGastaut syndrome, 4.2% pétientson LAMICTAL and 2.9% ofpatientson placebo
discontinued due to adverssactions The most commonly reported adversactionthat led to
discontinuatiorof LAMICTAL wasrash.
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Approximately 115% of the 1,08 pediatricpatientsaged2 to 16years who received
LAMICTAL as adjunctive therapy in premarketing clinical trials discontinued treatment because
of an adverseeaction Theadverse reactionaost commonly associated with discontinuation

were rash (4.4%), reaction aggeded (1.7%), and ataxia (0.6%).

Controlled Adjunctive Clinicalrials in Adultswith Epilepsy:Table 8 lists adverse
reactions that occurred in adult patients with epilepsy treated with LAMICTAL in
placebecontrolled trialsin thesdrials, ei t her

current AED therapy.

LAMI CTAL or placebo

Table 8 AdverseReactionsin Pooled,PlacebaControlled Adjunctive Trials in Adult

Patientswith Epilepsy?”

Percent of Patients Percent of Patients
Receiving Adjunctive Receiving Adjunctive
Body System/ LAMICTAL Placebo
Adverse Reaction (n=711) (n=419)
Body as a whole
Headache 29 19
Flu syndrome 7 6
Fever 6 4
Abdominal pain 5 4
Neck pain 2 1
Reaction aggravated 2 1
(seizure exacerbation)
Digestive
Nausea 19 10
Vomiting 9 4
Diarrhea 6 4
Dyspepsia 5 2
Constipation 4 3
Anorexia 2 1
Musculoskeletal
Arthralgia 2 0
Nervous
Dizziness 38 13
Ataxia 22 6
Somnolence 14 7
Incoordination 6 2
Insomnia 6 2
Tremor 4 1
Depression 4 3
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Anxiety 4 3
Convulsion 3 1
Irritability 3 2
Speech disorder 3 0
Concentration disturbance 2 1
Respiratory
Rhinitis 14 9
Pharyngitis 10 9
Cough increased 8 6
Skin and appendages
Rash 10 5
Pruritus 3 2
Special senses
Diplopia 28 7
Blurred vision 16 5
Vision abnormality 3 1
Urogenital
Female patients only (n=365) (n=207)
Dysmenorrhea 7 6
Vaginitis 4 1
Amenorrhea 2 1

2 Adverse reactions that occurred in at least 2% of patients treated with LANLIGidat a
greater incidence than placebo.

b Patientsn these adjunctivérials were receiving 1 to 3 of the concomitamtiepileptic drugs
carbamazepine, phenytoin, phenobarbital, or primidone in addition to LAMICTAL or placebo.
Patientamay have repoed multiple adverseeactionsduring thetrial or at discontinuation;
thus,patientsmay be included in more thdrcategory.

In a randomized, paralléiial comparing placebwith 300and 500mg/day of LAMICTAL,
some of the more common drugjated adversreactionsvere doseelated (see Tabl@).
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Table 9. DoseRelated AdverseReactionsfrom a Randomized, PlacebaControlled,
Adjunctive Trial in Adults with Epilepsy

Percent of Patients Experiencing Adverse Reactions
LAMI CTAL LAMICTAL
Placebo 300 mg 500 mg
Adverse Reaction (n=73) (n=71) (n=72)
Ataxia 10 10 28"
Blurred vision 10 11 25"
Diplopia 8 24 49"
Dizziness 27 31 54"
Nausea 11 18 25"
Vomiting 4 11 18"

2 Significantly greater than placebo groux<(Q.05).
b Significantly greaterttan group receiving LAMICTAL 300 mgP&0.05).

The overall adverseactionprofile for LAMICTAL was similar between females and males and
was independent of age. Because the largesOanicasian racial subgroup was only 6% of
patientsexposed to LAMICTALIn placebecontrolled trials, there are insufficient data to

support a statement regarding the distribution of adveesgionreports by race. Generally,

females receiving either LAMICTAL as adjunctive therapy or placebo were more likely to report
advere reactionghan males. The only advensactionfor which the reports on LAMICTAL
were>10%more frequent in females than males (without a corresponding difference by gender
on placebo) was dizziness (differerc6.5%). There was little difference bet@n females and
males in the rates of discontinuation of LAMICTAL for individual adveesetions

Controlled Monotherapy Trial in Adulisith Partial-OnsetSeizuresTable10 lists
adversaeactionghat occurred impatientswith epilepsy treated with amotherapy with
LAMICTAL in a double-blind trial following discontinuation of either concomitant
carbamazepine or phenytoin not seen at an equivalent frequency in the control group.

Table 10. Adverse Reactions in a Controlled Monotherapy Trial in Adult Paents with
Partial-Onset Seizured”

Percent ofPPatients
Receiving LAMICTAL ¢

Percent of Patients
Receiving LowDose

Body System/ as Monotherapy Valproate® Monotherapy
Adverse Reaction (n=43) (n = 44)
Body as a whole
Pain 5 0
Infection 5 2
Chestpain 5 2
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Digestive
Vomiting 9 0
Dyspepsia 7 2
Nausea I 2
Metabolic and nutritional
Weight decrease 5 2
Nervous
Coordination abnormality 7 0
Dizziness 7 0
Anxiety 5 0
Insomnia 5 2
Respiratory
Rhinitis 7 2
Urogenital (female gants only) (n=21) (n=28)
Dysmenorrhea 5 0

2 Adverse reactions that occurred in at least 5% of patients treated with LAMICTAL and at a
greater incidence than valprodteated patients.

b Patients in this trial were converted to LAMICTAL or valpi@anonotherapy from adjunctive
therapy with carbamazepine or phenytoin. Patients may have reported multiple adverse
reactions during the trial; thus, patients may be included in more than 1 category.

¢ Up to 500 mg/day.

41,000 mg/day.

Adverse reactions #t occurred with a frequency of <5% and >2% of patients receiving
LAMICTAL and numerically more frequent than placebo were:

Body as a WholéAsthenia, fever.

Digestive:Anorexia, dry mouthrectal hemorrhage, peptic ulcer

Metabolic and NutritionalPeripreral edema.

Nervous Systemiimnesia, ataxia, depressidrypesthesidjbido increasegecreased reflexes,
increased reflexesystagmus, irritability, suicidal ideation.

Respiratory:Epistaxis, bronchitis, dyspnea.
Skin and Appendage€ontact dermatitigjry skin, sweating.
Special Sense¥ision abnormality.

Incidence in Controlled Adjunctive Trials in PediatRatiens with Epilepsy:Table11
lists adverse reactiorthat occurred in 339 pediatq@atientswith partiatonsetseizures or
generalized seures of LennoxGastaut syndromeho received LAMICTAL up to
15mg/kg/day or a maximum of 750g/day
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Table 11. Adverse Reactions in Pooled, Placeligontrolled, Adjunctive Trials in Pediatric

Patientswith Epilepsy?

Percent of Patients
Receiving LAMICTAL

Percent of Patients
Receiving Placebo
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Body System/Adverse Reaction (n=168) (n=171)
Body as a whole
Infection 20 17
Fever 15 14
Accidental injury 14 12
Abdominal pain 10 5
Asthenia 8 4
Flu syndrome 7 6
Pain 5 4
Facial edema 2 1
Phobsensitivity 2 0
Cardiovascular
Hemorrhage 2 1
Digestive
Vomiting 20 16
Diarrhea 11 9
Nausea 10 2
Constipation 4 2
Dyspepsia 2 1
Hemic and lymphatic
Lymphadenopathy 2 1
Metabolic and nutritional
Edema 2 0
Nervous system
Samnolence 17 15
Dizziness 14 4
Ataxia 11 3
Tremor 10 1
Emotional lability 4 2
Gait abnormality 4 2
Thinking abnormality 3 2
Convulsions 2 1
Nervousness 2 1
Vertigo 2 1
Respiratory
Pharyngitis 14 11




Bronchitis 7 5
Increased cough 7 6
Sinusitis 2 1
Bronchospasm 2 1
Skin
Rash 14 12
Eczema 2 1
Pruritus 2 1
Special senses
Diplopia 5 1
Blurred vision 4 1
Visual abnormality 2 0
Urogenital
Male and female patients
Urinary tract infection 3 0

2 Adverse reactios that occurred in at least 2% of patients treated with LAMICTAL and at a

greater incidence than placebo.

Bipolar Disordeiin Adults

The most common adverseactionsseen in association with the use of LAMICTAL as
monotherapy (100 to 4Qfig/day) inadultpatients(aged18to 82years) withbipolar disorder in
the 2doubleblind, placebecontrolled trials of 18no nt h s 6 ard inctudet in dablé2.

