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Description
SEIZET® (Lamotrigine) is a use-dependent blocker of voltage gated sodium channels. It produces a use- and voltage
dependent block of sustained repetitive firing in cultured neurones and inhibits pathological release of glutamate (the
amino acid which plays key role in the generation of epileptic seizures) as well inhibiting glutamate evoked bursts of
action potentials.

Properties

ption: L igine is rapidly and absorbed rmm the gut with no significant first pass metabolism.
D : Peak plasma hours after oral drug administration. Time to maximum
concentration is slightly delayed after food but the extent of absorptlon is unaffected. Binding to plasma portions is about
55% it is very unlikely that displacement from plasma proteins would result in toxicity. The volume of distribution is 0.92
t0 1.22 Likg.
Metabolism and Elimination: The mean steady state clearance in healthy adults is 39+14 ml/min. Clearances of Lamot-
rigine is primarily metabolic with material urine less than 10% s excreted
unchanged in the urine. Only about 2% of drug related ma(erlal is excreted in fec
Clzarance and half-life are independent of dose. The mean elimination half-life in healthy adults is 24 to 35 hours,
Indicatio
SEIZET® is indicated for:
- Epilepsy:
Mono therapy in adults and children over 12 years of age:
- Simple partial seizures.
- Complex partial seizures.
- Secondarily generalized tonic-clonic seizures.
- Primary generalized tonic-clonic seizures.
Mono therapy in children under 12 years of age is not recommended until such time as adequate information is made
available in this particular target population
Add-on therapy in adults and children over 2 years of age:
- Simple partial seizures.
- Complex partial seizures.
- Secondarily generalized tonic-clonic seizures.
- Primary generalized tonic-clonic seizures.
SEIZET® s also indicated for the treatment of seizures associated with Lennox-Gastaut Syndrome.
Dosage and administration:
SEIZET"" Tablets may be chewed, dispersed in a small volume of water (at least enough to cover the whole tablet) or
swallowed whole with a little water.
To ensure a therapeutic dose is meintained, the weight of a child must be monitored and the dose reviewed as weight
changes occu
it caleulated dose of SEIZET® (e.g. for use in children and patients with hepatic impairment) does not equate to whole
(ab\e‘(s, the dose to be administered is that equal to the lower number of whole tablets.
- Epilej
When concomitant antiepileptic drugs are withdrawn to achieve SEIZET® mono therapy or other

Add-on therapy with Valproate regard- | 12.5mg | 25mg 100-200 mg; Once a day or two divided
less of any concomitant medications | Given oncea
smgon | day S ehieve maintenance level, doses may
alternate be increased by 25-50 mg every one to two
days weeks.
Add-on therapy without Valproate. 50 mg 100 mg 200400 mg two divided doses to achieve
This dosage regimen should be used | Oncea [ Two maintenance level, doses may be increased
with: henytion, Carbamazepine, Phe- | day divided by 100 mg every one to two weeks
nobarbital, Primidone, or with other doses
inducers of Lamotrigine glucuration

Note: in patients taking AEDs where the with L is currently not know (see inter-
action with other medicament and other forms of interaction), the treatment regimen as recommended for Lamotrigine
with concurrent Valproate should be used, thereafter the dose should be increased until optimal response is achieved.

the risk in children under the age of 12 is higher than in adults. Available data flom a number of studies suggest that the
incidence of rashes associated with hospitalization in children under the age of 12 is from 1in 300 to 1 in
In children, the initial presentation of rash can be mistaken for an infection; physicians should consider e possmmty ofa
drug reaction in children that develop symptoms of rash and fever during the first eight weeks of therapy.

Additionally the overall risk of rash appears to be strongly associated with:

- High initial doses of Lamotrigine and exceeding the recommended dose escalation of Lamotrigine therapy.

- Concomitant use of Valproate.

- Caution s also required when treating patients with a history of allergy or rash to other antiepileptic drug as the frequency
of non serious rash after treatment with Lamotrigine was approximately three times higher in these patients than in those
without such history

All patients (adults and children) who develop a rash should be promptly evaluated and Lamotrigine withdrawn immediately
unless the rash is clearly not drug related. Lamotrigine should not be restarted in patients with previous hypersensitivity
Rash has also been reported as part of a hypersensitivity syndrome associated with a variable pattern of systemic symp-
toms including fever, lymphadenopathy facial edema and abnormalities of the blood and liver. The syndrome shows a

adverse effects following

administration of oral contraceptive lhls may resull in reduced selzure control aﬂer the addition Dl an oral ccnlracepuves or
may be requir

