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Study Title 
A Double-blind, Placebo-controlled, Parallel-group Study with an Open-label Extension 
Phase to Evaluate the Efficacy and Safety of Perampanel (E2007) Administered as an 
Adjunctive Therapy in Subjects with Refractory Partial-onset Seizures 

Investigators/Sites 
Katsuhisa Uruno, MD, PhD, et al.   
Multicenter: 119 sites in Australia (7), China (22), Korea (14), Japan (61), Malaysia (5), 
Taiwan (5), and Thailand (5) (refer to Appendix 16.1.4 for the list of investigators and sites) 

Publication (Reference) 
None 

Study Period 
15 May 2012 (date of first subject’s signed informed consent) to 28 May 2020 (date of last 
subject’s last visit) 

Phase of Development 
Phase 3 

Objectives 
Primary Objective:   
• To confirm the efficacy of perampanel (4, 8, and 12 mg) compared to placebo given as an 

adjunctive therapy in subjects with refractory partial-onset seizures 
Secondary Objectives:   
• To evaluate the safety and tolerability of perampanel compared to placebo given as an 

adjunctive therapy in subjects with refractory partial-onset seizures 
• To evaluate the long-term maintenance effect of perampanel (4, 8, and 12 mg) given as an 

adjunctive therapy in subjects with refractory partial-onset seizures 
• To evaluate the pharmacokinetics (PK) of perampanel including the effects of 

concomitant antiepileptic drugs (AEDs) and to explore the relationship between PK and 
efficacy of perampanel 
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Exploratory Objective:   
• To explore the potential withdrawal symptoms of perampanel versus placebo in subjects 

with refractory partial-onset seizures 
Methodology 
This study was a multicenter, randomized, double-blind, placebo-controlled, parallel group 
study (Core Study) followed by the Extension Phase in subjects 12 years of age and older who 
had a diagnosis of epilepsy with partial-onset seizures with or without secondarily generalized 
seizures.  Subjects were randomized to 1 of 4 treatment groups (4, 8, 12 mg/day of 
perampanel, or placebo) in a 1:1:1:1 ratio.  The overall design of the study is presented in 
Figure 1. 
This report presents data collected by the final database lock (12 Aug 2020) and the final 
analysis results for the Extension Phase. 
Core Study 
The Core Study consisted of 2 phases:  Prerandomization (6 weeks) and Randomization 
(19 weeks).  The Randomization Phase consisted of 2 periods:  Titration (6 weeks) and 
Maintenance (13 weeks).   
During the Prerandomization Phase, subjects were assessed for their eligibility to participate, 
including seizure frequency.  Subjects who met all eligibility requirements entered the 
Randomization Phase. 
The subjects were prestratified based on country and concomitant AEDs (inducer AEDs 
defined as carbamazepine, oxcarbazepine, phenytoin, vs non-inducer AED).  Subsequently, 
the subjects who met all of the inclusion criteria and none of the exclusion criteria were 
randomized to 1 of 4 treatment groups (4, 8, 12 mg/day of perampanel, or placebo).   
During the Titration Period, subjects began receiving perampanel 2 mg/day or matching 
placebo and were up-titrated to the appropriate randomized dose (4, 8, 12 mg/day of 
perampanel, or placebo).  The dose was increased at weekly intervals in increments of 2 mg to 
a target dose of 4, 8, or 12 mg.  According to the investigator’s judgment, subjects 
experiencing intolerable adverse events (AEs) were allowed to remain on the same dose or 
have their dose reduced to the previously tolerated dose.  Subjects whose dose had been 
reduced were allowed to have the dose increased again, as soon as the tolerability improved.  
Subjects who could not reach their target dose were allowed to stay at their highest tolerated 
dose.  Subjects who could not tolerate 2 mg dose were discontinued from the study.   
During the Maintenance Period, subjects entered this period on the last dose they achieved at 
the end of the Titration Period and continued taking this dose level once daily for the 
remainder of the study.  Adjustment of the study drug dose level during this period was not 
recommended.  However, according to the investigator’s clinical judgment, subjects 
experiencing intolerable AEs were allowed to have their dose reduced.  During the 
Maintenance Period, subjects whose dose had been reduced were allowed to have the dose 
increased again, as soon as the tolerability improved.  Subjects who could not tolerate 2 mg 
dose were discontinued from the study. 
Extension Phase 
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Subjects who completed the Core Study Randomization Phase were eligible to enter the 
Extension Phase which consisted of 3 periods:  Preconversion (4 weeks), Conversion (6 
weeks), and Maintenance (46 weeks or longer).   
During the double-blind Preconversion Period, subjects continued taking the same dose level 
as they took in the Maintenance Period of the Core Study in a blinded manner.   
During the next 6 weeks as Conversion Period, subjects previously assigned to the placebo 
group in the Core Study, began receiving perampanel 2 mg/day in a blinded manner and were 
up-titrated on the basis of individual tolerance in weekly 2-mg increments to a maximum of 
12 mg of perampanel or until an optimal dose was found.  Subjects previously assigned to the 
perampanel 4, 8, or 12 mg group continued taking the study drug once daily in a blinded 
manner.  For subjects who achieved a 12 mg/day dosing regimen during the Randomization 
Phase of the Core Study, no titration was required and their dose was stably maintained during 
this period.  For subjects who achieved 4 or 8 mg perampanel doses, up-titration was made in 
2-mg increments weekly to a maximum of 12 mg of perampanel.  All subjects were allowed 
to have their dose down- or up-titrated until an optimal dose was reached.  Subjects who could 
not tolerate 2 mg dose were discontinued from the study.  At the end of Conversion Period, 
subjects entered into open-label Maintenance Period.   
During the Maintenance Period, subjects were maintained with the perampanel dose that 
provided the optimal combination of efficacy and tolerability.  Subjects entered this period on 
the last dose they achieved during the Conversion Period and continued taking this dose level 
once daily for the remainder of the study.  Adjustment of the study drug dose level during this 
period was not recommended.  However, according to the investigator’s clinical judgment, 
subjects experiencing intolerable AEs were allowed to have their dose reduced.  During the 
Maintenance Period, subjects whose dose had been reduced were allowed to have the dose 
increased again, as soon as the tolerability improved.  Subjects were allowed to stay at their 
highest tolerated dose.  Subjects who could not tolerate 2 mg dose were discontinued from the 
study.   
A Follow-up Visit was conducted 4 weeks after the last dose of perampanel was administered.   
Depending on the requirements in each country, the Maintenance Period of the Extension 
Phase was to be terminated within 3 months from the launch date of perampanel in the 
country or at Week 75, whichever is later.  The Follow-up Visit was not required if the study 
drug was switched to the commercial product for perampanel.   
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a:  Depending on the requirements in each country, the Maintenance Period of the Extension Phase was to be terminated within 

3 months from the launch date of perampanel in the country or at Week 75, whichever is later. 

Figure 1 Study Design for Study E2007-J000-335 
 

Number of Subjects (Planned and Enrolled) 
Planned:  Approximately 680 subjects (170 subjects per treatment group).   
Randomized:  710 subjects (placebo group, 177; perampanel 4 mg group, 176; perampanel 8 
mg group, 177; perampanel 12 mg group, 180).  Completed the Core Study:  599 subjects 
(placebo group, 152; perampanel 4 mg group, 156; perampanel 8 mg group, 147; perampanel 
12 mg group, 144).  Discontinued from the Core Study:  108 subjects. 
Entered the Extension Phase: 596 subjects.  Completed the Extension Phase:  196 subjects.  
Discontinued from the Extension Phase:  400 subjects.  
Further details of the subject disposition for the Extension Phase, including the definitions of a 
completer and withdrawal, are described in Results section below.   

Diagnosis and Main Criteria for Inclusion 
Main criteria for this study were as follows: 
• Male and female subjects who were 12 years of age or older  
• Had a clinical diagnosis of epilepsy with partial seizures with or without secondarily 

generalized seizures according to the International League Against Epilepsy’s 
Classification of Epileptic Seizures (1981)  

• Had been treated for at least 12 weeks but confirmed to be uncontrolled with more than 1 
standard AED within the 2 years before Visit 1 
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• Had experienced ≥5 partial seizures per 6-week period (with ≥2 partial seizures per each 
of a 3-week period) and with no 25-day seizure-free period in the 6-week period (simple 
partial seizures without motor signs are not counted toward the inclusion) 

• Being treated with stable doses and administrations of 1, 2, or a maximum of 3 approved 
AEDs (only 1 inducer AED was allowed; ie, carbamazepine, phenytoin, or 
oxcarbazepine) 

The full inclusion/exclusion criteria are provided in Appendix 16.1.1 (see protocol Section 
8.3). 
Test Treatment, Dose, Mode of Administration, and Batch Numbers 
Test treatment:  Perampanel was supplied as 2-mg tablets.  Batch numbers of the study drug 
used for the Extension Phase are provided in Appendix 16.1.6.  Those used for the Core Study 
are included in the previous clinical study reports (CSRs). 
Dose and mode of administration:  Perampanel 4, 8, and 12 mg/day, oral, tablet(s), once daily 
before bedtime.   

Reference Therapy, Dose, Mode of Administration, and Batch Numbers 
Comparator drugs:  Placebo was supplied as matching perampanel 2-mg tablets.  Batch 
numbers of the study drug used for the Extension Phase (only for Preconversion Period and 
Conversion Period) are provided in Appendix 16.1.6.  Those used for the Core Study are 
included in the previous CSRs.   
Dose and mode of administration:  Perampanel-matched placebo, oral, tablet(s), once daily 
before bedtime. 

Duration of Treatment 
The planned duration of treatment in this study was 75 weeks or longer.  The duration of 
treatment in the Core Study was 19 weeks (Randomization Phase:  6-week Titration Period 
and 13-week Maintenance Period).  The planned total duration of treatment in the Extension 
Phase was a minimum of 56 weeks (4-week Preconversion Period, 6-week Conversion Period, 
and a minimum of 46-week Maintenance Period).  Further details are provided in 
Appendix 16.1.1 (see protocol Section 8.4.1). 

Assessments 
A schedule of procedures and assessments for the Extension Phase is presented in Table 19.  
PK assessments were not applicable for the Extension Phase.   After Week 75 in the Extension 
Phase, only safety assessments (but no efficacy assessments) were performed (Table 20).  
Further details, including the assessments for the Core Study, are provided in Appendix 16.1.1 
(see protocol Section 8.5).   
Efficacy Assessments 
Efficacy was assessed by seizure counts (via subject diary) and the Clinical Global Impression 
of Change (CGIC).  All simple partial seizures (with or without motor signs), complex partial 
seizures, and complex partial seizures with secondary generalization were recorded on the 
diary.  The investigator completed the CGIC questionnaire to assess the subject’s clinical 
status over the last 4 weeks.    
Safety 
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Safety was assessed by monitoring of AEs, withdrawal from treatment, clinical laboratory 
tests (hematology, chemistry, and urinalysis), vital signs, weight, 12-lead electrocardiogram 
(ECG), Columbia-Suicide Severity Rating Scale (C-SSRS), and Withdrawal Questionnaire. 