Adversereactionghat occurred in at least 5% pédtientsand were numerically mofeequent
during thedoseescalation phase of LAMICTAL in these trials (whzatientsmay have been

receiving concomitant medications) compared with the monotherapy phase were: headache
(25%), rash (11%), dizziness (10%), diarrhea (8%), dream abnormality (6%), and prdfifus (6

During the monotherapy phase of the dotlillad, placebec ont r ol | e d
duration, 13% of 22patientswvho received LAMICTAL (100 to 400 mg/day), 16% of 190

tri

patientswho received placebo, and 23% of J&gientswho received lithium dicontinued
therapy because of an adverse reaction. The adverse re#ttéitmest commonly led to

discontinuation of LAMICTAL were rash (3%) and mania/hypomania/mixed mood adverse

reactions (2%). Approximately 16% of 2,4patientswho received LAMICTAL 60 to
500mg/day) forbipolar disorder in premarketing trials discontinued therapy because of an
adverse reaction, most commonly due to rash (5%) and mania/hypomania/mixed mood adverse

reactions (2%).

a l

The overall adverseactionprofile for LAMICTAL was dmilar between females and males,

between elderly and noneldepwtients and among racial groups.
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Table 12. Adverse Reactions in 2 Placeb@ontrolled Trials in Adult Patients with Bipolar |

Disorder2?
Percent of Patients Percent of Patients
Body System/ Receiving LAMICTAL Receiving Placebo
Adverse Reaction (n=227) (n=190)
General
Back pain 8 6
Fatigue 8 5
Abdominal pain 6 3
Digestive
Nausea 14 11
Constipation 5 2
Vomiting 5 2
Nervous System
Insomnia 10 6
Somnolence 9 7
Xerastomia (dry mouth) 6 4
Respiratory
Rhinitis 7 4
Exacerbation of cough 5 3
Pharyngitis 5 4
Skin
Rash (nonserious) 7 5

& Adverse reactions that occurred in at least 5% of patients treated with LAMICTAL and at a
greater incidence than placebo.

b Patients in these trials were converted to LAMICTAL (100 to 400 mg/day) or placebo
monotherapy from addn therapy with other psychotropic medications. Patients may have
reported multiple adverse reactions during the trial; thus, patients may be thitludere
than 1 category.

¢ In the overall bipolar and other mood disorders clinical trials, the rate of serious rash was
0.08% (1 of 1,233) of adult patients who received LAMICTAL as initial monotherapy and
0.13% (2 of 1,538) of adult patients who reegilL AMICTAL as adjunctive therapgee
Warnings and Precautions (5.1)]

Otherreactionghat occurred in 5% or mopatientsbut equally or more frequently in the
placebo group included: dizziness, mania, headache, infection, influenza, pain, accipegptal in
diarrhea, and dyspepsia.

Adverse reactions that occurred with a frequency of <5% and >1% of patients receiving
LAMICTAL and numerically more frequent than placebo were:
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General:Fever neck pain
Cardiovascular:Migraine.
Digestive:Flatulence

Metalolic and Nutritional:Weight gain edema
MusculoskeletalArthralgia, myalgia

Nervous Systemfimnesia, depression, agitation, emotional lability, dyspraxia, abnormal
thoughts, dream abnormality, hypoesthesia.

Respiratory:Sinusitis.
Urogenital: Urinary frequency.

AdverseReactiondollowing Abrupt Discontinuationin the 2controlled clinicaltrials, there was
no increase in the incidence, severtytype of adversezactionan patientswith bipolar
disorder after abruptly terminating therapy with LABMTAL. In theclinical development
programin adultswith bipolar disorder, 2patientsexperienced seizures shortly after abrupt
withdrawal of LAMICTAL [see Warnings and Precautions 4j..

Mania/Hypomania/Mixed EpisodeBuring the doublélind, placebecontrolled clinical trials in
bipolar I disorder in whichadultswere converted to monotherapy with LAMICTAL (100 to
400-mg/day) from other psychotropic medications and followed for up todi&hs, the rates of
manic or hypomanic or mixed mood episodes rigabas adverseactionsvere 5% forpatients
treated with LAMICTAL (n=227), 4% forpatientsreated with lithium (r= 166), and 7% for
patientstreated with placebo (®190). In all bipolar controlled trials combined, adverse
reactionsof mania (inclaling hypomania and mixed mood episodes) were reported in 5% of
patientsreated with LAMICTAL (n= 956), 3% ofpatientstreated with lithium (r= 280), and
4% of patientstreated with placet (n= 803).

6.2 Other Adverse ReactionsObserved in All Clinical Trial s

LAMICTAL has been administered to 6,68®lividuals for whom complete advernssaction

data was captured during all clinical trials, only some of which were placebo controlled. During
these trials, all adverseactionsvere recorded by the clinicaivestigators using terminology of
their own choosing. To provide a meaningful estimate of the proportion of individuals having
adversaeactionssimilar types otdverse reactionsere grouped into a smaller number of
standardized categories using m@tifCOSTART dictionary terminology. The frequencies
presented represent the proportion of the 6i68Widuals exposed to LAMICTAL who
experienced an event of the type cited on at fkastasion while receiving LAMICTAL. All
reportedadverse reactiorse included except those already listed in the previous tables or
elsewhere in the labeling, those too general to be informative, and those not reasonably
associated with the use of the drug.
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Adverse reactionare further classified within body system caiges and enumerated in order
of decreasing frequency using the following definitidnsquentadverseaeactionsare defined as
those occurring in at least 1/100 patiemfrequentadverseaeactionsare those occurring in
1/100 to 1/1,00(@atientsyare adverseeactionsare those occurring in fewer than 1/1,000
patients.

Body as a Whole

Infrequent:Allergic reaction, chills, malaise.

Cardiovascular System

Infrequent:Flushing, hot flashes, hypertension, palpitations, postural hypotension, syncope,
tachycardig vasodilation

Dermatological

Infrequent:Acne, dopecia,hirsutism,maculopapular rash, skin discoloration, urticaria.

Rare: Angioedema, erythema, exfoliative dermatitisygal dermatitis, herpes zoster,
leukodermamultiforme erythema, petechiedsh, pustular rash, Stevehshnson syndrome,
vesiculobullous rash.

Digestive System

Infrequent:Dysphagia, rictation, gastritisgingivitis, increased appetitécreased salivation,
liver function tests abnormal, mouth ulceration.

Rare: Gastrointestiral hemorrhage,lgssitis, gum hemorrhaggum hyperplasishematemesis,
hemorrhagic colitishepatitis, melenatomach ulcerstomatitis, tongue edema.

Endocrine System

Rare: Goiter, hypothyroidism.

Hematologic and Lymphatic System

Infrequent:Ecchymosisleukopenia.

Rare: Anemia, eosinophilia, fibrin decrease, fibrinogen decraeme deficiency anemia,
leukocytosis, lymphocytosis, macrocytic anempietechiathrombocytopenia.

Metabolic and Nutritional Disorders

Infrequent:Aspartate transaminase incsed.

Rare:Alcohol intolerance, alkaline phosphatase increase, alanine transaminase increase,
bilirubinemia,general edemaamma glutamyl transpeptidase increase, hyperglycemia.

Musculoskeletal System

Infrequent:Arthritis, leg cramps, myasthenia, twitoli
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Rare:Bursitis, muscle atrophy, pathological fracture, tendinous contracture

Nervous System

Frequent:Confusion paresthesia.

Infrequent:Akathisia, apathy, aphasiegntral nervous systedepression, depersonalization,
dysarthria, dyskinesia, eupharihallucinations, hostility, hyperkinesia, hypertonia, libido
decreased, memory decrease, mind racing, movement disorder, myoclonus, panic attack,
paranoid reactiorpersonality disordepsychosis, sleep disorder, stupor, suicidal ideation.

Rare:Choreodhetosis, delirium, delusions, dysphoria, dystonia, extrapyramidal syndrome,
faintnessgrand mal convulsionfiemiplegia, hyperalgesia, hypsthesia, hypokinesia,
hypotoniamanic depression reactiomuscle spasm, neuged, neurosis paralysis, pepheal
neuritis

Respiratory System

Infrequent:Yawn.
Rare:Hiccup hyperventilation.
Special Senses
Frequent:Amblyopia.

Infrequent:Abnormality of accommodatigrtonjunctivitis, dry eyes, ear paphotophobiataste
perversion, tinnitus

Rare:Deafness, lerimation disorder, scillopsig parosmia, ptosis, strabismus, taste losstigye
visual field defect

Urogenital System

Infrequent:Abnormal ejaalation, hematuria, impotenceenorrhagiapolyuria, urinary
incontinence

Rare: Acute kidney failureanogasmia, breast abscess, breast neoplasatinine increase,
cystitis, dysuria, epididymitis, female lactatidigney failure kidney pain, nocturia, urinary
retention, urinary urgency

6.3  Postmarketing Experience

The following adverseeactionshave ben identified during postapproval use of LAMICTAL.
Because theseactionsare reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to drug
exposure.

32



Blood and Lymphatic

Agranulocytosis, hemolytic anemigmphadenopathy not associated with hypersensitivity
disorder

Gastrointestinal

Esophagitis.

Hepatobiliary Tract and Pancreas

Pancreatitis.
Immunologic
Lupuslike reaction, vasculitis.

Lower Respiratory

Apnea.

Musculoskeletal

Rhabdomyolysis has been observed in patients experiencing hypersensitivity reactions.

Nervous System

Aggression, gacerbation of Parkinsonian symptoms in patients witkeprei st i ng Par ki ns
diseas, tics.

Non-site Specific

Progress/e immunosuppression.

