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ACTION AND CLINICAL PHARMACOLOGY
LAMICTAL (lamotrigine) is a drug of the phenytriazine class chemically unrelated to existing antiepileptic drugs (AEDS).
Lamotrigine is thought to act at voltage-sensitive sodium channels to stabilize neuronal membranes and inhibit the
release of excitatory ammo acid neurotransmitters (e.g. glutamate, aspartate) that are thought to play a role in the
vanon and spread of epileptic seizures.
ical Trials In plaoebo—contmued clinical studies, LAMICTAL has been shown to be effective in reducing seizure
andmenumberofdaysvnmsetzumwhenaddedloexsnngameptlepncdmglherapynn adutt patients with
ﬁmal seizures, with or without generalized tonic-clonic seizures, that are not satisfactorily control
inetics Adults: LAMICTAL is rapidly and oompleieiy absorbed following oral admlnlstranon reaching
peak plasma concentrations 1.4 10 4.8 hours (T, post-dosing. When administered with food, the rate of absorption
is slightly reduced, but the extent remains unchanged. Fo!lcmng smgle LAMICTAL doses of 50 - 400 mg, peak plasma
concentration (Cnay=0.6 - 4.6 ug/mL) and the area under the plasma concentration-versus-time ourve (AUC=299 -
211 h e+ ug/ml) increase linearly with dose. The time- concentration, elimination half-iife (t; ,) and volume of
distribution (Vd/F) are independent of dose. The t, , averages 33 hours after single doses and Vd/F ranges from 0.9 to
1.4 Lkg. Following repeated dosing in healthy volunteers for 14 days, the t; , decreased by an average of 26% (mean
steady state t;, of 26.4 hours) and plasma clearance increased by an average of 33%. In a sing study where
healthy volunteer;eo w/ere administered both oral and intravenous doses of lamotrigine, the absolute bioavailability of oral
ine was 98%.
Lamotrigine is gfproxnmateiy 55% bound to human plasma proteins. This binding is unaffected by therapeutic
concentrations phenytom phenobarbital or valproic acid. Lamotngme does not displace other antiepileptic drugs
(carbamazepine, phenytoin, phenobarbital) from protein binding sites.
Lamotrigine is metabollzed predominantly in the liver glucuromc acid conjugation. The major metabolite is an
inactive 2-N-glucuronide conjugate that can be hydro lyzed by B-glucuronidase. Approximately 70% of an oral
LAMICTAL lsreoovefedmunneashsmetabol
Elderly: The inetics of ine in 12 elderly volunteers (>65 years) who each received a single
oral dose of MICTAL (150 mg) were not different from those in healthy young volunteers. (However, see
PRECAUTIONS, Use in the Elderty, and DOSAGE AND ADMINISTRA
Honal Impairment: The pharmacokinetics of a single oral dose of LAMICTAL (100 mg) were evaluated in 12 individu-
ronic renal failure (with mean creatinine clearance of 13 mL/min) who were not receiving other antiepileptic
drugs In this study, the elimination half-life of unchanged lamotrigine was (by an average of 63%) relative to
individuals wnh normal renal function (see PRECAUTIONS, Renal Failure and DOSAGE AND ADMINISTRATION).
Homod : In six hemodialysis patients, the elimination halffife of undmged lamotrigine was doubled off dialysis,
50% on dialysis, mlanvetoundmdualsmmnom\alrenal
Hepaﬁc Impairment: The pharmacokinetics of lamotrigine in patients with |mpa|red liver function have not been
evaluated.
Gilbert's : Gilbert's syndrome (idiopathic unconjugated hyperbilirubinemia) does not appear to affect the
pharmacokinetic proﬁle of lamotrigine.
Concomitant Drugs: In patients with epilepsy, concomitant administration of LAMICTAL with enzyme-
mducmg AEDs (phenytoin, carbamazepine, primidone or pnenobarbnal) decreases the mean lamotrigine t, ,2 to
13 hours. Concomitant administration of LAMICTAL with valproic acid significantly increases t;» and decreases the
clearance of lamotrigine, whereas concomitant administration of LAMICT, wnh valproic acid plus enzyme-inducing
AEDs can pro‘ong t42 up to approximately 27 hours. Acetaminophen was shown to slightly decrease the ty, and
increase the dereraggee of lamotrigine. The key lamotrigine parameters for adult patients and healthy volunteers are
summarized in 1

