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—Abstract—

Despite many studies of withdrawal of antiepileptic
drugs our knowledge of the factors which influence the
risk of seizure relapse is poor. So many people with
history of epilepsy continue to take antiepileptic drugs
despite of long periods of remission. To define prog-
nostic factors and evaluate the possibility of early with-
drawal in patients with good prognostic factors, we ret-
rospectively studied the factors influencing the risk of
seizure relapse with 66 adult epilepsy patients.
Thirty-two of 66 patients remained free from seizure
at least for 6 months. Among the rest(34 patients,
relapse rate 52 %), 19 patients had recurrence of

AR
bR T—

seizures during the period of tapering drugs, and 15
patients after withdrawal. The recurrence of seizure
decreased with younger age of onset(esp, before 15
years old), shorter duration of seizures(esp, less than 5
years) and adequate periods of tapering before anticon-
vulsant withdrawal. It increased with the abnormal
neurologic findings. However, it showed no relation
with the period free from seizure on anticonvulsant
administration. So in patients with such good prognos-
tic factors, the trial of carly withdrawal(with short
seizure free period) might be worth according o cir-
‘cumstances.
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Fig. 1. Thirty-two of total 66 patients remained
free from seizure at least for 6 months.
Among the rest 34 patients, 19 patients
had recurrence of seizure during the
period of tapering drugs, and 15 patients
after withdrawal.
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Table 1, General characteristics as prognostic factors related to seizure relapse.

mean=2 SD or number of patients(%)

Remission Relapse Boval

(o=32) @=34) vele
Age 25 A+10 27 A+9 NS
Etiology on history 53 (16 %) 7% (58 %) NS
Febrile convulsion 57 (16 %) 8% 4% NS
Family history 13 (3%) 2% (6% NS

NS : statistically non-significant

Table 2, Seizure profiles as prognostic factors related to seizure relapse.

mean=2 SD or number of patients(%)

Remission

Relapse

(032 @30 Prvalue
8z type
Partial 2% 6 %) 273 79 %) NS
with 2 GTC 1873 90 %) %73 96 %) XS
1 GTC 129 (38 %) 7% 21 %) NS
8z frequency/ Mo 10.7+52.8 1.8+2.4 NS
Duration of Sx * 5+5 8£7 €0.05
(34 102 49 0.0
>34 27 307 NS
>4d 169 2% NS
Ss5d 123 23 <0.05
Age of Sz onset 15 A£10 16 A +8 NS
<15 yrs old 23 6% 12% (5% C0.05
> 15 yrs old 129 (37 %) 22% (65 %) <0.05

NS : statistically non-significant. Sz : seizure. GTC :

generalized tonic-clonic seizure.

* Duration of Sx before AED withdrawal(years) : Seizure onset~last Seizure
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4) YA B5 ¥ 8 (Table 4) Phenobarbital 60mg 132 8F =7} S

FAAA ©Exey, FELWARE AL 4R £ NafEd @A gL A4 B
o meh ol § HelR) gsich A2 £33 JFAAZ 1A A7} Lojd A%

A2 §FE A A9E, AL §F) D 174EA, ©]F AWe] Lol olE 5% Hh &
Az A 2a7L Dol A9 WS MG F ol WelA gelst Lol dle) ALE 57% o ¥
A #gker] §F Dilantin 200me ©l3t, & @3 Wsto} gl Aol FAH gy
Carbamazepin 400me °l%, Orfil 300me °l3}, L=

Table 8. Laboratory findings as progrostic factors zelated to seizure relapse

Remission Relapse
=) @30 Pvalue
Radiologic abnormal 4% (12%) 9% @71%) <0.05
13 3% 23 (6%
Cortical abnormal * 1% 8% 273 (6%
Others ** 2% (6% 5% (15 %)
Neurologic abnormal 29 6% 62 (18 %) NS
Memory impair 1% 3% 13 3%
Mental retardation 13 3% 33 9%
Focal sign *** 2% (6%
EEG abnormality 2278 (69 %) 22% (85 %) NS
initial 15 % (58 %) 19% (61 %)
interictal with AED 10 % (50 %) 5% (28 %)
impending tapering 4% (13 %) 47 (13 %)
EEG &3 NS
gen. epileptiform 1073 (1% 8% (249%)
focal epileptiform 1273 (38 %) 1273 (35 %)
slowing 38 9% 5% (15 %)
X 8% EEG 343 18 3 (82 %) 17 % (81 %) NS

NS : statistically non-significant. AED : antiepileptic drug

MTS : mesiotemporal sclerosis, MTA : mesiotemporal atrophy.

