PROFESSIONAL INFORMATION

SCHEDULING STATUS

S3

1 NAME OF THE MEDICINE
LAMOROLA 25: (25 mg tablet)
LAMOROLA 50: (50 mg tablet)
LAMOROLA 100: (100 mg tablet)

LAMOROLA 200: (200 mg tablet)

2 QUALITATIVE AND QUANTITATIVE COMPOSITION
LAMOROLA 25: Each tablet contains 25 mg lamotrigine
LAMOROLA 50: Each tablet contains 50 mg lamotrigine
LAMOROLA 100: Each tablet contains 100 mg lamotrigine

LAMOROLA 200: Each tablet contains 200 mg lamotrigine

Excipients with known effect

Each 25 mg contains 52,50 mg lactose monohydrate.

Each 50 mg tablet contains 105,50 mg lactose monohydrate.
Each 100 mg tablet contains 211,00 mg lactose monohydrate.

Each 200 mg tablet contains 420,00 mg lactose monohydrate.

For full list of excipients, see section 6.1

3 PHARMACEUTICAL FORM
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LAMOROLA 25: Yellow, round circular tablets with 25
embossed on one side and breakline on the
other side.

LAMOROLA 50: White, round, circular tablets with 50
embossed on one side and breakline on the
other side.

LAMOROLA 100: White, round, circular tablets with 100
embossed on one side and breakline on the
other side.

LAMOROLA 200: Yellow, capsule-shaped, biconvex tablets
with 200 embossed on one side and plain on

the other side.

4 CLINICAL PARTICULARS

4.1 Therapeutic indications

Adults and children over 12 years:

LAMOROLA is indicated as monotherapy or add-on treatment of partial epilepsy
with or without secondary generalised tonic-clonic seizures and in primary

generalised tonic-clonic seizures.

Children 2 to 12 years:

LAMOROLA is indicated as add-on treatment of partial epilepsy with or without
secondary generalised tonic-clonic seizures not satisfactorily controlled with other
antiepileptic medicines.

Monotherapy in children under 12 years of age is not recommended until such time
as adequate information is made available from controlled trials in this particular
target population.
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Lennox-Gastaut syndrome:
LAMOROLA in indicated as add-on treatment for seizures associated with

Lennox-Gastaut syndrome.

4.2 Posology and method of administration

It is important to adhere to the recommended dosages especially in

combination with therapy with valproate where one-tenth to one-fifth of the

normal dose is used.

Do not exceed the maximum dosage (see section 4.4).

To ensure a therapeutic dose is maintained the weight of a child must be monitored
and the dose reviewed as weight changes occur. If the doses calculated for
children, according to bodyweight, do not equate to whole tablets, the dose to be
administered is equal to the lower number of whole tablets.

Dosage in monotherapy:

Adults and children over 12 years of age:

The initial dose in monotherapy is 25 mg once a day for two weeks, followed by
50 mg once a day for two weeks. Thereafter, 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/day given once a day or as two divided doses. Some patients have

required 500 mg/day of lamotrigine to achieve the desired response.

ADULTS AND CHILDREN OVER 12 YEARS (TOTAL DAILY DOSES):

Weeks Weeks Maintenance

1&2 3&4 Dose
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25 mg 50 mg 100 — 200 mg (once a day or two divided
(once a day) (once a day) doses).

To achieve maintenance, doses may be
increased by 50 — 100 mg every 1 -2

weeks.

The recommended initial dose and subsequent dose escalation should not be

exceeded to minimise the risk of skin rash (see section 4.4).

Dosage in add-on therapy:

Adults and children over 12 years of age:

The initial LAMOROLA dose in those not taking sodium valproate 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 maintenance dose to
achieve optimal response is 200 — 400 mg/day given in two divided doses.

In those patients taking sodium valproate, the initial LAMOROLA dose is 25 mg
every alternate 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/day given once a day or in two divided
doses.