Table1 : Mean Pharmacokinetic Parameters in Adult Patients with Epilepsy or Healthy Volunteers

Healthy Young Volunteers Patients with Epilepsy
LAMICTAL LAMICTAL+
LAMICTAL+ | +Enzyme- | LAMICTAL+ | Valproic Acid
LAMICTAL Valproic Inducing Valproic +Enzyme-
Administered| LAMICTAL Acid? AEDs Acid Inducing AEDs
Single Dose 22 18 23 48 38
T (0.25—12.0)1 (1.0-4.0) (0.5-5.0) (1.8-84) (1.0-10.0)
max
h
) Multiple 17 19 20 ND ND
Dose (05-4.0) (05-35) | (0.75-599)
Single Dose 328 483 144 588 272
(14.0-1030) | (315-886) | (64-304) | (305-888) | (11.2-516)
YR
Mutiple 254 703 126 ND ND
Dose (116-616) | (419-1135) | (7.5-23.1)
Single Dose| 0.44 0.30 1.10 0.28 0.53
Plasma Clearance (0.12-1.10) | (0.14-042) | (051-222) | (0.16-0.40) | (0.27-1.04)
(mUminkg)
Muttiple 0.58 0.18 121 ND ND
Dose (0.24-1.15) | (0.12-0.33) | (0.66-1.82)
ND=Not done

1. Range of individual values across studies
2. Valproic Acid administered chronically (Multiple Dose Study) or for 2 days (Single Dose Study)

INDICATIONS AND CLINICAL USE

U\MICTAL(Lammg jnsundmtedasad;unmvemerapyforthemanagememd nentsvam%plepsywhoarenot
satisfactorily cont by conventional therapy. There is limited information on the use of LAMICTAL in monotherapy
at this time.

CONTRAINDICATIONS

LAMICTAL (lamotrigine) is contraindicated in patients with known hypersensitivity to lamotrigine or to any components
of the formulation.

WARNINGS

Serious dermal events have been reported infrequently in patients receiving LAMICTAL (lamgtrv:gine). Such
evemsweremorellkelytooocurdunngtheﬁrslsxweeksofmerapy Mmemdunmalntranon use of con
comitant valproic acid were associated with a higher incidence of serious events (see PRECAUTIONS,
Skin-Related Events, Tables 2 and 3; see also DOSAGE AND ADMINISTRA . These events have included
Stevens-Johnson syndmme xic epidermal necrolysis, angioedema, and syndrome (which usually
consisted of fever, rash, facial swellmg and other system;c involvement, e.g. nobgsc hepatic, and/or Iymphanc)
Hepatic injury, aspanofahypersensmwty rome, may have been the initiating event in one reported deat
It is recommended that mephysoandoselymonﬂor(mdudmghepanc renal and clotting parameters) pat uentswho
acutely develop any combination of unexplained rash, fever, flu-like symptoms or worsening of seizure control,
within the first month of starting treatment. Patients who a rash should be promptly evaluated.
LAMICTAL should be discontinued in all patients with a medically serious rash. Althou%e many patients who
developed a skin rash in clinical trials continued to receive LAMICTAL without consequences, the initial presentation of
a rash is not always indicative of its eventual seriousness.
najn\emmﬁsdwnnnuedn\empymmLAMlCTALmustbeweghedagmnstﬂ\emcreasednsk01
serious rash in patients who have already developed a rash.
PRECAUTIONS
Drug Discontinuation Abrupt discontinuation of any ic drug (AED) in a responsive patient with epilepsy
provoke rebound seizures. In general, withdrawal of an AED should be gradual to minimize this risk. Unless
% ms require a more withdrawal, the dose of LAMICTAL (Iarmmgme) should be tapered over a period
of at least two weeks (see DOSAGE AND ADMINISTRATION).

Occupational Hazards Patients with uncontrolled epilepsy should not drive or handle potentially dangerous
machinery. During clinical trials common adverse effects included dizziness, ataxia, drowsiness, diplopia, and %!
vision. Patients should be advised to refrain from activities requiring mental alertness or physical coordination until they
are sure that LAMICTAL does not affect them

Skin-Related Events In controlled studies of ad]unctlve lamotrigine therapy, the incidence of rash (usually
maculopapular and/or erythematous) in patients receiving LAMICTAL was 10% compared with 5% in placebo patients.
The rash usually occurred within the first six weeks of therapy and resolved during continued administration of
LAMICTAL. ICTAL was discontinued because of rash in 1.1% of patients in controlled studies and 3.8% of all
patients in all studies. The rate of rash-related withdrawal in clinical studies was higher with more rapid initial titration
dosing, and in patients receiving concomitant valproic acid (VPA), particularly in the absence of enzyme-inducing
AEDs. See Tables 2and 3; see also WARNINGS, and DOSAGE AND ADMINISTRATION.