* Cortical atrophy, cerebromalacia

** Infarction, tumor, parasite, inflammatory granuloma, cyst, white matter abnormality
*** Hemiparesis

Table 4. Maintain anticonvulsants as prognostic factors related to seizure relapse

Remission Relapse

(32 =20 Prvalue
Polydrug use * 49 23 NS
Maintain dose NS
Minimal dose 11 % (65 %) 6% (35 %)
Usual~maxinmal 21% (43 %) 283 (57 %)

* Drug changes with alternative monotherapy were considered as monotherapy
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5) 21t Wl (Table 5)
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Table 5. Duration of seizure free periods as prognostic factors related to seizure relapse

mean:=2 SD or number of patients(%)

Remission Relapse N
) -39 Prvalue
Duration of Sz free period
before starting withdrawal 3 AL e NS
{lyr 24 82 0.0923
(2yr 5% 9% 0.1570
{3yr 183 213 0.1378
{4yr 2873 329 0.2023
<5 yr 3273 349 0.1418
Duration of AED tapering 9 7jg+9 6 Ad+3 <0.05
Table 6. Relative risk of seizure relapse.
Variables Significance _ Exp(B) R
Longer duration of seimures) § year)  0.0225 67543 %aside] 5ol ARE 6.8 B
Older age of cnset{ 15 years old) 0.0389 5.0246 wEdZel 154084 5 W £7h
Radiclogic abnormality 06135 L6B0, PAUSE GgRAA 169 B
Shorter period of tapering 0.0483 0.7995  ZAE712 12 F7MLA 0.8 W2 2L

Table 7, The period free from seizure of each groups.

mean+2 SD

Group

Number of patients

remission period (months)

1. Remission with good predictors
2. Remission with poor predictors
3. Relapse with good predictors
4. Relapse with poor predictors

2 3614
6 32415
13 20£12
21 29+14

— 985 —



ZEA I 3R @8 712E Aw wgee] A
& ey R FAA o B E Aol
7t e B+ Aunh

z &
1. M8 (Relapse incidence)

2 AT ALEE 52% 2 T2 A7 M3
<2t g2 WAH ol 33 Ar7|Bele 554
o 719§ Ao AlmEth

Annerger$(1979)°] 2043t 38 A upo]
A8 47Fe] 22 EAL 73 71T G
& 298 ¢ F AeY), $HEA FRF AL
& BEnAE B9 Bd G ole 9 81
7t G AE FHes @ FEZAP) ofd O
B39 F4e) Alelm #2 /A /el A= o
27 Bge2 A2€cH(Bergs} Shinnar, 1994).
4 galg&e 10-70%= WA 20-30% & Heli
shedl o Hl&e FAUA] T AR E Aol
& BolA o} §AAA JFuke A AL
Aoz A9 o3 JANE JREAT A% &
S8 BATH AR ATH AREE vin
s Aol WRY Ze|tHMRC ADW group,
1991).

24 wael AL AZNE e Baeld 97
dAle] FFFt FAEA F ALl doue
Aew BMaEn gtk £ AFINE Ui 3
¥ AFF A, A TERF VRGN Adel 4
ojsten gel7Izbe] WAL A9 BAE
HE 6- 1AL E Ade] AL S5 YT ¥
F A

AR 3g WP VAR AS4F Fo}
50% o}ge] Bfe] FaF 6/1Y ollel Loidth
3 E3(MRC ADW group, 19913} & @7
M A2 e7igel 3 (B2 10719) 2= F3BE,
FEF 24 oFME FAFA FEo M B
e e AdZ4Fel wEths 83 (MRC
ADW group, 19DE lo] 2t} A2 A7&
S AR BARAN FF Ddolg FFEIE
g2% Aoz At

2. xjto] ofF2el Risk factors for relapse
with withdrawal: predictor)

A @A AEAS Beol mE PAA,
QA F2g WE] PIUAE A% Fojsior 3
A% gk Aol Fadh, o PRAAE
3¢ F 22 wel ATIA ¥E ok ol
8% Atk 39 20 24 2 AT 89
o o7 aqge] YeiA Qed AFAIS Aol
b, o E2 34 gegel oY A% Be
olfelal 718 Aoz Bl Ak oA 2
2 2 wRel AL 2e2E (@) 2 W) 2
€ A9 34 AAS 4293 &4 Ae A%
& 4% BES] 2 WAE volE 3%, & 4
el WA B WA MEES A duel
e A% BE A YAAAE Besicr gl
# Bole A%, © ¥k AP oP2AE Mo
€A% @ 2o B FW ool BAR B
o2 undzn Ux 29 /%9, WA KIS
EEEEER LY

