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• Inclusion criteria

 Patients aged 16–70 years (18–65 years in SP667) with a diagnosis of focal 

epilepsy

 POS (with or without secondary generalization) for 2 years or longer despite 

therapy with two or more AEDs (concurrently or sequentially)

 An average of at least four POS (simple partial with motor signs, complex partial, 

or secondarily generalized seizures) per 28 days, with seizure-free periods lasting 

no longer than 21 days, in the 8 weeks prior to baseline and during the 8-week 

baseline period

 A stable dosing regimen of 1–3 concomitant AEDs (no more than two in SP667) 

with or without vagus nerve stimulation for at least 4 weeks prior tobaseline and 

throughout the trial
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• Inclusion & exclusion criteria

 Men and women age ≥18 years

 With simple or complex partial seizures with or without secondary generalization 

for at least 12 months before screening, who were receiving one or two (1–3 in study 

BIA 2093-302) concomitant AEDs in a stable dosage regimen for at least 2 months 

before screening

 At least four partial-onset seizures in the two 4-week periods of the 8-week 

baseline phase with no seizure-free interval exceeding 21 consecutive days

 Patients taking felbamate were excluded for safety reasons

 Oxcarbazepine was not allowed as concomitant AED as it shares common 

metabolites with ESL

 Patients with known hypersensitivity to carbamazepine or oxcarbazepine were 

excluded







Adverse events (≥ 10%)
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Disegno degli studi di fase III, partecipanti e trattamento

Disegno degli studi1

• Studi randomizzati, in doppio-cieco, controllati con placebo, a gruppi paralleli, 
multicentrici per valutare perampanel come terapia aggiuntiva in pazienti con crisi parziali

• 6 settimane al basale, seguite da una fase di trattamento in doppio-cieco di 19 settimane 
(titolazione di 6 settimane, mantenimento di 13 settimane)

Partecipanti1,2

• Pazienti di età ≥12 anni con crisi parziali non controllate

– Crisi non controllate nonostante trattamento con ≥2 FAE nei due anni precedenti

– Pazienti con almeno 5 crisi parziali e senza periodi liberi da crisi di 25 giorni durante le 6 
settimane di osservazione al basale, nonostante trattamento con 1-3 FAE a dosi stabili per 
almeno 3 settimane prima della randomizzazione (consentito un solo FAE induttore enzimatico)

– Esclusi I pazienti  che presentavano esclusivamente crisi parziali  semplici non motorie, crisi 
primariamente generalizzate, sindrome di Lennox-Gastaut, status epilepticus (nei 12 mesi 
precedenti la visita 1), crisi in cluster, patologie ematologiche, patologie neurologiche 
progressive o tumori.

• Centri Sperimentali in >40 Paesi in 5 Continenti2

Trattamento1,2

• 304 e 305: Perampanel 8 e 12 mg/die o placebo 

• 306: Perampanel 2, 4 e 8 mg/die o placebo

1Krauss GL et al. Neurology 2012;78:1408–1415; 2Steinhoff BJ et al. Epilepsia 2013;54:1481–1489.



Analisi aggregata degli studi di fase III 
Mediana della variazione percentuale della frequenza delle 

crisi per tipo di crisi

Steinhoff, et al. Epilepsia 2013; 54(8): 481-89. Pooled Phase III 



Steinhoff, et al. Epilepsia 2013; 54(8): 481-89.

Analisi aggregata degli studi di fase III 
50% responder rate per tipo di crisi

Pooled Phase III 



Steinhoff, et al. Epilepsia 2013; 54(8): 481-89.

Analisi aggregata degli studi di fase III 
TEAEs* che si sono verificati in >5% dei pazienti

• Aggressività 1%, 2%, 3% con 4, 8, e 12 mg (placebo 1%)

*TEAEs: treatment-emergent adverse events

Pooled Phase III 





Figure 1 - Patient disposition

Jacqueline A. French et al. Neurology 2015;85:950-957
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A median daily dose of 8 mg was 

achieved by 65 patients (80.2%) 

treated with perampanel; the 

remaining 16 patients (19.8%) 

achieved a median daily dose 

of 4 to 8 mg



Figure 2 - Median percent change in PGTC seizure frequency and 50% PGTC seizure responder 

rates

Jacqueline A. French et al. Neurology 2015;85:950-957

Compared with placebo, 

there was also a greater

median percent change in 

the frequency of all seizures 

per 28 days in the 

perampanel group (-22.9 vs   

-43.4; p = 0.0018)

During the maintenance

period, 12.3% of placebo-

treated patients and 30.9% 

of perampanel-treated 

patients achieved freedom 

from PGTC seizures; 4.9% of 

placebo-treated patients and 

23.5% of perampanel-treated 

patients achieved freedom 

from all seizures





Brivaracetam pharmacokinetics

• Brivaracetam is highly permeable and is rapidly 

and almost completely absorbed after oral 

administration

• Pharmacokinetics is dose-proportional from 10 to 

600 mg

• Brivaracetam is weakly bound to plasma proteins 

(20%)

• Brivaracetam is metabolized by CYP2C19 and 

CYP2C9 

• Brivaracetam is eliminated primarily in the urine

• The terminal plasma half-life (t½) is approximately 

9 hours



Brivaracetam has a >30-fold affinity for SV2A than levetiracetam; the binding 

enhances an SV2A function that inhibits abnormal neuronal activity



NCT00490035; NCT00464269; NCT01261325

• Inclusion criteria

 Patients aged ≥16–70 years or aged ≥16–80 years were eligible for 

study enrollment

 Well-characterized focal seizures or a focal epilepsy syndrome

 Focal seizures had to be uncontrolled despite 1–2 concomitant AEDs at 

stable and optimal doses for ≥1 month prior to the first study visit

 At least 2 focal seizures/month for the 3 months prior to screening and 

≥8 focal seizures during the 8-week prospective baseline period

 In addition, ≥2 focal seizures in each 4-week interval of the baseline 

period in study NCT01261325.



409 patients

NCT00490035; NCT00464269; NCT01261325

The most commonly reported side effects included somnolence (12.6%), 

headache (11.0%), dizziness (8.3%), fatigue (7.9%), and nausea (5.9%) 

each study consisted of an 8-week prospective 

baseline period and 12-week treatment period



Efficacy and safety of brivaracetam for partial-onset seizures in 3 pooled 

clinical studies

by Elinor Ben-Menachem, Rūta Mameniškienė, Pier Paolo Quarato, Pavel Klein, 

Jessica Gamage, Jimmy Schiemann, Martin E. Johnson, John Whitesides, 

Belinda McDonough, and Klaus Eckhardt

Neurology

Volume 87(3):314-323

July 19, 2016

© 2016 American Academy of Neurology





Figure 2 Primary efficacy outcomes



Figure 3 Secondary efficacy outcomes







Cannabidiol pharmacokinetics

• The oral bioavailability has been estimated in 

about 10%

• Half-life has been assessed in about 24 h

• CBD in the plasma is highly bound to proteins 

(>99%)

• CBD results mainly metabolized by 

cytochrome P450 (CYP450) pathway, whereas 

its metabolites are widely excreted in the 

faeces

• CBD inhibits CYP450 and increases plasma 

concentrations of clobazam








