FYCOMPA® (perampanel) is indicated in patients with epilepsy aged 4 years and older for partial-onset seizures (POS) -
with or without secondarily generalized seizures and adjunctive therapy for patients aged 12 years and older for ywl I lpa

primary generalized tonic-clonic (PGTC) seizures. .
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PIVOTAL TRIALS (Partial-Onset Seizures)

The efficacy of FYCOMPA in patients with partial-onset seizures (with or without secondary generalization) whose epilepsy was
uncontrolled despite treatment with up to three antiseizure medications (ASMs) was observed in three pivotal studies. A 6-week
Baseline Period, during which only patients who had more than 5 seizures were randomized, was followed by a 6-week Titration
Phase and a 13-week Maintenance Phase. Patients had a mean duration of epilepsy of ~21 years and a median baseline seizure
frequency ranging from 9 to 14 seizures per 28 days. During the trials, more than 85% were taking 2-3 concomitant ASMs!!

* Primary endpoint: the percent change in seizure frequency per 28 days during the Treatment Period as compared to baseline'
* Secondary endpoint: the percentage of patients with a =250% reduction in seizure frequency per 28 days during the Maintenance
Period as compared to baseline (a 50% responder rate)?*

A statistically significant (P<0.05) decrease in seizure frequency was observed at doses of 4 to 12 mg per day.! Patients with a
>50% reduction in seizure frequency were: 19% for placebo (n=442), 29% for 4 mg (n=172), 35% for 8 mg (n=431), and 35%
for 12 mg (n=255).! Dose response was apparent at 4 to 8 mg with little additional reduction in frequency at 12 mg per day.

THE FAME STUDY (STUDY 412)

A 24-WEEK, MULTICENTER, OPEN-LABEL, PROSPECTIVE STUDY OF

FYCOMPA AS FIRST ADJUNCTIVE THERAPY
AFTER ASM MONOTHERAPY FAILURE

IN PATIENTS AGED =12 YEARS WITH PARTIAL-ONSET SEIZURE, WITH OR WITHOUT
SECONDARILY GENERALIZED TONIC-CLONIC SEIZURES®

STUDY DESIGN?

During the Titration Period of this phase 4 study, patients received FYCOMPA 2 mg once daily at bedtime. Daily dose was increased
incrementally at =2-week intervals, by 2 mg, depending on clinical response and tolerability.>

ANALYSIS

SCREENING TITRATION MAINTENANCE
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Patients were started at 2 mg and Maintenance doses ranged from
titrated up or down depending on 4 mg to 12 mg.¢ Final dose depended on
clinical response & tolerability.5® clinical response & tolerability.>¢
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* Primary endpoint: the percentage of patients who had a 250% reduction in total seizure frequency during the Maintenance Period
as compared to baseline (a 50% responder rate)®

* Secondary endpoints: the percentage of patients who had a =75% reduction in total seizure frequency (the 75% responder rate);
the percentage of patients who had a 100% reduction in total seizure frequency (the 100% responder rate); and the 50%, 75%, and
100% responder rates for secondarily generalized tonic-clonic seizures®

» Patients had =2 partial-onset seizures at intervals of =24 hours during the 8 weeks prior to Week 0°

» Patients had been taking ASM monotherapy administered at a stable dose for 8 weeks prior to Week 0°

* Treatment-emergent adverse events (TEAEs), withdrawal from treatment, and clinical laboratory evaluations (haematology, clinical
chemistry and urinalysis) were assessed®

SELECTED SAFETY INFORMATION

WARNING: SERIOUS PSYCHIATRIC AND BEHAVIORAL REACTIONS

* Serious or life-threatening psychiatric and behavioral adverse reactions including aggression, hostility, irritability, anger, and homicidal ideation
and threats have been reported in patients taking FYCOMPA

* These reactions occurred in patients with and without prior psychiatric history, prior aggressive behavior, or concomitant use of medications
associated with hostility and aggression

* Advise patients and caregivers to contact a healthcare provider immediately if any of these reactions or changes in mood, behavior, or personality
that are not typical for the patient are observed while taking FYCOMPA or after discontinuing FYCOMPA

* Closely monitor patients particularly during the titration period and at higher doses

« FYCOMPA should be reduced if these symptoms occur and should be discontinued immediately if symptoms are severe or are worsening

Please see additional Selected Safety Information throughout and accompanying Prescribing Information, including Boxed WARNING.



https://fycompaondemand-update2-staging.hybridhealth.com/resources/fycompa-sup-sup-perampanel-full-prescribing-information