2 i Jl2d BoERE 45943 ¢
3 @3] ke A 154 o9, 22§37
el 2 (@S 5o, APPHAHA ol
22€ B A%, A7) ke A9 AL
A gob ALESH BRY d3AAR AR
©9] Table 4% 2| meta-analysis§ E@E 3
2 BIAE oF d3AA 3o] £de] NeE
2 4 Unk A7 AHF WY 9Ye gE A7
< 9A5%27 (Annegers, 1979; MRC ADW
group, 1993; Shinnar%, 1993; Shinnarsh
Berg, 1994), AsAzh} 2 ARYTE 17
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Table 4. Prognostic factors in recent antiepileptic drug withdrawal trials.

s domtion  radicogc newcloge rateof duration EEG

ageonset abnormality  defict  tapering of Sz free abnormality
Our study olf}lx T - ses - -
Callaghan (1958 ? - 1 T controlld controlled *Persent

abnorma)

MRC ADE group o ) . ) . .
(1953) 016 yeas) o
Shinnar idiopathic ) R ) . . . ‘29
etal s 64 (Slowing)
(1994) symptomatic cao - ? L) - - -
Berg & Shinnar (199 + @042 + .55 B B .
Shinnar & Berg (1999 0 15 year) esp, MR -
QSS AAN group . ) ) + ) + (ot
(1990) esp MR normalizatior)

+ ¢ statistically significant - © not significance 7 :

not tested () : relative risk CP : complex partial

seizure GTC : generalized tonic-clonic seizure Sz : seizure

MR : mental retardation

2 8

2 A9 ok o 2o

1 2 479 dg 2R AL EE 52% R
o
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Aol 1 A5, 154 o), 22 79 7]
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2 AL FAAE el eI FEQe]
Agge 9% FE2 ALY AP} F B
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olgel 2271 Fo) v ABAA AL 43
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AdAe F2PPe B 1 Fae Agee

BlEge 24 o|Fo) 4 oz ARHn, & ¥
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2R mE 222 & g 2n §84 Jde
F2 PPel 3 Bl A8E F Y& Aolth

REFERENCE

Anneger JF, Hauser WA, Elveback LR(1979) :
Remission of seizures and relapse in patients
with epilepsy. Epilepsia 20:729-737.

Berg AT, Shinnar S(1994) : Relapse following
discontinuation of antiepileptic drugs:. A
meta- analysis. Neurology 44:601-608.

Callaghan N, Garrett A, Goggin T(1988) :
Withdrawal of anticonvulsant drugs in
patients free of seizure for two years: a
prospective study. N Engl J Med 318:942-946.

Juul-Jensen P(1964) : Frequency of recurrence
after discontinuance of anticonvulsant thera-
py in patients with epileptic seizures.
Epilepsia 5:352-363.

— 988 —



Medical Research Council Antiepileptic Drug
Withdrawal Study Group(1991) : Randomised

Engi J Med 313:976-980.
Shmnar S. Bezg AT Mashe SL, et al(1994) :

study of drug wi in
patients with remission. Lancet 337:1175
1180.

Medical Research Council Antiepileptic Drug
Withdrawal Study Group(1993) : Prognostic
index for recurrence of seizures after remis-
sion of epilepsy. BM.J 306:1374-1378.

Quality Standards Subcommittee of American
Academy of Neurology(1994) : Practice para-
meter: A guideline for discontinuing
antiopileptic drugs in seizure-free patients
(Summary statement) Neurology (in print-
ing).

Shafer SQ, Hauser WA, Annergers JF(1988)
EEG and other early predictors of epilepsy
remission: A community study.
29(5):590-600.

Shinnar S, Vining EPC, Mellits ED, et al.
(1985) © Discontining antiepileptic medication
in children with epilepsy after two years

Epilepsia

without seizuresi A prospective study. N

ic drugs in children
with epilepsy: A prospective study.
Neurol 35:534-545.

Shinnar S, Berg AT(1995) : Withdrawal of
antiepileptic drugs. Current opinion in
Neurology 8:103-106.

Tennison M, Greenwood R, Lewis D(1994) :
Discontining antiepileptic drugs in children
with epilepsy. A comparation of a six-week
and a nine-month taper period. N Engl J
Med 330:1407-1410.

Todt H(1984) : The late prognosis of epilepsy
in childhood: result of a prospective follow-
up study. Epilepsia 25:137-144,

Wallis WE(1987) : Withdrawal of anticonvul-
sant drugs in seizure free epileptic patients.
Clin Neuropharmarcol 10:423-433,

Williams GW, Luders HO, Brickner A, et al
(1985) © Interobserver variability in EEG
interpretation. Neurology 85:1714-1719,

Ann

— 989 —