7 DRUG INTERACTIONS
Significant drug interactions witbAMICTAL are summarized ithis section

Uridine 5-diphosplo-glucuronyl transferas€8)GT) have been identified as the enzymes
responsible for metabolism of lamotrigimgrugsthat induce or inhibit glucuronidation may,
therefore, affect the apparent clearance of lamotrigine. Strong or moderate inducers of the
cytochrome P450 3A4 (CYP3A4) enzyme, which are also known to induce UGT, may also
enhance the metabolism of lamotrigine.

Those drugs that have been demonstrated to have a clinically significant impact on lamotrigine
metabolism are outlined in Table 13. Specific dosing guidance for these drugs is provided in the
Dosage and Administration sectifsee Dosage and Administrati@2.1)].

Additional details of these drug interactistudiesare provided in the Clinical Pharmacology
section[see Clinical Pharmacology (123
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Table 13. Established and Other Potentially Significant Drug Interactions

Concomitant Drug

Effect on

Concertration of

Lamotrigine or

Concomitant Drug

Clinical Comment

Estrogencontaining oral
contraceptive
preparatios containing
30 mcg ethinylestradiol
and 150 mcg
levonorgestrel

®lamotrigine

®levonorgestrel

Decreased lamotrigineoncentrations
approximatey 50%

Decrease in levonorgestrel component
19%.

Carbamazepinend
carbamazepinepoxide

®lamotrigine

? carbamazepine

Addition of carbamazepine decreases
lamotrigine concentration approximately
40%.

May increasearbamazepinepoxide

? valproate

epoxide levels.

Lopinavir/ritonavir ®lamotrigine Decreased lamotrigine concentration
approximately 50%.

Atazanavir/ritonavir ®lamotrigine Decreased lamotrigine AUC
approximately 32%.

Phenobarbitaptimidone | ® lamotrigine Decreased lamotrigine concentration
approximaely 40%.

Phenytoin ®lamotrigine Decreased lamotrigine concentration
approximately 40%.

Rifampin ®lamotrigine Decreased lamotrigine AUC
approximately 40%.

Valproate = lamotrigine Increased lamotrigine concentrations

slightly more thar2-fold.

There are conflicting study results
regarding effect of lamotrigine on
valproate concentrations: 1) a mean 25¢
decreasén valproate concentrations in
healthy volunteer®) no change in
valproate concentrations aontrolled
clinical trials inpatieris with epilepsy

®= Decreasedinduces lamotrigine gliuronidation)
- = Increasedinhibits lamotrigine glucuronidation)

? = Conflicting data
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Effect of LAMICTAL on Organic Cationic Transporter 2 Substrates

Lamotrigine is an inhibitor of renal tubulaecretion via organic cationic transporter 2 (OCT2)
proteins[see Clinical Pharmacology (12.3)[This may result in increased plasma levels of

certain drugs that are substantially excreted via this route. Coadministration of LAMICTAL with
OCT2 substratewith a narrow therapeutic index (e.g., dofetilide) is not recommended.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

As with other AEDSs, physiological changes during pregnancy may affect lamotrigine
concentrations and/or therapeutic effect. There have lepents of decreased lamotrigine
concentrations during pregnancy and restoration epareum concentrations after delivery.
Dosage adjustments may be necessary to maintain clinical response.

Pregnancy Category C

There are no adequate and wadhtrolled sudies in pregnant women. In animal studies,
lamotrigine was developmentally toxic at doses lower than those administered clinically.
LAMICTAL should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus. When lamtrigine was administered to pregnant mice, rats, or rabbits during the
period of organogenesis (oral doses of up to 125, 25, and 30 mg/kg, respectively), reduced fetal
body weight and increased incidences of fetal skeletal variations were seen in mais and

doses that were also maternally toxic. Theeffect doses for embryofetal developmental

toxicity in mice, rats, and rabbits (75, 6.25, and 30 mg/kg, respectively) are similar to (mice and
rabbits) or less thafrats)the human dose of 400 mg/day a body surface area (mdjrbasis.

In a study in which pregnant rats were administered lamotrigine (oral doses of 5 or 25 mg/kg)
during the period of organogenesis and offspring were evaluated postnatally, behavioral
abnormalities were observed in expd®ffspring at both doses. The lowest effect dose for
developmental neurotoxicity in rats is less than the human dose of 400 mg/day or’@asgm
Maternal toxicity was obseed at the higher dose tested.

When pregnant rats were administered lamotedoral doses of 5, 10, or 20 mg/kg) during the
latter part of gestation, increased offspring mortality (including stillbirths) was seen at all doses.
The lowest effect dose for peri/postnatal developmental toxicity in rats is less than the human
dose of 80 mg/day on a mg/fibasis. Maternal toxicity was observed at 2Hgghest doses

tested.

Lamotrigine decreases fetal folate concentrations in rat, an effect known to be associated with
adverse pregnancy outcomes in animals and humans.

Pregnancy Reqistry

To provide information regarding the effects of in utero exposure to LAMICTAL, physicians are
advised to recommend that pregnant patients taking LAMICTAL enroll iNtngh American
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Antiepileptic Drug NAAED) Pregnancy Registry. Thisan be done by callintpe toltfree
number 1888-233-2334 and must be done by patients themselves. Information on the registry
can also be found at the weledittp://www.aedpregnancyregistry.org

8.2  Labor and Delivery
Theeffect of LAMICTAL on labor and delivery in humans is unknown.
8.3  Nursing Mothers

Lamotrigine is present in milk from lactating women taking LAMICTAL. Data from multiple
smallstudiesindicate that lamotrigine plasma levels in human #felit infants havéeen

reported to be as high as 50% of the maternal serum levels. Neonates and young infants are at
risk for high serum levels because maternal serum and milk levels can rise to high levels
postpartum if lamotrigine dosage has been increased during peggnamot later reduced to

the prepregnancy dosage. Lamotrigine exposure is further increased due to the immaturity of the
infant glucuronidation capacity needed for drug clearance. Events including apnea, drowsiness,
and poor sucking have been repoitedfants who have been human miéd by mothers using
lamotrigine; whether or not these events were caused by lamotrigine is unknown. Human
milk-fed infants should be closely monitored for adverse events resulting from lamotrigine.
Measurement of infarserum levels should be performed to rule out toxicity if concerns arise.
Human milkfeeding should be discontinued in infants with lamotrigine toxicity. Caution should
be exercised when LAMICTAL is administered to a nursing woman.

8.4 Pediatric Use

Epilepsy

LAMICTAL is indicatedasadjunctive therapy in patienéged2 yearsand olderfor
partialonsetseizuresthe generalized seizures of Lenf@astaut syndrome, afGTCsazures.

Safety ancefficacy of LAMICTAL used as adjunctive treatment for parbaketseizures were
not demonstrated in a smatndomized, dubleblind, placebecontrolled withdrawatrial in
very young pediatripatients(agedl to 24 months)LAMICTAL was associated with an
increased risk for infectious adversactiondLAMICTAL 37%, placebo 5%), and respiratory
adversaeactiond LAMICTAL 26%, placebo 5%). Infectious adverssactionsncluded
bronchiolitis, bronchitis, ear infection, eye infection, otitis externa, pharyngitis, urinary tract
infection, and viral infection. Respirajoadverseaeactiongncluded nasal congestion, cough,
and apnea.

Bipolar Disorder

Safety and efficacy of LAMICTAL for the maintenance treatment of bipolar disorder were not
established in a doubldind, randomized withdrawal, placelsontrolled trial thaevaluated 301
pediatric patients aged 10 to 17 years with a current manic/hypomanic, depressed, or mixed
mood episode as defined by DSM-TR. In the randomized phase of the trial, adverse reactions

36


http://www.aedpregnancyregistry.org/

that occurred in at least 5% of patients taking LAMICT@L= 87) and were twice as common
comparedvith patients taking placebo (n = 86) were influenza (LAMICTAL 8%, placebo 2%),
oropharyngeal pain (LAMICTAL 8%, placebo 2%), vomiting (LAMICTAL 6%, placebo 2%),
contact dermatitis (LAMICTAL 5%, placebo 2%), up@ddominal pain (LAMICTAL 5%,
placebo 1%), and suicidal ideation (LAMICTAL 5%, placebo 0%).

Juvenile Animal Data

In a juvenile animal study in which lamotrigine (oral doses of 5, 15, or 30 mg/kg) was
administered to young rats (postnatal days §2), dereased viability and growth were seen at
the highest dose tested and ldagn behavioral abnormalities (decreased locomotor activity,
increased reactivity, and learning deficits in animals tested as adults) were observed at the 2
highest doses. The reffect dose for adverse effects on neurobehavioral development is less
than the human dose of 400 mg/day on a My sis

8.5 Geriatric Use

Clinical trials of LAMICTAL for epilepsy andbipolar disorder did not include sufficient

numbers opatientsaged65 yearsandolderto determine whether they respond differently from
youngerpatientsor exhibit a different safety profile than that of youngatients In general,

dose selection for an elderly patient should be cautious, usually starting at the Idwhend o

dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function and
of concomitant disease or other drug therapy.

