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Topiramate in Pediatric Subjects with Inadequately Controlled
Epilepsy : Open—Label Phase IV Multicenter Trial

Korean Pediatric Topiramate Study Group*

Purpose : To evaluate the efficacy and safety of topiramate up to 9mg/kg/day in chil-
dren as adjunctive therapy for inadequately controlled partial seizures with or without
secondary generalization and Lennox-Gastaut syndrome.

Methods : This study was a prospective, muliicenter, add-on, and open-label study.
Patients between age 2 to 16 vears with previous 4 weeks seizure record were treated
with topiramate for 24 weeks. Study design consisted of a 4 weeks baseline phase, a 12
weeks of titration phase, and a 12 weeks stabilization period. Efficacy was primarily as-
sessed by measuring median seizure frequency reduction rate and other efficacy wvari-
ables included responder rate, seizure free rate, and global evaluation by investigators
and parents. Treatment emergent adverse events were also investigated,

Results : Among 192 patients screened, 184 patients were included for efficacy mea-
surement by intention-to-treat analyvsis. Median seizure frequency reduction rate were
62.2% during the entire period and 67.1% during the stabilization period. Responder rate
were 59.2% during the entire period and 60.9% during the stabilization period. Seizure
free rate were 6.5% during the entire period and 16.3% during the stabilization period.
The incidence of treatment emergent adverse events was 44% with anorexia and somno-
lence being the most frequent. 64.3% of patients with adverse events reported resolution
of adverse effects during the trial.

Conclusion : Results in this cohort of 184 patients with refractory seizures show
topiramate to be highly effective and safe as add-on therapy in medically refractory par-
tial seizures and Lennox-Gastaut syndrome in pediatric population.

Key Words : Topiramate, Pediatric epilepsy, Partial seizures, Lennox-Gastaut syn-
drome
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Table 1. Protocol of the Trial

Visit Vi V2 V3 V4 V5 V6 N7 V8 Vo
Day Screening Wk1”T Wki Wk9 Wkl13 Wki7 Wk21 Wk25 Follow-Up
Consent X

Medical history X X

Seizure history X X

Inclusion/Exelusion X X

Physical examination X X X X X X X X

Weight X X X X X X b X X
Clinical lab test X X X X
Global evaluation X X

Seizure diary supply X X X X X X X

Seizure diary collection X X X X X X X X
Adverse events X X X X X X X

Wk : Week, “start topiramate
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Table 2. Baseline Characteristics of the Patients

Number of patients 184
Age, mean(range) 9.4(2-16)yr

Weight, mean(range) 30.4(10-80)kg
Baseline seizure frequency, median  10/4weeks
Baseline seizure frequency, mean 73.9/4weeks
Number of background
antiepileptic drugs
one 26(14.1%6)
two 78(42.4%)
three 63(34.2%)
four 13( 7.1%)
five 40 2.2%
Type of seizures
Simple partial seizure 24(13.0%)
Complex partial seizure T1(38.6%)
Secondarily generalized seizure 53(28.8%)
Lennox-Gastaut syndrome 36(19.6%)
Duration of epilepsy
Longer than 2 years 151(82.1%)
6 months—2years 33(17.9%)
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Table 3. Seizure Frequency Reduction During
Topiramate Therapy

Entire period Stabilization

(n=184) period(n=184)

<25% 50(27.2%) 54(29.3%)
25=50% 25(13.6%) 18( 9.8%)
50<75% 47(25.5%) 36(19.6%)
75=100% 50(27.2%) 46(25.0%)
100% 12( 6.5%) 30(16.3%)
=>50% seizure 109(59.2%)  112(60.9%)
reduction

Median seizure 62.2% 67.1%

frequency reduction
rate
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Aka K global evaluation)Z 2= 719
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Table 4. Percent of Reporting Moderate and
Marked Improvement in Global Evalua-

tion Secale
Investigator Caregiver
Level of alertness 27% 24%
Ability to perform 28% 26%
daily activity
Severity of seizure 62% 60%
Level of interaction 27% 27%
with environment
Response to verbal 28% 27%
request
Overall status 43% 44%
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Table 5. Incidence of Most Common Treatment
Emergent Adverse Events(TEAE)

Frequency Percent(%) in

total TEAE

Anorexia 35 271
Somnolence 28 21.7
GI disturbance 9 7

Psychomotor slowing 9 T

ADHD 7 54
Weight loss 5 39
Fatigue b 39
Rash 4 3.1
Speech problem 4 o1
Nervousness 3 23

Gl : Gastrointestinal. ADHD : Attention deficit hyp-
eractivity disorder
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