& study of 16 fomalo ¥ oo ¢ meg a combined orel pill
caused an approxwmarely two - fold mcrease in Lamomgme or clearance resulting in an average 52% and 39% reduction in
Lamotrigine AUC and Cmax, Ser atthe end of week gradually increased during
the course of the week of Inacie mecication (e g Pill-free week) with pre-dose concentration at the end of the week of
inactive medication being on average approximately two fold higher than that during co therapy.
The effect of other hormonal contraceptive products or hormone replacement therapy has not been evaluated although
the effect may be simila.
- Effect on oral of 300mg L in a study of 16 female volunteers
il elfoet o e of a combined oral contraceptive pill. Amodest in-
crease n oal clearance of the levonorgesirel component was observed, esulting in an average 199% and 12% reducton in
of serum follicl mone (FSH) Luteinising hormone
LHyand Sadil g i study indicated some 1055 0f Supprassion of ovarian hofmonal actuiy altrough measurement

ide spectrum of ciical severy and may rarely . ead to (DIC) and
failure it is mportant o note that e of (e.g. fever, may be present
even though rash is not evident

Paients Shouid be whrned 6 ek immediate medical adviceif sians and symptoms develop. fsuch signs and symptoms
are present the patient should be evaluated and L etiology cannot

The initial dose and subsequent dose escalation should not be exceeded to minimize the risk of rash.

- Children aged 2 to 12 years:

In patient taking Valproate with/without any other anti-epileptic drug (AEDs), the initial SEIZET® dose is 0.15 mg \kg\day

given once a day for two weeks, followed by 0.3 mg/kg day given once a day for two weeks. There after the dose should

be increased by a maximum of 0.3 mg\kg every 1-2 weeks until the optimal response is achieved. The Usual maintenance

dose to achieve optimal response is 1-5 mg/kg day given once a day or in two divided doses in those patients taking

enzyme inducing AEDs with/without other AEDs (except Valproate), the initial SEIZET® dose is 0.6 mg/kg/day given in

two divided doses for two weeks, followed by 1.2 mg/kg/day for two weeks there after the dose should be increased by a

maximum of 1.2 mg/kg every 1-2 weeks until the optimal response is achieved. The usual maintenance dose of SEIZET®

to achieve optimal response is 5 15mg/kg/day given in two divided doses.

\n panems taking AEDs where the with L is currently not known the dose escalation
wllh Valproate should be used; there after the dose should be increased until

optimal response s achioved.
Table 2 Recommended treatment regimen of SEIZET® for children aged 2-12 year on combined drug therapy (Total daily
dose in mglkg body weight/day).

Epilepsy:
As with other AEDs, abrupt withdrawal of Lamotrigine may provoke rebound seizures. Unless safety concerns (for example
rash) require an abrupt withdrawal, the dose of Lamotrigine should be gradually decreased over a period of 2 weeks during
clinical experience with Lamotrigine used as add on therapy, there have been, rarely, deaths following rapidly progressive
illnesses with status epilepticus, rhabdomyolysis.

Multi organ and (DIC); the ibution of L

remains to be establlshed

Effects on ability to drive and use Machines: An individual variation in respanse (0 all antiepileptic drug therapy patients
should consult their physician on the specific issues of driving and epilepsy.

Use during pregnancy and lactation:

Pregnancy: No evidence for a substantial increase in the overall risk of major birth malformations associated with Lamot-
rigine use; one registry has reported an increase in the risk of isolated oral cleft malformations. This increase risk has not
been confirmed in a pooled analysis of the data from six other registries. The data on use of Lamotrigine in poly therapy
combinations are insufficient to assess whether the risk of malformation associated with other agents is affected by con-
comitant use, Lamotrigine use as with other medicines Lamotrigine should only be used during pregnancy if the expected

to these events

Lactation: Lamotrigine passes into breast milk in concentrations. The potential benefits of breast feeding should be

advice shou\d be given to women who are of child bearing age should

rug:

(AEDs) are added on to treatment regimes containing SEIZET® consideration should be given to the effect this may have
on Lamotrigine pharmacokmeﬂcs
Restarting Ther:
Prescribers Shculd assess the need for escalation to maintenance dose when restarting SEIZET® in patient who has
discontinued Lamotrigine for any reason, since the risk of serious rash associated with high initial doses and exceeding
the recommended dose escalation for Lamotrigine. The greater the interval of time since the previous dose the more
consideration should be given to escalation to the maintenance dose.
When the interval since discounting Lamotrigine exceeds five half-lives; Lamotrigine should generally be escalated to the
maintenance dose according to the appropriate schedule as though initiating therapy.

