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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
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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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4.2 Posology and method of administration
Posology

The physician should prescribe the most appropriate formulation and strength according to weight and dose.

Switching between the tablet and suspension formulation should be done with caution (see section 5.2).

Partial Onset Seizures
Perampanel at doses of 4 mg/day to 12 mg/day has been shown to be effective therapy in partial-onset
seizures.
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The following table summarises the recommended posology for adults, adolescents and children from 4 years
of age. More details are provided below the table.

Adult/adolescent Children (4 — 11 years); weighing:

(12 years and older) | >30kg 20-<30kg <20 kg
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 mg/day 2 mg/day 1 mg/day (1;;%32//)
Titration (4 ml/day) (4 ml/day) (2 ml/day)
(incremental (no more frequently | (no more (no more ]E:]:qr:r:zy than
steps) than weekly frequently than frequently than

intervals) weekly intervals) | weekly intervals) Yveekly

intervals)

?neaiﬂ;ner::nnccled 4 — 8 mg/day 4 — 8 mg/day 4 — 6 mg/day 2 — 4 mg/day
dose (8 —16 ml/day) (8 — 16 ml/day) (8 =12 ml/day) (4 — 8 ml/day)

2 mg/day 2 mg/day 1 mg/day ;)1.5mn|1/gd/:ya)y
Titration (4 ml/day) (4 ml/day) (2 ml/day) (no more
(incremental (no more frequently | (no more (no more frequently than
steps) than weekly frequently than frequently than

intervals) weekly intervals) | weekly intervals) Yveekly

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)

Adults, adolescents age > 12 years

Children (from 4 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/day) (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). 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 4 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/day) (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 6 mg/day
(12 ml/day). Depending upon individual clinical response and tolerability at a dose of 6 mg/day (12 ml/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 4 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



ptre

human health care

based on clinical response and tolerability by increments of 1 mg (2 ml/day) (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.

Primary Generalised Tonic-Clonic Seizures
Adults, adolescents age > 12 years

Method of administration

Fycompa Oral suspension

The press-in-bottle adapter (PIBA) which is supplied in the product carton should be inserted firmly into the
neck of the bottle before use and remain in place for the duration of the usage of the bottle. The oral syringe
should be inserted into the PIBA and the dose withdrawn from the inverted bottle. The cap should be
replaced after each use. The cap fits properly when the PIBA is in place.

It may be taken with or without food. For Fycompa Oral suspension, the product should always be taken
under the same conditions.

4.4 Special warnings and precautions for use

Suicidal ideation

Therefore, patients (children, adolescents, and adults) should be monitored for signs of suicidal ideation and
behaviours and appropriate treatment should be considered.

Absence and myoclonic seizures

Absence and myoclonic seizures are two common generalised seizure types that frequently occur in IGE
patients. Other AEDs are known to induce or aggravate these seizure types. Patients with myoclonic seizures
and absence seizures should be monitored while on Fycompa.

Aggression, psychotic disorder

Aggressive, hostile, and abnormal behaviours have been reported in patients receiving perampanel therapy.
In perampanel-treated patients in clinical trials, aggression, anger, irritability, and psychotic disorder were
reported more frequently at higher doses.

Homicidal ideation has been reported in patients.

Excipients

Fructose intolerance
Fycompa Oral suspension contains sorbitol (E420); therefore, patients with rare hereditary problems of
fructose intolerance should not take this medicinal product.
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Caution should be exercised when combining Fycompa oral suspension with other antiepileptic medications
containing sorbitol, since a combined intake of over 1 gram of sorbitol may affect absorption of some drugs.

Benzoic Acid (E210) and Sodium Benzoate (E211)
Fycompa contains benzoic acid (E210) and sodium benzoate (E211), each mL of Fycompa contains <0.005 mg

benzoic acid and 1.1 mg sodium benzoate.

Benzoic acid and benzoates can displace bilirubin from albumin. Increase in bilirubinaemia following

its displacement from albumin may increase neonatal jaundice which may develop into kernicterus

4.5 Interaction with other medicinal products and other forms of interaction

Interactions between Fycompa and other anti-epileptic medicinal products

.. A population PK analysis of three pooled Phase 3 studies in adolescent and adult patients with
partial-onset seizures evaluated the effect of Fycompa (up to 12 mg once daily) on the PK of other AEDs. In
another population PK analysis of pooled data from twenty Phase 1 studies in healthy subjects, with Fycompa
up to 36 mg, and one Phase 2 and six Phase 3 studies in paediatric, adolescent and adult patients with
partial-onset seizures or primary generalised tonic-clonic seizures, with Fycompa up to 16 mg once daily,
evaluated the effect of concomitant AEDs of perampanel clearance.

of these interactions on average steady state concentration is summarised in the following table.