Statistical Methods 
The statistical methods of the analyses for the Extension Phase are described below.  Further 
details are provided in Appendix 16.1.9 (see Statistical Analysis Plan [SAP]).   
Analysis Sets 
The Safety Analysis Set included all subjects who signed informed consent, were randomized, 
received at least 1 dose of perampanel, and had at least 1 postdose safety assessment.  The 
Intent-to-treat (ITT) Analysis Set included all subjects who signed informed consent, were 
randomized, received at least 1 dose of study medication, and had at least 1 postdose seizure 
frequency data.   
Efficacy 
All efficacy analyses were performed on the ITT Analysis Set.  The results for the ITT 
Analysis Set were summarized by treatment group assigned in the Randomization phase and 
total of active treatment groups.   
The percent change in seizure frequency per 28 days, responder rate, and CGIC were used to 
evaluate the long-term effect of perampanel in the Extension Phase.  The baseline value in 
seizure frequency refers to seizure frequency per 28 days during Prerandomization Phase.   
Percent Change in Seizure Frequency per 28 Days 
The seizure frequency and percent change from baseline in seizure frequency for the 
Randomization Phase, and the Preconversion Period, Conversion Period and Maintenance 
Period of the Extension Phase were summarized using descriptive statistics.   
Responder Rate 
The number (percentage) of responder (ie, subjects who had at least a 50% reduction in 
seizure frequency per 28 days relative to baseline) for the Randomization Phase, and the 
Preconversion Period, Conversion Period and Maintenance Period of the Extension Phase was 
summarized.  
Complex Partial Seizure and Secondary Generalized Seizure Frequency 
For complex partial seizure plus secondary generalized seizure, the seizure frequency and 
percent change from baseline in seizure frequency for the Randomization Phase, and the 
Preconversion Period, Conversion Period and Maintenance Period of the Extension Phase 
were summarized using descriptive statistics.  The number (percentage) of responder for the 
Randomization Phase, and Preconversion Period, Conversion Period and Maintenance Period 
of the Extension Phase was also summarized.   
The analyses for secondary generalized seizure frequency were performed in the same manner 
as those for complex partial seizure plus secondary generalized seizure. 
Clinical Global Impression of Change 
For Week 19, Week 55 and the end of treatment, the number (percentage) of subjects in each 
of 7 categories was summarized.  
Furthermore, subgroup analyses for the seizure frequency and 50% responder rate were 
performed using the following subgroups:  1) country (Japan/China/Korea/Other), 2) baseline 
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concomitant AEDs (inducer [carbamazepine/oxcarbazepine/phenytoin/overall], noninducer), 
3) Japan and concomitant AEDs. 
Safety 
All safety analyses were performed on the Safety Analysis Set.  The results for the Safety 
Analysis Set were summarized by total of perampanel treatment groups (ie, all subjects 
included in the Safety Analysis Set), unless otherwise indicated. 
AEs were coded to system organ class (SOC) and preferred term (PT) using Medical 
Dictionary for Regulatory Activities (MedDRA) (Version 21.1).  Only treatment-emergent 
adverse events (TEAEs) that occurred on or after the date of first dose of perampanel were 
included in summary tables.  The incidence of TEAEs, treatment-related TEAEs, serious 
TEAEs, TEAEs leading to discontinuation, TEAEs leading to dose reduction, and TEAEs 
leading to study drug interruption was summarized by SOC and PT.  The number (percentage) 
of subjects with TEAEs/treatment-related TEAEs was summarized by maximum severity.  
The number (percentage) of subjects with TEAEs/treatment-related TEAEs was also 
summarized by the timepoint of first onset of TEAEs and by the mean daily dose of 
perampanel.   
The measured value and change from baseline in all quantitative parameters (laboratory, vital 
signs, and ECG parameters) were summarized by the specified timepoint using mean, median, 
standard deviation, minimum, and maximum.  The number (percentage) of subjects in 
qualitative parameters was summarized by the specified timepoint. 
For each safety variable, subgroup analyses were performed using prespecified subgroup 
based on baseline characteristics. 
Sample Size Rationale 
It was assumed that in comparison to the Prerandomization Phase, subjects would show a 
percent reduction in seizure frequency of 10% in the placebo treatment group and 30% in the 
8 mg treatment group in the Randomization Phase of the ITT Analysis Set.  Therefore, a 
sample size of 170 subjects for each treatment group in the ITT Analysis Set would have more 
than 80% power to detect a treatment difference in seizure frequency change of 20% 
(assuming a common standard deviation of 62%) between placebo and each of the active 
treatment groups based on Wilcoxon rank-sum test at a 0.05 2-sided significance level. 
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Results 
The final analysis results for the Extension Phase are described below.  The results for the 
Core Study are included in the previous CSRs. 
 
Subject Disposition 
Table 1 summarizes the disposition and primary reason for discontinuation from the 
Extension Phase. 
In total, 596 subjects entered the Extension Phase; 151 subjects in the placebo group, 
156 subjects in the perampanel 4 mg group, 146 subjects in the perampanel 8 mg group, and 
143 subjects in the perampanel 12 mg group.  Of the 596 subjects, 196 completed the 
Extension Phase and 400 were discontinued from the Extension Phase.  Overall, the most 
common primary reasons for discontinuation from the Extension Phase were subject choice 
(24.2%), inadequate therapeutic effect (16.8%), AE (10.6%), and other (10.4%).  In countries 
other than China, subjects who completed without switching to commercial products of 
perampanel were considered as a withdrawal.  In China, subjects who completed with or 
without switching to commercial products were considered as a completer.  
 

Table 1      Subject Disposition and Primary Reason for Discontinuation From 
Extension Phase – All Randomized Subjects 

 Placebo 

Perampanel 
Combined 

Total 4 mg 8 mg 12 mg Total 

Completed Core Studya, b, n 152 156 147 144 447 599 

 Completed Core Study but not 
 entered Extension Phase, n (%) 

1 (0.7) 0 1 (0.7) 1 (0.7) 2 (0.4) 3 (0.5) 

 Entered Extension Phase, n (%) 151 (99.3) 156 (100.0) 146 (99.3) 143 (99.3) 445 (99.6) 596 (99.5) 

       

Entered Extension Phasec, d, n 151 156 146 143 445 596 

Completed Extension Phase, n (%) 56 (37.1) 40 (25.6) 54 (37.0) 46 (32.2) 140 (31.5) 196 (32.9) 

Discontinued Extension Phase,  
n (%) 

95 (62.9) 116 (74.4) 92 (63.0) 97 (67.8) 305 (68.5) 400 (67.1) 

       

Primary reason for discontinuation 
from Extension Phasee, n (%) 

      

 Adverse event 18 (11.9) 16 (10.3) 9 (6.2) 20 (14.0) 45 (10.1) 63 (10.6) 

 Lost to follow-up 2 (1.3) 1 (0.6) 1 (0.7) 1 (0.7) 3 (0.7) 5 (0.8) 

 Subject choice 37 (24.5) 40 (25.6) 39 (26.7) 28 (19.6) 107 (24.0) 144 (24.2) 

 Inadequate therapeutic effect 17 (11.3) 33 (21.2) 26 (17.8) 24 (16.8) 83 (18.7) 100 (16.8) 

 Withdrawal of consent 6 (4.0) 8 (5.1) 3 (2.1) 5 (3.5) 16 (3.6) 22 (3.7) 

 Pregnancy 2 (1.3) 0 1 (0.7) 1 (0.7) 2 (0.4) 4 (0.7) 

 Otherf 13 (8.6) 18 (11.5) 13 (8.9) 18 (12.6) 49 (11.0) 62 (10.4) 
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CRF = case report form. 
a:  As reported on the Subject Disposition - Core (Disposition Core) CRF page.  
b:  Percentages are based on the total number of the subjects who completed the Core study in relevant treatment group.  
c:  As reported on the Subject Disposition - Extension (Disposition Extension) CRF page.  
d:  Percentages are based on the total number of the subjects who entered the Extension Phase in relevant treatment group.   
e:  Only 1 primary reason is recorded.  
f:  ‘Other’ included the subjects who completed without switching to commercial products of perampanel in countries other than China.  
Source:  Table 14.1.2.2.1.1 
 
All summaries of the subject disposition, including the summaries by country and by period, 
are provided in Section 14.1. 
 
Analysis Sets 
The definitions of each analysis set for the Extension Phase were prespecified in the SAP and 
were described in Statistical Methods section above.   
The Safety Analysis Set included 679 subjects.  Of 710 randomized subjects, 31 were 
excluded from the Safety Analysis Set because they did not receive any dose of perampanel.  
The ITT Analysis Set included 704 subjects.  Of 710 randomized subjects, 6 were excluded 
from the ITT Analysis Set because they did not receive any study drug or did not have any 
postdose seizure data (Table 14.1.2.3, Listing 16.2.3.2.2, and Listing 16.2.3.2.3). 
 
Demographic and Other Baseline Characteristics 
Table 2 summarizes the demography, baseline characteristics, and epilepsy-specific medical 
history for the Safety Analysis Set. 
Most of the subjects in the Safety Analysis Set were 18 to 64 years old.  The mean ±SD age 
was 33.3±13.18 years.  Overall, 48.9% of the subjects were male.  The highest percentage of 
subjects by country was 35.5% in Japan.  The median time since diagnosis was 181.00 months 
(range: 8.0, 666.0).  Complex partial seizures was the most common seizure type (85.4%).   
 

Table 2      Demography, Baseline Characteristics, and Epilepsy-Specific Past 
Medical History – Extension Phase (Final):  Safety Analysis Set 

Category 
Total Perampanel 

(N=679) 

Age (year)a  

 n 679 

 Mean (SD) 33.3 (13.18) 

 Median (Min, Max) 32.0 (12, 71) 

Age group, n (%)  

 <18 73 (10.8) 

 18 to <65 597 (87.9) 

 ≥65 9 (1.3) 

Sex, n (%)  

 Male 332 (48.9) 
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 Female 347 (51.1) 

Country, n (%)  

 Japan 241 (35.5) 

 Korea 161 (23.7) 

 China 174 (25.6) 

 Otherb 103 (15.2) 

Weight (kg)a  

    n 672 

    Mean (SD) 61.66 (15.218) 

    Median (Min, Max) 60.00 (19.0, 123.6) 

Time since diagnosis (months)c  

 n 677 

 Mean (SD) 205.61 (133.728) 

 Median (Min, Max) 181.00 (8.0, 666.0) 

Seizure type, n (%)d  

 Simple partial seizures without motor signs 173 (25.5) 

 Simple partial seizures with motor signs 195 (28.7) 

 Complex partial seizures 580 (85.4) 

 Complex partial seizures with secondary generalization 462 (68.0) 
Percentages are based on the total number of subjects with non-missing values in perampanel treatment groups.  
Max = maximum, Min = minimum. 
a:  Age at Informed Consent.  Weight at baseline. 
b:  Other consists of 4 countries; Australia, Malaysia, Taiwan and Thailand. 
c:  (Screening Date - Date of Diagnosis + 1) / 30.5, rounded up to 1 decimal place. 
d:  Multiple seizure types may be recorded. 
Source:  Table 14.1.2.4.1.1, Table 14.1.2.5.1.1 

 
All summaries of the demography, baseline characteristics, and epilepsy-specific medical 
history, including the summaries by country, are provided in Section 14.1. 
 
Prior and Concomitant Medications 
Prior Medications 
Prior medications were defined as a medication that was stopped before the first dose of study 
drug.  A summary of the prior medications by anatomical therapeutic chemical (ATC) class is 
provided in Table 14.1.2.6.1.1 for the Safety Analysis Set and Table 14.1.2.6.2.1 for the ITT 
Analysis Set.  
Concomitant Medications 
Concomitant medications for the Safety Analysis Set were defined as a medication that started 
before the first dose of perampanel and was continuing at the time of first dose of perampanel, 
or started on or after the date of first dose of perampanel up to the date of last perampanel 
dispensing.  A summary of the concomitant medications by ATC class is provided in 
Table 14.1.2.7.1.1 for the Safety Analysis Set and Table 14.1.2.7.2.1 for the ITT Analysis Set. 
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Table 3 summarizes the number of AEDs taken at baseline for the Safety Analysis Set.  All 
subjects in the Safety Analysis Set were taking AEDs at baseline.  Of all the subjects in the 
Safety Analysis Set, over 50% were taking 3 AEDs and approximately 67% were taking at 
least 1 inducing AED at baseline. 
The percentage of subjects who were taking an inducing AED at baseline was 43.7% for 
carbamazepine, 13.8% for oxcarbazepine, and 9.7% for phenytoin.  The most common 
noninducing AEDs used at baseline were valproic acid (41.4%), levetiracetam (40.8%), and 
lamotrigine (27.2%) (Table 14.1.2.8.1.1). 
 

Table 3 Number of Antiepileptic Drugs at Baseline – Extension Phase 
(Final):  Safety Analysis Set 

Type of Subject 
 Number of AEDs 

Total Perampanel 
(N=679) 
n (%) 

Totala 679 (100.0) 

 1 AED 45 (6.6) 

 2 AEDs 265 (39.0) 

 3 AEDs 366 (53.9) 

 4 AEDs 3 (0.4) 

  

Inducer AEDsa, b, c 456 (67.2) 

 1 AED 23 (3.4) 

 2 AEDs 163 (24.0) 

 3 AEDs 268 (39.5) 

 4 AEDs 2 (0.3) 

  

Non-inducer AEDsa, d 223 (32.8) 

 1 AED 22 (3.2) 

 2 AEDs 102 (15.0) 

 3 AEDs 98 (14.4) 

 4 AEDs 1 (0.1) 
Percentages are based on the total number of subjects in perampanel groups.   
Baseline is date of randomization.   
AED = antiepileptic drug. 
a:  The subjects are classified by the number of AEDs used at baseline.   
b:  Inducer AEDs include carbamazepine, oxcarbazepine, and phenytoin.  All other AEDs are non-inducer AEDs.    
c:  An inducer subject took at least 1 inducing AED at baseline.   
d:  A non-inducer subject took only non-inducing AEDs at baseline.   
Source:  Table 14.1.2.9.1.1 
 
All summaries of prior and concomitant medications, including the summaries by country, are 
provided in Section 14.1. 
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Treatment Compliance 
The treatment compliance in the Preconversion Period, Conversion Period, and Maintenance 
Period of the Extension Phase was similar between the groups based on double-blind 
treatment assigned in the Randomization Phase in the ITT Analysis Set.  Greater than 95% of 
subjects in each group had compliance between 80% and 100%.  The mean compliance during 
each period of the Extension Phase was greater than 97% in each group (Table 14.1.2.10.1). 
All summaries of the treatment compliance, including the summaries by country, are provided 
in Section 14.1. 
 