8.6  Hepatic Impairment

Experience in patients with hepatic impairment is limited. Based on a clinaahpbology

studyin 24 subjectswvith mild, moderate, and severe livarpairment[see Clinical

Pharmacology (13)], the following general recommendations can be made. No dosage
adjustment is needed in patients with mild liver impairment. Initial, escaland maintenance
doses should generally be reduced by approximately 25% in patients with moderate and severe
liver impairment without ascites and 50% in patients with severe liver impairment with ascites.
Escalation and maintenance doses may be adjastedding to clinical respon$see Dosage

and Administration (2.1)]

8.7  Renal Impairment

Lamotrigine is metabolized mainly by glucuronic acid conjugation, with the majority of the
metabolites being recovered in the urine. In a setalycomparing a sigle dose of lamotrigine
in subjectswith varying degrees of renahpairmentwith heathy volunteers, the plasma hdife
of lamotrigine waspproximately twice as long thesubjectswith chronicrenalfailure [see
Clinical Pharmacology (12.3)]

Initial doses of LAMICTAL should be based on pati@®&D regimers; reduced maintenance
doses may be effective for patients with significant renal impairment. Few patients with severe
renal impairment have been evaluated during chronic treatmeniawithirigine. Because there
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is inadequate experience in this population, LAMICTAL should be used with caution in these
patientgsee Dosage and Administration (2.1)]

10 OVERDOSAGE
10.1 Human Overdose Experience

Overdoses involving quantities up to d have been repted for LAMICTAL, some of which
have been fatal. Overdose has resulted in ataxia, nystagmus, s@miuelsng tonicclonic
seizures)decreased level of consciousness, coma, and intraventricular conduction delay.

10.2 Management of Overdose

There areno specific antidotes fdamotrigine Following a suspected overdose, hospitalization

of the patient is advised. General supportive care is indicated, including frequent monitoring of
vital signs and close observation of the patient. If indicated, estesidd be induced; usual
precautions should be taken to protect the airway. It should be kept in mind that
immediatereleasdamotrigine is rapidly absorbddee Clinical Pharmacology (12.3)]t is

uncertain whether hemodialysis is an effective meansmbving lamotrigine from the blood. In

6 renal failure patients, about 20% of the amount of lamotrigine in the body was removed by
hemodialysis during a-Aour session. A Poison Control Center should be contacted for
information on the management of ovesdge of LAMICTAL.

11 DESCRIPTION

LAMICTAL (lamotrigine), an AED of the phenyltriazine class, is chemically unrelated to
existingAEDs. L a mo t r chgmical @ane is 3;8iaminc6-(2,3-dichlorophenyhastriazine,

its molecular formula is §H7NsClo, and is molecular weight is 256.09. Lamotrigine is a white to
pale creancolored powder and has a p#f 5.7. Lamotrigine is very slightly soluble in water
(0.17mg/mL at 25C) and slightly soluble in 0.M HCI (4.1 mg/mL at 25C). The structural
formula is:

N<

Cl I Q)N\

H,N” N7 ~NH,

LAMICTAL tablets are supplied for oral administration asy&p(white), 100mg (peach),
150-mg (cream), and 20thg (blue) tablets. Each tablet contains the labeled amount of
lamotrigine and the following inactive ingredients: lactose; magnesium stearate¢rystalline
cellulose; povidone; sodium starch glycolate; FD&C Yellow No. 6 Lake-(h§Qablet only);
ferric oxide, yellow (15@mg tablet only); and FD&C Blue No. 2 Lake (26 tablet only).

LAMICTAL chewabledispersibletablets are supplied for oratiministration. The tablets
contain 2 mg (white), 5 mg (white), or 25 mg (white) of lamotrigine and the following inactive
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ingredients: blackcurrant flavor, calcium carbonate -smbstituted hydroxypropylcellulose,
magnesium aluminum silicate, magnesiusagate, povidone, saccharin sodium, and sodium
starch glycolateThe chewable dispersible tablets meet Organic Impurities Procedure 2 as
published in the current USP monograph for Lamotrigine Tablets for Oral Suspension.

LAMICTAL ODT orally disintegratingablets are supplied for oral administration. The tablets
contain 25mg (whiteto off-white), 50mg (whiteto off-white), 100mg (whiteto off-white), or
200mg (whiteto off-white) of lamotrigine and the following inactive ingredients: artificial
cherryflavor, crospovidonegthylcellulosemagnesium stearateannitol polyethyleneand
sucralose

LAMICTAL ODT orally disintegratingablets ardormulated usingechnologiegMicrocaps and
AdvaTab)designed tanaskthe bittertasteof lamotrigineandachieve arapiddissolution profile.
Tabletcharacteristics includinflavor, mouthfeel, aftertaste, anedaseof usewere rated as
favorablein a stug in 108 healthy volunteers.

12 CLINICAL PHARMACO LOGY
12.1 Mechanism of Action

The precise mechanism(s) by ialn lamotrigine exerts its anticonvulsant action are unknown. In
animal models designed to detect anticonvulsant activity, lamotrigine was effective in preventing
seizure spread in the maximum electroshock (MES) and pentylenetetrazol (scMet) tests, and
prevented seizures in the visualind electrically evoked aftelischarge (EEAD) tests for
antiepileptic activityLamotriginealso displayed inhibitory properties in the kindling model in

rats both during kindling development and in the fully kindled sTdte.relevance of these

models to human epilepsy, however, is not known.

One proposed mechanism of actiodawhotrigine the relevance of which remains to be
established in humans, involves an effect on sodium channels. In vitro pharmacological studies
suwggest that lamotrigine inhibits voltagensitive sodium channels, thereby stabilizing neuronal
membranes and consequently modulating presynaptic transmitter release of excitatory amino
acids (e.g., glutamate and aspartate).

Effect of Lamotrigine on NMethyl d-AspartateReceptor Mediated Activity

Lamotrigine did not inhibit Nmethyl daspartate (NMDAj)nduced depolarizations in rat cortical
slices or NMDAinduced cyclic GMP formation in immature rat cerebellum, nor did lamotrigine
displace compounds thateagither competitive or noncompetitive ligands at this glutamate
receptor complex (CNQX, CGS, TCHP). Thed@r lamotrigine effects on NMDAnduced
currents (in the presence ofi®1 of glycine) in cultured hippocampal neurons exceeded
100uM.

The mecharsims by which lamotrigine exerts its therapeutic actidmpolar disorder have not
been established.
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12.2 Pharmacodynamics

Folate Metabolism

In vitro, lamotrigine inhibited dihydrofolate reductase, the enzyme that catalyzes the reduction of
dihydrofolateto tetrahydrofolate. Inhibition of this enzyme may interfere with the biosynthesis

of nucleic acids and proteins. When oral daily doses of lamotrigine were given to pregnant rats
during organogenesis, fetal, placental, and maternal folate concentratiensdueced.

Significantly reduced concentrations of folate are associated with teratodeeeditse in

Specific Populations (8.1)Folate concentrations were also reduced in male rats given repeated
oral doses of lamotrigine. Reduced concentrations peneally returned to normal when
supplemented with folinic acid.

Accumulation in Kidneys

Lamotrigine accumulated in the kidney of the male rat, causing chronic progressive nephrosis,
necrosis, and mineralization. These findings are attributae2tonicroglobulin, a speciesand
sexspecific protein that has not been detected in humans or other animal species.

Melanin Binding

Lamotrigine binds to melanioontaining tissues, e.g., in the eye and pigmented skin. It has been
found in the uveal tract up to 5&eks after a single dose in rodents

Cardiovascular

In dogs, lamotrigine is extensively metabolized teM-ethyl metabolite. This metabolite
causes dosdependent prolongation of the PR interval, widening of the QRS complex, and, at
higher doses, congte AV conduction block. Similar cardiovascular effects are not anticipated
in humans because only trace amounts of tNer@ethyl metabolite (<0.6% of lamotrigine dose)
have been found in human urifsee Clinical Pharmacology (12.3)However, it is coceivable
that plasma concentrations of this metabolite could be increased in patients with a reduced
capacity to glucuronidate lamotrigine (e.g., in patients with liver dispasients taking
concomitant medications that inhibit glucuronidajion

12.3 Pharmacokinetics

The pharmacokinetics of lamotrigine have been studisdhjectswith epilepsy, healthy young
and elderly volunteers, and volunteers with chronic renal failure. Lamotrigine pharmacokinetic
parameters for adult and pediatsicbjectsand heldhy normal volunteers are summarized in
Tablesl4 and16.
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Table 14. Mean Pharmacokinetic Parameters$ in Healthy Volunteers and Adult Subjects

with Epilepsy
Tmax. Time of CL/F:
Maximum tu: Apparent
Number Plasma Elimin ation Plasma
of Concentration| Half-life Clearance
Adult Study Population Subjects (h) (h) (mL/min/kg)
Healthy volunteers taking no
other medications:
Singledose LAMICTAL 179 2.2 32.8 0.44
(0.2512.0) | (14.0103.0)| (0.121.10)
Multiple-dose LAMICTAL 36 1.7 25.4 0.58
(0.54.0) (11.661.6) (0.241.15)
Healthy volunteers taking
valproate:
Singledose LAMICTAL 6 1.8 48.3 0.30
(1.04.0) (31.588.6) (0.140.42)
Multiple-dose LAMICTAL 18 1.9 70.3 0.18
(0.53.5) (41.9113.5)| (0.120.33)
Subjectswith epilepsy taking
valproate only:
Singledose LAMICTAL 4 4.8 58.8 0.28
(1.88.4) (30.588.8) (0.160.40)
Subjectswith epilepsy taking
carbamazepine, phenytoin,
phenobarbital, or primidone®
plus valproate:
Singledose LAMICTAL 25 3.8 27.2 0.53
(1.010.0) (11.251.6) (0.27-1.04)
Subjectswith epilepsy taking
carbamazepine, phenytoin,
phenobarbital, or primidone:®
Singledose LAMICTAL 24 2.3 14.4 1.10
(0.55.0) (6.4-30.4) (0.51-2.22)
Multiple-dose LAMICTAL 17 2.0 12.6 1.21
(0.755.93) (7.523.1) (0.661.82)

2 The majorityof parameter means determined in estclilyhad coefficients of variain

between 20% and 40% for hdifie and A_/F and between 30% and 70% fakaX The overall
mean values were calculated from individsiaidymeans that were weighted based on the
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numker of volunteersubjectdn eachstudy The numbers in parentheses below each
parameter mean represent the range of individual volustdgettvalues across studies.

b Carbamazepinghenytoin phenobarbital, and primidone have been shown to increase th
apparent clearance of lamotrigine. Estrogentaining oral contraceptives aather drugs
such asifampinand protease inhibitors lopinavir/ritonavir and atazafritonavir, that
inducelamotrigineglucuronidationhave also been shown to increasedpparent clearance of
lamotrigine[see Drug Interactiong7)] .