Table 2: Effect of Concomitant AEDs on Rash Associated with LAMICTAL in All Controlled and Uncontrolled
Clinical Trials Regardless of Dosing Escalation Scheme

Total Hospitalization
AED Group Patient All Rashes Withdrawal | in Association
Number Due to Rash with Rash
Enzyme-Inducing AEDs' 1788 9.2% 1.8% 0.1%
Enzyme-Inducing AEDs! + VPA 318 8.8% 35% 0.9%
VPA £Non-Enzyme-Inducing AEDs2 159 20.8% 11.9% 2.5%
Non-Enzyme-Inducing AEDs? 27 18.5% 0.0% 0.0%
1. Enzyme-inducing AEDs include carbamazepine, phenobarbital, phenytoin, and primidone

2. Nonenzyme-l ucing AEDs include clonazepam, clobazam, ethosuximide, methsuximide, vigabatrin, and

Table 3 : Eﬂec‘loﬁhehlﬂal Daily Dose' of LAMICTAL in the Presence of Concomitant AEDs, on the Incidence
of Rash Leading to Withdrawal of Treatment in Add-On Clinical Trials

E ing AEDs? Ei Induci VPA + Non-Enzyme-
AEDGroup | Enzyme-inducing i vcperd Inducing AEDS®
LAMICTAL Total [Percentageof| Total |Percentageof| Total | Percentage of
Average Patient Patients Patient Patients Patient Patients
Daily Dose (mg)| Number | Withdrawn Number Withdrawn | Number Withdrawn
125 9 0.0 10 0.0 51 78
25 3 0.0 7 0.0 58 121
50 182 11 1 09 35 57
100 993 14 179 45 15 40.0
2125 601 28 1 182 0 0.0

XXXV

1. Average daily dose in week 1
2. Enzyme-inducing AEDs mdude carbamazepine, phenobarbital, phenytoin, and primidone
3. Non-enzyme-inducing AEDs include clonazepam, clobazam, ethosuximide, methsuximide, vigabatrin, and gabapentin

Increased incidence of rash-related withdrawal was seen when initial doses were higher and fitration more rapid than
recommended under DOSAGE AND ADMINISTRATION.

Antiepil gEDs) Lamotrigine does not affect the plasma concentrations of concomitantly administered
enzyme- |nducung AEDs. Antiepileptic drugs that induce hepanc im? -metabolizing enzymes (phenytoin, carba-
maz roital, primidone) increase the clearance and reduce the elimination half-ife of lamotrigine

epine, prm
(see ACTI argidl D CLINICAL PH MACOLOG helk of lamatigns SO
Valproic acid the elimination see ACTION AN
CLINICAL PHAF!MACOLg(aSW:i When LAMICT L was administered to 18 healthy volunteers already receiving
valproic acid, a modest decrease (25% on avera?e) in the trough steady-state valproic acid concentrations was
observed over a 3-week period, followed by stabilization. However, the addmmolLAMICT did not affect the plasma
concentration of valproic acid in Epanems recewlng enzyme-inducing AEDs in combination with valproic acid. See also
PRECAUTIONS, Skin-Related

Oral Contraceptives: In a study of 12 female volunteers, LAMICTAL did not affect plasma concentrations of
oestradiol and levonorgestrel following administration of the oral contraceptive pill. However, as with the introduction of
omerd\mgg:d\erapympanemstahngomloomracepm the patient should be asked to report any change in the
menstrual i

Drugs Depresslngr(:ardlac Conduction: (see Patients with Special Diseases and Conditions).
Drug/Laboratory Test Interactions: LAMICTAL has not been associated with any assay interferences in clinical
laboratory tests.