Efficacy 
Percent Change in Seizure Frequency 
Table 4 summarizes the percent change from baseline in seizure frequency per 28 days during 
each phase/period for the ITT Analysis Set, stratified by the treatment assigned in the double-
blind Randomization Phase (ie, prior placebo group includes subjects assigned to placebo 
treatment in the Core Study, and prior perampanel group includes subjects pooled across all 
perampanel treatment groups [4, 8, and 12 mg] in the Core Study).  Summary results by each 
of the previous treatment groups, including each dose level of perampanel, are provided in 
Table 14.2.1.2.1.1.1.   
The median percent changes from baseline in seizure frequency per 28 days during the 
Randomization Phase and each of the categorized periods of the Extension Phase (ie, 
Preconversion Period, Conversion Period, and Weeks 30 to 47, Weeks 48 to 55, Weeks 56 to 
63 and Weeks 64 to 75 of the Maintenance Period) in subjects who previously received 
placebo were –10.76%, –16.50%, –48.87%, –44.43%, –43.69%, –49.00%, and –47.62%, 
respectively.  The median percent changes in the Randomization Phase and the categorized 
periods of the Extension Phase in subjects who previously received perampanel were  
–26.57%, –36.72%, –43.26%, –46.15%, –53.85%, –52.00%, and –55.93%, respectively. 
The median percent reduction in seizure frequency in the subjects who previously received 
placebo increased to similar level to that in the subjects who previously received perampanel 
by the end of the blinded Conversion Period of the Extension Phase. 
The median percent changes in seizure frequency indicated that efficacy established in the 
Core Study was maintained throughout the Extension Phase.  
 

Table 4      Percent Change From Prerandomization Phase (Baseline) in Seizure 
Frequency per 28 Days – Extension Phase (Final):  ITT Analysis Set 

Parameter 
 Statistic 

Prior Placebo 
(N=175) 

Prior Perampanel 
(N=529) 

Prerandomization Phase Seizure Frequency   

 n 175 529 

 Mean (SD) 29.47 (67.588) 21.36 (37.367) 

 Median 10.00 9.55 

 Min, Max 3.1, 618.0 2.7, 388.5 
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Percent Change to Randomization Phase   

 n 175 529 

 Mean (SD) –1.02 (62.629) –13.95 (78.446) 

 Median –10.76 –26.57 

 Min, Max –90.4, 400.0 –100.0, 809.4 

Percent Change to Preconversion Period   

 n 150 440 

 Mean (SD) –12.84 (65.860) –3.91 (340.970) 

 Median –16.50 –36.72 

 Min, Max –100.0, 375.0 –100.0, 5851.9 

Percent Change to Conversion Period   

 n 148 434 

 Mean (SD) –36.06 (59.784) –23.02 (133.636) 

 Median –48.87 –43.26 

 Min, Max –100.0, 294.7 –100.0, 2055.8 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 30 – 47) 

  

 n 135 407 

 Mean (SD) –33.10 (69.718) –31.24 (94.400) 

 Median –44.43 –46.15 

 Min, Max –100.0, 405.8 –100.0, 1367.1 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 48 – 55) 

  

 n 117 338 

 Mean (SD) –22.96 (125.146) –40.58 (72.886) 

 Median –43.69 –53.85 

 Min, Max –100.0, 984.5 –100.0, 700.8 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 56 – 63) 

  

 n 109 323 

 Mean (SD) –23.87 (163.518) –38.20 (81.822) 

 Median –49.00 –52.00 

 Min, Max –100.0, 1576.4 –100.0, 798.6 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 64 – 75) 

  

 n 103 304 

 Mean (SD) –31.79 (125.136) –41.64 (69.936) 

 Median –47.62 –55.93 

 Min, Max –100.0, 1102.8 –100.0, 521.1 
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ITT = intent-to-treat, Max = maximum, Min = minimum.   
Source:  Table 14.2.1.2.1.1.1 
 
Box plots of percent change from baseline in seizure frequency per 28 days are provided in 
Figure 14.2.1.2.1.  A summary of the seizure frequency per 28 days during each phase/period 
is provided in Table 14.2.1.2.1.3.1.  
Although it should be noted that the number of subjects was small in several subgroups, the 
subgroup analysis results for seizure frequency were generally consistent across all subgroups 
in showing improvements in seizure control after initiation of perampanel treatment and 
maintenance of the improvements during the Extension Phase (Table 14.2.1.2.1.1.1.2, 
Table 14.2.1.2.1.1.2 through Table 14.2.1.2.1.1.4, and Table 14.2.1.2.1.3.2 through 
Table 14.2.1.2.1.3.4).   
 
Responder Rate 
Table 5 summarizes the 50% responder rate in each phase/period for the ITT Analysis Set, 
stratified by the treatment assigned in the double-blind Randomization Phase (ie, prior 
placebo group includes subjects assigned to placebo treatment in the Core Study, and prior 
perampanel group includes subjects pooled across all perampanel treatment groups [4, 8, and 
12 mg] in the Core Study).  Summary results by each of the previous treatment groups, 
including each dose level of perampanel, are provided in Table 14.2.1.2.2.1.1.   
The responder rates in the Randomization Phase and each of the categorized periods of the 
Extension Phase (ie, Preconversion Period, Conversion Period, and Weeks 30 to 47, Weeks 48 
to 55, Weeks 56 to 63 and Weeks 64 to 75 of the Maintenance Period) in subjects who 
previously received placebo were 13.7%, 28.0%, 49.3%, 44.4%, 46.2%, 49.5%, and 48.5%, 
respectively.  The responder rates in the Randomization Phase and the categorized periods of 
the Extension Phase in subjects who previously received perampanel were 31.2%, 40.7%, 
44.2%, 47.2%, 53.8%, 54.5%, and 54.3%, respectively. 
The responder rate in the subjects who previously received placebo increased to a similar level 
to that in the subjects who previously received perampanel by the end of the blinded 
Conversion Period of the Extension Phase. 
The 50% responder rates indicated that efficacy established in the Core Study was maintained 
throughout the Extension Phase. 
 

Table 5 Responder Analysis – Extension Phase (Final):  ITT Analysis Set 

Analysis Window 
 Responder 

Prior Placebo 
(N=175) 
n (%) 

Prior Perampanel 
(N=529) 
n (%) 

Randomization Phase   

 Yes 24 (13.7) 165 (31.2) 

 No 151 (86.3) 364 (68.8) 

 Total 175 (100.0) 529 (100.0) 

Preconversion Period   
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 Yes 42 (28.0) 179 (40.7) 

 No 108 (72.0) 261 (59.3) 

 Total 150 (100.0) 440 (100.0) 

Conversion Period   

 Yes 73 (49.3) 192 (44.2) 

 No 75 (50.7) 242 (55.8) 

 Total 148 (100.0) 434 (100.0) 

Maintenance Period of Extension Phase (Weeks 
30 – 47) 

  

 Yes 60 (44.4) 192 (47.2) 

 No 75 (55.6) 215 (52.8) 

 Total 135 (100.0) 407 (100.0) 

Maintenance Period of Extension Phase (Weeks 
48 – 55) 

  

 Yes 54 (46.2) 182 (53.8) 

 No 63 (53.8) 156 (46.2) 

 Total 117 (100.0) 338 (100.0) 

Maintenance Period of Extension Phase (Weeks 
56 – 63) 

  

 Yes 54 (49.5) 176 (54.5) 

 No 55 (50.5) 147 (45.5) 

 Total 109 (100.0) 323 (100.0) 

Maintenance Period of Extension Phase (Weeks 
64 – 75) 

  

 Yes 50 (48.5) 165 (54.3) 

 No 53 (51.5) 139 (45.7) 

 Total 103 (100.0) 304 (100.0) 
A responder is a subject who experienced a 50% or greater reduction in seizure frequency per 28 days from the Prerandomization Phase.   
Percentages are based on the total number of subjects in relevant treatment group. 
ITT = intent-to-treat.   
Source:  Table 14.2.1.2.2.1.1 
 
Although it should be noted that the number of subjects was small in several subgroups, the 
subgroup analysis results for 50% responder rate were generally consistent across all 
subgroups in showing improvements in seizure control after initiation of perampanel 
treatment and maintenance of the improvements during the Extension Phase 
(Table 14.2.1.2.2.1.1.2 and Table 14.2.1.2.2.1.2 through Table 14.2.1.2.2.1.4).   
 
Percent Change in Frequency of Complex Partial Plus Secondarily Generalized Seizures 
Table 6 summarizes the percent change from baseline in complex partial plus secondarily 
generalized seizure frequency per 28 days during each phase/period for the ITT Analysis Set, 
stratified by the treatment assigned in the double-blind Randomization Phase (ie, prior 
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placebo group includes subjects assigned to placebo treatment in the Core Study, and prior 
perampanel group includes subjects pooled across all perampanel treatment groups [4, 8, and 
12 mg] in the Core Study).  Summary results by each of the previous treatment groups, 
including each dose level of perampanel, are provided in Table 14.2.1.2.2.7.1.   
The median percent changes from baseline in seizure frequency per 28 days during the 
Randomization Phase and each of the categorized periods of the Extension Phase (ie, 
Preconversion Period, Conversion Period, and Weeks 30 to 47, Weeks 48 to 55, Weeks 56 to 
63 and Weeks 64 to 75 of the Maintenance Period) in subjects who previously received 
placebo were –11.70%, –14.98%, –50.00%, –45.40%, –48.81%, –51.19%, and –49.43%, 
respectively.  The median percent changes in the Randomization Phase and the categorized 
periods of the Extension Phase in subjects who previously received perampanel were  
–31.27%, –40.00%, –45.45%, –49.22%, –57.13%, –52.13%, and –57.38%, respectively. 
The median percent reduction in complex partial plus secondarily generalized seizure 
frequency in the subjects who previously received placebo increased to similar level to that in 
the subjects who previously received perampanel by the end of the blinded Conversion Period 
of the Extension Phase.   
The median percent changes in complex partial plus secondarily generalized seizure 
frequency indicated that efficacy established in the Core Study was maintained throughout the 
Extension Phase. 
 

Table 6      Percent Change From Prerandomization Phase (Baseline) in 
Complex Partial Plus Secondarily Generalized Seizure Frequency 
per 28 Days – Extension Phase (Final):  ITT Analysis Set 

Parameter 
 Statistic 

Prior Placebo 
(N=158) 

Prior Perampanel 
(N=475) 

Prerandomization Phase Seizure Frequency   

 n 158 475 

 Mean (SD) 18.04 (39.535) 14.82 (26.933) 

 Median 7.33 7.33 

 Min, Max 1.3, 336.7 0.7, 312.3 

Percent Change to Randomization Phase   

 n 158 475 

 Mean (SD) –0.43 (68.653) –19.84 (82.355) 

 Median –11.70 –31.27 

 Min, Max –88.6, 400.0 –100.0, 1103.4 

Percent Change to Preconversion Period   

 n 138 393 

 Mean (SD) –11.24 (69.492) –7.41 (468.392) 

 Median –14.98 –40.00 

 Min, Max –100.0, 375.0 –100.0, 9169.0 
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Percent Change to Conversion Period   

 n 136 387 

 Mean (SD) –37.38 (62.978) –30.07 (80.944) 

 Median –50.00 –45.45 

 Min, Max –100.0, 294.7 –100.0, 740.0 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 30 – 47) 

  

 n 125 364 

 Mean (SD) –36.83 (62.733) –37.35 (59.681) 

 Median –45.40 –49.22 

 Min, Max –100.0, 248.7 –100.0, 470.8 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 48 – 55) 

  

 n 108 299 

 Mean (SD) –29.04 (94.672) –41.82 (77.680) 

 Median –48.81 –57.13 

 Min, Max –100.0, 661.4 –100.0, 700.8 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 56 – 63) 

  

 n 100 285 

 Mean (SD) –38.17 (58.921) –42.09 (74.558) 

 Median –51.19 –52.13 

 Min, Max –100.0, 200.0 –100.0, 798.6 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 64 – 75) 

  

 n 94 266 

 Mean (SD) –38.53 (73.278) –46.13 (59.113) 

 Median –49.43 –57.38 

 Min, Max –100.0, 383.3 –100.0, 392.6 
N: Excluding subjects who did not have complex partial plus secondarily generalized seizures during the Prerandomization Phase. 
ITT = intent-to-treat, Max = maximum, Min = minimum.   
Source:  Table 14.2.1.2.2.7.1 
 
A summary of the complex partial plus secondarily generalized seizure frequency per 28 days 
during each phase/period is provided in Table 14.2.1.2.2.8.1.   
 