Absorption

Lamotrigine is rapidly and completely absorbed after oral administration with negligible
first-pass metabolism (absolute bioavailability is 98%). The bioavailability is not affegte
food. Peak plasma concentrations occur anywhere from 1.4 ko8 following drug
administration. The lamotrigine chewable/dispersible tablets were found to be equivalent
whether administered as dispersed in water, chewed and swallowed, or gdaitbuile, to the
lamotrigine compressed tablets in terms of rate and extent of absohptierms of rate and
extent of absorption, lamotrigine orally disintegrating tabletether disintegrated in the mouth
or swallowed whole with watewere equivalat to the lamotrigine compressed tablets
swallowed with water

Dose Proportionality

In healthy volunteers not receiving any other medications and given single doses, the plasma
concentrations of lamotrigine increased in direct proportion to the dose athrediover the

range of 50 to 40fng. In 2smallstudies(n = 7 and 8) opatientswith epilepsy who were
maintained on other AEDs, there also was a linear relationship between dose and lamotrigine
plasma concentrations at steady state following dosg8 wf 350mg twice daily.

Distribution

Estimates of the mean apparent volume of distribution (Vd/F) of lamotrigine following oral
administration ranged from 0.9 to 1.5&g. Vd/F is independent of dose and is similar following
single and multiple doses both patientswith epilepsy and in healthy volunteers.

Protein Binding

Data from in vitro studies indicate that lamotrigine is approximately 55% bound to human
plasma proteins at plasma lamotrigine concentrations from 1rmd0OnL (10mcg/mLis 4to 6
times the trough plasma concentration observed in the controlled efficacy trials). Because
lamotrigine is not highly bound to plasma proteins, clinically significant interactions with other
drugs through competition for protein binding sites are unlikelg. @ihding of lamotrigine to
plasma proteins did not change in the presence of therapeutic concentrations of phenytoin,
phenobarbital, or valproate. Lamotrigine did not displace other AEDs (carbamazepine,
phenytan, phenobarbital) from proteibinding sites

42



Metabolism

Lamotrigine is metabolized predominantly by glucuronic acid conjugation; tjug matabolite
is an inactive N-glucuronide conjugate. After oral administration of 24§ of “C-lamotrigine
(15 nCi) to 6healthy volunteers, 94% was recoveiethe urine and 2% was recovered in the
feces. The radioactivity in the urine consisted of unchanged lamotrigine (10%), the
2-N-glucuronide (76%), a-Bl-glucuronide (10%), a-Rl-methyl metabolite (0.14%), and other
unidentified minor metabolites (4%).

Enzyme Induction

The effects of lamotrigine on the induction of specific families of mikedtion oxidase
isozymes have not been systematically evaluated.

Following multiple administrations (1509 twice daily) to normal volunteers taking no other
medicatims, lamotrigine induced its own metabolism, resulting in a 25% decreasand &

37% increase in OF at steady state compared with values obtained in the same volunteers
following a single dose. Evidence gathered from other sources suggests thatigibn by
lamotriginemay not occur wheltamotrigineis given as adjunctive therapy in patients receiving
enzymeinducing drugs such asrbamazepine, phenytoin, phenobarbital, primidonethar
drugs such agfampin and the protease inhibitors lopimdritonavir and atazanavir/ritonavir

that inducdamotrigineglucuronidatior{see Drug Interactions (7)]

Elimination

The elimination haHife and apparent clearance of lamotrigine followargl administration of
LAMICTAL to adult subjectswith epilepy and healthy volunteers is summarized in Tdldle
Half-life and apparent oral clearance vary depending on concomitant AEDs.

Drug Interactions

The apparent clearance of lamotrigine is affected by the coadministration of certain medications
[see Warnings ad Precautions (8, 5.12), Drug Interactions (7)]

The net effects of drug interactions wiimotrigineare summarized in Taldé3 and15,
followed by details of the drug interaction studiesow.

Table 15. Summary of Drug Interactions with Lamotrigin e

Drug Plasma Lamotrigine Plasma
Concentration with Concentration with

Drug Adjunctive Lamotrigine? Adjunctive Drugs®
Oral contraceptives (e.g., a d ®
ethinylestradiol/levonorgestiél
Aripiprazole Not assessed a e
Atazanavir/ritonavir af ®
Bupropion Not assessed a
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Carbamazepine a ®
Carbamazepinepoxidé ?

Felbamate Not assessed a
Gabapentin Not assessed a
Lacosamide Not assessed a
Levetiracetam a a
Lithium a Not assessed
Lopinavir/ritonavir a e ®
Olanzapine a a e
Oxcarbazepine a a
10-Monohydrxy oxcarbazepine a

metabolité

Perampanel Not assessed a e
Phenobarbital/primidone a ®
Phenytoin a ®
Pregabalin a a
Rifampin Not assessed ®
Risperidone a Not assessed
9-Hydroxyrisperidone a

Topiramate a | a
Valproate ® =
Valproate +phenytoinand/or Not assessed a
carbamazepine

Zonisamide Not assessed a

2 From adjunctive clinical trials and voluntderls.

® Net effects were estimated by comparing the mean clearance values obtained in adjunctive
clinical trials and voluntedrials.

¢ The efect of other hormonal contraceptive preparations or hormone replacement therapy on the
pharmacokinetics of lamotrigine has not been systematically evaluated in clinical trials,
although the effect may be similar to that seen with the ethinylestradioldegesirel
combinations.

4 Modest decrease in levonorgestrel.

¢ Slight decrease, not expected to be clinicaiBaningful

" Comparedwith historical controls.

9 Not administered, but an active metabolite of carbamazepine.

" Not administered, but an activestabolite of oxcarbazepine.

' Not administered, but an active metabolite of risperidone.

I Slight increasgnot expected to be clinicallpeaningful

a = No significant effect.

? = Conflicting data.
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EstrogerContainingOral Contraceptives

In 16 female volinteers, an oral contraceptive preparation containing@pethinylestradiol
and 150mcg levonorgestrel increased the apparent clearance of lamotriginex@d@dy) by
approximately Zold with mean decreas@ AUC of 52% and in @Gaxof 39%. In thisstudy,
trough serum lamotrigine concentrations gradually increased and were approxirfatdly 2
higher on average at the end of the week of the inactive hormone preparation comigpared
trough lamotrigine concentrations at the end of the active hormone cycle

Gradual transient increases in lamotrigine plasma levels (approxidatei@crease) occurred
during the week of inactive hormone preparation{fpdé week) for women not also taking a
drug that increased the clearance of lamotrigine (carbamazppir@ytoin, phenobarbital,
primidone,or other drugs such as rifam@nd the protease inhibitors lopinavir/ritonavir and
atazanavir/ritonavithat induce lamotrigine glucuronidatipjsee Drug Interactions (T) The
increase in lamotrigine plasma leveldlwe greater if the dose of LAMICTAL is increased in
the few days before or during the gilee week. Increases in lamotrigine plasma levels could
result in dosedlependent adverseactions

In the samestudy, coadministration ofamotrigine(300mg/day)in 16 female volunteers did not
affect the pharmacokinetics of the ethinylestradiol component of the oral contraceptive
preparation. Thereeeremean decreasén the AUC and Gaxof the levonorgestrel component of
19% and 12%, respectively. Measuremergeyfim progesterone indicated that there was no
hormonal eviderne of ovulation in any of the Mlunteers, although measurement of serum
FSH, LH, and estradiol indicated that there was some loss of suppression of the
hypothalamiepituitary-ovarian axis.

The effects of doses tdmotrigineother than 30@ng/day have not been systematically
evaluated in controlled clinical trials

The clinical significance of the observed hormonal changes on ovulatory activity is unknown.
However, the possibility of decreakseontraceptive efficacy in some patients cannot be

excluded. Therefore, patients should be instructed to promptly report changes in their menstrual
pattern (e.g., breathrough bleeding).