FINAL MAINTENANCE DOSES®*
FINAL DOSE DEPENDED ON CLINICAL RESPONSE AND TOLERABILITY.5*

Number of patients

12/85
/ 2/85 1/85

4 mg 6 mg 8 mg 10 mg 12 mg

*Includes 37 patients taking moderate and strong CYP3A4 inducers, which can cause a reduction
in FYCOMPA plasma levels and may require higher doses of FYCOMPA. The study was not
designed to evaluate the effect of concomitant enzyme inducer/non-inducer ASMs.'6

tAccording to the investigator’s judgment.®

LIMITATIONS?®

* The study was open-label and did not include a control arm
* Appropriate multiplicity adjustments were not applied

* This information is descriptive

e The study included a relatively small number of patients

OVERALL RESPONSE RATES AT 24 WEEKS®
PERCENTAGE OF PATIENTS WITH REDUCED SEIZURE FREQUENCIES
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Patients with convulsive seizures were seizure free at a final dose of 4 mg (n=7/8) or 6 mg (n=5/8).

1° = primary endpoint; 2° = secondary endpoints.

SELECTED SAFETY INFORMATION (CONT’D)
SERIOUS PSYCHIATRIC AND BEHAVIORAL REACTIONS

In the partial-onset seizures clinical trials, hostility- and aggression-related adverse reactions occurred in 12% and 20% of patients randomized to receive
FYCOMPA at doses of 8 mg and 12 mg per day, respectively, compared to 6% of patients in the placebo group. These effects were dose-related and
generally appeared within the first 6 weeks of treatment, although new events continued to be observed through more than 37 weeks. These effects in
FYCOMPA-treated patients led to dose reduction, interruption, and discontinuation more frequently than placebo-treated patients. Homicidal ideation
and/or threat have also been reported postmarketing in patients treated with FYCOMPA. The combination of alcohol and FYCOMPA significantly worsened
mood and increased anger. Patients taking FYCOMPA should avoid the use of alcohol. Patients, their caregivers, and families should be informed that
FYCOMPA may increase the risk of psychiatric events. Patients should be monitored during treatment and for at least

one month after the last dose of FYCOMPA, and especially when taking higher doses and during the initial few weeks

of drug therapy (titration period) or at other times of dose increases. Similar serious psychiatric and behavioral

events were observed in the primary generalized tonic-clonic (PGTC) seizure clinical trial. Fy m pa”‘

Please see additional Selected Safety Information throughout | TABLETS 2+4-6-8+10-12mg ({1
and accompanying Prescribing Information, including Boxed WARNING. (perampane)ORALSUS"ENS'ONO5”‘3/'“L


https://fycompaondemand-update2-staging.hybridhealth.com/resources/fycompa-sup-sup-perampanel-full-prescribing-information

ADVERSE EVENTS

Most common TEAEs®

- Discontinuations®

Number of patients included in the analyses:®
* Enrolled patients: N=106 (3 did not receive drug,

Dizziness 50.0% Adverse event’ 13.2% (n=14) 1 lost to follow-up)
Somnolence 9.8% Withdrawal of consent 3.8% (n=4) * Safety set: N=102 (96.23%)
Headache 8.8% Major protocol violation 2.8% (n=3) * Full analysis set: N=85 (80.19%)
Lost to follow-up 1.9% (n=2) ASM = antiseizure medication;
Other 2.8% (n=3) TEAEs = treatment-emergent adverse events.

‘The adverse events most commonly leading to discontinuation (21% of patients)

were dizziness, headache, and seizure.®

SELECTED SAFETY INFORMATION (CONT’D)

SUICIDAL BEHAVIOR AND IDEATION

Antiepileptic drugs (AEDs), including FYCOMPA, increase the risk of
suicidal thoughts or behavior in patients. Anyone considering prescribing
FYCOMPA or any other AED must balance the risk of suicidal thoughts

or behavior with the risk of untreated illness. Epilepsy and many other
ilinesses for which AEDs are prescribed are themselves associated with
morbidity and mortality and an increased risk of suicidal thoughts and
behavior. Patients, their caregivers, and families should be informed of
the risk and advised to monitor and immediately report the emergence or
worsening of depression, suicidal thoughts or behavior, thoughts about
self-harm and/or any unusual changes in mood or behavior. Should suicidal
thoughts and behavior emerge during treatment, consider whether the
emergence of these symptoms in any given patient may be related to the
iliness being treated.