Use in the Elderly The safety and e of LAMICTAL in elde

evaluated in clinical trials. Caution should thus be exercised in an elderly patient, recognizing the

more frequent hepatic, renal and cardiac inctions and limited experience with LAMICTAL in this population.

g: in Children The safety and efficacy of LAMICTAL in children under 18 years of age have not yet been established.
in

Pregnancy: Studies in mice, rats and rabbits ?wen lamotrigine orally or intravenously revealed no evidence of

teratogenicity; however, matemal and secondary fetal toxicity were observed. Studies in rats and rabbits indicate that

lamotrigine crosses the placenta; placental and fetal levels of lamotrigine were low and comparable to levels in

matemal plasma. Because animal ra}moducnon studies are not always predictive of human response, LAMICTAL

should only be used during pregnancy benefits of therapy outweigh the risks associated with it.

Clinical trials data indicate that reglarnomgmehasnoeﬂectonbloodfoiateconcemrahonslnadults however, its effects

during human fetal development are u

Labor and Delivery: ﬂleeﬁedofLAMlCTALonlaboranddelwerymhumans;sunknwn

Nuvsln? Mothers: LAMICTAL is excreted in human milk. Because of the potential for adverse reactions from

LAMICTAL in nuvsmg infants, breast-feeding while taking this medication is not recommended.

Diseases and Conditions Clinical experience with LAMICTAL in patients with concomitant
|Ilrmsus Imted Caution is advised when using LAMICTAL in patients with diseases or conditions that could affect the
metabolism or elimination of the drut
Renal Failure: A study in mm:a?s with chronic renal failure (not receiving other AEDS) indicated that the elimination

half-life of ul ndmangedlamotne;\e p relative to individuals with nomal renal function (see ACTION AND
CLINICAL PHARMACOLOGY). Use of ICTAL in patients with severe renal impairment should proceed with

lmpdred Liver Function: There is no experience with the use of LAMICTAL in patients with impaired liver function.
Caution should be exercised in dose selection for patients with this condition.

Cardiac Conduction Abnormalities: One placebo-controlled trial that compared electrocardiograms at baseline and
during treatment, demonstrated a mild administration. The

tion of the P-R interval associated with LAMICT
prolongation was statistically significant but
electrocardiographic abnormalities were

patients with eulepsy have not been systematically
selection for

inically insignificant. Patients with significant cardiovascular disease or

, however, systematically excluded from clinical trials. Thus, LAMICTAL should

be used with caution in panentswvmcerdlacoonducnonabnonnalmos and in patients taking concomitant medications
which depress AV conduction.

Liability Poevndencedabusepoienﬁalhasbeenassooatedwvﬂ\LAMICTAL nor is there evidence of

or physical dependence in h
Tests The use of LAMICTAL does not require routine monitoring of any clinical laboratory parameters or

plasma levels of concomitant AEDs.
ADVERSE REACTIONS
Adverse experiences in patients receiving LAMICTAL (lamotrigine) were generally mild, occurred within the first two
weeks of , and resolved without discontinuation of the drug.

monly The most commonly observed adverse experiences associated with the use of adjunctive
Iherapy wnh LAMICTAL (incidence of at least 10%) were dizziness, headache, diplopia, somnolence, ataxia, nausea,

Dlzzmess dlplopia ataxia, and blurred vision were dose-related and occurred more commonly in receiving
carbamazepine in oombmatlon with LAMICTAL than in panents reoelvmg other enzyme- mducmg AEDs with
LAMICTAL. Reduction of the daily dose and/or alteration of the timi conoomnam antiepileptic drugs
and/or LAMICTAL may reduce or eliminate these symptoms. Cllmca data su%gsi igher incidence of rash
atients who are receiving concomitant valproic acid, or non-inducing A (see WARNINGS; see also
RECAUTIONS, Skin-Related Events, Table 2).
Associated with Discontinuation of Treatment In controlled clinical trials, 6.9% of the 711 patients receiviny ng
LAMICTAL discontinued therapy due to an adverse experience, versus 2.9% of the 419 patients receiving placebo.
3501 patients and volunteers who received LAMICTAL in premarketing clinical studies, 358 (10.2%) dlsoontmued
therapy due to an adverse experience. Across all studies, the most common adverse experiences associated
discontinuation of LAMICTAL were rash, dizziness, headache, ataxia, nausea, diplopia, somnolence, seizure exaoe(oa-
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tion, asthenia, and blumed vision.
Discontinuation due to an adverse experience classified as serious occurred in 2.3% of patients and volunteers who
received LAMICTAL in the premarketing studies. Rash accounted for aimost hatf of the discontinuations due to serious
adverse experiences. More rapid inftial tiration dosing of LAMICTAL, and concomitant use of valproic acid were
associated with higher incidences of rash-refated withdrawal in clinical studies (see WARNINGS; see also
PRECAUTIONS, Skin-Related Events, Table 3).
Controlled Cllnical Studies Table 4 enumerates adverse experiences that occurred with an incidence of 2% or
%th reater among refractory patients with epilepsy treated with LAMICTAL.
er Events Observed During Clinical Studies: Dunng clinical testin o% multiple doses of LAMICTAL were
administered to 3501 patients and volunteers. The conditions and duration of expasure to LAMICTAL during these
clinical studies varied greatly. Studies included monotherapy and pediatric trials. A substantial proportion of the
exposure was gained in en uncontrolled ciinical studies, Adverse experiences associated with exposure to
LAMICTAL were recorded tnvestgators using terminology of their own choosing. Consequently, it is not
possible to provide a meamngful estimate of the proportion of individuals expenenang verse events without first
g ing similar types of adverse experiences into a smaller number of standardized event categories.