Dosage adjustments may be necessary for women receiving estangaiming oral
contraceptive preparatiofgee Dosage and Administration (2.1)]

Other Hormonal Contraceptives or Hormone Replacement Therapy

The effect of other hormonal contraceptive preparations or hormone replacement therapy on the
pharmacokinetics oimotrigine has not been systematically evaluated. It has been reported that
ethinylestradiol, not progestogens, increased the clearance of lamatpgio&fold, and the
progestironly pills had no effect on lamotrigine plasma levé&lserefore adjustnents to the

dosage of LAMICTAL in the presence of progestogens alone will likely not be needed.
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Aripiprazole

In 18 patientswith bipolar disordepn a stable regimen of 100 to 46@y/dayof lamotrigine the
lamotrigine AUC and &axwere reduced by approxately 10% inpatientswho received
aripiprazole 10 to 3éng/dayfor 7 days, followed by 30 mg/day for an additional 7 days. This
reductionin lamotrigine exposuris notconsidereclinically meaningful

Atazanavir/Ritonavir

In a study in healthy voluntegrdaily doses of atazanavir/ritonavir (38¢/100mg) reduced the
plasma AUC and &axof lamotrigine (single 100ng dose) by an average of 32% and 6%,
respectively, and shortened the elimination-haés by 27%. In the presence of
atazanavir/ritonavird00mg/100mg), the metabolitéo-lamotrigine ratio was increased from

0.45 to 0.71 consistent withduction of glucuronidatioriThe pharmacokinetics of
atazanavir/ritonavir were similar in the presence of concomitant lamotrigine to the historical data
of the pharmacokineticin the absence of lamotrigine.

Bupropion

The pharmacokinetics of a 100y single dose damotriginein healthy volunteers (r 12) were
not changed by coadministration of bupropion sustaietzhse formulation (15@g twice
daily) garting 11days beforéamotrigine

Carbamazepine

Lamotriginehas no appreciable effect on steatigte carbamazepine plasma concentration.
Limited clinical data suggest there is a higher incidence of dizziness, diplopia, ataxia, and
blurred vision inpatientsreceiving carbamazepine wikimotriginethan inpatientsreceiving
other AEDs withamotrigine[see Adverse Reactions (6.1]J]he mechanism of this interaction is
unclear. The effect damotrigineon plasma concentrations of carbamazegpipexide is

unclear. In a small subset phtients(n = 7) studied in a placebcontrolled trial lamotriginehad
no effect on carbamazephepoxide plasma concentrations, but in a small, uncontrsiiety
(n=9), carbamagpineepoxide levels increased.

The additim of carbamazepine decreases lamotrigine stetadg concentrations by
approximately 40%.

Felbamate

In atrial in 21 healthy volunteers, coadministration of felbamate (1/8@Qwice daily) with
lamotrigine(100mg twice daily for 1@lays) appeared to hawo clinically relevant effects on
the pharmacokinetics of lamotrigine.

Folate Inhibitors

Lamotrigine is a weak inhibitor of dihydrofolate reductase. Prescribers should be aware of this
action when prescribing other medications that inhibit folate mesabol
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Gabapentin

Based on a retrospective analysis of plasma levels sulBi¢ctsvho receivedamotrigineboth
with and without gabapentin, gabapentin does not appear to change the apparent clearance of
lamotrigine.

Lacosamide

Plasma concentrations of latnigine were not affected by concomitant lacosamide (200, 400, or
600 mg/day) in placeboontrolled clinical trials in patients with partiahset seizures.

Levetiracetam

Potential drug interactions between levetiracetamlamadtriginewere assessed byaduating

serum concentrations of both agents during placeimdrolled clinical trials. These data indicate
thatlamotriginedoes not influence the pharmacokinetics of levetiracetam and that levetiracetam
does not influence the pharmacokineticaofiotrigine

Lithium

The pharmacokinetics of lithium were not altereti@althy subjects (a 20) by

coadministration ofamotrigine(100mg/day) for 6days.

Lopinavir/Ritonavir

The addition of lopinavir (400 mg twice daily)/ritonavir (100 mg twice daily) deag@ahe

AUC, Cnax,and elimination halfife of lamotrigine by approximately 80 t055.4% in 18
healthy subjects. The pharmacokinetics of lopinavir/ritonavir were similar with concomitant
lamotrigine, comparedith that in historical controls.

Olanzapine

The AUC and Gax0f olanzapine were similar following the addition of olanzapinenfgSonce
daily) tolamotrigine(200mg once daily) in healthy male volunteers=(h6) compared with the
AUC and Gnaxin healthy male volunteers receiving olanzapine alorre16).

In the samérial, the AUC and Gax of lamotrigine were reduced on average by 24% and 20%,
respectively, following the addition of olanzapindamotriginein healthy male volunteers
compared with those receivifgmotriginealone. This reductimin lamotrigine plasma
concentrations is not expected to be clinicallganingful

Oxcarbazepine

The AUC and Gaxof oxcarbazepine and its active-tnohydroxy oxcarbazepine metabolite
were not significantly different following the addition of oxcarbaze600mg twice daily) to
lamotrigine (200mg once daily) in healthy male volunteers=(f3) compared with healthy male
volunteers eceiving oxcarbazepine alone£ri3).
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In the samérial, the AUC and Gaxof lamotrigine were similar following the adidin of
oxcarbazepine (60@g twice daily) tdamotriginein healthy male volunteers companeith

those receivingamotriginealone. Limited clinical data suggest a higher incidence of headache,
dizziness, nausea, and somnolence with coadministratiamatrigineand oxcarbazepine
compared witHamotriginealone or oxcarbazepine alone.

Perampanel

In a pooled analysis of data from 3 placedomtrolled clinical trials investigating adjunctive
perampanel in patients with part@ahset and primary general@zéonicclonic seizures, the

highest perampanel dose evaluated (12 mg/day) increased lamotrigine clearance by <10%. An
effect of this magnitude is not considered to be clinically relevant.

Phenobarbital, Primidone

The addition of phenobarbital or primidodecreases lamotrigine steashate concentrations by
approximately 40%.

Phenytoin

Lamotriginehas no appreciable effect on steatigte phenytoin plasma concentrations in
patients with epilepsy. The addition of phenytoin decreases lamotrigine-stesely
concentrations by approximately 40%.

Pregabalin

Steadystate trough plasma concentrations of lamotrigine were not affected by concomitant
pregabalin (200ng 3times daily) administration. There are no pharmacokinetic interactions
betweeriamotrigineand pegabalin.

Rifampin

In 10 male volunteers, rifampin (60@g/day for 5days) significantly increased the apparent
clearance of a single 2g dose ofamotrigineby approximately Zold (AUC decreased by
approximately 40%).

Risperidone

In a 14 healthy voloteersstudy, multiple oral doses of lamotrigine 400 mg daily had no
clinically significant effect on the singldose pharmacokinetics of risperidone 2 mg and its
active metabolite ®@H risperidone. Following the coadministration of risperidone 2 mg with
lamotrigine, 12 of the 14 volunteers reported somnolence compared with 1 out of 20 when
risperidone was given alone, and none when lamotrigine was administered alone.

Topiramate

Topiramate resulted in no change in plasma concentrations of lamotrigine.igtdation of
lamotrigineresulted in a 15% increase in topiramate concentrations.
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Valproate

Whenlamotriginewas administered to healthy volunteers=(B8) receiving valproate, the
trough steadystate valproate plasma concentrations decreased by ageeé26% over a
3-week period, and then stabilized. However, adthngptrigineto the existing therapy did not
cause a change in valproate plasma concentrations in either adult or ppdtantsin
controlled clinical trials.

The addition of valproatincreased lamotrigine steastate concentrations in normal uoteers
by slightly more than-2old. In 1 trial, maximal inhibition of lamotrigine clearance was reached
at valproate doses between 26@ 500mg/day and did not increase as the valproasedvas
further increased.

Zonisamide

In astudyin 18 patientswith epilepsy, coadministration of zonisamide (200 to A@@day) with
lamotrigine(150 to 500mg/day for 35days) had no significant effect on the pharmacokinetics of
lamotrigine.

Known Indue@rs or Inhibitors of Glucuronidation

Drugs other than those listed above have not been systematically evaluated in combination with
lamotrigine Since lamotrigine is metabolized predominately by glucuronic acid conjugation,
drugs that are known to induceinhibit glucuronidation may affect the apparent clearance of
lamotrigine and doses tmotriginemay require adjustment based on clinical response.

Other

In vitro assessment of thehibitory effect of lamotrigine at OCT2 demonstrate that lamotrigine,
but not the N(2glucuronide metabolite, is an inhibitor of OCT2 at potentially clinically relevant
concentrationswith 1Cso value of 53.8 puM seeDrug Interactions (7).