In patients taking antiepileptic drugs where the pharmacokinetic interaction with
lamotrigine is currently not known, the dose escalation as recommended for
lamotrigine with concurrent valproate should be used. Thereafter, the dose should
be increased until the optimal response is achieved.
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ADULTS AND CHILDREN OVER 12 YEARS (TOTAL DAILY DOSE):

Weeks Weeks Maintenance

1&2 3&4 Dose
Patients not 50 mg 100 mg 200 — 400 mg (two
taking sodium (once a day) | (two divided divided doses). To
valproate doses) achieve maintenance,

doses may be increased

by 100 mg every 1 -2

weeks.
Patients taking 25 mg 25 mg 100 — 200 mg (once a day
sodium (on alternate | (once a day) or two divided doses). To
valproate days) achieve maintenance,

doses may be increased
by 25 -50 mg every 1 -2

weeks.

The recommended initial dose and subsequent dose escalation should not be

exceeded to minimise the risk of skin rash (see section 4.4).

Children aged 2 - 12 years:

The initial LAMOROLA dose in those not taking sodium valproate is 2 mg/kg body
mass/day given in two divided doses for two weeks, followed by 5 mg/kg/day for
two weeks. Thereafter, the dose should be increased by a maximum of 2 — 3 mg/kg
every 1 — 2 weeks until the optimal response is achieved. The usual maintenance
dose to achieve optimal response is 5 — 15 mg/kg/day given in two divided doses.
A maximum daily dose of 400 mg must not be exceeded.
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In those patients taking sodium valproate, the initial LAMOROLA dose is
0,2 mg/kg body mass/day given once a day for two weeks, followed by
0,5 mg/kg/day given once a day for two weeks. Thereafter, the dose should be
increased by a maximum of 0,5 — 1 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. A maximum daily
dose of 200 mg must not be exceeded.

In patients taking antiepileptic medicines where the pharmacokinetic interaction
with lamotrigine is currently not known, the dose escalation as recommended for
lamotrigine with concurrent valproate should be used. Thereafter, the dose should

be increased until the optimal response is achieved.

CHILDREN AGED 2 TO 12 YEARS (TOTAL DAILY DOSE):

Weeks Weeks Maintenance
1&2 3&4 Dose
No sodium 2 mg/kg 5 mg/kg 5 -15 mg/kg (two divided
valproate (two divided | (two divided | doses) or 400 mg. To
doses) doses) achieve maintenance, doses

may be increased by 2 —

3 mg/kg every 1 — 2 weeks.

With sodium 0,2 mg/kg 0,5 mg/kg 1 -5 mg/kg (once a day or
valproate (once a day) | (once a day) | two divided doses) or

200 mg. To achieve
maintenance, doses may be
increased by 0,5 — 1 mg/kg

every 1 — 2 weeks.
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The recommended initial dose and subsequent dose escalation should not be
exceeded to minimise the risk of skin rash (see section 4.4).

Note: If the calculated daily dose is 2,5 — 5 mg, then 5 mg lamotrigine (of a suitable
formulation) may be taken on alternate days for the first two weeks. If the
calculated daily dose is less than 12,5 mg, then LAMOROLA should not be
administered, in which case lamotrigine of a suitable formulation should be used.
Patients aged 2 — 6 years may require a maintenance dose at the higher end of

the recommended range.

Dosage in seizures associated with Lennox-Gastaut syndrome:
The doses used for seizures associated with Lennox-Gastaut syndrome
correspond to the dosing guidelines outlined above for both adults and children

aged 2 to 12 years.

Children aged less than 2 years:
There is insufficient information on the use of lamotrigine in children aged less than

two years.

4.3 Contraindications
o Hypersensitivity to Lamotrigine or to any of the excipients (see section 6.1)
e Patients with impairment of hepatic or renal function

o Patients over the age of 65 years

4.4 Special warnings and precautions for use
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Severe convulsive seizures, including status epilepticus, may lead to
rhabdomyolysis, multi-organ dysfunction and disseminated intravascular
coagulation, usually with fatal outcome.

Similar cases have occurred in association with the use of lamotrigine.

It is recommended that the doctor closely monitor patients (including hepatic, renal
and clotting parameters) who acutely develop any combinations of unexplained
rash, fever, flu-like symptoms, drowsiness or worsening of seizure control,
especially within the first month of starting treatment with lamotrigine. Exceeding
the recommended dose at the initiation of lamotrigine therapy may be associated
with an increased incidence of rash requiring withdrawal of therapy. Abrupt
withdrawal of lamotrigine may provoke rebound seizures. The risk may be reduced
by tapering off the withdrawal of lamotrigine over a period of two weeks.

