LONG-TERM EFFICACY OF ESLICARBAZEPINE ACETATE (ESL): RESULTS FROM
BIA-2093-311/EXT STUDY - THE 2-YEAR OPEN-LABEL EXTENSION OF THE

ESL MONOTHERAPY STUDY (BIA-2093-311)

Rodrigo Rocamora’, Joana Moreira?, Ana Pereira?, Fabio |Ikedo?, Helena Gama?
'Hospital del Mar, Barcelona, Spain; ?Bial — Portela & C?, S.A., Coronado (S. Roméao e S. Mamede), Portugal

ESL dosing

* Mean (standard deviation) daily dose of ESL during the
OLE study was 904.5 (210.51) mg QD overall (median,
800.0 mg QD; range, 756-1600 mg QD)

— ESL/ESL group: 899.2 (205.03) mg QD (median, 800.0
mg QD; range, 756-1600 mg QD)

— CBZ-CR/ESL group: 910.3 (217.36) mg QD (median,
796.2 mg QD; range, 773-1573 mg QD)

e The majority of patients in the ESL/ESL and CBZ-CR/
ESL groups maintained the same ESL dose during the
OLE study (95.8% and 89.8%, respectively)

— In the ESL/ESL group, four patients (4.2%) had a
dose increase

Study population

e |nitial double-blind Phase Il trial included adult patients
(>18 years old) with newly diagnosed epilepsy, provided
they had at least two focal-onset seizures (with or
without secondary generalization) within 12 months of
screening and at least one seizure during the previous
3 months®

INTRODUCTION

Eslicarbazepine acetate (ESL) is a once-daily (QD)
antiepileptic drug (AED) that is approved in Europe as
monotherapy in the treatment of partial-onset seizures,
with or without secondary generalization, in adults with
newly diagnosed epilepsy, and as adjunctive therapy
in adults, adolescents and children aged >6 years

with partial-onset seizures, with or without secondary
generalization.” In the USA, ESL is approved for the
treatment of partial-onset seizures in patients aged

>4 years.?

— Patients were also required to: have had an
electroencephalogram and brain computerized
axial tomography or magnetic resonance imaging
(to exclude a progressive neurological lesion) in
the previous 12 months; provide written informed
consent; and demonstrate cooperation and
willingness to complete the study?®

ESL was approved by the European Medicines Agency as
monotherapy treatment for newly diagnosed adults with

focal seizures on the basis of a Phase lll, randomized, » Patients who completed the double-blind Phase Ill trial

double-blind (DB), active-controlled, non-inferiority study
(Study 311).2 This demonstrated that treatment with QD
ESL was non-inferior to treatment with twice-daily (BID)
controlled-release carbamazepine (CBZ-CR): overall,

(i.e. who remained seizure free for >6 months at the last
evaluated dose) were eligible to enter the OLE study

— Key exclusion criteria included: presence of any major

— In the CBZ-CR/ESL group, nine patients (10.2%) had
a dose increase

Seizure freedom rate

* 158/184 (85.9%) of patients achieved seizure freedom

protocol violation during initial double-blind Phase

Il trial that could impact compliance in OLE study;
suicidal risk (based on investigator’s opinion and
Columbia Suicide-Severity Rating Scale); occurrence
of an AE in initial trial indicating suspected presence
of atrioventricular block (second degree or above) or
contraindicative to further participation (investigator’s
judgement); events of alcohol/drug/medication

71.1% of ESL-treated patients and 75.6% of those during the 2-year OLE study (Figure 2)

treated with CBZ-CR were seizure-free for >6 months at
the last evaluated dose (average risk difference, -4.28%;
95% confidence interval, -10.30-1.74; predefined non-
inferiority criterion, -12%).° Patients completing the DB
Study 311 could continue into a 2-year, open-label
extension (OLE) study, in which all patients received
flexible dosing with ESL monotherapy. Presented here

e Seizure freedom rate was higher in the ESL/ESL group
(90.6%) than the CBZ-CR/ESL group (80.7%)

Figure 2. Seizure freedom rate during 2-year OLE study
(Full Analysis Set-Monotherapy)
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of ESL in patients switching from CBZ-CR treatment, in
adults who have completed DB Study 311.

Seizure freedom was defined as no seizures during the entire OLE study. CBZ-

— Seizure freedom was defined as no seizures during
CR, controlled-release carbamazepine; ESL, eslicarbazepine acetate

the entire OLE study
e Qverall treatment satisfaction

— Rated by patients and investigators using a four-point
scale (‘Very good’, ‘Good’, ‘Fair’ or ‘Poor’)

Overall treatment satisfaction

MATERIAL AND METHODS
Study design

e Study 311 was a randomized, double-blind, non-
inferiority trial that employed a stepwise design with
three dose levels (ESL, 800, 1200 and 1600 mg QD;
CBZ-CR, 200, 400 and 600 mg BID), details of which
have been published previously®

e At the end of study visit, overall treatment satisfaction
was rated for 155 patients (ESL/ESL, n=80; CBZ-CR/
ESL, n=75)

— Overall treatment satisfaction was rated as
‘very good’ or ‘good’ by 100% of patients and
investigators (Figure 3)

Statistical analyses

e All assessments were conducted for the Full Analysis
Set which included all randomized patients who took
at least one dose of study drug and remained on ESL

monotherapy treatment during OLE study
— No patients or investigators rated overall treatment

e Categorical and continuous variables were summarized : : .
satisfaction as fair or poor

¢ Patients who completed the double-blind Phase llI using descriptive statistics
trial (i.e. who remained seizure free for >6 months
at the last evaluated dose) were eligible to enter a
2-year extension study (311-EXT), in which all patients
received open-label treatment with flexibly-dosed ESL

monotherapy (Figure 1)

— Patients treated with ESL during the double-blind
Phase lll trial (ESL/ESL) continued at their last
evaluated dose level

— Patients treated with CBZ-CR during the double-blind
Phase lll trial were transitioned to ESL (CBZ-CR/ESL)

ESL was initiated at 400 mg QD and up-titrated
after 1 week in steps of 400 mg/week to target ESL
dose (equivalent to last evaluated CBZ-CR dose
level: ESL 800 mg QD for CBZ-CR 200 mg BID;
ESL 1200 mg QD for CBZ-CR 400 mg BID; ESL
1600 mg QD for CBZ-CR 600 mg BID)

All patients previously treated with CBZ-

CR (regardless of last evaluated dose level)
commenced CBZ-CR down-titration 2 weeks after
initiating ESL treatment

Figure 3. Assessment of overall satisfaction with
treatment at end of study visit by (A) patients and (B)
investigators (Full Analysis Set)

RESULTS

Study population

* A total of 206 patients entered the OLE study (ESL/ESL,
n=109; CBZ-CR/ESL, n=97)

e The majority of patients, 184 out of 206 (89.3%),
received ESL monotherapy throughout the OLE study
(ESL/ESL, n=96 ; CBZ-CR/ESL, n=88)

— Demographic and baseline characteristics of patients

in the ESL/ESL and CBZ-CR/ESL groups were
generally similar (Table 1)

— Overall, 155/184 (84.2%) patients completed the
study and completion rates were similar between
groups (ESL/ESL, 83.3%; CBZ-CR/ESL, 85.2%)

— Withdrawal due to treatment-emergent adverse
events was low and similar between groups (ESL/
ESL, 3.1%; CBZ-CR/ESL, 4.5%)
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— Subsequently, ESL dosing was adjusted within the

" characteristics (Full Analysis Set)
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