Results ofn vitro experiments suggest that clearance of lamotrigine is unlikélg teduced by
concomitant administration of amitriptyline, clonazepam, clozapine, fluoxetine, haloperidol,
lorazepam, phenelzinsertraline, or trazodone

Results oin vitro experiments suggest that lamotrigine does not reduce the clearance of drugs
eliminated predominantly by CYP2D6

SpecificPopulations

Patients withRenal ImpairmentTwelve volunteers with chronic renal failure (mean creatinine
clearance: 18L/min, range: 6 to 23) and another 6 individuals undergoing hemodialysis were
each given a sgie 108mg dose of lamotrigine. The mean plasma-hedfs determined in the
studywere 42.9 hours (chronic renal failure), 1Bdurs (during hemodialysis), and 57.4 hours
(between hemaodialysis) compared with 2i6a2irs in healthy volunteers. On average,
approximately 20% (range: 5.6 to 35.1) of the amount of lamotrigine present in the body was
eliminated by hemodialysis during ehur sessioifsee Dosage and Administration (2.1)]
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Patients withtHepaticlmpairment The pharmacokinetics of lamotrigine fmiing a single 100
mg dose ofamotriginewere evaluated in 2dubjects with mild, moderate, and severe hepatic
impairment(Child-Pughclassification system) and compared withslbjects without hepatic
impairment. Thesubjectswith severe hepatic impaimnt were without ascites tn2) or with
ascites (= 5). The mean apparent clearamotlamotrigine insubjectswith mild (n=12),
moderate (+ 5), severavithout ascites (n 2), and severe with ascites (r5xliver impairment
were0.30+ 0.09, 0.24+ 0.1, 0.21+ 0.04, and 0.1% 0.09 mL/min/kg, respectively, as compared
with 0.37% 0.1 mL/min/kg in the healthy controls. Mean hiales of lamotrigine insubjects
with mild, moderate, severe without ascites, and severe with asefiaicimpairmentwere

46+ 20, 72+ 44, 67+ 11, and 10& 48 hours, respectively, as compavéth 33+ 7 hours in
healthy controlg§see Dosage and Administration (2.1)]

Pediatric PatientsThe pharmacokinetics ¢dmotriginefollowing a single 2mg/kg dose were
evaluatedn 2 studiesin pediatricsubjectqn = 29 for subjectsaged10 months to 5.9ears and n
= 26 forsubjectsaged5 to 11years). Fortsthreesubjectseceived concomitant therapy with
other AEDs and 18ubjectgeceivedamotrigineas monotherapy. Lamogiine pharmacokinetic
parameters for pediatratientsare summarized in Tablks.

Population pharmacokinetic analyses involviulpjectsaged?2 to 18years demonstrated that
lamotrigine clearance was influenced predominantly by total body weight and'i@rchED
therapy. The oral clearance of lamotrigine was higher, on a body weight basis, in pediatric
patientsthan in adults. Weightormalized lamotrigine clearance was higher in tlsndggects
weighing <30 kg compared with those weighing >30 kg. Acowigi patients weighing <30 kg

may need an increase of as much as 50% in maintenance doses, based on clinical response, as
compared witlsubjectsveighing>30 kg being administered the same AHBse Dosage and
Administration (2.2)] These analyses alsovealed that, after accounting for body weight,
lamotrigine clearance was not significantly influenced by age. Thus, the same-adjigdied

doses should be administered to children irrespective of differences in age. Concomitant AEDs
which influence lamatgine clearance in adults were found toé@aimilar effects in children.

Table 16. Mean Pharmacokinetic Parameters inPediatric Subjectswith Epilepsy

Number of T max ty, CL/F
Pediatric Study Population Subjects (h) (h) (mL/min/kg)
Ages 10 monthss.3 yeass

Subjectgaking carbamazepine, 10 3.0 7.7 3.62
phenytoin, phenobarbital, or (1.05.9) | (5.7-11.4) | (2.445.28)
primidoné
Subjectgakingantiepileptic drugs 7 5.2 19.0 1.2
with no known effect on the (2.96.1) | (12.927.1) | (0.752.42)
apparent clearance of lamotrigine
Subjectgaking valproate only 8 2.9 44.9 0.47
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(1.06.0) | (29.552.5)| (0.230.77)
Ages 511 years
Subjectdaking carbamazepine, 7 1.6 7.0 2.54
phenytoin, phenobarbital, or (2.0-3.0) (3.89.8) (1.355.58)
primidoné
Subjectdaking carbamazepine, 8 3.3 19.1 0.89
phenytoin, phenobarbital, or (2.06.4) | (7.031.2) | (0.391.93)
primidoné plus valproate
Subjectdaking valproate onPy 3 4.5 65.8 0.24
(3.06.0) | (50.7-73.7)| (0.21-0.26)
Ages 1318 years
Subjectdaking carbarazepine, 11 ¢ ¢ 1.3
phenytoin, phenobarbital, or
primidoné
Subjectgaking carbamazepine, 8 ¢ ¢ 0.5
phenytoin, phenobarbital, or
primidoné plus valproate
Subjectgaking valproate only 4 ¢ ¢ 0.3

2 Carbamazepinghenytoin,phenobabital, and primidone have been shown to increase the
apparent clearance of lamotrigine. Estrogentaining oral contraceptivesfampin, and the
protease inhibitors lopinavir/ritonavir and atazanavir/ritonhaire also been shown to increase
the apparenclearance of lamotrigingsee Drug Interactions (7)]

® Two subjects were included in the calculation for meag. T

¢ Parameter not estimated.

Geriatric Patients The pharmacokinetics of lamotrigine following a single -b%@ dose of
lamotriginewere evéuated in 12lderly volunteers between the ages of 65 ange@s (mean
creatinine clearance 61 mL/min, range 33 to 108mL/min). The mean halife of lamotrigine
in these subjects was 3haurs (range24.5 to 43./ours), and the mean clearance was
0.40mL/min/kg (range0.26 to 0.48nL/min/kg).

Male and Female Patient3he clearance of lamotrigine is not affected by gender. However,
during dose escalation of lamotrigine in 1 clinical trial in patients with epilepsy on a stable dose
of valproate (= 77), mean trough lamotrigine concentrations unadjusted for weight were 24%
to 45% higher (0.3 to 1.7 mcg/mL) in females than in males.

Racial or Ethnic GroupsThe apparent oral clearance of lamotrigine was 25% lower in non
Caucasians than Caucasians.
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13 NONCLINICAL TOXICO LOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No evidence of carcinogenicity was seen in mouse or rat following oral administration of
lamotrigine for up to Jears at dosegp to30 mg/kg/day and 10 to Img/kg/dayin mouse and
rat, respectivelyThe highest doses tested are less than the human dosengA2y on a body
surface area (mgAnbasis.

Lamotrigine was negative in vitro gene mutation (Ames and mouse lymphdk)assays and
in clastogenicityif vitro human lymphocyte anih vivo rat bone marrow) assays.

No evidence of impagdfertility was detected in rats given oral doses of lamotrigine up to
20 mg/kg/day.The highestlose tested is less than theman dose o400 mg/day on a mg/Mm
basis.

14 CLINICAL S TUDIES
14.1 Epilepsy

Monotherapwith LAMICTAL in Adults with PartialOnsetSeizures Already Receiving
Treatmenwith Carbamazepine, Phenytoin, Phenobarbital, or Primidone as the Single
Antiepileptic Drug

The effectiveness of monotherapy with LAMICTAL westablished in a multicenter
doubleblind clinical trial enrolling 15@&dult outpatients with parti@nsetseizures. Theatients
experienced at leastsdmple partialonset complex partiabnset and/or secondarily generalized
seizures during each ofc@nsecutive 4veek periods while receiving carbamazepine or
phenytoin monotherapy during baseli AMICTAL (target dose of 50éng/day) or valproate
(1,000mg/day) was added to either carbamazepine or phenytoin monotherapy eveek 4
period.Patientswvere then converted to monotherapy with LAMICTAL or valproate during the
next 4weeks, then continued on monotherapy for an additionalegk period.

Trial endpoints were completion of all weekstiadll treatment or meeting an escape criterion.
Criteria for escape relative to baseline were:ddjbling of average monthly seizure count,
(2) doubling of highest consecutiveday seizure frequency, (8jnergence of a new seizure
type (defined as a seizure that did not occur during-vedk baseline) thasimore severe than
seizure types that occur during study treatment, ocli@irally significant prolongation of
generalized toniclonic seizures. The primary efficacy variable was the proportipaténtsn
each treatment group who met escape caiteri

The percentages phtientswvho met escape criteria were 42% (32/76) in the group receiving
LAMICTAL and 69% (55/80) in the valproate group. The difference in the percentage of
patientsmeeting escape criteria was statistically significént (0.0012)in favor of

LAMICTAL. No differences in efficacy based on age, sex, or race were detected.
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Patiens in the control group were intentionally treated with a relatively low dose of valproate; as
such, the sole objective of tHigal was to demonstrate thefedtiveness and safety of

monotherapy with LAMICTAL, and cannot be interpreted to imply the superiority of

LAMICTAL to an adequate dose of valproate.

Adjunctive Therapywith LAMICTAL in Adults with PartiatOnset Seizures

The effectiveness of LAMICTAL as adhctive therapy (added to other AEDs) was initially
established in 3 pivotal, multicenter, placedmmtrolled, doubléblind clinical trials in 355 adults

with refractory partiabnset seizures. Thmatientshad a history of at least 4 part@ahset

seizues per month in spite of receividgr more AEDs at therapeutic concentrations and in 2 of
thetrials were observed on their established AED regimen during baselines that varied between 8
to 12 weeks. In the third trigbatientswere not observed in agspective baseline. fpatients
continuing to have at least 4 seizures per month during the baseline, LAMICTAL or placebo was
then added to the existing therapy. In diti8ls, change from baseline in seizure frequency was

the primary measure of effectimess. The results given below are for all padredet seizures in

the intentto-treat population (albatientswho received at least 1 dose of treatment) in &aalh

unless otherwise indicated. The median seizure frequency at baseline was 3 pehiecibie

mean at baseline was 6.6 per week fopatlentsenrolled in efficacyrials.

