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Efficacy and Safety of Levetiracetam as Adjunctive Treatment in a
Multicenter Open-Label Single-Arm Trial in Korean Patients with
Refractory Partial Epilepsy: Over 1-Year Follow-Up

Kyoung Heo, M.D.*, Byung In Lee, M.D.%, Sang Do Yi, M.D.2, Kyoon Huh, M.D.3,
Jae Moon Kim, M.D.*, Sang Ahm Lee, M.D.%, Dong Jin Shin, M.D.?,
Hong Ki Song, M.D.’, Sang Kun Lee, M.D.? and Jeong Yeon Kim, M.D.°
Department of Neurol ogy, Severance Hospital,* Seoul, Keimyung University Dongsan Medical Center,? Daegu,
Ajou University Medical Center,® Suwon, Chungnam National University Hospital,* Daejeon, Asan Medical Center,” Seoul,
Gachon Medical School Gil Medical Center,® Incheon, Kangdong Sacred Heart Homital,7 Seoul,
Seoul National University Hospital 2 Seoul, Inje University Sanggye Paik Hospital,” Seoul, Korea

Purpose: This prospective, open-label study evaluated the efficacy
and safety of adjunctive levetiracetam (LEV) in Korean adults with
uncontrolled partial epilepsy.

Methods: A total of 100 patients whose partial seizures were ina-
dequately controlled on their current antiepileptic drugs were enrolled
and received LEV (1000—3000 mg/day). Seizure count and adverse
events (AEs) were recorded by patients. Global evaluation scale
(GES) and quality of life (QOLIE-31) were also evaluated. Addi-
tionally effectiveness over 1-year follow-up was investigated.

Results: Ninety-two patients completed the short-term 16-week
trial. The median percent reduction in weekly seizure frequency over
the trestment period was 43.2%. The >50% and >75% responder
rates were 45.4% and 36.1%, respectively. Seizure freedom was ob-

served in 17 patients throughout theinitial 16-week treatment period.

On investigator's GES, 81 patients were considered improved, with
41 patients showing marked improvement. Most QOL IE-31 scales im-

proved significantly. At the end of the trial, 79 chose to continue
follow-up treatment with LEV. At the follow-up visit (ranging 60 to
81 weeks), 64 patients were till taking LEV; during the last 16 weeks,
65.6% of patients had >50% reduction, 50.0% had >75% reduction,
and 35.9% had a 100% reduction. Seven patients showed continuous
seizure freedom from the initiation of LEV treatment. During the en-
tiretreatment period, LEV was withdrawn in 36 patients; due to lack
of efficacy in 22, AEs in six, both in three, other reasons in five.
Conclusion: Adjunctive LEV therapy in patients with refractory
partial epilepsy was effective and well-tolerated, as evidenced by the
high seizure freedom and retention rates in both the short-term trial and
the long-term follow-up. (J Korean Epilep Soc 2007:11(1):25-32)

KEY WORDS: Antiepileptic drugs - Levetiracetam - Epilepsy -
Partial seizures - Open-label study - Add-on the-
rapy - Long-term therapy.
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1749 (G HAF 9.5, S3HE 17.2) 0181tk (Table 1).
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Table 1. Baseline demographic and clinical characteristics of the
100 enrolled patients

Parameter Value
Age, years (mean+S.D.)* 35.3+11.7
Gender, male (%) 52.0%
Body weight, kg (mean+S.D.) 63.7+12.5
Height, kg (mean+S.D.) 165.2+ 8.3
Body mass index, kg/m2 (mean+S.D.) 23.3+ 3.7
Age at onset, years (mean+S.D.) 17.8+12.3
Epilepsy duration, years (mean=S.D.) 17.4+ 95
Weekly partial seizure frequency
Mean=S.D. 0.82+£0.57
Median 0.62
Interquartile range (Q1—Q3) 0.39-1.09
Min-max 0.23—2.49
No. of previous antiepileptic drugs (AEDs). n (%)
0 11 (11%)
1 13 (13%)
2 21 (21%)
3 17 (17%)
4 14 (14%)
>5 24 (24%)
Previous AEDs, n (%)
Valproic acid 44 (44%)
Topiramate 36 (36%)
Carbamazepine 36 (36%)
Phenytoin 35 (35%)
Lamotrigine 31 (31%)
Phenobarbital 25 (25%)
Vigabatrin 23 (23%)
No. of concomitant AEDs n (%)
1 14 (14%)
2 80 (80%)
<) 6 ( 6%)
Most common concomitant AEDs, n (%)
Carbamazepine 53 (53%)
Valproic acid 42 (42%)
Lamotrigine 25 (25%)
Topiramate 25 (25%)

+*One patient was 17-year-old but the data was included until she
was withdrawn from the study

1 Six patients who were regarded as receiving two AEDs plus
benzodiazepines used as an anxiolytic (classified as a third AED
in this protocol), were included in the study
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Figure 2. Median weekly frequency of seizure.
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Table 2. Mean QOLIE-31 changes

Baseline Change

Domain/item N Mean (SD) Mean (SD) p-value
Seizure worry 96 42.0 (25.8) 13.1 (23.5) <0.0001
Overall QOL 96 50.7 (17.1) 4.9 (17.4) 0.0068
Emotional well-being 96 51.2 (18.4) 6.3 (18.2)  0.0010
Energy/fatigue 96 46.3 (19.5) 0.6 (20.9) 0.7822
Coghnitive functioning 95 53.4 (24.1) 7.2 (20.2)  0.0008
Medication effects 96 48.2 (30.2) 6.1(31.8) 0.0622
Social function 96 50.9 (25.7) 7.9 (27.3) 0.0053
Total score 95 50.0 (17.3) 6.8 (14.5) <0.0001
Health status 94 53.9(21.9) 5.0(225) 0.0335

Table 3. Treatment-emergent adverse events occurring in 3% or
more of enrolled patients (intent-to-treat population)

Adverse event N (%)
Somnolence 36 (36%)
Dizziness 12 (12%)
Headache 8 ( 8%)
Fatigue 7 ( 7%)
Psychiatric disorders 5 ( 5%)
Diarrhoea 4 ( 4%)
Asthenia 3 (3%
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Levetiracetam in Refractory Partial Epilepsy
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