Responder Rate for Complex Partial Plus Secondarily Generalized Seizures 
Table 7 summarizes the 50% responder rate for complex partial plus secondarily generalized 
seizures in each phase/period for the ITT Analysis Set, stratified by the treatment assigned in 
the double-blind Randomization Phase (ie, prior placebo group includes subjects assigned to 
placebo treatment in the Core Study, and prior perampanel group includes subjects pooled 
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across all perampanel treatment groups [4, 8, and 12 mg] in the Core Study).  Summary 
results by each of the previous treatment groups, including each dose level of perampanel, are 
provided in Table 14.2.1.2.2.9.1.   
The responder rates in the Randomization Phase and each of the categorized periods of the 
Extension Phase (ie, Preconversion Period, Conversion Period, and Weeks 30 to 47, Weeks 48 
to 55, Weeks 56 to 63 and Weeks 64 to 75 of the Maintenance Period) in subjects who 
previously received placebo were 15.8%, 31.9%, 51.5%, 45.6%, 50.0%, 52.0%, and 50.0%, 
respectively.  The responder rates in the Randomization Phase and the categorized periods of 
the Extension Phase in subjects who previously received perampanel were 34.5%, 43.3%, 
46.5%, 49.5%, 55.9%, 54.0%, and 55.6%, respectively. 
The responder rate for complex partial plus secondarily generalized seizures in the subjects 
who previously received placebo increased to similar level to that in the subjects who 
previously received perampanel by the end of the blinded Conversion Period of the Extension 
Phase. 
The 50% responder rates for complex partial plus secondarily generalized seizures indicated 
that efficacy established in the Core Study was maintained throughout the Extension Phase. 
 

Table 7 Responder Analysis for Complex Partial Plus Secondarily 
Generalized Seizures – Extension Phase (Final):  ITT Analysis Set 

Analysis Window 
 Responder 

Prior Placebo 
(N=158) 
n (%) 

Prior Perampanel 
(N=475) 
n (%) 

Randomization Phase   

 Yes 25 (15.8) 164 (34.5) 

 No 133 (84.2) 311 (65.5) 

 Total 158 (100.0) 475 (100.0) 

Preconversion Period   

 Yes 44 (31.9) 170 (43.3) 

 No 94 (68.1) 223 (56.7) 

 Total 138 (100.0) 393 (100.0) 

Conversion Period   

 Yes 70 (51.5) 180 (46.5) 

 No 66 (48.5) 207 (53.5) 

 Total 136 (100.0) 387 (100.0) 

Maintenance Period of Extension Phase (Weeks 
30 – 47) 

  

 Yes 57 (45.6) 180 (49.5) 

 No 68 (54.4) 184 (50.5) 

 Total 125 (100.0) 364 (100.0) 

Maintenance Period of Extension Phase (Weeks 
48 – 55) 
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 Yes 54 (50.0) 167 (55.9) 

 No 54 (50.0) 132 (44.1) 

 Total 108 (100.0) 299 (100.0) 

Maintenance Period of Extension Phase (Weeks 
56 – 63) 

  

 Yes 52 (52.0) 154 (54.0) 

 No 48 (48.0) 131 (46.0) 

 Total 100 (100.0) 285 (100.0) 

Maintenance Period of Extension Phase (Weeks 
64 – 75) 

  

 Yes 47 (50.0) 148 (55.6) 

 No 47 (50.0) 118 (44.4) 

 Total 94 (100.0) 266 (100.0) 
N: Excluding subjects who did not have complex partial plus secondarily generalized seizures during the Prerandomization Phase. 
A responder is a subject who experienced a 50% or greater reduction in seizure frequency per 28 days from the Prerandomization Phase.   
Percentages are based on the total number of subjects in relevant treatment group. 
ITT = intent-to-treat.   
Source:  Table 14.2.1.2.2.9.1 
 
Percent Change in Frequency of Secondarily Generalized Seizures 
Table 8 summarizes the percent change from baseline in secondarily generalized seizure 
frequency per 28 days during each phase/period for the ITT Analysis Set, stratified by the 
treatment assigned in the double-blind Randomization Phase (ie, prior placebo group includes 
subjects assigned to placebo treatment in the Core Study, and prior perampanel group includes 
subjects pooled across all perampanel treatment groups [4, 8, and 12 mg] in the Core Study).  
Summary results by each of the previous treatment groups, including each dose level of 
perampanel, are provided in Table 14.2.1.2.2.10.1.   
The median percent changes from baseline in seizure frequency per 28 days during the 
Randomization Phase and each of the categorized periods of the Extension Phase (ie, 
Preconversion Period, Conversion Period, and Weeks 30 to 47, Weeks 48 to 55, Weeks 56 to 
63 and Weeks 64 to 75 of the Maintenance Period) in subjects who previously received 
placebo were –12.14%, –23.21%, –78.57%, –61.60%, –52.86%, –63.58%, and –54.08%, 
respectively.  The median percent changes in the Randomization Phase and the categorized 
periods of the Extension Phase in subjects who previously received perampanel were  
–44.87%, –66.67%, –70.07%, –73.53%, –74.98%, –75.00%, and –75.00%, respectively. 
The median percent reduction in secondarily generalized seizure frequency in the subjects 
who previously received placebo increased to similar level to that in the subjects who 
previously received perampanel by the end of the blinded Conversion Period of the Extension 
Phase.   
The median percent changes in secondarily generalized seizure frequency indicated that 
efficacy established in the Core Study was maintained throughout the Extension Phase. 
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Table 8      Percent Change From Prerandomization Phase (Baseline) in 
Secondarily Generalized Seizure Frequency per 28 Days – 
Extension Phase (Final):  ITT Analysis Set 

Parameter 
 Statistic 

Prior Placebo 
(N=62) 

Prior Perampanel 
(N=181) 

Prerandomization Phase Seizure Frequency   

 n 62 181 

 Mean (SD) 12.44 (40.912) 8.59 (16.338) 

 Median 3.66 4.00 

 Min, Max 0.6, 316.0 0.6, 133.3 

Percent Change to Randomization Phase   

 n 62 181 

 Mean (SD) 6.26 (86.838) 1.11 (354.252) 

 Median –12.14 –44.87 

 Min, Max –100.0, 289.6 –100.0, 4570.1 

Percent Change to Preconversion Period   

 n 54 152 

 Mean (SD) 3.86 (119.686) –26.06 (235.302) 

 Median –23.21 –66.67 

 Min, Max –100.0, 500.0 –100.0, 2700.0 

Percent Change to Conversion Period   

 n 52 151 

 Mean (SD) –55.17 (56.595) –27.55 (237.841) 

 Median –78.57 –70.07 

 Min, Max –100.0, 150.0 –100.0, 2700.0 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 30 – 47) 

  

 n 50 143 

 Mean (SD) –49.93 (60.202) –50.82 (75.497) 

 Median –61.60 –73.53 

 Min, Max –100.0, 229.1 –100.0, 383.5 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 48 – 55) 

  

 n 43 114 

 Mean (SD) –34.71 (85.741) –50.61 (99.290) 

 Median –52.86 –74.98 

 Min, Max –100.0, 332.1 –100.0, 703.6 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 56 – 63) 
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 n 38 112 

 Mean (SD) –35.64 (106.160) –46.81 (100.948) 

 Median –63.58 –75.00 

 Min, Max –100.0, 483.3 –100.0, 500.0 

Percent Change to Maintenance Period of 
Extension Phase (Weeks 64 – 75) 

  

 n 37 107 

 Mean (SD) –27.51 (103.012) –48.87 (97.301) 

 Median –54.08 –75.00 

 Min, Max –100.0, 394.1 –100.0, 644.3 
N: Excluding subjects who did not have secondarily generalized seizures during the Prerandomization Phase. 
ITT = intent-to-treat, Max = maximum, Min = minimum.   
Source:  Table 14.2.1.2.2.10.1 
 
A summary of the secondarily generalized seizure frequency per 28 days during each 
phase/period is provided in Table 14.2.1.2.2.11.1.   
 
Responder Rate for Secondarily Generalized Seizures 
Table 9 summarizes the 50% responder rate for secondarily generalized seizures in each 
phase/period for the ITT Analysis Set, stratified by the treatment assigned in the double-blind 
Randomization Phase (ie, prior placebo group includes subjects assigned to placebo treatment 
in the Core Study, and prior perampanel group includes subjects pooled across all perampanel 
treatment groups [4, 8, and 12 mg] in the Core Study).  Summary results by all previous 
treatment groups, including each dose level of perampanel, are provided in 
Table 14.2.1.2.2.12.1. 
The responder rates in the Randomization Phase and each of the categorized periods of the 
Extension Phase (ie, Preconversion Period, Conversion Period, and Weeks 30 to 47, Weeks 48 
to 55, Weeks 56 to 63 and Weeks 64 to 75 of the Maintenance Period) in subjects who 
previously received placebo were 21.0%, 42.6%, 65.4%, 58.0%, 51.2%, 57.9%, and 54.1%, 
respectively.  The responder rates in the Randomization Phase and the categorized periods of 
the Extension Phase in subjects who previously received perampanel were 47.0%, 58.6%, 
62.3%, 67.1%, 71.1%, 67.9%, and 66.4%, respectively. 
The responder rate for secondarily generalized seizures in the subjects who previously 
received placebo increased to similar level to that in the subjects who previously received 
perampanel by the end of the blinded Conversion Period of the Extension Phase. 
The 50% responder rates for secondarily generalized seizures indicated that efficacy 
established in the Core Study was maintained throughout the Extension Phase. 
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Table 9 Responder Analysis for Secondarily Generalized Seizures – 
Extension Phase (Final):  ITT Analysis Set 

Analysis Window 
 Responder 

Prior Placebo 
(N=62) 
n (%) 

Prior Perampanel 
(N=181) 
n (%) 

Randomization Phase   

 Yes 13 (21.0) 85 (47.0) 

 No 49 (79.0) 96 (53.0) 

 Total 62 (100.0) 181 (100.0) 

Preconversion Period   

 Yes 23 (42.6) 89 (58.6) 

 No 31 (57.4) 63 (41.4) 

 Total 54 (100.0) 152 (100.0) 

Conversion Period   

 Yes 34 (65.4) 94 (62.3) 

 No 18 (34.6) 57 (37.7) 

 Total 52 (100.0) 151 (100.0) 

Maintenance Period of Extension Phase (Weeks 
30 – 47) 

  

 Yes 29 (58.0) 96 (67.1) 

 No 21 (42.0) 47 (32.9) 

 Total 50 (100.0) 143 (100.0) 

Maintenance Period of Extension Phase (Weeks 
48 – 55) 

  

 Yes 22 (51.2) 81 (71.1) 

 No 21 (48.8) 33 (28.9) 

 Total 43 (100.0) 114 (100.0) 

Maintenance Period of Extension Phase (Weeks 
56 – 63) 

  

 Yes 22 (57.9) 76 (67.9) 

 No 16 (42.1) 36 (32.1) 

 Total 38 (100.0) 112 (100.0) 

Maintenance Period of Extension Phase (Weeks 
64 – 75) 

  

 Yes 20 (54.1) 71 (66.4) 

 No 17 (45.9) 36 (33.6) 

 Total 37 (100.0) 107 (100.0) 
N: Excluding subjects who did not have secondarily generalized seizures during the Prerandomization Phase. 
A responder is a subject who experienced a 50% or greater reduction in seizure frequency per 28 days from the Prerandomization Phase.   
Percentages are based on the total number of subjects in relevant treatment group. 
ITT = intent-to-treat.   
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Source:  Table 14.2.1.2.2.12.1 
 
Clinical Global Impression of Change 
Table 10 summarizes the CGIC results at Week 19 and Week 55 , and at the end of treatment 
for the ITT Analysis Set, stratified by the treatment assigned in the double-blind 
Randomization Phase (ie, prior placebo group includes subjects assigned to placebo treatment 
in the Core Study, and prior perampanel group includes subjects pooled across all perampanel 
treatment groups [4, 8, and 12 mg] in the Core Study).  The results by all previous treatment 
groups, including each dose level of perampanel, are provided in Table 14.2.1.2.2.24. 
The percentages of subjects with “much improved” or “very much improved” results in the 
CGIC were approximately 40% at Week 55 and 30% at the end of treatment in both groups. 
 