Onetrial (n = 216) was a doublelind, placebecontrolled, parallel trial consisting of a-2¢eek
treatment periodPatientscould not be on more than 2 other antiwalsants and valproate was
not allowed Patientsvere randomized to receive placebo, a target dose ahgdfay of
LAMICTAL, or a target dose of 500 mg/day of LAMICTAL. The median reductions in the
frequency of all partiabnset seizures relative to blse were 8% irpatientsreceiving placebo,
20% inpatientsreceiving 300 mg/day of LAMICTAL, and 36% patientsreceiving

500mg/day of LAMICTAL. The seizure frequency reduction was statistically significant in the
500-mg/day group compared with the pddo group, but not in the 3@0g/day group.

A secondrial (n = 98) was a doublklind, placebecontrolled, randomized, crossover trial
consisting of two l4veek treatment periods (the last 2 weeks of which consisted of dose
tapering) separated by aveekwashout periodPatientscould not be on more than 2 other
anticonvulsants and valproate was not allowed. The target dose of LAMICTAL was 400 mg/day.
When the first 12 weeks of the treatment periods were analyzed, the median change in seizure
frequency wa a 25% reduction on LAMICTAL compared with placeP&e@.001).

The thirdtrial (n = 41) was a doublblind, placebecontrolled, crossover trial consisting of two
12-week treatment periods separated byveeék washout periodPatientscould not be on more
than 2 other anticonvulsants. Thirtqeatientswere on concomitant valproate; thgsgients
received 150 mg/day of LAMICTAL. The 28 otheatientshad a target dose of 3@@y/day of
LAMICTAL. The median change in seizure frequency was a 26% reducticAMICTAL
compared with placebd€0.01).
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No differences in efficacy based on age, sex, or race, as measured by change in seizure
frequency, were detected.

Adjunctive Therapywith LAMICTAL in Pediatric Patientswith PartiatOnset Seizures

The effectivenessf LAMICTAL as adjunctive therapy in pediatqmatientswith partiatonset
seizures was established in a multicenter, dehbltel, placebecontrolled trial in 19%atients
aged 2 to 16 years @98 on LAMICTAL, n=101 on placebo). Following anvgeek laseline
phasepatientswere randomized to 18 weeks of treatment with LAMICTAL or placebo added to
their current AED regimen of up to 2 drugsatientsvere dosed based on body weight and
valproate use. Target doses were designed to approximate 5 mgfkg/datentstaking
valproate (maximum dose: 250 mg/day) and 15 mg/kg/day fqratientsnot taking valproate
(maximum dose: 750 mg/day). The primary efficacy endpoint was percentage change from
baseline in all partiabnset seizures. For the inteottreat population, the median reduction of
all partiatonset seizures was 36%patientstreated with LAMICTAL and 7% on placebo, a
difference that was statistically significa<0.01).

Adjunctive Therapwith LAMICTAL in Pediatric and AdultPatientawvith LennoxGastaut
Syndrome

The effectiveness of LAMICTAL as adjunctive therapyatientswith LennoxGastaut
syndrome was established in a multicenter, debbel, placebecontrolled trial in 169atients
aged 3 to 25 years n79 on LAMICTAL, n=90 o placebo). Following a-&eek,

singleblind, placebo phaseatientswere randomized to 16 weeks of treatment with
LAMICTAL or placebo added to their current AED regimen of up to 3 drgtientsvere

dosed on a fixedose regimen based on body weighd &alproate use. Target doses were
designed to approximate 5 mg/kg/day patientstaking valproate (maximum dose: 200 mg/day)
and 15mg/kg/day forpatientsnot taking valproate (maximum dose: 400 mg/day). The primary
efficacy endpoint was percentage aparfirom baseline in major motor seizures (atonic, tonic,
major myoclonic, and toriclonic seizures). For the intetu-treat population, the median
reduction of major motor seizures was 32%atientstreated with LAMICTAL and 9% on
placebo, a differencthat was statistically significanP€0.05). Drop attacks were significantly
reduced by LAMICTAL (34%) compared with placebo (9%), as were {doigic seizures (36%
reduction versus 10% increase for LAMICTAL and placebo, respectively).

Adjunctive Therapywith LAMICTAL in Pediatric and AduliPatientswith Primary Generalized
Tonic-Clonic Seizures

The effectiveness of LAMICTAL as adjunctive therapyatientswith PGTC seizures was
established in a multicenter, doultlkend, placebecontrolled trial in 11pediatric and adult
patientsaged 2years and older (rn 58 on LAMICTAL, n=59 on placebo}atientswith at least
3 PGTC seizures during anndek baseline phase were randomized to 19 to 24 weeks of
treatment with LAMICTAL or placebo added to their @nt AED regimen of up to 2 drugs.
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Patientsvere dosed on a fixedose regimen, with target doses ranging from 3 to 12 mg/kg/day
for pediatricpatientsand from 200 to 400 mg/day for adpHtientsbased on concomitant AEDs

The primary efficacy endpoint wgercentage change from baseline in PGTC seizures. For the
intentto-treat population, the median percent reduction in PGTC seizures was pé¥eirts
treated with LAMICTAL and 34% on placebo, a difference that was statistically significant

(P =10.006).

14.2 Bipolar Disorder
Adults

The effectiveness of LAMICTAL in the maintenance treatment of bipolar | disorder was
established in 2 multicenter, doutiiénd, placebecontrolledtrialsin adultpatients(aged 18 to

82 yearsvho met DSMIV criteria for bipolar | disorderTrial 1 enrolledpatientswith a current

or recent (within 60 days) depressive episode as defined byIW&vid Trial 2 included
patientswith a current or recent (within 60 days) episode of mania or hypomania as defined by
DSM-1V. Both trialsincluded a cohort gbatients(30% of 404 subjects ifrial 1 and 28% of

171 patientsn Trial 2) with rapid cycling bipolar disorder (4 to 6 episodes per year).

In bothtrials, patientswere titrated to a target dose of 200 mg of LAMICTAL as-addherapy

or as monotherapy with gradual withdrawal of any psychotropic medications duringoan 8
16-week operabel period. Overall 81% of 1,3@atientsparticipating in the opelabel period

were receiving 1 or more other psychotropic medications, inmguskenzodiazepines, selective
serotonin reuptake inhibitors (SSRIs), atypical antipsychotics (including olanzapine), valproate,
or lithium, during titration of LAMICTAL. Patietts with a CGlseverity score of 3 or less
maintained for at least 4 continuouseks, including at least the final week on monotherapy

with LAMICTAL, were randomized to a placelmmntrolled doubléblind treatment period for up

to 18 months. The primary endpoint was TIME (time to intervention for a mood episode or one
that was emergm time to discontinuation for either an adverse event that was judged to be
related to bipolar disorder, or for lack of efficacy). The mood episode could be depression,
mania, hypomania, or a mixed episode.

In Trial 1, patientsreceived doubkblind monoherapy with LAMICTAL 50 mg/day (= 50),
LAMICTAL 200 mg/day (n = 124), LAMICTAL 400 mg/day (n = 47), or placebo=(h21).
LAMICTAL (200- and 406mg/day treatment groups combined) was superior to placebo in
delaying the time to occurrence of a mood epmgfijure 1) Separate analyses of the 2aad
400-mg/day dose groups revealed no added benefit from the higher dose.

In Trial 2, patientsreceived doubkblind monotherapy with LAMICTAL (100 to 406hg/day,
n=59), or placebo (n = 70). LAMICTAL was suparto placebo in delaying time to occurrence
of a mood episod@-igure 2) The mean dose of LAMICTAL was about 211 mg/day.

Although theserials were not designed to separately evaluate time to the occurrence of
depression or mania, a combined analysigHe 2trials revealed a statistically significant
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benefit for LAMICTAL over placebo in delaying the time to occurrence of both depression and
mania, although the finding was more robust for depression.

Figure 1: Kaplan-Meier Estimation of Cumulative Proportion of Patients with Mood
Episode (Trial 1)
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Figure 2: Kaplan-Meier Estimation of Cumulative Proportion of Patients with Mood
Episode (Trial 2)

16 HOW SUPPLIED/STORAGE AND HANDLING
LAMICTAL ( lamotriging tablets

25-mg, white, scored, shielshapedta| et s debossed with ALAMI CTALO
100 (NDC 0173063302).

Store at 25C (77 F); excursions permitted to 16 to 30C (59 F to 86 F) [see USP Controlled
Room Temperature] in a dry place.

100-mg, peach, scored, shiedthaped tablets debodse wi t h A LAMI CTALO and A1l
100 (NDC 0173064255).

150-mg, cream, scored, shietkdhaped t abl ets debossed with ALAN
60 (NDC 0173064360).

200-mg, blue, scored, shiecellhaped tabl ets debossed, whatht [Aid A Md
60 (NDC 0173064460).

Store at 25C (77 F); excursions permitted to 165to 30 C (59 Fto 86 F) [see USP Controlled
Room Temperature] in a dry place and protect from light.
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