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Indication: General tonic clonic seizures and used concomitantly with ARVs.

Background:

Lamotrigine was launched for adjunctive treatment of epilepsy in 1991 and licensed for use as
monotherapy in 1995. Its indications include partial seizures and primary and secondarily
generalised tonic—clonic seizures.

Lamotrigine is not licensed as monotherapy for children younger than 12 years; as combination
therapy, it is licensed for both adults and children older than 2 years.

Evidence:
Evidence from five randomised controlled trials including children was reviewed in the
Assessment Reportl.

One of them was a comparison of lamotrigine monotherapy with carbamazepine in newly
diagnosed partial seizures (n = 417 randomised to lamotrigine or carbamazepine in a 2:1 ratio)®.
As monotherapy in partial seizures, the comparison with carbamazepine found no statistically
significant differences in terms of seizure outcomes between the two drugs. This was a mixed
age study of patients aged 2 years and older, but results for the children 12 years and younger
(n = 233) were reported separately. In the paediatric subpopulation, there was a much smaller
difference in withdrawals due to adverse effects (5% for lamotrigine and 7% for
carbamazepine), which was not statistically significant. This study provides evidence for the
effectiveness of lamotrigine monotherapy in partial seizures, but it cannot be concluded that
lamotrigine and carbamazepine are equivalent.

The clinical trial® of adjunctive lamotrigine in partial seizures included children between the
ages of 2 and 16 years. This study provided evidence that lamotrigine was superior to placebo
in suppressing seizures in patients who had not become seizure-free on their existing therapy.
There was a greater reduction in median seizure frequency in the lamotrigine group than in the
placebo group: a 36.1% reduction compared with a 6.7% reduction in the placebo group over
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the 18-week follow-up period (6 weeks’ dose titration plus a 12-week maintenance period).
This was statistically significant, p = 0.008.

There is not much evidence that has compared lamotrigine and older AED monotherapy in the
management of generalised tonic-clonic seizures in children.

Additional references
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The conclusion of the SANAD 2007* study arm, comparing valproate, lamotrigine and
topiramate for generalised seizures was that valproate should remain the drug of choice for
generalised and unclassifiable epilepsy3. In the latter study, valproate was better tolerated than
topiramate and more efficacious than lamotrigine. There was however insufficient power to
make definitive statements about the relative efficacy and effectiveness of the drugs for
individual seizure types and subsyndromes.
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