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Fycompa Oral Suspension, Fycompa film-coated tablets 2, 4, 6, 8, 10, 12 mg
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Fycompa 2 mg film-coated tablets, perampanel 2 mg
Fycompa 4 mg film-coated tablets, perampanel 4 mg
Fycompa 6 mg film-coated tablets, perampanel 6 mg
Fycompa 8 mg film-coated tablets, perampanel 8 mg
Fycompa 10 mg film-coated tablets, perampanel 10 mg
Fycompa 12 mg film-coated tablets, perampanel 12 mg
Fycompa Oral Suspension
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Fycompa is indicated for the adjunctive treatment of partial-onset seizures with or without
secondarily generalised seizures in patients with epilepsy aged 4 years and older.

Fycompa is indicated for the adjunctive treatment of primary generalized tonic-clonic seizures in
patients with epilepsy aged 12 years and older with idiopathic generalised epilepsy.
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Fycompa is indicated for the adjunctive treatment of partial-onset seizures with or without
secondarily generalised seizures in patients with epilepsy aged 4 years and older.

Fycompa (perampanel) is indicated for the adjunctive treatment of primary generalised tonic-clonic
(PGTC) seizures in patients from 7 years of age and older with idiopathic generalised epilepsy (IGE).
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4.1 Therapeutic indications

Fycompa (perampanel) is indicated for the adjunctive treatment of partial-onset seizures with or without
secondarily generalised seizures in patients with epilepsy aged 4 years and older.

Fycompa (perampanel) is indicated for the adjunctive treatment of primary generalized tonic-clonic (PGTC)
seizures in patients with-epitepsy-aged12 from 7 years of age and older with idiopathic generalised epilepsy
(IGE).
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Posology and method of administration

Primary Generalised Tonic-Clonic Seizures
Perampanel at a dose up to 8 mg/day (16 ml/day) has been shown to be effective in primary
generalised tonic clonic seizures.

The following table summarises the recommended posology for adults, adolescents and children

from 7 years of age. More details are provided below the table.

Adult/adolescent Children (7 — 11 years); weighing:
(12 years and
older) 230 kg 20-<30kg <20kg
Recommended | 2 mg/day 2 mg/day 1 mg/day 1 mg/day
starting dose (4 ml/day) (4 ml/day) (2 ml/day) (2 ml/day)
2 me/day (i?ﬁﬁiy) (lzn;ﬁﬁzy) 1 mg/day
Titration (4 ml/day) y y (2 ml/day)
. (no more (no more
(incremental (no more frequently than | frequently than (no more
steps) frequently than g ¥ g Y frequently than
. weekly weekly )
weekly intervals) | . . weekly intervals)
intervals) intervals)
Rec‘ommended Up to 8 mg/day 4 -8 mg/day 4-6 mg/day 2 — 4 mg/day
maintenance | (Up to (8—16 ml/day) | (8 — 12 mi/day) | (4 -8 ml/day)
dose 16 ml/day) ¥ ¥ ¥
2 mg/day (24?%3?) (lzrrrﬁ%zy) 0.5 mg/day
Titration (4 ml/day) Y y (1 ml/day)
. (no more (no more
(incremental (no more (no more
frequently than | frequently than
steps) frequently than frequently than
. weekly weekly .
weekly intervals) | . . weekly intervals)
intervals) intervals)
Recommended | 12 mg/day 12 mg/day 8 mg/day 6 mg/day
maximum dose | (24 ml/day) (24 ml/day) (16 ml/day) (12 ml/day)

Children (from 7 to 11 years) weighing > 30 kg

Treatment with Fycompa should be initiated with a dose of 2 mg/day (4 ml/day). The dose may be
increased based on clinical response and tolerability by increments of 2 mg (4 ml) (either weekly or
every 2 weeks as per half-life considerations described below) to a maintenance dose of 4 mg/day
(8 ml/day) to 8 mg/day (16 ml/day). Depending upon individual clinical response and tolerability at a
dose of 8 mg/day (16 ml/day), the dose may be increased by increments of 2 mg/day (4 ml/day) to
12 mg/day (24 ml/day). Patients who are taking concomitant medicinal products that do not shorten
the half-life of perampanel (see section 4.5) should be titrated no more frequently than at 2-week
intervals. Patients who are taking concomitant medicinal products that shorten the half-life of
perampanel (see section 4.5) should be titrated no more frequently than at 1-week intervals.

Children (from 7 to 11 years of age) weighing 20 kg and < 30 kg
Treatment with Fycompa should be initiated with a dose of 1 mg/day (2 ml/day). The dose may be
increased based on clinical response and tolerability by increments of 1 mg (2 ml) (either weekly or
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every 2 weeks as per half-life considerations described below) to a maintenance dose of 4 mg/day
(8 ml/day) to 6 mg/day (12 ml/day). Depending upon individual clinical response and tolerability at a
dose of 6 mg/day, the dose may be increased by increments of 1 mg/day (2 ml/day) to 8 mg/day
(16 ml/day). Patients who are taking concomitant medicinal products that do not shorten the
half-life of perampanel (see section 4.5) should be titrated no more frequently than at 2-week
intervals. Patients who are taking concomitant medicinal products that shorten the half-life of
perampanel (see section 4.5) should be titrated no more frequently than at 1-week intervals.

