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ABSTRACT

Purpose : To compare the efficacy and safety of gabapentin (GBP) with sodium valproate (VPA) as add-
on therapy in medically refractory partial epilepsies. Method . This was an open randomized multicenter
trial. The study protocol consisted of 12 weeks of baseline phase, variable period of dose titration phase,
and 12 weeks of maintenance phase. During baseline phase, the patient should have at least one seizure
every 4 week period and six or more seizures during 12 week period. During dose titration phase, GBP
was started with 300 mg/day for 4 days, then increased to 600 mg/day for 3 days, and then 900 mg/
day for 7 days. From third week, GBP was increased by 600 mg/day every week to reach to the
maximal dose of 5400 mg/day. VPA was increased by 300 mg/day every week up to the maximal dose
of 3000 mg/day. Results : A total of 126 patients were randomized into GBP group (70 patients) and VPA
group (b6 patients). Twenty six patients were withdrawn from the study earlier and 100 patients (GBP :
57 patients, VPA : 43 patients) finished the study as planned. Baseline characteristics were not different
between the groups. Intent-to-treat analysis (ITTA) of efficacies revealed that the median seizure
frequency reduction rates were 52.56% for GBP and 49.7% for VPA, responder rates were 44% for GBP
and 52% for VPA, and seizure free rate were 12% for GBP and 16% and VPA. These results were not
statistically different. The efficacies on different types of seizure were also similar between the two
drugs but simple partial motor seizure (SPMS), in which GBP was better than VPA (p=0.02). The
incidence of adverse events and drop-out rate due to adverse events were also comparable. Conclusion :
GBP and VPA were equally effective and safe as add-on therapy in medically refractory partial epilepsies
except SPMS which responded better to GBP. (J Korean Epilep Soc 4 : 19-26, 2000)
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GBP vs VPA
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(GBP=70, VPA=56)
ITTA : efficacy : BP vs EP : GBP=68
VPA=55
safety : GBP=70
VPA=56

BP vs SP : GBP=59

(12 wks) (=4 wks) (12 wks)
| - o
| | %260 N=57
B, B, B, B, T 1 | Fig. 1. Study progression of the trial.
P * DT, DT, DT, - D] A VPA ITTA : intention-to-treat analysis, BP :
N=165 N=126 N=45 N=43 baseline phase, EP : experimental phase,

SP : stabilization phase, Bo. : clinic visit
every 4 wks during baseline phase,
DT & clinic visit every 2 wks during
dose-titration phase, So.; : clinic visit ev-
ery 4 wks during stabilization phase.
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GBP vs VPA
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Table 1. Baseline characteristics of study patients
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GBPS} VPAl A 2+2} Tl Qia, okAle] A3t fI
A 23] wato] F7het A= 747} 3ol en, oA

E.g9] H|$go] GBPT 24, VPAT 3%°|lx, GBPF
Z 19 £3247F Feo] AAHUD A5olUnt. o
24 % 1009 A (GBP : 573, VPA : 43%)71 Ag€
2 dTE Fasitt. GBPZ# VPATY ol78ha 2
AR EAL Table 191 EAIE ulel Zo] giale] &4,

dunl, AF, BRe] WEs §¥, §977 €9
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2. Ti(efficacy)
Filo] gt ITTAE F 7IA
= BRI A

o2 AERE, o
opd] Fd7|3bate] Wl me} B9t §X)

Variables Gabapentin (n=70) Sodium valproate (n=56) P-value

Age (mean : years) 32£9.6 344113 0.35"

Sex : M/F 38/32 24/32 0.20”

Body wt (kg) 62+10.5 62+9.4 0.99"

Seizure : duration (years) 16+9.4 18+7.9 0.34"
Frequency (episodes/4 wks)

Mean 6.7+9.2 6.0+6.0 0.61"

Median 43 3.8 0.53”

Types : SPM 13(19%) 12(21%) 0.69”7

cP 62(89%) 46(82%) 0.317

SG 39(56%) 33(59%) 0.72%

EEG : focal IEDs 38(54%) 27(48%) 0.50”

MR! : focal lesion 30(43%) 27(48%) 0.55

HS 14(20%) 11(20%) 0.96”

AEDs : CBZ monotherapy 34(49%) 26(46%) 0.81%

CBZ* 29(41%) 25(45%) 0.72”

PHT monotherapy 3( 4%) 2( 4%) 1.00"

PHT* 10(14%) 8(14%) 1.00”

SPM : simple partial motor seizure, CP : complex partial seizure, SG : partial onset with secondarily generalized tonic-clonic seizure, IEDs :

interictal epileptiform discharges, HS : hippocampal sclerosis, CBZ : carbamazepine, CBZ* :

phenytoin, PHT™ : phenytoin and CBZ or other drugs
1) ttest, 2) x2-test, 3) Wilcoxon rank sum test, 4) Fisher's exact test

22

carbamazepine and PHT or other drugs, PHT :