ince t e adverse experiences reported occurred durin treatmenl with LAMICTAL in combination with other

egllepnc dru $emey were not necessarlly caused by
rse events have beenreponedonmeormoreomasnonsbyatleasl1°/oolpanemsandvolunteers

exposed to LAMICTAL: anorexia, welght gain, amnesia, concentration disturbance, confusion, emotional Iabilny
vousness, nysta ab?m inking abnormality and vertigo. (All types of events are included except those
alraady listed in Table 4. )
Table 4 Treatment-Emergent Adverse Experience Incidence in Placebo-Controlled Clinical Studies’
Percent of Patients  Percent of Patients _Percent of Patients
Recelving LAMICTAL  Recelving Placebo  Receiving LAMICTAL
(and other AEDS) {and other AEDs)  (and other AEDs) Who
Body System/ Were Discontinued
Adverse Experlence (n=711) (n=419) (n=711)
BODY AS A WHOLE
Headache 291 19.4 1.3
Accidental Injury 9.1 8.6 0.1
Asthenia 86 88 0.3
Flu Syndrome 7.0 55 0.0
Pain 6.2 29 0.1
Back Pain 5.8 6.2 0.0
Fever 5.5 36 0.1
Abdominal Pain 52 36 0.1
Infection 44 4.1 0.0
Neck Pain 24 12 0.0
Malaise 23 1.9 03
Seizure Exacerbation 23 05 03
DIGESTIVE
Nausea 18.6 9.5 13
Vomiting 9.4 43 0.3
Diarrhea 6.3 41 0.3
Dyspepsia 53 21 0.1
Constipation 4.1 34 0.0
Tooth Disorder 32 1.7 0.0
MUSCULOSKELETAL
Myalgia 28 34 0.0
Arthralgia 20 0.2 0.0
NERVOUS
Dizziness 384 134 24
Ataxia 217 55 0.6
Somnolence 14.2 6.9 0.0
Incoordination 6.0 21 0.3
Insomnia 56 19 0.4
Tremor 44 14 0.0
Depression 42 26 0.0
Anxiety 38 26 0.0
Convulsion 3.2 1.2 0.3
Imitability 30 1.8 0.1
Speech Disorder 25 0.2 01
Memory Decreased 24 1.9 0.0
RESPIRATORY
Rhinitis 13.6 9.3 0.0
Pharyngitis 9.8 8.8 0.0
Cough iIncreased 75 57 0.0
Respiratory Disorder 53 55 0.1
SKIN AND APPENDAGES
Rash 10.0 5.0 1.1
Pruritus 31 1.7 0.3
SPECIAL SENSES
Diplopia 27.6 6.7 0.7
Blurred Vision 155 45 1.1
Vision Abnormality 34 1.0 0.0
UROGENITAL
Female Patlents (n=365) (n=207)
Dysmenorrhea 6.6 6.3 0.0
Menstrual Disorder 5.2 58 0.0
Vaginitis 4.1 0.5 0.0

elimination haif-ife of lamotrigine by 50% and double the plasma clearance; conversely, valproic acid more than
doubles the elimination hall-fe of lamotrigine and reduces the plasma dearanoeeléy 50% (see ACTION AND CLINICAL
PHARMACOLOGY). These dlinically important interactions require dosage schedules of LAMICTAL as summarized in
Table 5.