To ensure a therapeutic dose is maintained the weight of a child must be monitored
and the dose reviewed as weight changes occur. If the doses calculated for
children, according to bodyweight, do not equate to whole tablets the dose to be

administered is that equal to the lower number of whole tablets.

Skin Reactions:

There have been reports 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 serious, potentially life-threatening skin
rashes, including Stevens-Johnson syndrome and toxic epidermal necrolysis,
have been reported especially in children and in patients (adults and children) who
also used valproate (see section 4.4 and 4.8). Isolated cases have been reported
after prolonged treatment (6 months). Skin reactions in all clinical studies occurred

in adults in approximately 10 % and in children 17 %. In patients on concomitant
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valproate, skin reactions occurred in 21 % of adults and in 34 % of children, of
whom 12 % and 17 % respectively withdrew from treatment.

Although the majority recover on medicine withdrawal, some patients experience
irreversible scarring and there have been rare cases of associated death. The
estimated incidence of serious skin rashes in adults is 1 in 1 000. The risk is higher
in children than in adults. Available data suggest the incidence in children requiring

hospitalisation ranges from 1 in 300 to 1 in 100.

In children, the initial presentation of a rash can be mistaken for an infection; doctors should

consider the possibility of a medicine 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 (see section 4.2).

- Concomitant use of valproate, which increases the mean half-life of lamotrigine nearly

two-fold (see section 4.2 and 5.2)

As it cannot be predicted reliably which rashes will be life-threatening, all patients (adults
and children) who develop a rash should be promptly evaluated and lamotrigine withdrawn

immediately unless the rash is clearly not medicine related.
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Rash has also been reported as part of a hypersensitivity syndrome associated with a
variable pattern of systemic symptoms, including fever, lymphadenopathy, pruritis, facial
oedema, abnormalities of the blood and liver and thrombocytopenia. The syndrome shows
a wide spectrum of clinical severity and may lead to disseminated intravascular coagulation
and multi-organ failure. It is important to note that early manifestations of hypersensitivity
(e.g. fever, lymphadenopathy) may be present even though rash is not evident. If such
signs and symptoms are present the patient should be evaluated immediately and

LAMOROLA discontinued if an alternative aetiology cannot be immediately established.

Dihydrofolate reductase

Lamotrigine is a weak inhibitor of dihydrofolate reductase, hence there is a
possibility of interference with folate metabolism during long-term therapy.
However, during prolonged human dosing of up to 1 year, lamotrigine did not
induce significant changes in the haemoglobin concentration, mean corpuscular

volume, serum or red blood cell folate concentrations.

Haemophagocytic lymphohistiocytosis (HLH):

HLH has been reported in patients taking lamotrigine (see section 4.8). HLH is
characterised by signs and symptoms, like fever, rash, lymphadenopathy,
hepatosplenomegaly, neurological symptoms, cytopenias, high serum ferritin,
hypertriglyceridaemia and abnormalities of liver function and coagulation.
Symptoms generally occur within 4 weeks of the initiation treatment.

HLH can be life threatening.
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Patients should be advised of the symptoms associated with HLH and should be
told to seek medical attention immediately if they experience these symptoms
while on lamotrigine therapy.

Immediate evaluation of patients who develop these signs and symptoms are
required and one should consider a diagnosis of HLH. Unless an alternative

aetiology can be established, lamotrigine should be promptly discontinued.

Aseptic meningitis:

Aseptic meningitis was seen to be reversible on withdrawal of the lamotrigine in
most cases. However, it recurred in several cases on re-exposure to lamotrigine.
This re-exposure resulted in a rapid return of symptoms and were often more
severe. If a patient has discontinued lamotrigine due to aseptic meningitis they

should not be restarted on lamotrigine.

Photosensitivity reactions:

There have been several cases of photosensitivity reactions when there has been
a dose escalation or rapid up-titration. These reactions occurred with a high dose
(400 mg or more). Treatment discontinuation should be considered if lamotrigine-
associated photosensitivity is believed (for example exaggerated sunburn).
However, if considered clinically justified to continue treatment with lamotrigine,
the patient should be advised to take protective measures like protective clothing

and sunscreens and avoid exposure to artificial UV light and sunlight.