DIZZINESS AND GAIT DISTURBANCE

FYCOMPA caused dose-related increases in events related to dizziness and
disturbance in gait or coordination. Dizziness and vertigo were reported

in 35% and 47% of patients in the partial-onset seizure trials randomized
to receive FYCOMPA at doses of 8 mg and 12 mg per day, respectively,
compared to 10% of placebo-treated patients. Gait disturbance related
events were reported in 12% and 16% of patients in the partial-onset seizure
clinical trials randomized to receive FYCOMPA at doses of 8 mg and

12 mg per day, respectively, compared to 2% of placebo-treated patients.
These adverse reactions occurred mostly during the titration phase. These
adverse reactions were also observed in the PGTC seizure clinical trial.

SOMNOLENCE AND FATIGUE

FYCOMPA caused dose-dependent increases in somnolence and fatigue-
related events. Somnolence was reported in 16% and 18% of patients in
the partial-onset seizure trials randomized to receive FYCOMPA at doses
of 8 mg and 12 mg per day, respectively, compared to 7% of placebo-
treated patients. Fatigue-related events were reported in 12% and 15% of
patients in the partial-onset seizure trials randomized to receive FYCOMPA
at doses of 8 mg and 12 mg per day, respectively, compared to 5% of
placebo-treated patients. These adverse reactions occurred mostly during
the titration phase. These adverse reactions were also observed in the
PGTC seizure clinical trial. Patients should be advised against engaging in
hazardous activities requiring mental alertness, such as operating motor
vehicles or dangerous machinery, until the effect of FYCOMPA is known.
Patients should be carefully observed for signs of central nervous system
(CNS) depression when FYCOMPA is used with other drugs with sedative
properties because of potential additive effects.

FALLS

Falls were reported in 5% and 10% of patients in the partial-onset seizure
clinical trials randomized to receive FYCOMPA at doses of 8 mg and 12 mg
per day, respectively, compared to 3% of placebo-treated patients.

DRUG REACTION WITH EOSINOPHILIA AND SYSTEMIC
SYMPTOMS (DRESS)

DRESS, also known as multiorgan hypersensitivity, has been reported in
patients taking AEDs, including FYCOMPA. DRESS may be fatal or life-
threatening. DRESS typically, although not exclusively, presents with fever,
rash, lymphadenopathy, and/or facial swelling, in association with other
organ system involvement. If signs or symptoms are present, immediately
evaluate the patient and discontinue FYCOMPA if an alternative etiology
for signs or symptoms cannot be established.
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WITHDRAWAL OF AEDs

A gradual withdrawal is generally recommended with AEDs to minimize
the potential of increased seizure frequency, but if withdrawal is a
response to adverse events, prompt withdrawal can be considered.

MOST COMMON ADVERSE REACTIONS

The most common adverse reactions in patients aged 12 years and older
receiving FYCOMPA (25% and =1% higher than placebo) include dizziness,
somnolence, fatigue, irritability, falls, nausea, weight gain, vertigo, ataxia,
headache, vomiting, contusion, abdominal pain, and anxiety. Adverse
reactions in patients aged 4 to <12 years were generally similar to patients
aged 12 years and older.

DRUG INTERACTIONS

FYCOMPA may decrease the efficacy of contraceptives containing
levonorgestrel. Plasma levels of perampanel were decreased when
administered with known moderate and strong CYP3A4 inducers,
including, carbamazepine, phenytoin, or oxcarbazepine. Multiple dosing
of FYCOMPA 12 mg per day enhanced the effects of alcohol on vigilance
and alertness, and increased levels of anger, confusion, and depression.
These effects may also be seen when FYCOMPA is used in combination
with other CNS depressants.

PREGNANCY AND LACTATION

Physicians are advised to recommend that pregnant patients taking
FYCOMPA enroll in the North American Antiepileptic Drug (NAAED)
Pregnancy Registry. Caution should be exercised when FYCOMPA is
administered to pregnant or nursing women as there are no adequate data
on the developmental risk associated with use in pregnant women, and

no data on the presence of perampanel in human milk, the effects on the
breastfed child, or the effects of the drug on milk production.

HEPATIC AND RENAL IMPAIRMENT

Use in patients with severe hepatic or severe renal impairment is not
recommended. Dosage adjustments are recommended in patients with
mild or moderate hepatic impairment. Use with caution in patients with
moderate renal impairment.

DRUG ABUSE AND DEPENDENCE

FYCOMPA is a Schedule Ill controlled substance and has the potential to
be abused and lead to drug dependence and withdrawal symptoms
including anxiety, nervousness, irritability, fatigue, asthenia, mood swings,
and insomnia.

Please see additional Selected Safety Information throughout
and accompanying Prescribing Information, including Boxed WARNING.
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