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Efficacy of Topiramate Using Lower Dose and Slower Dose~-Titration

in Refractory Partial Epilepsies : A Multicenter Open Clinical Trial

ol | ol
Byung In Lee, M.D.

ABSTRACT

Purpose and Backgroup - Korean Topiramate Study Group (KTSG) was organized to evaluate the efficacy and safety
of lower dose (300 mg/day) and stower dose—titration of topiramate as add—on therapy in medically intractable
partial epilepsies. Methods : This study was a multicenter open clinical trial consisting of each 8 weeks of bas—
eline phase, titration phase, and maintence phase. The patient should have partial epilepsies refractory to the
maximally tolerable doses of one to two antiepileptic drugs and should have at least two or more episodes of
clinical seizures every 4 weeks during the baseline phase. The target dose of topiramate (TPM) was 300 mg/day.
TPM was started at the initial dose of 25 mg/day and increased by 25 mg/day every week until 100 mg/day
was reached. Thereafter, the dose was increased by 50 mg/day every week. Results * A total of 213 patients
entered to the titration phase, 198 patients entered to the maintenance phase, and 182 patients finished the
trial as planned. Median baseline seizure frequency was 3.7 episodes/4 weeks which was decreased to 2.1
episodes/4 weeks after the introduction of TPM. Median seizure frequency reduction rate (MSFRR) was 44.8%,
responder rate was 47.6% and seizure free rate (SFR) was 9%. Adverse events (AE) occurred in 22% of
patients with dizziness being the most common (10.0%). Premature withdrawl from the study due to AE
occurred in 13 patients (6.1%). Conclusion : TPM 300 mg/day was as effective as TPM 600 mg/day and safety
was markedly improved by a slower dose titration. We did not find any dose—response relationship of TPM in

this study. (J Korean Epilep Soc 5 : 59-64 2001)
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Fig. 1. Progression of the trial.
ITTA : efficacy analysis :
baseline vs treatment period (n=210).
baseline vs maintenance period (n=186).
ITTA : safety analysis (n=213).
Vi ¢ initial visit,

Table 1. Baseline characteristics of study patients (n=213)

Age 30.1 =10.2 yr-old
Sex M:F=563:437
Body weight 63.6x11.0kg
Duration of illness 15.8+9.0 years
Seizure frequency median : 3.7

mean :8.3x£17.6
SPMS : 51 (23.9%)
CPS : 167 (78.4%)
SGTC : 94 (44.1%)

1 drug : 52 (24.4%)
2 drug : 157 (73.7%)

3drug: 4 (1.9%)

SPMS : simple partial motor seizures

CPS : complex partial seizures

SGTC : secondarily generalized tonic-clonic seizures
AEDs : antiepileptic drugs

(episodes/4 wks)
Seizure types

No. AEDs
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Table 2. Efficacy evaluation by Intention-To-Treat analysis

Total Experimental Maintenance

Measures Phase (n=210) Phase (n=186)

Sz. frequency : mean 49+59/4wks 4.4+£11.9/4 wks
median 1.7/4 wks 2.1/4 wks
MSFRR 44.8% 54.7%
Responder rate 47.6% 52.7%
Sz. free rate 9.0% 21.8%
Global evaiuation by Patient Physician
marked improve 26.2% 25.2%
moderate improve 26.2% 27.7%
mild improve 25.2% 15.8%
no change 22.3% 27.2%
WOorse 0.0% 4.0%

Sz : seizure, MSFRR : median seizure frequency reduction rate

Table 3. Subgroup analysis for the efficacy of topiramate

Total Experimental Maintenance
Period (16 wks) Phase (8 wks)

MSFRR RR SFR MSFRR RR SFR

Subgroups

Seizure types
SPMS (n=53, 45) 62% 59% 17%
CPS (n=151, 138) 50% 50% 12%
SGTC (n=53, 44) 100% 68% 53%
Concomitant AEDs
— 1 AEDs (n=51, 41)
2 AEDs (n=155, 143)
— E.I1-AED (n=168, 151)
N.E. |- AED (n=42, 37)
Baseline Sz freq
2/m (n=37, 34)
<9/M (n=1835, 122)
>9/M (n=38, 32)
dose of TPM
<200 mg/day (n=22,22) 57% 59% 13% 59% 59% 32%

>200 mg/day (n=150, 146) 45% 47% 6% 53% 52% 21%

MSFRR : median seizure frequency reduction rate, RR : res-
ponder rate

SFR : seizure free rate, SPMS : simple partial motor seizure,

CPS : complex partial seizure, AEDs : antiepileptic drugs,
SGTC : secondarily generdlized tonic-clonic seizure,

El : enzyme inducer, NEI : non-enzyme inducer,

n : number of patients subjected for the analysis of total ex-
perimental and maintenance phase

* 1 p<0.05,

80% 71% 38%
60% 56% 25%
100% 80% 71%

67% 60% 29%
52% 51% 20%
51% 52% 23%
67% 57% 19%

49% 49% 10%
44% 48% 9%
42% 46% 10%
53% 52% 7%

43% 41% 35%
57% 57% 23%
56% 50% 3%*

44% 43% 14%
48% 49% 9%
43% 43% 5%
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& A it gAY B ke W) SrhEe] gt
Helon vz 129 21 QelEAR, oA vl
S, EE 1 0]9)9] ZAshs Tk o] f2 gt g0
Ark A7 HyE TPME] 282 ojx|8f250] 652
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71 16759 #AtlM = 688 (40%) ] #2417 AF2 5%
ol AFAAL AW Aoz oty o]F 199
(11%) 2 10%°)72] AF7H27t 93t Body mass index
[BMI : AZF(kg) ~ (A m)H)E o] &3+ AF7AY £4
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Table 4. Adverse effects of topiramate in study patients (n=213)

Dizziness 10%

Somnolence 3.3%
Anorexia 2.3%
Weight loss 2.3%
Headache 1.9%
Abdominal pain/discomfort 1.9%
Nousea/vomiting 1.9%
Blurred vision/diplopia 1.4%
Memory impairment 1.4%
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ATollA BEE FIH= MSFRRo| 51.3% (Y9 : 9.1%),
HEE-E0] 50.6% (1< 12.9%), SFR7} 9% (Y1°F : 1.2%)
o]t ojgjd A= 27 dvAnel Yxsgon,
SFR+= 2318 ¥ & 2122 UElth ofof w3}, o] =
W o1 71EE dATellAlE MSFRRO] 44.8%, W
£9] 47.6%, SFR7} 9.0% %4 MSFRR# WHe-§2 <k7t
Az Jbde] SFRE 23|18 47 o & 08 3%y
224 dd EXE3o) 300 mg/dayQ AL wle &
7o BHE B & Qivhe 28 F9E Y H2, Yens?
2 TPM 300 mg/dayZ E¥&%#0 2 33 ujFnjt} 50
mg/day 2 F23% o]FWAATALE ARG E), ks
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Table 5. Weight ioss related to topiramate (n=167)

BMI <20 20=-<25 =25 Total
wt. loss (n=23) (n=88)  (n=56)
5-10% 6 (26%) 24 (27%) 19 (34%) 49 (29%)
’210% 104%)  900% 9 06%) 19 (11%)
< 5% 7 (30%) 33 (37%) 28 (50%) 68 (40%)
mean wt. Loss (kg) 0.4(0.8) 09(1.1) 1.6(1.7) 1.1(1.3)
5-10% 6 (26%) 24 (27%) 19 (34%) 49 (29%)

BMI : body mass index (kg/m2) : < 20 ; underweight,
20< =< 25 ; normal, =25 ; overweight wt. : weight
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