J Korean Epilep Soc,/ Volume 4,/ June, 2000



Table 2. Efficacy analysis of the trials

o= JIHfEE 0155

BP EP Sp
Variables GBP VPA GBP VPA GBP VPA
p-value p-value p-value
(n=70) {(n="56) (n=68) (n=55) {(n=59) (n=44)
Median Sz.freq " " "
_ 43 3.8 0.53 3.5 3.6 0.55 2.0 2.0 0.96
(episode/4 wks)
MSFRR - - 24.5% 23.2% 0.55" 52.5% 49.7% 0.67"
RR - - 19 21 0.23% 33 21 0.41%
(27.9%) (38.2%) (55.9%) 41.7)
SFR - - 3 9 0.03” 7 7 0.55%
(4%) (16%) (12%) (16%)

MSFRR : median seizure frequency reduction rate, RR : responder rate (>50% seizure frequency reduction), SFR : seizure free rate, BP :

baseline phase, EP : experimental phase, SP : stabilization phase
1) Wilcoxon rank sum test, 2) x’-test
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Fig. 2. Global evaluation about study drugs by patients and phy-
247} 52.5%, 49.7%°19.21H WHSEL 56%9} 42%, HE  icians. PT : patient's evaluation, PHY : physian's evaluation.
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33%%t 30%7F ‘BE 9478t a Holetnex 9A) F F GBPY VPAE SPMSS] 7A-Smt Alelsins fabwA

el frolgh &tol 7} gldTh.

2rzke] G W FIHEAGA=(Table 3) SPMSE]
739 MSFRRe] GBP<* 83%. VPAT 46% 24 GBP7}
A ¥hEE 77 93%9 50%E4 94 GBP7}
VPA Hl8] 8t th(p<0.02). 22y CPS9H 8G9 72
FollMe= o L FeJ g 2bol 7} QIiet. EFE §F SRR <k
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219 i o]
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A BE3E 23 % 744 IS Beeke 2ol A
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7o (10%)

T5E Aoz Yyt

o|Rojzl BE BN AR
Uhg #2hge] SHNEE GBPEo| 19%, VPATO] 80%

3l oM GBPY 7A$= BaezAr) ox3&

E5(17%), HA(13%), A/TFE(13%), 9%

~4 A1 en] VPATINE oRee=

(34%), S/ /7-E(29%), 917740 (20%), Z2(14%), ‘iF
Al(11%) 24 GBPell H)&l 91733 ololl 23 247} 75
Aoz Jeldth(Table 5). 3t 2248 wf)Zoj OW-

Ao dd HFEEEFLS QBPL 2,862+1.621
mg/day°le ™ VPATS 1,662+744 mg/day°] e}, o]
B YubFel ddgFoz dez GBP 1.800 mg/day%}
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GBP vs VPA

Table 3. Efficacies in different seizure types

i MSFRR RR SFR
Seizure types
GBP VPA p-value GBP VPA p-value GBP VPA p-value
SPM (GBP=14, VPA=10) 83% 46% 0.11" 93% 50% 0.02% 36% 30% 1.00”
CP (GBP=52, VPA=138) 57% 57% 0.85" 60% 55% 0.68” 15% 16% 0.96”
SG (GBP=33, VPA=22) 100% 100% 0.33" 91% 82% 0.427 73% 64% 0.48”

MSFRR : median seizure frequency reduction rate, RR : responder rate, SFR : seizure free rate, SPM : simple partial motor seizure, CP : com-
plex partial seizure, SG : partial onset secondariy generalized tonic-clonic seizure

1) Wicoxon rank sum test, 2) Chi-square test, 3) Fisher's exact test

Table 4. Efficacies in low and high dose groups

GBP VPA
Measures
1800 mg (n=26) >1800 mg (n=31) p-value 1200 mg (n=21) >1200 mg (n=22) p-value
MSFRR 52% 54% 0.92" 49% 50% 091"
RR 15(58%) 17(55%) 0.837 9(43%) 11(50%) 0.64”
SFR 2(8%) 4(13%) 0.68" 4(19%) 3(14%) 0.70”
MSFRR : median seizure frequency reduction rate, RR : responder rate, SFR  seizure free rate
1) Wilcoxon rank sum test, 2) Chi-square test, 3) Fisher's exact test
Table 5. Adverse events found in 5% of the study patients gy z-Aghalol| A €] %%91 o ]/\‘]E GBPE &
Dizziness 30(43%) 19(34%) 0.31 =sl0dp] 17 1 AR
= s
Somnolence 12017%) 8(14%) 0.66" oAt W °ﬂ #Ho Bad q}ﬁy_q /‘Pﬂr F ¥4
Amblyopia 9(13%) 6(11%) 071" T-(postmarketing clinical trial)&&"" $k2te] 46%°]
" o n
Nausea/vomiting H13%) 16(29%) 0.03 A o) SABHNE L Baslmz A AR Bad o
Abd.discomfort 7(10%) 11(20%) 0.12" R o .
1. T
Fatigue 5( 7%) 4(7%) opr = SHARTE w2 aah sl A0R 2wA e o
Headache 4( 6%) 3( 5%) 1.00? H RaEL YA TFETE g, A B88F
Ataxia 23%) 35%) 066" 3} gapeaMg fale) B B HeA71ERA, o

1) Chi-square test, 2) Fisher's exact test
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i

T4
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i) o2 YZHUR " =3 AjRo]

(o] [e]
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aiu}.

=2

A gshe F71EEE TS AT ZEES &
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(pragmatic clinical trial)& A18)3sh= dlol 744 4]
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