Renal failure:
Accumulation of the glucuronide metabolite is to be expected with end stage renal
failure. Therefore, caution should be exercised in treating patients with renal

failure.
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Brugada-type ECG:
The use of lamotrigine should be carefully considered in patients with Brugada
syndrome as typical Brugada ECG pattern and arrhythmogenic ST-T abnormality

has been reported in patients treated with lamotrigine.

Precautions relating to epilepsy:

Abrupt withdrawal of LAMOROLA may induce rebound seizures. The gradual
decrease of dose over a period of two weeks should be performed for
LAMOROLA,; unless there are safety concerns require an abrupt withdrawal (e.g.,
rash).

Literature reports and similar cases with Lamotrigine indicate that severe
convulsive seizures including status epilepticus may lead to disseminated
intravascular coagulation, multiorgan dysfunction and rhabdomyolysis and
sometimes with fatal outcomes.

Lamotrigine may worsen myoclonic seizures.

Instead of an improvement there may be a clinically significant worsening of
seizure frequency. The observed benefit of control for one seizure type should be
weighed against any observed worsening in another seizure type: for patients with
more than one seizure type.

There is an unclear reason from data that suggests that responses in combination
with enzyme inducers is less than in combination with non-enzyme inducing

antiepileptic agents.

Efficacy may not be maintained in all patients for children taking lamotrigine for the

treatment of typical absence seizures.
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Lactose Intolerance
LAMOROLA contains lactose. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucosegalactose malabsorption should

not take this medicine.

4.5 Interaction with other medicines and other forms of interaction

There is no evidence that lamotrigine causes clinically significant induction or
inhibition of hepatic oxidative medicine-metabolising enzymes. Lamotrigine may
induce its own metabolism, but the effect is modest and unlikely to have significant
clinical consequences. Increases in the plasma concentrations of other
antiepileptic medicines have been reported in a few patients, however controlled
studies have shown no evidence that lamotrigine affects the plasma
concentrations of concomitant antiepileptic medicines. Evidence from in vitro
studies indicates that lamotrigine does not displace other antiepileptic medicines
from protein binding sties. In one study in normal volunteers on valproic acid,
plasma valproic acid levels decreased slightly when lamotrigine was added.

In a study of 12 female volunteers, lamotrigine did not affect plasma concentration
of ethinyloestradiol and levonorgestrel following the administration of the oral
contraceptive pill. However, as with the introduction of other chronic therapy in
patients taking oral contraceptives, any change in the menstrual bleeding pattern
should be reported to the patient’s doctor.

Antiepileptic agents (such as phenytoin, carbamazepine, phenobarbitone and
primidone) which induce hepatic medicine-metabolising enzymes significantly
enhance the metabolism of lamotrigine leading to a halving of the elimination half-
life of lamotrigine. Sodium valproate, which inhibits hepatic medicine-metabolising
enzymes, significantly reduces the metabolism of lamotrigine leading to a mean
doubling of the elimination half-life of lamotrigine.
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4.6 Fertility, pregnancy and lactation

Women of childbearing potential /Contraception in males and females

Pregnancy

Safety of lamotrigine in pregnancy has not been established.

Breastfeeding

Safety of lamotrigine in breastfeeding has not been established.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been

performed.

4.8 Undesirable effects

Tabulated summary of adverse reactions

MedDRA system organ | Frequency Adverse reactions

class

Blood and lymphatic Frequency Neutropenia, leucopenia and
system disorders unknown thrombocytopenia,

haematological abnormalities

including neutropenia,

leucopenia, anaemia,

thrombocytopenia, pancytopenia,

aplastic anaemia,agranulocytosis
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MedDRA system organ | Frequency Adverse reactions
class
Haemophagocytic
lymphohistiocytosis (see section
4.4), Lymphadenopathy
Immune system disorders | Frequency Hypersensitivity syndrome
unknown Hypogammaglobulinaemia
Psychiatric disorders Frequent Irritability/aggression, depression
Frequency Confusion, hallucinations, tics
unknown Nightmares
Nervous system disorders | Frequent Headache, dizziness, insomnia,
tremor, ataxia
Frequency Unsteadiness, nystagmus,
unknown paraesthesia, aseptic meningitis
(see section 4.4), movement
disorders, worsening of
Parkinson's disease,
extrapyramidal effects,
choreoathetosis, increase in
seizure frequency
Eye disorders Frequent Diplopia, blurred vision,
conjunctivitis
Gastrointestinal disorders | Frequent Nausea, vomiting, diarrhoea, dry