AED
coadministered

Influence of AED on Fycompa
concentration

Influence of Fycompa on AED
concentration

Carbamazepine

3 fold decrease

<10% decrease

Clobazam No influence <10% decrease
Clonazepam No influence No influence
Lamotrigine No influence <10% decrease

Levetiracetam

No influence

No influence

Oxcarbazepine

2fold decrease

35% increase Y

Phenobarbital 20% decrease No influence
Phenytoin 2 fold decrease No influence
Topiramate 20%decrease No influence
Valproic Acid No influence <10% decrease
Zonisamide No influence No influence

1)  Active metabolite monohydroxycarbazepine was not assessed.

Based on the results from the population pharmacokinetic analysis of patients with partial-onset seizures are-
patients-with-primary-generalised-tonic-clonicseizures the total clearance of Fycompa was increased when
co-administered with carbamazepine (3-fold), and phenytoin or oxcarbazepine (2-fold), which are known
inducers of enzymes of metabolism (see section 5.2). This effect should be taken into account and managed
when adding or withdrawing these anti-epileptic drugs from a patient’s treatment regimen. Clonazepam,
levetiracetam, phenobarbital, topiramate, zonisamide, clobazam, lamotrigine and valproic acid did not affect
to a clinically relevant manner the clearance of Fycompa.
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4.8 Undesirable effects

System Organ Class

Very common Common Uncommon Not known
Psychiatric disorders Aggression Suicidal ideation
Anger Suicide attempt
Anxiety Hallucinations
Confusional state Psychotic disorder
Nervous system disorders Dizziness Ataxia, Dysarthria Headache
Somnolence Balance disorder
Irritability
Gastrointestinal disorders Nausea ard-vemiting Abdominalpain
General disorders Gait disturbance Teallaras i
Fatigue Faioeles
-
Injury, poisoning and Fall Bruising

procedural complications

Paediatric population

Based on the clinical trial database of 180 paediatric patients exposed to perampanel from a multicentre,
open label study, the overall safety profile in children was similar to that established for adolescents and
adults, except for somnolence, irritability, aggression, and agitation, which were observed more frequently in

the paediatric study compared to studies in adolescents and adults.

Available data in children did not suggest any clinically significant effects of perampanel on growth and
development parameters including body weight, height, thyroid function, insulin-like growth factor-1 (IGF-1)
level, cognition (as assessed by Aldenkamp-Baker neuropsychological assessment schedule [ABNAS]),
behaviour (as assessed by Child Behavior Checklist [CBCL]), and dexterity (as assessed by Lafayette Grooved
Pegboard Test [LGPT]). However, long term effects [greater than 1 year] on learning, intelligence, growth,
endocrine function, and puberty in children remain unknown.
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4.9 Overdose

There have been post-marketing cases of intentional and accidental overdose in paediatric patients with
doses of perampanel up to 36 mg and in adult patients with doses up to 300 mg. The adverse reactions
observed included altered mental status agltat|on aggresslve behaviour, coma and depressed level of
consciousness. The patients i

—agitati j j recovered without sequelae.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

In an open-label uncontrolled study conducted in paediatric patients, no clinically important changes in
cognition relative to baseline as measured by ABNAS were observed following adjunctive perampanel (see
section 5.1 Paediatric population).

5.2 Pharmacokinetic properties

szorgtion

Perampanel oral suspension is bioequivalent on a mg per mg basis to perampanel tablets under fasted
conditions. When a single 12-mg dose of both formulations was administered with a high fat meal,
perampanel oral suspension achieves equivalent AUCo.ins and approximately 23 % lower Cnax and 2 hours
delay in time to peak exposure (tmax) compared to the tablet formulation. However, population
pharmacokinetic analysis demonstrated that under simulated steady state exposure conditions, Cmnax and
AUC(0-24n), of perampanel oral suspension were bioequivalent to the tablet formulation under both fasted and
fed conditions.

When coadministered with a high fat meal, Crnax and AUCo.int of a single 12-mg dose of perampanel oral
suspension were approximately 22% and 13%, respectively, lower compared to fasted conditions.

Linearity/non-linearity

In a population PK analysis on pooled data from twenty Phase 1 studies In healthy subjects, receiving
perampanel between 0.2 and 36 mg either as single or multiple doses, one Phase 2 and five Phase 3 studies in
pat|ents W|th part|al onset seizure recelvmg perampanel between 2 and 16 mg/day alasma—eeneen#auens—ef—

plaeebe—een%ml—led—elmea#% a I|near reIatlonshlp was found between dose and perampanel plasma

concentrations.

Paediatric population

In a population pharmacokinetic analysis on pooled data from children aged 4 to 11 years, adolescent
patients aged >12 years, and adults, perampanel clearance increased with an increase in body weight. Hence,
dose adjustment in chlldren aged 4 to 11 years with a body we|ght < 30 kg is necessary (see sectlon 4.2). ef
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