Table 10 Analysis of Clinical Global Impression of Change – Extension 
Phase (Final):  ITT Analysis Set 

Analysis Window 
 Condition 

Prior Placebo 
(N=175) 
n (%) 

Prior Perampanel 
(N= 529) 

n (%) 

Week 19   

 Very much improved 3 (1.9) 25 (5.6) 

 Much improved 31 (19.5) 134 (29.9) 

 Minimally improved 54 (34.0) 138 (30.8) 

 No change 67 (42.1) 130 (29.0) 

 Minimally worse 3 (1.9) 19 (4.2) 

 Much worse 1 (0.6) 1 (0.2) 

 Very much worse 0 1 (0.2) 

 Total 159 (100.0) 448 (100.0) 

Week 55   

 Very much improved 10 (9.6) 25 (8.6) 

 Much improved 31 (29.8) 103 (35.3) 

 Minimally improved 39 (37.5) 97 (33.2) 

 No change 24 (23.1) 62 (21.2) 

 Minimally worse 0 4 (1.4) 

 Much worse 0 1 (0.3) 

 Very much worse 0 0 

 Total 104 (100.0) 292 (100.0) 

End of Treatment (by the time of Week 55)a   

 Very much improved 15 (8.8) 32 (6.2) 

 Much improved 37 (21.8) 129 (25.1) 

 Minimally improved 54 (31.8) 159 (31.0) 
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 No change 49 (28.8) 149 (29.0) 

 Minimally worse 9 (5.3) 31 (6.0) 

 Much worse 5 (2.9) 13 (2.5) 

 Very much worse 1 (0.6) 0 

 Total 170 (100.0) 513 (100.0) 
ITT = intent-to-treat.   
a:  The End of Treatment value is the last non-missing value measured in the entire study.  The Follow-up Visit is not included in this 
analysis visit.   
Source:  Table 14.2.1.2.2.24 
 
Safety 
For the safety variables, the data collected during the perampanel treatment in the entire study 
(Core Study plus Extension Phase) were summarized for the Safety Analysis Set.   
 
Extent of Exposure 
Table 11 summarized cumulative extent of exposure to perampanel for the Safety Analysis 
Set.  Overall, 67.0% of the subjects received perampanel for more than 12 months (336 days).  
The mean ±SD duration of exposure to perampanel was 682.4±551.04 days.   
The mean ±SD daily dose of perampanel in the entire study was 8.92±2.606 mg in the Safety 
Analysis Set (Table 14.3.1.1.2.2.1).  Overall, 51.8% of the subjects received last perampanel 
daily dose of 12 mg (Table 12).  
 

Table 11 Cumulative Extent of Exposure to Perampanel – Extension Phase 
(Final): Safety Analysis Set 

Extent of Exposure 
Total Perampanel 

(N=679) 

Any Exposurea, n (%) 679 (100.0) 

Duration of Exposure (days)b, n (%)  

 >1 month (28 days) 662 (97.5) 

 >3 months (84 days) 603 (88.8) 

 >6 months (168 days) 560 (82.5) 

 >9 months (252 days) 509 (75.0) 

 >12 months (336 days) 455 (67.0) 

    >18 months (504 days)  369 (54.3) 

    >24 months (672 days)  283 (41.7) 

    >30 months (840 days)  251 (37.0) 

Duration of Exposure (days)b  

 n 679 

 Mean (SD) 682.4 (551.04) 
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 Median 535.0 

 Min, Max 3, 2545 
Percentages are based on the total number of subjects in perampanel treatment groups. 
Max = maximum, Min = minimum.   
a: Each subject is counted in all applicable exposure categories. 
b: From the date of first dose of perampanel. 
Source:  Table 14.3.1.1.2.1.1 

 

Table 12 Last Dose Received – Extension Phase (Final): Safety Analysis Set 

 
Total Perampanel 

(N=679) 

Entire Study  

Last dose received (mg)  

 n 679 

 Mean (SD) 9.81 (2.852) 

 Median 12.00 

 Min, Max 2.0, 12.0 

Last dose received, n (%)  

 2 mg 19 (2.8) 

 4 mg 48 (7.1) 

 6 mg 51 (7.5) 

 8 mg 93 (13.7) 

 10 mg 116 (17.1) 

 12 mg 352 (51.8) 
Entire Study = Core Study + Extension Phase.   
Percentages are based on the total number of subjects in perampanel treatment groups.  
Max = maximum, Min = minimum.   
Source:  Table 14.3.1.1.2.3.1 

 
All summaries of the exposure to perampanel, including the summaries by country, are 
provided in Section 14.3.1. 
 
Adverse Events 
Unless otherwise indicated, adverse events refers to TEAEs (ie, an adverse event that emerges 
after study treatment initiation until the last visit of the study or within 30 days after the last 
study treatment).  TEAEs were summarized by SOC and PT for the Safety Analysis Set.  
Summary tables for the Extension Phase include only TEAEs that occurred on or after the first 
day of perampanel treatment in the entire study.   
Overview of Adverse Events 
Table 13 presents an overview of TEAEs.   
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Table 13 Overview of Treatment-Emergent Adverse Events – Extension 
Phase (Final):  Safety Analysis Set 

Category 

Total Perampanel 
(N=679) 
n (%) 

TEAEs 624 (91.9) 

Treatment-related TEAEsa 531 (78.2) 

Severe TEAEs 75 (11.0) 

  

Serious TEAEs 113 (16.6) 

 Deathsb 7 (1.0) 

 Other SAEsc 110 (16.2) 

  Life threatening 4 (0.6) 

  Requires inpatient hospitalization or prolongation of 
existing hospitalization 

104 (15.3) 

  Persistent or significant disability or incapacity 0 

  Congenital anomaly/birth defect 0 

  Important medical events 10 (1.5) 

  

TEAEs Leading to Study Drug Dose Adjustment 365 (53.8) 

 TEAEs Leading to Study/Study Drug Withdrawal 141 (20.8) 

 TEAEs Leading to Study Drug Dose Reduction 265 (39.0) 

 TEAEs Leading to Study Drug Dose Interruption 4 (0.6) 
Percentages are based on the total number of subjects in perampanel treatment groups.   
For each row category, a subject with 2 or more TEAEs in that category is counted only once.   
TEAE is defined as an adverse event that emerges from the first dose of the study drug to the last visit of the study or on or after 30 days 
since the last dose of study drug, whichever comes later, having been absent at pretreatment (Baseline), re-emerges during treatment, having 
been present at Baseline but stopped prior to treatment, or  worsens in severity during treatment relative to the pretreatment state, when the 
adverse event is continuous. 
SAE = serious adverse event, TEAE = treatment-emergent adverse event.   
a:  Includes TEAEs considered by the investigator to be possibly or probably related to study drug or TEAEs with missing causality.   
b:  Includes all subjects with an SAE resulting in death.   
c:  If a subject had both fatal and nonfatal SAEs, the subject is counted in the previous row and is also counted in this row.   
Source:  Table 14.3.1.2.2.1 

 
Common Adverse Events 
Table 14 summarizes common TEAEs (ie, TEAEs occurring in at least 2% of subjects) and 
their corresponding treatment-related TEAEs for the Safety Analysis Set.   
The TEAEs that occurred in at least 10% of the subjects were dizziness (46.8%), 
nasopharyngitis (25.2%), somnolence (24.3%), headache (13.8%), and upper respiratory tract 
infection (10.3%).  The treatment-related TEAEs that occurred in at least 10% of the subjects 
were dizziness (44.6%) and somnolence (23.0%). 
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Table 14 Treatment-Emergent Adverse Events Occurring in at Least 2% of 
Subjects and Treatment-Related Treatment-Emergent Adverse 
Events by System Organ Class and Preferred Term – Extension 
Phase (Final):  Safety Analysis Set 

MedDRA System Organ Class 
 Preferred Term 

Total Perampanel 
(N=679) 
n (%) 

 TEAE Treatment-related TEAE 

Subjects with any TEAE / treatment-related TEAE 624 (91.9) 531 (78.2) 

   

Ear and labyrinth disorders 36 (5.3) 22 (3.2) 

    Vertigo 23 (3.4) 19 (2.8) 

Gastrointestinal disorders 198 (29.2) 51 (7.5) 

    Nausea 35 (5.2) 21 (3.1) 

    Diarrhoea 34 (5.0) 1 (0.1) 

    Constipation 27 (4.0) 6 (0.9) 

    Stomatitis 25 (3.7) 4 (0.6) 

    Vomiting 24 (3.5) 5 (0.7) 

    Dental caries 23 (3.4) 0 

General disorders and administration site conditions 131 (19.3) 66 (9.7) 

    Pyrexia 39 (5.7) 2 (0.3) 

    Fatigue 34 (5.0) 23 (3.4) 

    Gait disturbance 28 (4.1) 25 (3.7) 

    Asthenia 17 (2.5) 11 (1.6) 

Infections and infestations 300 (44.2) 8 (1.2) 

    Nasopharyngitis 171 (25.2) 1 (0.1) 

    Upper respiratory tract infection 70 (10.3) 1 (0.1) 

    Influenza 31 (4.6) 0 

    Pharyngitis 25 (3.7) 0 

    Gastroenteritis 19 (2.8) 0 

Injury, poisoning and procedural complications  196 (28.9) 9 (1.3) 

    Contusion 53 (7.8) 2 (0.3) 

    Skin laceration 24 (3.5) 0 

    Ligament sprain 23 (3.4) 0 

    Skin abrasion 16 (2.4) 1 (0.1) 

    Thermal burn 15 (2.2) 1 (0.1) 

    Fall 14 (2.1) 3 (0.4) 

Investigations 127 (18.7) 85 (12.5) 
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    Weight increased 40 (5.9) 30 (4.4) 

    Blood creatine phosphokinase increased 24 (3.5) 17 (2.5) 

Metabolism and nutrition disorders 70 (10.3) 34 (5.0) 

    Decreased appetite 21 (3.1) 15 (2.2) 

Musculoskeletal and connective tissue disorders 80 (11.8) 15 (2.2) 

    Back pain 20 (2.9) 0 

    Pain in extremity 14 (2.1) 3 (0.4) 

Nervous system disorders 475 (70.0) 421 (62.0) 

    Dizziness 318 (46.8) 303 (44.6) 

    Somnolence 165 (24.3) 156 (23.0) 

    Headache 94 (13.8) 36 (5.3) 

    Ataxia 23 (3.4) 22 (3.2) 

    Dysarthria 22 (3.2) 16 (2.4) 

    Seizure 20 (2.9) 12 (1.8) 

    Tremor 19 (2.8) 9 (1.3) 

    Balance disorder 17 (2.5) 16 (2.4) 

    Memory impairment 14 (2.1) 11 (1.6) 

Psychiatric disorders 201 (29.6) 133 (19.6) 

    Irritability 62 (9.1) 45 (6.6) 

    Insomnia 25 (3.7) 11 (1.6) 

    Aggression 24 (3.5) 21 (3.1) 

    Anxiety 23 (3.4) 9 (1.3) 

    Suicidal ideation 21 (3.1) 11 (1.6) 

    Depression 16 (2.4) 4 (0.6) 

Skin and subcutaneous tissue disorders 117 (17.2) 33 (4.9) 

    Rash 32 (4.7) 15 (2.2) 

    Eczema 18 (2.7) 2 (0.3) 
MedDRA Version 21.1 
Percentages are based on the total number of subjects in perampanel treatment groups.   
A subject with two or more adverse events in the SOC (or with the same PT) is counted only once for that SOC (or PT). 
Treatment-related TEAEs include TEAEs considered be possibly or probably related to study drug by the investigator or TEAEs with 
missing causality. 
MedDRA = Medical Dictionary for Regulatory Activities, PT = preferred term, SOC = system organ class, TEAE = treatment-emergent 
adverse event.   
Source:  Table 14.3.1.2.2.3, Table 14.3.1.2.2.7.1 

 