Dosage in mono therapy:
- Adults and children over 12 years (see table 1)
The initial SEIZET® dose in mono therapy is 25 mg once a day for two weeks followed by 50 mg once a day for two weeks
thereatter the dose should be increased by a maximum of 50 mg -100 mg every 1-2 weeks until the optimal response is
achieved. The usual maintenance dose to achieve optimal response is 100 -200 mg per day given once a day or as two
divided doses. Some patients have required 500 mg per day of SEIZET® to achieve the desired response.
The initial dose and subsequent dose escalation should not be exceeded to minimize the risk of rash.
- Children aged 2 to 12 years:
There is insufficient evidence available in children, upon which to base dosage recommendations for monotherapy use in
children under the age of 12 years.
Dosage in add — on therapy:
- Aduits and children over 12 years (see table 1):
In patient taking Valproate with/without any other antiepileptic drug (AED) the initial SEIZET® dose is 25 mg every al-
ternate day for two weeks followed by 25 mg once a day for two weeks . Thereafter, the dose should be increased by a
maximum of 25-50 mg every 1-2 weeks until the optimal response is achieved. The usual maintenance dose to achieve
optimal response is 100-200 mg per day given once a day or in two divided dos
In those patients taking enzyme inducing AEDs with-without other AEDs (except Va\proate) the initial SEIZET® dose is
50 mg once a day for two weeks, followed by 100 mg - day given in two divided doses for two weeks. Thereafter the dose
should be increased by a maximum of 100 mg every 1-2 weeks until the optimal response is achieved the usual mainte-
nance dose to achieve optimal response is 200-400 mg per day given in two divided doses. Some patient have required
700 mg per day of SEIZET® to achieve the desired response in patient taking AEDS ihere the pharmacokinelc nteraction
with Lamotrigine is currently not knows, the dose escalation as for with Valproate
should be used, thereafter the dose should be increased until optimal response is achleved

Note: in pa(ienls taking AEDs where the
ment regimen L
increased unti opnmal response is achicved.

is currently not known the treat-
Va\proale should be used there after the dose should be

halved,during co-administraion of oral contracepuve, This may result i recicedt seizure control n women o a stable
of an oral Dose

indicated that there was no hormonal evidence of ovulation in any of the 16 subjects. The impact
o e opeay mteecte i levonorgestrel clearance and the changes in serum FSH and LH on ovarian ovulatory activity is
unknown. Vaginal bleeding was reported by some volunteers the effects of dose of Lamotrigine volunteers unknown. The
effects of dose of Lamotrigine other - day have not been studied than 300mg-days have not been studied and studies with
other female hormonal preparations have not been conducted.

Side effects

in double — biind add on clinical trials skin rashes occurred in up to 10% of patient taking Lamotrigine and 5% of patient tak-
ing placebo the skin rashes led to the withdrawal of Lamotrigine treatment in 2% of patients. The rash, usually maculopu-
lare in appearance generally appears within eight weeks of starting treatment and resolves on withdrawal of Lamotrigine.
Rarely serious potentially life threatening skin rashes, including Stevens -Johnson syndrome and toxic epidermal necroly-
sis (Lyell syndrome) have been reported. Although he majofty recover on drug withdrawal, some patients experience
irreversible scarring and there have been rare cases of associated dea

The approximate incidence of serious skin rashes reported as SJS in its and children over the age of 12 in 1000. The
tisk in children under the age of 12 is higher than in adults.

Available data from a number of studies suggest that the incidence in children under the age of 12 requiring hospitalization
due to rash ranges from 1 in 300 to 1in 100.

In children, the initial presentation of a rash can be mistaken for an infection; physicians should consider the possibility of a
drug reaction in children that develop symptoms of rash and fever during the first eight wees of therapy.

- Additionally the overall risk of rash appears to be strongly associated with.

- High il doses of Lamrigine and exceecling the recommended dose escalation of Lamotigine therapy.
~Concomitant use of Valproat

All patients (adults and chlldren) who develop a rash should be prompty evelusted and Lamoirigine withdrawn immediately
unless the rash is clearly not drug relat

Rash has aleo boen reprtod s part of nypersensitivity syndrome associated with a variable pattern of systemic sympioms
including fever, lymohadenopathy facial edema and abnormalities of the blood and liver. The syndrome shows a wide
spectrum of cinical severity and may rarely, lead to ©IC) and failure
it is important to note that early (e.g. fever, may be present even
though rash is not evident patients should be aned o Sak mime it et avioe T sians and symptoms develop.
I suh signs and symptoms are present the patient shouid be evaluated and L

and hormone therapy have not been stud-

tiology cannot be established.
Atvarse axperiente reported during Lamotrigine mono therapy tials includes headache Tiredness, rash, nausea, dizzi-
ness, drowsiness and insom