LAMICTAL does not after plasma concentrations of concomitantly administered enzyme-induung AEDs and therefore
they do not usually require dose adj to maintain therap plasma concentrations. For patients receiving

ICTAL in combination with other AEDs, an evaluation of all AEDs in the regimen should be considered if a

in seizure control or an appearance or worsening of adverse experiences is observed. If there is a need to discontinue
therapy with LAMICTAL, a step-wise reduction of dose over at least two weeks ( L%prommately 50% per week} is
recommended unless safety concems require a more rapid withdrawal {see PRECAUTIONS)

The relationship of plasma concentration to clinical response has not been established for Iamotn?me Dosing of
LAMICTAL should be based on therapeutic mponse In controlled dlinical studies, doses of LAMICTAL that were
efficacious generally produced steady-state trough EAM ma lamotri me concentrations of 1 to 4 ug/mL in patients
receiving one or more concomitant AEDs. Doses of ICTAL nqd is plasma concentration range were well

tolel As with any antiepileptic drug, the oral dose of LAMI be adjusted to the needs of the individual
patient, taking into consideration the concomitant AED therapy the panmt is receiving.
Table 5 LAMICTAL Recommended Dosage Schedule for Adults For information*
Patients Taking
E ) 1] g 1 Patients Taking
T Week | Enzyme g AEDs' | E g AEDs Valproic Acid Onfy
Without Valproic Acid W:lh Valprolc Acid
Weeks 1+2 50 mg once a day 25 mg once a day 25 mg every other day
Weeks3+4 50 mg twice a day 25 mg twice a day 25 mg once a day
Usual Maintenance | 150-250 mgtwiceaday | 50-100 mg twice a day 50-100 mg twice a day
1. Enzymemduang AEDs include carbamazepme mgmme
nobarbial, phenytoin, and prmidon United Kingdom and is

provided for information.

Optimal escalation doses from Week 5 to maintenance have not been fully established; titration is subject to
clinical evaluation of the patient.

There have been no controlled studies to establish the effectiveness or optimal dosing regimen of add-on LAMICTAL
therapy in patients receiving only non-enzyme-inducing AEDs or valproic acid. However, available data from open
clinical trials indicate that the addition of LAMICTAL under these conditions is associated with a higher incidence of
serious rash or rash-related withcrawal, even at an initial titration dose of 12.5 mg daily (see PRECAUTIONS, Skin
Related Events, Table 3; see also WARNINGS)4 The potential medical benefits of addition of LAMICTAL under these
conditions must be we against the increased risk of serious rash. If use of LAMICTAL under these conditions is
o?nd(s)ig:red clinically indicated, tration dosing should proceed with extreme caution, especially during the first six weeks
of fitration.

Withdrawal of Concomitant AEDs: In patients receiving LAMICTAL who have all concomitant enzyme-inducing
AEDs withdrawn, the t,» of lamotrigine will be approximately doubled (see ACTION AND CLINICAL PHARMACOLO-
GY). Under these oontﬁlons it may be necessary to reduce the dose of LAMICTAL. In contrast, in patients receiving
LAMICTAL who have valproic acid withdrawn, the t,,» of lamotrigine will be decreased; under these conditions, it may
be necessary to increase the dose of LAMICTAL.

Gerlatric Patients: There is litte experience with the use of LAMICTAL in elderly patients, Caution should thus be
exercised in dose selection for an eldery patient, recognmn%an more frequent hepatic, renal and cardiac dysfunctions.
Patlents with Impaired Renal Function: The elimination hatiife of lamotrigine is prolonged in patients with lmpaned
renal function (see ACTION AND CLINICAL PHARMACOLOGY). Caution should be exercised in dose selection

patients with impaired renal function.

Patients with Impaired Hepatic Function: There is no experience with the use of LAMICTAL in patients with
impaired fiver function. Because lamotrigine is metabolized by the liver, caution should be exercised in dose selection
for patients with lhls condition.

Children mendations for children under 18 years of age are not yet established.