 
Summaries of all TEAEs and all treatment-related TEAEs are provided in Table 14.3.1.2.2.2.1 
and Table 14.3.1.2.2.7.1, respectively.  Summaries of all TEAEs and all treatment-related 
TEAEs by specified subgroup based on demographic and other baseline characteristics are 
provided in Table 14.3.1.2.2.2.2 through Table 14.3.1.2.2.2.15, and Table 14.3.1.2.2.7.2 
through Table 14.3.1.2.2.7.15.  
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Analysis of Adverse Events 
Treatment-Emergent Adverse Events by Severity 
Most of the TEAEs were mild or moderate.  Severe TEAEs were reported in 75 subjects 
(11.0%) in the Safety Analysis Set.  Severe TEAEs that occurred in more than 1 subject were 
dizziness (12 subjects; 1.8%), somnolence (5 subjects; 0.7%), aggression (4 subjects; 0.6%), 
status epilepticus (3 subjects; 0.4%), and cataract, fatigue, gait disturbance, road traffic 
accident, blood creatine phosphokinase increased, hyperuricaemia, haemorrhage intracranial, 
pregnancy, irritability, anxiety, suicidal ideation and abortion induced (2 subjects each; 0.3%) 
(Table 14.3.1.2.2.9). 
Most of the treatment-related TEAEs were mild or moderate.  Severe treatment-related 
TEAEs were reported in 36 subjects (5.3%) in the Safety Analysis Set.  Severe treatment-
related TEAEs that occurred in more than 1 subject were dizziness (12 subjects; 1.8%), 
somnolence (5 subjects; 0.7%), aggression (4 subjects; 0.6%), and gait disturbance, blood 
creatine phosphokinase increased and irritability (2 subjects each; 0.3%) 
(Table 14.3.1.2.2.10). 
Treatment-Emergent Adverse Events by Relationship to Study Drug 
The incidence of all TEAEs by relationship to study drug is provided in Table 14.3.1.2.2.11 
for the Safety Analysis Set.  The results of the treatment-related TEAEs are described in 
Common Adverse Events section above. 
Treatment-Emergent Adverse Events by Time of First Onset 
The incidences of all TEAEs and all treatment-related TEAEs by the time of first onset after 
the date of first perampanel treatment are provided in Table 14.3.1.2.2.16.1 and 
Table 14.3.1.2.2.16.2, respectively, for the Safety Analysis Set.  The time of first onset of 
TEAEs was categorized as follows:  the first dose of perampanel to 1 month, 1 to 3 months, 3 
to 6 months, 6 to 9 months, 9 to 12 months, 12 to 18 months, 18 to 24 months, 24 to 30 
months, and after 30 months.  The incidences of TEAEs by the categorized perampanel 
exposure periods were 46.1%, 47.7%, 44.3%, 51.5%, 28.8%, 40.1%, 33.0%, 31.4%, and 
42.7%, respectively.  The incidences of treatment-related TEAEs by the categorized 
perampanel exposure periods were 35.3%, 28.1%, 19.8%, 27.8%, 9.7%, 9.2%, 6.1%, 5.2%, 
and 6.3%, respectively.  There were no time-dependent increases in their overall or individual 
incidences.  
Treatment-Emergent Adverse Events by Mean Daily Dose 
The incidences of all TEAEs and all treatment-related TEAEs by mean daily perampanel dose 
are provided in Table 14.3.1.2.2.17.1 and Table 14.3.1.2.2.17.2, respectively, for the Safety 
Analysis Set.  The mean daily perampanel dose was categorized as follows:  ≤4 mg/day, 4< to 
≤8 mg/day, 8< to ≤12 mg/day.  The incidences of TEAEs by the mean daily dose were 80.4%, 
94.8%, and 91.9%, respectively.  The incidences of treatment-related TEAEs by mean daily 
dose were 69.6%, 88.5%, and 75.2%, respectively.  There were no dose-dependent increases 
in overall or individual incidences.  
Treatment-Emergent Adverse Events During Follow-up Phase 
TEAEs and treatment-related TEAEs during the Follow-up Phase occurred in 18.4% and 
4.1%, respectively, of subjects who were withdrawn from the study/study treatment in the 
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Safety Analysis Set (483 subjects) (Table 14.3.1.2.2.18.1 and Table 14.3.1.2.2.18.2).  TEAEs 
occurred in 25.6% of subjects with taper and 17.6% of subjects without taper during the 
Follow-up Phase (Table 14.3.1.2.2.19.1).  Treatment-related TEAEs occurred in 5.1% of 
subjects with taper and 4.4% of subjects without taper (Table 14.3.1.2.2.19.2).  The incidences 
of each TEAE during the Follow-up Phase were low and were similar between subjects with 
or without taper. 
 
The subgroup analysis results of TEAEs by country (Japan/China/Korea/Other), by baseline 
concomitant AEDs (inducer [carbamazepine/oxcarbazepine/phenytoin/overall], noninducer), 
by Japan and baseline concomitant AEDs, by sex, and by age group (<18, ≥18 to <65, ≥65) 
are provided in Table 14.3.1.2.2.2.2 through Table 14.3.1.2.2.2.15.  The subgroup analysis 
results of treatment-related TEAEs are provided in Table 14.3.1.2.2.7.2 through 
Table 14.3.1.2.2.7.15. 
 
Deaths, Other Serious Adverse Events, and Other Significant Adverse Events 
An overview of treatment-emergent deaths, other serious adverse events (SAEs), TEAEs 
leading to discontinuation (study/study drug withdrawal), TEAEs leading to dose reduction, 
and TEAEs leading to dose interruption is presented in Table 13.  Subject listings of all 
deaths, SAEs, AEs leading to discontinuation, study drug dose reduction, and study drug dose 
interruption in all subjects treated with perampanel are provided in Table 14.3.2.2.1, Table 
14.3.2.2.2, Table 14.3.2.2.3, Table 14.3.2.2.4, and Table 14.3.2.2.5, respectively. 
Death 
Seven deaths during perampanel treatment or within 30 days after the last dose of perampanel 
were reported in the entire study (Table 15).  Of the 7 deaths, 6 were considered unrelated to 
the study drug.  The other death, of which cause was sudden unexplained death in epilepsy 
(SUDEP), was considered possibly related to the study drug by the investigator.  Narratives 
for these deaths are provided in Section 14.3.3. 
 

Table 15 Listing of Treatment-Emergent Deaths – Extension Phase (Final): 
All Subjects Treated With Perampanel 

Subject ID 
Age (year), 
Sex, Race 

Total 
Number 

of Days on 
Therapya 

Study Day 
of Deathb/ 
Study Day 
of Deathc 

Day of 
Death in 
Relation 
to Last 
Dosed 

Study Phase of 
AE Onset/  

Last Dose Prior 
to Death 

Cause of Death 
(MedDRA  

Preferred Term) 

Study Day of 
AE Onsete/ 

Study Day of 
AE Onsetf 

Relationship 
to Study Drug 

Prior Placebo 

 
59,  

654 819/655 2 Extension/ 
12 mg 

Asphyxia 
 

 819/655 Not related 

 
44,  

382 544/383 2 Extension/ 
12 mg 

 Sepsis  542/381 Not related 

 
29,  

225 395/233 9 Extension/ 
12 mg 

Head injury 
 

 388/226 Not related 
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26,  

432 595/433 2 Extension/ 
8 mg 

 Road traffic accident  595/433 Not related 

Prior Perampanel 4 mg 

 
16,  

174 181/181 8 Extension/  
6 mg 

Immune 
thrombocytopenic 

purpura 

158/158 Not related 

    Follow-up/  
6 mg 

Haemorrhage 
intracranial/Brain stem 

death secondary to 
intracranial bleedg 

 

181/181 Not related 

    Follow-up/  
6 mg 

Haemorrhage 
intracranial/Intracranial 

Bleedg 
 

181/181 Not related 

Prior Perampanel 8 mg 

 
51,  

14 19/19 6 Follow-up/  
4 mg 

Death 19/19 Not related 

Prior Perampanel 12 mg 

 
25,  

254 255/255 2 Extension/ 
12 mg 

Sudden unexplained 
death in epilepsy 

255/255 Possibly 
related 

MedDRA Version 21.1 
Age is age at informed consent.   
AE = adverse event, C = Chinese, F = Female, ID = identification (number), J = Japanese, K = Korean, M = Male, MedDRA = Medical 
Dictionary for Regulatory Activities, OA = Other Asian.   
a:  Planned date of last dose of perampanel – planned date of first dose of perampanel +1.   
b:  Study Day of Death = date of death – planned date of first dose of study drug +1.   
c:  Study Day of Death = date of death – planned date of first dose of perampanel +1.   
d:  Number of days between end of perampanel and death.   
e:  Study Day 1 is the planned date of first dose of study drug.   
f:  Study Day 1 is the planned date of first dose of perampanel.   
g:  Investigator term. 
Source:  Table 14.3.2.2.1, Table 14.3.2.2.2 

 
Other Serious Adverse Events 
Table 16 summarizes all treatment-emergent SAEs for the Safety Analysis Set, which 
includes fatal treatment-emergent SAEs described in above section.   
Treatment-emergent SAEs were reported in 113 subjects (16.6%) in the Safety Analysis Set.  
Treatment-emergent SAEs that occurred in more than 1 subject were status epilepticus 
(6 subjects; 0.9%), pneumonia, epilepsy and seizure (5 subjects; 0.7% each), cataract, 
contusion, skin laceration and abortion induced (4 subjects; 0.6% each), ankle fracture, brain 
contusion, intervertebral disc protrusion, aggression and suicide attempt (3 subjects; 0.4% 
each), and pyelonephritis acute, road traffic accident, hyponatraemia, osteoarthritis, altered 
state of consciousness, dizziness, haemorrhage intracranial, partial seizures with secondary 
generalisation, seizure cluster, pregnancy, postictal psychosis and psychotic disorder 
(2 subjects; 0.3% each).  
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Table 16 Treatment-Emergent Serious Adverse Events by System Organ 
Class and Preferred Term – Extension Phase (Final): Safety 
Analysis Set 

MedDRA System Organ Class 
 Preferred Term 

Total Perampanel 
(N=679) 
n (%) 

Subjects with any Serious TEAE 113 (16.6) 

  

Blood and lymphatic system disorders 1 (0.1) 

    Immune thrombocytopenic purpura 1 (0.1) 

Cardiac disorders 3 (0.4) 

    Acute myocardial infarction 1 (0.1) 

    Myocardial infarction 1 (0.1) 

    Sinus node dysfunction 1 (0.1) 

Eye disorders 4 (0.6) 

    Cataract 4 (0.6) 

    Lens dislocation 1 (0.1) 

Gastrointestinal disorders 4 (0.6) 

    Diarrhoea 1 (0.1) 

    Enterocolitis 1 (0.1) 

    Gingival hypertrophy 1 (0.1) 

    Haematemesis 1 (0.1) 

    Haemorrhoids 1 (0.1) 

General disorders and administration site conditions 2 (0.3) 

    Death 1 (0.1) 

    Sudden unexplained death in epilepsy 1 (0.1) 

Hepatobiliary disorders 1 (0.1) 

    Cholelithiasis   1 (0.1) 

Infections and infestations    19 (2.8) 

    Pneumonia 5 (0.7) 

    Pyelonephritis acute 2 (0.3) 

    Anal abscess 1 (0.1) 

    Appendicitis 1 (0.1) 

    Cellulitis 1 (0.1) 

    Gastroenteritis 1 (0.1) 

    Herpes zoster 1 (0.1) 
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    Lung infection 1 (0.1) 

    Nasopharyngitis 1 (0.1) 

    Periodontitis 1 (0.1) 

    Pharyngitis 1 (0.1) 

    Post procedural infection 1 (0.1) 

    Renal abscess 1 (0.1) 

    Sepsis 1 (0.1) 

    Urinary tract infection 1 (0.1) 

Injury, poisoning and procedural complications 28 (4.1) 

    Contusion 4 (0.6) 

    Skin laceration 4 (0.6) 

    Ankle fracture 3 (0.4) 

    Brain contusion 3 (0.4) 

    Road traffic accident 2 (0.3) 

    Burns second degree 1 (0.1) 

    Clavicle fracture 1 (0.1) 

    Facial bones fracture 1 (0.1) 

    Fibula fracture 1 (0.1) 

    Foot fracture 1 (0.1) 

    Head injury 1 (0.1) 

    Intentional overdose 1 (0.1) 

    Ligament injury 1 (0.1) 

    Limb injury 1 (0.1) 

    Lumbar vertebral fracture 1 (0.1) 

    Meniscus injury 1 (0.1) 

    Patella fracture 1 (0.1) 

    Pelvic fracture 1 (0.1) 

    Spinal compression fracture 1 (0.1) 

    Thermal burn 1 (0.1) 

Metabolism and nutrition disorders 4 (0.6) 

    Hyponatraemia 2 (0.3) 

    Diabetes mellitus 1 (0.1) 

    Hyperkalaemia 1 (0.1) 

Musculoskeletal and connective tissue disorders 5 (0.7) 

    Intervertebral disc protrusion 3 (0.4) 
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    Osteoarthritis 2 (0.3) 

    Rotator cuff syndrome 1 (0.1) 

Neoplasms benign, malignant and unspecified  
(incl cysts and polyps) 

6 (0.9) 

    Acute promyelocytic leukaemia 1 (0.1) 

    Benign hydatidiform mole 1 (0.1) 

    Brain neoplasm 1 (0.1) 

    Breast cancer 1 (0.1) 

    Colon cancer 1 (0.1) 

    Fibroadenoma of breast 1 (0.1) 

Nervous system disorders 35 (5.2) 

    Status epilepticus 6 (0.9) 

    Epilepsy 5 (0.7) 

    Seizure 5 (0.7) 

    Altered state of consciousness 2 (0.3) 

    Dizziness 2 (0.3) 

    Haemorrhage intracranial 2 (0.3) 

    Partial seizures with secondary generalisation 2 (0.3) 

    Seizure cluster 2 (0.3) 

    Ataxia 1 (0.1) 

    Cerebral infarction 1 (0.1) 

    Cerebrovascular accident 1 (0.1) 

    Dysarthria 1 (0.1) 

    Focal dyscognitive seizures 1 (0.1) 

    Generalised tonic-clonic seizure 1 (0.1) 

    Idiopathic partial epilepsy 1 (0.1) 

    Lacunar infarction 1 (0.1) 

    Limbic encephalitis 1 (0.1) 

    Normal pressure hydrocephalus 1 (0.1) 

    Somnolence 1 (0.1) 

    Subarachnoid haemorrhage 1 (0.1) 

Pregnancy, puerperium and perinatal conditions 2 (0.3) 

    Pregnancy 2 (0.3) 

Psychiatric disorders 19 (2.8) 

    Aggression 3 (0.4) 
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    Suicide attempt 3 (0.4) 

    Postictal psychosis 2 (0.3) 