Oiher adverse experiences hawe include diplopia, blurred vision conjunciive dizziness, drowsiness, headache, Tiredness,

some loss of f
when 300mg L was with a combined oral contraceptive
e impact of these changes on ovarian ovulatory activity is unknown. However, the possibilit of decreased contraceptive

cannot be excluded therefors women should have  review of heir contraceplion when starling Lamatrigine and

benefits outweigh the potential risks.
Treatment regimen Weeks 142 | Weeks 3+4 Usual Maintenance Dose weighed against the potential risk of adverse effects occurring in the infant
Drug interactions:
Hormonal C Specialist
be encouraged to use effective
Add-on therapy with Valproate regardiess of | 0.15mg-kg mg-kg | 03 mg—g increments every one | - Effects of hormonal contraceptives on Lamotrigine efﬂcacy Sys emic L
any other concomitant medication once a day A day | 1o o weeks to achieve a mainto.
nance dose of 1-5 mg —kg once a Lamotrigine dose who start an oral conraeptive, or in adverse efects following
day or two divided doses adjustment of Lamotrigine may be requil
Tr&e gifects of co-adminisiration of other hormonal
ied; they may similarly af
Add-on therapy without Valproate 0.6mg-kg 1.2mg-kg N
S osnga amen. shouid pe used with: | Two duded | two duideq ; Effects of Lamotrigine on hormonal contracepive eficacy: An interacion study
Phenytion, Carbamazebital, Phenobarbital, | doses doses
Primidone, Or with other inducers of Lamot" o
rigine glucuration. the use of alternative non- hormonal methods

only be used a5 the solé method of contraception i there i no othor altemaive. I the tral Goniracepive pil o choson as
the sole method of contraception women should be advised to promptly notify their physician if it hey experience changes
in menstrual patter e.g. Breakthrough bleeding) while taking Lamotrigine as this may be an indication of

uding vomiting and diarrhea) irritability-aggression, tremor, agitation, confusion and hal-
Iucination. Very rarely, lupus-like reactions have been reported

There have been reports of hematological, abnormalities which may or may not be associated with the hypersensitiv-
ity syndrome. These have included ) anemia, and very rarely a
plastic anemia and agranulocytosis.

Movements disorder such as tics unsteadiness, ataxia, nystagums and tremor have also been reported. There have been
reporl thet Lamotigine may worsen parkdnsorian symptom patient with pre-existing Parkinsan's disease and isolsted

contraceptive efficacy. Women taking Lamotrigine should notify their physician if they plan to start to stop use of oral
or other female hormonal preparations.

If the calculated daily dose in patient taking Valproate is 1to 2mg then 2mg Lamotrigine may be taken on alternate
days for the first two weeks. if the calculated daily dose i patients taking Valproate is less than 1mg then Lamotrigine
should not be administered.

The initial dose and subsequent dose escalation should not be exceeded to minimize the risk of rash. Itis likely that patients
aged 2.6 years will require a mainienance dose at the higher end of the recommended range.
Chlldren aged less than 2 years: There is insufficient information on the use of SEIZET® in children aged less than 2

year
Yomen and hormonal contraceptive:
&) Starting Lamotrigine in patients taking hormonal contraceptive: Dose escalation shouid follow the guidelines recom-
mended in table
) Starting hormonal in patients taking L

kot women not taking inccers of Lamolriging glucuvomdallun such as phenytoin, Carbamazepine, Phenobarbital, Primi-
done or rifampicin, the maintenance dose of Lamotrigine may need to be increased by as much as two - folds, according
to clinical response.
- For women taking Lamotrigine in addition to inducer of Lamotrigine glucuronidation adjustment may not be necessary.
¢) Stopping hormonal in patients taking L

Patient taking other containing L should not be
treated with any other preparation containing Lamotrigine without consulting a doctor.
Dlhdrfolale reductase:

@ is a weak inhibitor of dihydroflate reductase hence there is a possibility of i with folate

to patient currently being

report fects and in patient with this underlying condition very rarely, increase in
e frequency has been repurled
Elevations of liver function tests and rare report s of hepatic dysfunction, including hepatic failure, have been reported.
Hepatic dysfunction usually occurs in association with hypersensitivity reactions but isolated cases have been reported
without overt signs of hypersensitivity.

dunng fong term therapy. However during prolonged human dosing, Lamotrigine did ot nduced signficant changes n the
r volume or serum o red blood cel folate concentrations up to 1 year or red

blood cell folate concentrauon for up to 5 yeal

Overdosage:
and signs: Acute ingestion of doses n excess of 10-20times the maxinum therapeutic dose has been reported
Over dose has resulted in symptoms including ataxia, impail

Treatment: In the event of over dosage, th paient Should ba. adiiited 1o haspiial ant given apprapriate supporive
therapy. Gastric lavage should be performed if indicated.