PHARMACE! CAL INFORMATION

Common Name: Lamorigine
Chemical Name: 1,2,4-Triazine-3,5-diamine, 6-2,3-dichloropl

Chemical Name: 6-{2,3-dichlorophenyl)-1,2, 4-mazmea sdlamme em. Abstr]
Structural Formula:[USAN]
Molecular Formula: CgH7CloNs Molecular We1 t 256.09
of N Description: ~ Lamoti glnelsamneWpaleaeam e pi; at 25°C is
a QN 57. Itis practically insoluble in water (0.017% whv); sh%\ﬂy soluble in ethanol
R, (041%wh), chiorolom (0.11% wi) and octanol (0.28% w
2! 2

Composition
LAMICTAL Tablets contain lamatrigine and the fol non-medicinal ingredients:
- cellulose, lactose, magnesium stearate, povidone, sodium starch glycolate and coloring agents:
- 25 mg (white tablets) - None
- 100 mg (peach tablets| - Sunset Yellow FCF Lake
- 150 mg cream tablets - Femic Oxide, Yellow
Stabil orage Recommendations

LAMIC AL Tabiets should be stored at controlled room temperature (15°C to 30°C} in a dry place and protected from light.
AVAILABILITY OF DOSAGE FORMS

LAMICTAL Tablets are available in three different strengths: LAMICTAL Tablets 25 mg: White, scored, shield-shaped
tablets engraved with "LAMICTAL" and *25". Bottles of 100.

LAMICTAL Tablets 100 mg: Peach, scored, shield-shaped tablets engraved with "LAMICTAL" and "100", Botties of 100.
LAMICTAL Tablets 150 mg: Cream, soored, shield-shaped tablets engraved with "LAMICTAL" and "150". Botties of 60.

Product Monograph available to health professionals upon request.

References: 1. Goa KL ef al. Lamotrigine: A review of its pharmacological properties and clinical efﬁca in epilepsy. Drugs
1993,46(1):152-176. 2. Leach MJ et al. ‘Neu behavio of 132(Suppl2)54~88
3. Data on fla Glaxo Wellcome (GWMN[2]09/96). 4. Brodie MJ. LammKEne versus other antiepilentic drugs: A star rating system is bom.

Epllepsia 1994;35(Suppl.5):541-46. 5. Product Monograph of LAMICTAL, Nov, 1994, 6 Richens A, Yuen AWC. Overview of the ciinkal
efficacy of lamotrigine. Epilepsia 1991,32(Suppl2):S13-S16. 7. Betts T ef al. Human safety of lamotrigine. Epilepsia 1991;32
(Sq.glme’Sﬂ-Sm 8. Binnie CD ef al. Acute effects of lamotrigine (BW 4300) in persons with sp| Epﬂepsa 1986,27(3):248-254.

Hx1990,6(3)~221-m. lo.Yue.nAWC‘ : A review of antiepleptic efﬁw.y Epﬂq:stalwas(&ppts)m 11, Bivie

CD. Lamotrigine.

1. Patients in these studies were receiving 1 to 3 concomitant enzyme-inducing antiepileptic drugs in addition to
LAMICTAL or placebo. Patients may have reported muttiple adverse experiences during the study or at
discontinuation. Thus, patients may be included in more than one category.

2. Adverse experiences reported by at least 2% of patients treated with LAMICTAL are included.

Other Events Observed during Clinical Practice and from “Compassionate Plea” Patients: In addition to the

adverse experiences reported during clinical tesugg of LAMICTAL, the following adverse expenences have been

reported In patients receiving LAMICTAL marketed in other countries and from worldwide "compassionate plea*

patients. These adverse experiences have not been listed above and data are insufficient to support an estimate of

their incidence or to establish musanon The hsnng is alphabetized: Apnea, erythema multiforme, esophagitis,

hematemesis, hemolytic anemia, énenlaand progressive immunosuppression.

SYMPTOMS AND TREATMENT OF OVERDOSAG

During the dlinical development program, the highest known overdose of LAMICTAL {lamotrigine) occurred in a 33-year

old female who ingested between 4000 and 5000 mg LAMICTAL that comesponded to a plasma leve! of 52ug/mL four

hours after the ingestion. The patient presented to the emergency room comatose and remained comatose for 8 to

12 hours, retumed to almost nornal over the next 24 hours, and completely recovered by the third day.

There are no specific antidotes for LAMICTAL. 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
atient. f indicated, emesis should be induced or gastric lavage should be performed. It is uncertain whether

?emodatys‘snsaneﬂeawameansofremwnglamotr@ne blood. in six renal faiure patients, about 20% of

nt of lamotrigine in the was removed during 4 hours of hemodialysis.

DOSAGE AND ADMINISTRATIO

Adults LAMICTAL (lamotrigine) is intended for oral administration and may be taken with or without food. LAMICTAL

should be added to the patient's current antiepileptic therapy.

Hepatic enzyme-inducing drugs such as pine, phenytoin, pt

ital, and p reduce the
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