Children (from 7 to 11 years of age) weighing < 20 kg

Treatment with Fycompa should be initiated with a dose of 1 mg/day (2 ml/day). The dose may be
increased based on clinical response and tolerability by increments of 1 mg (2 ml) (either weekly or
every 2 weeks as per half-life considerations described below) to a maintenance dose of 2 mg/day
(4 ml/day) to 4 mg/day (8 ml/day). Depending upon individual clinical response and tolerability at a
dose of 4 mg/day (8 ml/day), the dose may be increased by increments of 0.5 mg/day (1 ml/day) to
6 mg/day (12 ml/day). Patients who are taking concomitant medicinal products that do not shorten
the half-life of perampanel (see section 4.5) should be titrated no more frequently than at 2-week
intervals. Patients who are taking concomitant medicinal products that shorten the half-life of
perampanel (see section 4.5) should be titrated no more frequently than at 1-week intervals.

Paediatric population

Fycompa is not indicated for the treatment of primary generalized tonic-clonic seizures in pediatric
patients under 7 42 years old.

The safety and efficacy effectiveness-of Fycompa for the adjunctive treatment of partial-onset
seizures in paediatric patients less than 4 years of age or for the adjunctive treatment of primary
generalized tonic-clonic seizures in pediatric patients less than 7 42 years of age have not been
established.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties
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Paediatric population

An open-label, uncontrolled study (Study 311) was performed to assess the exposure-efficacy
relationship of perampanel as adjunctive therapy in 180 paediatric patients (aged 4 to 11 years old)
with inadequately controlled partial-onset seizures or primary generalised tonic-clonic seizures.
Patients were titrated over 11 weeks to a target dose of 8 mg/day or the maximum tolerated dose
(not to exceed 12 mg/day) for patients not taking concomitant CYP3A-inducing antiepileptic drugs
(carbamazepine, oxcarbazepine, eslicarbazepine and phenytoin) or 12 mg/day or the maximum
tolerated dose (not to exceed 16 mg/day) for patients taking a concomitant CYP3A-inducing
antiepileptic drug. Perampanel dose achieved at the end of titration was maintained for 12 weeks
(for a total of 23 weeks of exposure) at the completion of the core study. Patients who entered into
Extension Phase were treated for an additional 29 weeks for a total exposure duration of 52 weeks.

In patients with partial-onset seizures (n = 148 patients), the median change in seizure frequency per
28 days, the 50% or greater responder rate, and seizure-free rate following 23 weeks of perampanel
treatment were -40.1%, 46.6% (n = 69/148), and 11.5% (n = 17/148), respectively, for total
partial-onset seizures. The treatment effects on the median reduction in seizure frequency

(Weeks 40-52: n = 108 patients, -69.4%), 50% responder rate (Weeks 40-52: 62.0%, n = 67/108), and
seizure-free rate (Weeks 40-52: 13.0%, n = 14/108) were sustained following 52 weeks of
perampanel treatment.

In a subset of partial-onset seizure patients with secondarily generalised seizures, the corresponding
values were -58.7%, 64.8% (n = 35/54), and 18.5% (n = 10/54), respectively, for secondarily
generalised tonic-clonic seizures. The treatment effects on the median reduction in seizure
frequency (Weeks 40-52: n = 41 patients, -73.8%), 50% responder rate (Weeks 40-52: 80.5%,

n = 33/41), and seizure-free rate (Weeks 40-52: 24.4%, n = 10/41) were sustained following

52 weeks of perampanel treatment.

In patients with primary generalised tonic-clonic seizures (n = 22 patients, with 19 patients aged
7-<12 years and 3 patients aged 4-<7 years), the median change in seizure frequency per 28 days,
the 50% or greater responder rate, and seizure-free rate were -69.2%, 63.6% ( n = 14/22), and
54.5% (n = 12/22), respectively. The treatment effects on the median reduction in seizure frequency
(Weeks 40-52: n = 13 patients, -100.0%), 50% responder rate (Weeks 40-52: 61.5%, n = 8/13), and
seizure-free rate (Weeks 40-52: 38.5%, n = 5/13) were sustained following 52 weeks of perampanel
treatment. These results should be considered cautiously as the number of patients is very small.

Similar results were obtained in a subset of patients with primary generalised tonic-clonic seizures of
idiopathic generalised epilepsy (IGE) (n = 19 patients, with 17 patients aged 7-<12 years and
2 patients aged 4-<7 years; the corresponding values were -56.5%, 63.2% (n = 12/19), and
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52.6% (n = 10/19), respectively. The treatment effects on the median reduction in seizure frequency
(Weeks 40-52: n = 11 patients, -100.0%), 50% responder rate (Weeks 40-52: 54.5%, n = 6/11), and
seizure-free rate (Weeks 40-52: 36.4%, n = 4/11) were sustained following 52 weeks of perampanel
treatment. These results should be considered cautiously as the number of patients is very small.

7. MARKETING AUTHORISATION HOLDER AND IMPORTER

Eisai Israel Ltd., PO Box 3393, Petah Tikva, 4951600, 8049 &farSaba, 4418001 Israel
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