    Psychotic disorder 2 (0.3) 

    Acute psychosis 1 (0.1) 

    Anxiety 1 (0.1) 

    Anxiety disorder 1 (0.1) 

    Bipolar disorder 1 (0.1) 

    Delusion 1 (0.1) 

    Emotional disorder 1 (0.1) 

    Hallucination, auditory 1 (0.1) 

    Irritability 1 (0.1) 

    Mental disorder 1 (0.1) 

    Psychogenic seizure 1 (0.1) 

    Psychotic disorder due to a general medical condition 1 (0.1) 

    Self-injurious ideation 1 (0.1) 

    Suicidal behaviour 1 (0.1) 

Renal and urinary disorders 2 (0.3) 

    Ureterolithiasis 1 (0.1) 

    Urinary retention 1 (0.1) 

Reproductive system and breast disorders 1 (0.1) 

    Adenomyosis 1 (0.1) 

Respiratory, thoracic and mediastinal disorders 5 (0.7) 

    Acute respiratory failure 1 (0.1) 

    Asphyxia 1 (0.1) 

    Pneumonia aspiration 1 (0.1) 

    Pneumothorax 1 (0.1) 

    Respiratory failure 1 (0.1) 

Skin and subcutaneous tissue disorders 2 (0.3) 

    Excessive granulation tissue 1 (0.1) 

    Rash 1 (0.1) 

Surgical and medical procedures 4 (0.6) 

    Abortion induced 4 (0.6) 

Vascular disorders 2 (0.3) 

    Aneurysm 1 (0.1) 

    Thrombophlebitis superficial 1 (0.1) 
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MedDRA Version 21.1 
Percentages are based on the total number of subjects in perampanel treatment groups.   
A subject with 2 or more adverse events in the SOC (or with the same PT) is counted only once for that SOC (or PT). 
MedDRA = Medical Dictionary for Regulatory Activities, PT = preferred term, SOC = system organ class, TEAE = treatment-emergent 
adverse event.   
Source:  Table 14.3.1.2.2.12.1 

 
Most of the treatment-emergent SAEs were considered unrelated to the study drug and 
resolved with appropriate measures such as medications.  Most of the subjects recovered 
without sequelae from the treatment-emergent SAEs.  Other than 1 fatal treatment-emergent 
SAE (SUDEP), 32 treatment-emergent SAEs were considered related (possibly related and 
probably related) to the study drug by the investigator in 27 subjects (Table 14.3.2.2.2).  
Narratives for SAEs in all subjects treated with perampanel are provided in Section 14.3.3. 
The subgroup analysis results of treatment-emergent SAEs are provided in 
Table 14.3.1.2.2.12.1.2 by age group (<18, ≥18 to <65, ≥65), Table 14.3.1.2.2.12.2 through 
Table 14.3.1.2.2.12.5 by country (Japan/China/Korea/Other), Table 14.3.1.2.2.12.6 by 
baseline concomitant AEDs (inducer/noninducer), and Table 14.3.1.2.2.12.7 by Japan and 
baseline concomitant AEDs.  
 
Other Significant Adverse Events 
Treatment-emergent Adverse Events Leading to Discontinuation 
Table 17 summarizes TEAEs leading to discontinuation (study/study drug withdrawal) for the 
Safety Analysis Set.  Overall, 141 subjects (20.8%) were withdrawn from the study/study 
treatment due to TEAEs.  TEAEs leading to discontinuation that occurred in more than 
3 subjects (0.4%) were dizziness (25 subjects; 3.7%), irritability (16 subjects; 2.4%), 
aggression (11 subjects; 1.6%), somnolence (10 subjects; 1.5%), nausea, ataxia and balance 
disorder (5 subjects; 0.7% each), and fatigue, seizure, pregnancy, suicidal ideation, suicide 
attempt and rash (4 subjects; 0.6% each).  
 

Table 17 Treatment-Emergent Adverse Events Leading to Discontinuation 
by System Organ Class and Preferred Term – Extension Phase 
(Final): Safety Analysis Set 

MedDRA System Organ Class 
 Preferred Term 

Total Perampanel 
(N=679) 
n (%) 

Subjects with any TEAE Leading to Discontinuation 141 (20.8) 

  

Blood and lymphatic system disorders 1 (0.1) 

    Immune thrombocytopenic purpura 1 (0.1) 

Cardiac disorders 1 (0.1) 

    Myocardial infarction 1 (0.1) 

Ear and labyrinth disorders 2 (0.3) 

    Vertigo 2 (0.3) 
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Eye disorders 4 (0.6) 

    Diplopia 1 (0.1) 

    Eyelid oedema 1 (0.1) 

    Glaucoma 1 (0.1) 

    Vision blurred 1 (0.1) 

Gastrointestinal disorders 8 (1.2) 

    Nausea 5 (0.7) 

    Dyspepsia 2 (0.3) 

    Constipation 1 (0.1) 

    Stomatitis 1 (0.1) 

General disorders and administration site conditions 10 (1.5) 

    Fatigue 4 (0.6) 

    Gait disturbance 2 (0.3) 

    Asthenia 1 (0.1) 

    Chest discomfort 1 (0.1) 

    Death 1 (0.1) 

    Malaise 1 (0.1) 

    Sudden unexplained death in epilepsy 1 (0.1) 

Hepatobiliary disorders    1 (0.1) 

    Hepatic function abnormal 1 (0.1) 

Infections and infestations 2 (0.3) 

    Gingivitis 1 (0.1) 

    Sepsis 1 (0.1) 

Injury, poisoning and procedural complications 5 (0.7) 

    Head injury 2 (0.3) 

    Intentional overdose 1 (0.1) 

    Ligament injury 1 (0.1) 

    Road traffic accident 1 (0.1) 

Investigations 2 (0.3) 

    Electrocardiogram QT prolonged 1 (0.1) 

    Gamma-glutamyltransferase increased 1 (0.1) 

Metabolism and nutrition disorders 4 (0.6) 

    Dehydration 1 (0.1) 

    Hyperkalaemia 1 (0.1) 

    Hypertriglyceridaemia 1 (0.1) 

    Hyponatraemia 1 (0.1) 

Musculoskeletal and connective tissue disorders 3 (0.4) 
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    Muscle tightness 1 (0.1) 

    Pain in extremity 1 (0.1) 

    Posture abnormal 1 (0.1) 

Neoplasms benign, malignant and unspecified (incl cysts and 
polyps) 

2 (0.3) 

    Acute promyelocytic leukaemia 1 (0.1) 

    Breast cancer 1 (0.1) 

Nervous system disorders 54 (8.0) 

    Dizziness 25 (3.7) 

    Somnolence 10 (1.5) 

    Ataxia 5 (0.7) 

    Balance disorder 5 (0.7) 

    Seizure 4 (0.6) 

    Dysarthria 3 (0.4) 

    Headache 3 (0.4) 

    Status epilepticus 3 (0.4) 

    Hypersomnia 2 (0.3) 

    Dementia 1 (0.1) 

    Haemorrhage intracranial 1 (0.1) 

    Lethargy 1 (0.1) 

    Limbic encephalitis 1 (0.1) 

    Memory impairment 1 (0.1) 

    Myoclonus 1 (0.1) 

    Nystagmus 1 (0.1) 

    Seizure cluster 1 (0.1) 

    Visual field defect 1 (0.1) 

Pregnancy, puerperium and perinatal conditions 4 (0.6) 

    Pregnancy 4 (0.6) 

Psychiatric disorders 61 (9.0) 

    Irritability 16 (2.4) 

    Aggression 11 (1.6) 

    Suicidal ideation 4 (0.6) 

    Suicide attempt 4 (0.6) 

    Abnormal behaviour 3 (0.4) 

    Anxiety 3 (0.4) 

    Depression 3 (0.4) 

    Mood swings 3 (0.4) 

    Anger 2 (0.3) 
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    Bipolar disorder 2 (0.3) 

    Depressed mood 2 (0.3) 

    Hallucination, auditory 2 (0.3) 

    Insomnia 2 (0.3) 

    Mental disorder 2 (0.3) 

    Postictal psychosis 2 (0.3) 

    Acute psychosis 1 (0.1) 

    Affect lability 1 (0.1) 

    Conversion disorder 1 (0.1) 

    Delusion 1 (0.1) 

    Dissociative disorder 1 (0.1) 

    Fear 1 (0.1) 

    Neurosis 1 (0.1) 

    Obsessive-compulsive disorder 1 (0.1) 

    Panic disorder 1 (0.1) 

    Paranoia 1 (0.1) 

    Persecutory delusion 1 (0.1) 

    Personality change 1 (0.1) 

    Psychotic disorder 1 (0.1) 

    Self-injurious ideation 1 (0.1) 

    Soliloquy 1 (0.1) 

    Stress 1 (0.1) 

    Suicidal behaviour 1 (0.1) 

    Thinking abnormal 1 (0.1) 

Renal and urinary disorders 1 (0.1) 

    Proteinuria 1 (0.1) 

Respiratory, thoracic and mediastinal disorders 3 (0.4) 

    Asphyxia 1 (0.1) 

    Nasal congestion 1 (0.1) 

    Respiratory failure 1 (0.1) 

Skin and subcutaneous tissue disorders 4 (0.6) 

    Rash 4 (0.6) 

Surgical and medical procedures 2 (0.3) 

    Abortion induced 2 (0.3) 
MedDRA Version 21.1 
Percentages are based on the total number of subjects in perampanel treatment groups.   
A subject with 2 or more adverse events in the SOC (or with the same PT) is counted only once for that SOC (or PT). 
MedDRA = Medical Dictionary for Regulatory Activities, PT = preferred term, SOC = system organ class, TEAE = treatment-emergent 
adverse event.   
Source:  Table 14.3.1.2.2.13.1 

Page 39 of 46



Synoptic Clinical Study Report E2007-J000-335 (Extension Phase) 
 

 
Eisai 
Final:  02 Nov 2020  

Confidential  

 

 
The subgroup analysis results of TEAEs leading to discontinuation (study/study treatment 
withdrawal) are provided in Table 14.3.1.2.2.13.1.2 by age group (<18, ≥18 to <65, ≥65), 
Table 14.3.1.2.2.13.2 through Table 14.3.1.2.2.13.5 by country (Japan/China/Korea/Other), 
Table 14.3.1.2.2.13.6 by baseline concomitant AEDs (inducer/noninducer), and 
Table 14.3.1.2.2.13.7 by Japan and baseline concomitant AEDs.   
 
Treatment-emergent Adverse Events Leading to Dose Reduction 
Table 18 summarizes TEAEs leading to dose reduction for the Safety Analysis Set.  Dose 
reduction of perampanel due to TEAEs occurred in 265 subjects (39.0%).  TEAEs leading to 
dose reduction that occurred in more than 3 subjects (0.4%) were dizziness (152 subjects; 
22.4%), somnolence (55 subjects; 8.1%), gait disturbance, irritability (14 subjects; 2.1% 
each), ataxia (12 subjects; 1.8%), vertigo and dysarthria (9 subjects; 1.3% each), balance 
disorder (8 subjects; 1.2%), fatigue and headache (7 subjects; 1.0% each), aggression 
(6 subjects; 0.9%), nausea (5 subjects; 0.7%), and diplopia, asthenia, feeling abnormal and 
anger (4 subjects; 0.6% each). 
 