mouth
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MedDRA system organ | Frequency Adverse reactions
class
Hepato-biliary disorders Frequency Hepatic failure, hepatic
unknown dysfunction, increased liver
function tests
Skin and subcutaneous Frequent Rash, angioedema, Stevens-
tissue disorders Johnson syndrome
Less Alopecia, photosensitivity
Frequent reaction, toxic epidermal
necrolysis, drug reaction with
eosinophilia and systemic
symptoms
Musculoskeletal and Frequent Arthralgia
connective tissue
disorders Less Lupus-like reactions
Frequent
Renal and urinary Frequency Tubulointerstitial nephritis,
disorders unknown tubulointerstitial nephritis and
uveitis syndrome
General disorders and Frequent Tiredness, pain, back pain
administration site
conditions

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorisation of the medicine is

important. It allows continued monitoring of the benefit/risk balance of the
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medicine. Health care providers are asked to report any suspected adverse
reactions to SAHPRA via the “6.04 Adverse Drug Reactions Reporting Form”,
found online under SAHPRA's publications:

https://www.sahpra.org.za/Publications/Index/8

4.9 Overdose

Symptoms and signs:

There is no experience of over dosage with lamotrigine, but some patients with
very high serum lamotrigine concentrations of more than 15 pg/mL have been
reported sedation, ataxia, diplopia, nausea and vomiting.

Treatment:

In the event of over dosage, the patient should be admitted to hospital and given

appropriate supportive therapy. Gastric lavage should be performed if indicated.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: other antiepileptics, ATC code: NO3AX09.

The results of pharmacological studies suggest that lamotrigine acts at voltage-
sensitive sodium channels to stabilise neuronal membranes and inhibit
neurotransmitter release, principally that of glutamate, an excitatory amino acid

which is through to play a key role in the generation of epileptic seizures.

5.2 Pharmacokinetic properties

Absorption

In healthy fasting young adult volunteers, lamotrigine is rapidly and completely
absorbed from the gut.

The peak plasma concentration occurs 2,5 hours after oral administration. The
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mean elimination half-life is 29 hours and the pharmacokinetic profile is linear up
to 450 mg, the highest single dose tested. The half-life of lamotrigine is affected
by concomitant medication with a mean value of approximately 14 hours when
given with enzyme-inducing medicines such as carbamazepine and phenytoin,
and increasing to a mean of approximately 70 hours when co-administered with
sodium valproate. Following multiple administrations of lamotrigine (150 mg twice
daily) to normal volunteers, there is modest induction of its own metabolism,
resulting in a 25 % decrease in the elimination half-life at steady state.

Clearance adjusted for bodyweight is higher in children aged 12 years and under
than in adults, with the highest values in children under 5 years. The half-life of
lamotrigine is generally shorter in children than in adults with a mean value of
approximately 7 hours when given with enzyme-inducing medicines such as
carbamazepine and phenytoin. The half-life of lamotrigine increases to mean
values of approximately 45 to 55 hours when co-administered with sodium

valproate.

Distribution

Lamotrigine is 55 % bound to plasma proteins.

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Lactose monohydrate

Microcrystalline Cellulose

Sodium Starch Glycolate

Maize starch

Magnesium stearate
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LAMOROLA 25 also contains iron yellow oxide.

6.2 Shelf life

24 months

6.3 Special precautions for storage

This medicine does not require any special storage conditions.

6.4 Nature and contents of container
Colourless PVC and aluminium foil blister strips of 7, 10, 14 or 15 tablets, packed

in 56’s or 60’s (this applies to all 4 strengths).

6.5 Special precautions for disposal and other handling

No special requirements.

7 HOLDER OF CERTIFICATE OF REGISTRATION
Strides Pharma SA (Pty) Ltd.

106 16" Road

Building 2

Midrand

1865

8 REGISTRATION NUMBER(S)
LAMOROLA 25: A38/2.5/0567
LAMOROLA 50: A38/2.5/0568
LAMOROLA 100: A38/2.5/0569

LAMOROLA 200: A38/2.5/0570
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9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

25 November 2005

10 DATE OF REVISION OF THE TEXT

09 March 2022
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