Renal failure: In Single dose Studich in subjoct s with end stage renal failure plasma
not significantly altered. However of the is to be expected, vt shouhereiore
be exercised in treating patients with renal failure.

Hepatic impairment: In patients with several hepatic impairment (child-Pugh grade C), it has been shown that initial and
maintenance dose should be reduced by 75% caution should be exercised when dosing tis severely hepatically mpaired
population.

Interaction with other medicaments and other forms of interaction

UDP glucurony! transferases have been identified as the enzymes for of |

There is

Storage
Store up t0 30°C.
Presentation:
SEIZET® 25 Each ¢
SEIZET® 1

Hospital packs te S0 SUATSRE,

Excipients:

Calcium Carbonate, Povidone, Sodium Starch Glycolate, Aluminum Magnesium Silicate, Sodium saccharine, Low-substi-

tablet contains L
tablet contains L

25mg in packs of 30 tablets.
100mg in packs of 30 tablets.

o evidence that Lamotrigine causes ciiically signifcant induclion.or inhibition of hepatic oxidative
enzymes an 0 enzymes are unl\kely to oceur.

- For women not inducers of L
by as much as 50% according to clinical response.
For women takdng Lamotrigine in adtiion o inducer of Lamolrigine glucuronidation & diustment may not be necessary

dose of L

may need to be

Treatment regimen Weeks Weeks Usual Maintenance Dose
1+2 3+4
Mono therapy 25mg 50 mg 100-200 mg; Once a day or two
once a once a divided doses.
day day To achieve maintenance level, doses may
be increased by 50-100 mg every one to
two weeks.

and p: may be necessary during Pregnancy and post-partum
Elderty: No dosage ad]ustment frum recommended schedule s required. The pharmacokinetics of Lamotigine in this age
group do ot differ
Plopatic impairment: milal escalation and reaten g dboes should generally be reduced by approximately 50%.
In patient with moderate (child-Pugh grade B) and 75% in severe child-Pugh grade C) hepatic impairment, escalation and
maintenance doses should be adjusted according to clinical response.
Cnn(ramdlcaunns

in with known tol

Broeautone:

Skin rash: There have been reported of adverse skin reactions which have generally occurred within the first 8 weeks after

initiation of Lamotrigine treatment, the majority of rashes are mild and self limiting however rarely, serious potentially life
skin rashes including Stevens-Johnson Syndromes (SJS) and toxic epidermal necrolysis (TEN) have been

reported.
The approximate incidence of serious skin rashes reported as SJS in adults and children over the age of 12 is 1 in 1000

Lemolrigine may induce ts own mefzbolism but e effect s modest and urilkely to ave slgmﬂcam clinical consequences
inhibit Ipro

tuted cellulose, Black current flavor and Magnesium stearate.

This is amedicament

Medicament is a product which affects your health, and its

contrary to i is

you.
Follow strictly the doctor's prescription, the method of use and the instructions of the pharmacist who sold the

Drugs e induce fon of | Phenytion, Primidone, Phenobarbital, Ri-
fampicin, for you
Other hormonal and hormone therapy have not been studied they may similarly affect Lamo-
trigine pharmacokinetic parameters.
Antiepleptic agents which induce drug metabolizing enzymes (such as Phenyion, C and

and may increased dose requirements

Sodium Valproate whlch competes wllh L
Lamotrigine nearly two fold.
Although changes in the plasma concentrations of olher antiepileptic drugs have been reported cnmrolled studies have
shown no evidence that Lamotrigine affects the plasm: rugs Evidence from in
vitro studies indicates that Lamotrigine does not dlsplace other anuepnepuc drugs from protein mndmg sites. There have
been reports of central nervous system events including headache nausea, blurred, vision, dizziness, diplopia and ataxia
in patients taking C: following the of These events usually resolve when the dose
of Carbamazepine is reduced.
Interactions involving oral cnmracepnve

- Effect of oral

for hepatic enzymes reduces the metabolism of

Systemic L are halved during co-

The doctor and the pharmacist are experts in medicine, its benefits and risks.
Do not by yourself interrupt the period of treatment prescribed for you
Do not repeat the same prescription without consulting your doctor.
Keep medicament out of the reach of children.
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