Table 18 Treatment-Emergent Adverse Events Leading to Dose Reduction 
by System Organ Class and Preferred Term – Extension Phase 
(Final): Safety Analysis Set 

MedDRA System Organ Class 
 Preferred Term 

Total Perampanel 
(N=679) 
n (%) 

Subjects with any TEAE Leading to Dose Reduction 265 (39.0) 

  

Ear and labyrinth disorders 9 (1.3) 

    Vertigo 9 (1.3) 

Eye disorders 10 (1.5) 

    Diplopia 4 (0.6) 

    Vision blurred 3 (0.4) 

    Asthenopia 1 (0.1) 

    Psychogenic visual disorder 1 (0.1) 

    Visual impairment 1 (0.1) 

Gastrointestinal disorders 10 (1.5) 

    Nausea 5 (0.7) 

    Vomiting 2 (0.3) 

    Abdominal discomfort 1 (0.1) 

    Dyspepsia 1 (0.1) 

    Gastritis 1 (0.1) 

General disorders and administration site conditions 29 (4.3) 
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    Gait disturbance 14 (2.1) 

    Fatigue 7 (1.0) 

    Asthenia 4 (0.6) 

    Feeling abnormal 4 (0.6) 

    Chest discomfort 1 (0.1) 

    Malaise 1 (0.1) 

    Thirst 1 (0.1) 

Injury, poisoning and procedural complications 1 (0.1) 

    Tibia fracture 1 (0.1) 

Investigations 4 (0.6) 

    Electrocardiogram QT prolonged 3 (0.4) 

    Blood creatine phosphokinase increased 1 (0.1) 

    Protein urine present 1 (0.1) 

Metabolism and nutrition disorders 5 (0.7) 

    Decreased appetite 2 (0.3) 

    Increased appetite 2 (0.3) 

    Hyperuricaemia 1 (0.1) 

Musculoskeletal and connective tissue disorders 5 (0.7) 

    Muscular weakness 3 (0.4) 

    Musculoskeletal stiffness 1 (0.1) 

    Pain in extremity 1 (0.1) 

Nervous system disorders 214 (31.5) 

    Dizziness 152 (22.4) 

    Somnolence 55 (8.1) 

    Ataxia 12 (1.8) 

    Dysarthria 9 (1.3) 

    Balance disorder 8 (1.2) 

    Headache 7 (1.0) 

    Dyslalia 3 (0.4) 

    Hypoaesthesia 3 (0.4) 

    Seizure 3 (0.4) 

    Dysaesthesia 2 (0.3) 

    Lethargy 2 (0.3) 

    Psychomotor hyperactivity 2 (0.3) 

    Tremor 2 (0.3) 

    Cerebral disorder 1 (0.1) 

    Drooling 1 (0.1) 
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    Hypersomnia 1 (0.1) 

    Nystagmus 1 (0.1) 

    Paraesthesia 1 (0.1) 

    Slow response to stimuli 1 (0.1) 

    Syncope 1 (0.1) 

 Psychiatric disorders 40 (5.9) 

    Irritability 14 (2.1) 

    Aggression 6 (0.9) 

    Anger 4 (0.6) 

    Agitation 3 (0.4) 

    Insomnia 3 (0.4) 

    Confusional arousal 2 (0.3) 

    Confusional state 2 (0.3) 

    Depression 2 (0.3) 

    Abnormal behaviour 1 (0.1) 

    Affect lability 1 (0.1) 

    Anxiety 1 (0.1) 

    Delusion 1 (0.1) 

    Emotional disorder 1 (0.1) 

    Hallucination, auditory 1 (0.1) 

    Mood altered 1 (0.1) 

    Mood swings 1 (0.1) 

    Nightmare 1 (0.1) 

    Obsessive-compulsive disorder 1 (0.1) 

    Paranoia 1 (0.1) 

    Personality disorder 1 (0.1) 

    Restlessness 1 (0.1) 

    Suicidal ideation 1 (0.1) 

    Tic 1 (0.1) 

Renal and urinary disorders 1 (0.1) 

    Pollakiuria 1 (0.1) 

Reproductive system and breast disorders 2 (0.3) 

    Amenorrhoea 1 (0.1) 

    Menstruation irregular 1 (0.1) 

Respiratory, thoracic and mediastinal disorders 2 (0.3) 

    Dyspnoea 1 (0.1) 

    Oropharyngeal discomfort 1 (0.1) 
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Skin and subcutaneous tissue disorders 2 (0.3) 

    Purpura 1 (0.1) 

    Swelling face 1 (0.1) 
MedDRA Version 21.1 
Percentages are based on the total number of subjects in perampanel treatment groups.   
A subject with 2 or more adverse events in the SOC (or with the same PT) is counted only once for that SOC (or PT). 
MedDRA = Medical Dictionary for Regulatory Activities, PT = preferred term, SOC = system organ class, TEAE = treatment-emergent 
adverse event.   
Source:  Table 14.3.1.2.2.14 

 
Treatment-emergent Adverse Events Leading to Dose Interruption 
Dose interruption of perampanel due to TEAEs occurred in 4 subjects (0.6%) in the Safety 
Analysis Set (Table 14.3.1.2.2.15).  TEAEs leading to dose interruption were anaemia, 
faecaloma, oedema peripheral, peripheral swelling, lung infection, chemical poisoning, 
hypokalaemia, hypoproteinaemia, cranial nerve disorder, epilepsy, and hypoaesthesia (1 
subject; 0.1% each).  There were no TEAEs leading to dose interruption that occurred in more 
than 1 subject.  
 
Other Adverse Events of Interest 
To identify TEAEs suggestive of abuse potential and TEAEs related to suicidality, broad or 
narrow Standardized MedDRA Query (SMQ) terms were used. 
TEAEs suggestive of abuse potential were reported in 2 subjects (0.3%) in the Safety Analysis 
Set; intentional overdose and toxicity to various agents (1 subject; 0.1% each) 
(Table 14.3.1.2.2.21).  Overall, 7 TEAEs due to overdose, misuse, abuse or diversion, 
including 1 event of intentional overdose, were reported in 5 subjects (Listing 16.2.7.2).  Of 
these, 3 events (intentional overdose, somnolence, and suicidal behaviour) were reported in 1 
subject (Subject ) as a treatment-emergent SAE and were resolved on the same day 
as those of onset (see Section 14.3.3).  
TEAEs related to suicidality occurred in 33 subjects (4.9%) in the Safety Analysis Set; 
suicidal ideation (21 subjects; 3.1%), suicide attempt (10 subjects; 1.5%), self-injurious 
ideation and suicidal behaviour (2 subjects; 0.3% each), intentional overdose and intentional 
self-injury (1 subject; 0.1% each) (Table 14.3.1.2.2.22).  Suicide attempt (3 subjects; 0.4%) 
and self-injurious ideation and suicidal behaviour (1 subject; 0.1% each) were reported as a 
treatment-emergent SAE (Table 16).  Most of the TEAEs related to suicidality were resolved 
during the study (Listing 16.2.7.2).  
TEAEs related to psychosis and psychotic disorder that were coded to SOC of psychiatric 
disorders occurred in 201 subjects (29.6%) in the Safety Analysis Set (Table 14).  Of the 201 
subjects, 19 (2.8%) had at least 1 treatment-emergent SAE related to psychosis and psychotic 
disorder (Table 16).  Overall, 61 subjects (9.0%) in the Safety Analysis Set were withdrawn 
from study/study treatment due to TEAEs related to psychosis and psychotic disorder 
(Table 17). 
Regarding TEAEs related to cardiac and ECG that were coded to SOC of cardiac disorders 
and selected PT, the events reported in more than 1 subject were electrocardiogram QT 
prolonged (9 subjects; 1.3%), palpitations (3 subjects; 0.4%), and angina pectoris and blood 
pressure increased (2 subjects; 0.3% each).  The other events occurred in 1 subject (0.1%) 
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each; acute myocardial infarction, arteriosclerosis coronary artery, atrial fibrillation, 
myocardial infarction, sinus node dysfunction, and tachycardia.  Acute myocardial infarction, 
myocardial infarction, and sinus node dysfunction were reported as a treatment-emergent SAE 
(Table 16).  Two subjects in the Safety Analysis Set were withdrawn from study/study 
treatment due to TEAEs related to cardiac and ECG (myocardial infarction and 
electrocardiogram QT prolonged) (Table 17).   
Pregnancies while on study treatment were reported in 4 subjects (0.6%) in the Safety 
Analysis Set (Table 14.3.1.2.2.2.1).  One subject (Subject ) delivered a baby  
after 39-week normal pregnancy (see Section 14.3.3). 
 
Laboratory Results 
The laboratory analysis results are presented separately for hematology, chemistry, and 
urinalysis.  Summaries for laboratory parameters at all time points after the initiation of 
perampanel treatment in the entire study for the Safety Analysis Set are provided in 
Section 14.3.4.  In laboratory analyses, the data measured at the Week 23 (end of the 
Preconversion Period) were considered as the baseline data for the subjects who were 
assigned to the placebo group at the Randomization Phase.  The reference (normal) ranges for 
these laboratory parameters are provided in Appendix 16.1.10. 
Laboratory Parameters Over Time 
Descriptive summaries for all laboratory tests (hematology, chemistry, and urinalysis) for the 
Safety Analysis Set are provided in Table 14.3.4.2.1 through Table 14.3.4.2.3.  Box plots of 
all quantitative laboratory parameters results are provided in Figure 14.3.4.2.1.  There were no 
treatment-emergent changes of clinical importance in the mean or median laboratory values.   
Individual Subject Changes:  Shifts from Baseline 
Shifts in urinalysis parameters from baseline to each postbaseline visit are provided in 
Table 14.3.4.2.4.  Shifts in all laboratory parameters from baseline to end of treatment are 
provided in Table 14.3.4.2.5 through Table 14.3.4.2.7.  Shifts in all laboratory parameters 
from baseline to the highest value or to the lowest value are provided in Table 14.3.4.2.8 
through Table 14.3.4.2.13.  There were no treatment-emergent shifts of clinical concern in 
hematology, chemistry, or urinalysis parameters.    
Markedly Abnormal Laboratory Values 
Subjects with treatment-emergent markedly abnormal laboratory values (TEMAV) were 
identified using prespecified grading criteria in the SAP (see Appendix 16.1.9 Section 10.1).  
The TEMAV reported in at least 5% of subjects in the Safety Analysis Set were low 
neutrophils (77 subjects; 11.5%) and low lymphocytes (44 subjects; 6.6%) for hematology, 
and high triglycerides (69 subjects; 10.3%), high creatine phosphokinase (64 subjects; 9.6%) 
and high ganma-glutamyl transpeptidase (48 subjects; 7.2%) for chemistry 
(Table 14.3.4.2.14.1, Table 14.3.4.2.15.1).  The incidence of markedly abnormal high urine 
protein was 12.1% (81 subjects) (Table 14.3.4.2.16.1). 
 
Vital Signs, Physical Findings, and Other Observations Related to Safety 
Summaries for each variable at all time points after the initiation of perampanel treatment in 
the entire study for the Safety Analysis Set are provided in Section 14.3.5 for vital signs and 
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weight,  Section 14.3.6 for ECG, and Section 14.3.7 for the C-SSRS and Withdrawal 
Questionnaire.  In the analyses of vital signs and weight, and ECG, the data measured at the 
Week 23 (end of the Preconversion Period) were considered as the baseline data for the 
subjects who were assigned to the placebo group at the Randomization Phase.  Likewise, in 
analyses of Withdrawal Questionnaire, the data measured at the Week 19 (end of the 
Randomization Phase) were considered as the baseline data.   
Vital Signs and Weight 
There were no treatment-emergent changes of clinical importance in the mean or median 
values of vital signs and weight (Table 14.3.5.2.1, Figure 14.3.5.2.1). 
Subjects with clinical notable results in vital signs and weight were determined using 
prespecified criteria in the SAP (see Appendix 16.1.9 Table 3).  A small percentage of 
subjects in the Safety Analysis Set had notable results in systolic/diastolic blood pressure and 
pulse rate.  The percentages of subjects with notable weight values (increase or decrease of 
>7% from baseline) were 13.1% (88 subjects) in low category and 33.8% (227 subjects) in 
high category (Table 14.3.5.2.2.1).  A TEAE of weight increased occurred in 5.9% of subjects 
in the Safety Analysis Set, whereas no subjects were withdrawn from study/study treatment 
due to the event (Table 14, Table 17).   
Electrocardiograms 
There were no treatment-emergent changes of clinical importance in mean or median values 
of ECG parameters (Table 14.3.6.2.1).  Small percentage of subjects in the Safety Analysis 
Set had abnormalities of T-waves in the ECG results (Table 14.3.6.2.3).  There were no 
subjects with abnormalities of U-waves in the ECG results (Table 14.3.6.2.4).  There were no 
treatment-emergent shifts of clinical concern in ECG findings (normal or abnormal) 
(Table 14.3.6.2.2).  Subjects with abnormal QTcF and QTcB values were determined using 
prespecified criteria in the SAP (see Appendix 16.1.9 Section 3.6.5).  There were no clinically 
important findings in the QTcF or QTcB results (Table 14.3.6.2.5.1). 
Other Observations Related to Safety 
The incidence of treatment-emergent suicidal ideation or behavior based on the C-SSRS 
results was 7.7% in the Safety Analysis Set (Table 14.3.7.2.1.2.1).   
Over 80% of subjects in the Safety Analysis Set rated their symptoms as “none” or “mild” in 
all variables at the end of treatment and follow-up period.  There were no shifts of clinical 
concern from either baseline or the end of treatment in the Withdrawal Symptoms 
Questionnaire results (Table 14.3.7.2.2.1.1, Table 14.3.7.2.2.2.1).   

Conclusions 
The results for the Extension Phase of the study to evaluate the efficacy and safety of the 
adjunctive treatment with perampanel in subjects aged 12 and over with refractory partial-
onset seizures are as follows. 
• Adjunctive treatment effects with up to 12 mg of perampanel in seizure control, which 

were established in the Core Study, were maintained throughout the Extension phase 
• Long-term adjunctive treatment with 2 to 12 mg of perampanel was safe and well 

tolerated 
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• No new safety signals were identified during adjunctive long-term treatment with 
perampanel relative to the results for the Core Study 

In conclusion, perampanel, given as an adjunctive therapy, demonstrates a favorable 
risk/benefit ratio in adolescent and adult patients with refractory partial-onset seizures.   

Date of Report 
02 Nov 2020 
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