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A guideline for discontinuing antiepileptic drugs in 
seizure-free patients-Summary Statement 

Report of the Quality Standards Subcommittee of the American Academy of Neurology 

The Quality Standards Subcommittee of the Ameri- 
can Academy of Neurology (AAN) develops practice 
parameters for neurologists pertaining to diagnostic 
procedures, treatment modalities, and clinical disor- 
ders. The selection of topics is based on prevalence or 
frequency of use; potential for improving health out- 
comes; and reducing variations in practice patterns, 
economic impact, and adequacy of scientific evidence. 
Whether and when to withdraw antiepileptic drugs 
(AEDs) is a common problem in the management of 
patients with epilepsy. This decision is often made in 
the absence of data. The following guideline is in- 
tended to help physicians in their decisions to  with- 
draw AEDs. 

Definition of the problem. When a patient with 
a history of epileptic seizures has remained seizure- 
free for a period of years, the question arises whether 
to continue or reduce AEDs. The decision to with- 
draw AEDs is often made in the absence of data; 
choice of patients and timing of the discontinuance 
are often not based on well-defined criteria. 

This problem has been the subject of many retro- 
spective and prospective investigations. Criteria for 
selecting patients to  study and the procedures for 
ensuring continued follow-up vary greatly. Thus, re- 
sults of these investigations are not uniform and are 
not easily compared. Even in prospective studies, it 
is not possible to control all factors relevant to dis- 
continuance of medication. Nevertheless, the docu- 
mented experiences presented in these studies are 
useful in constructing a guide to  practice. 

Description of the process. We conducted a 
MEDLINE search for the years 1967 to 1991 using 
the key words “discontinuance of antiepileptic 
drugs,” “prognosis of epilepsy,” “relapse/recurrence,” 
and “remission.” Studies of both children and adults 
were included and were considered separately. We 
reviewed all articles in their entirety, attempting to 
identify common factors relating to the probability 
that a patient no longer on medication would remain 
seizure-free. We identified 53 studies that discussed 
these factors. 

Of the 53 studies, 52 were class I1 studies (see 
Definitions following this article) and 1 was a class I 
study. The nine factors or clinical characteristics we 
identified were sex, age of onset, seizure type, etiol- 
ogy, neurologic examination/I.Q., duration of seizure 
freedom on AEDs, treatment regimen, age at  re- 
lapse, and normalization of the EEG. Only 17 studies 
discussed all nine factors. The negative health out- 
come is relapse, and the positive is the seizure-free 
patient without medication. Patients maintained on 
reduced dose of medication were not included.’-” The 
relapse rates reported in the 17 studies are summa- 
rized in the table. Relapse rates reported in each of 
the 17 studies were weighted according to the num- 
ber of cases in that study. 

Conclusions. An analysis of the studies yielded a 
weighted mean (by number of cases) relapse rate of 
31.2% for children and 39.4% for adults. From the 
studies, certain clinical characteristics emerged that 
may predict successful remission. The longer the du- 
ration of seizure control with AEDs, the better the 
prognosi~.~-~ The evidence presented in the 17 stud- 
ies suggests that although their recurrence risk rates 
differ, both children and adult patients meeting the 
following profile have the greatest chance for suc- 
cessful drug withdrawal: 

Seizure-free 2 to 5 years on AEDs (mean 3.5 

Single type of partial or generalized seizure; 
Normal neurologic examination and normal I.&.; 
EEG normalized with treatment. 

years); 

Recommendations. The data in studies demon- 
strate that children meeting the above profile can be 
expected to have at least a 69% chance and adults a 
61% chance for successful withdrawal (weighted av- 
erage of all studies including adults and children in 
the table). (The 31.2% relapse rate in children and 
39% in adults refers to  all patients studied. Data 
were not presented in suffkient detail to  ascribe a 
probability rate to  patients meeting the profile, but 
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Table Studies on withdrawal of antiepileptic drugs in children and adults 

Study 
Study Seizure-free Follow-up after 
type N with Rx withdrawal (yr) Relapse rates (yr) 

Children 

Emerson et aL7 

Holowach-Thurston and OLeary5 

Foerster and Schmidtberger' 

Todt" 

Shinnar et al.' 

Shinnar et al.'" 

Bouma et al.I4 

Arts e t  al." 

Pooled relapse rate for children 

Adults 

431 (31.2%,) 

Juul-Jensen'" 

Janz and Sommer-Burkhardt'" 

Oller-Daurella e t  al. 

Oller-Daurella et al." 

Overweg et al." 

Overweg et al." 

Callaghan et al." 

Chadwick '' 
Dean and Penry'" 

Pooled relapse rate for adults 

Pooled relapse rates for adults and 

623 (39.4%) 

children 

Ret 

Ret 

Ret 

Pros 

Pros 

Pros 

Pros 

Pros 

1377 

Ret 

Ret 

Ret 

Ret 

Ret 

Pros 

Pros 

Rand 

Pros 

1580 

2957 

68 

148 

114 

433 

88 

264 

116 

146 

196 

253 

138 

228 

46 

62 

92 

503 

62 

4.9 

4.0 

4-5 

4.0 

2-4 

1.4 

(2.9 mean) 

2.0 

2.0 

2-4 

2 

5 

5 

3 

3 

2 

2-4 

4 

0.5-6 

15-23 

0.5 

5-6 

0.5-6 

2.5 

5.0 

1-10 

5-6 

5 

5-27 

10-30 

0.75-1.6 

0.5-0.75 

0.5-5 

5 

5 

18 (26%) 

41 (28%) 

35 (31%) 

157 (36% ) 

22 (25% 1 

95 (36%) 

26 (22%) 

37 (25%) 

79 (40%) 

124 (49% 

29 (21%) 

69 (30%) 

29 (63%) 

41 (66%) 

31 (24%) 

206 (41%) 

15 (24%) 

1054 (39.4%) 
weighted mean 

Ret = retrospective study; Pros = prospective study; LT = long-term follow-up; Rand = randomized controlled study. 

we can assume that when the factors most likely to 
be associated with successful withdrawal are 
present, the relapse rate would be less than 31.2% 
for children and 39% for adults.) 

Drug withdrawal should be offered to patients 
who meet this profile and who have complied with 
treatment. The adult patient, a child's family, and 
the physician should make the decision together, 
taking into account not only the medical factors, in- 
cluding the statistical probability for relapse but also 
the social, emotional, or other consequences should 
relapse occur. Evidence reported in the literature, 
expert opinion, and the results described in a 1991 
consensus conference a t  Bowman Gray School of 
Medicine support the following recommendation that 
we present as a guideline (see Definitions), based 
on the strength of evidence: 

After assessing the risks and benefits to 
both patient and society from a recurrent 
seizure, the discontinuance of antiepileptic 
drugs may be considered by the physician 
and informed patient or parent/guardian if 
the patient meets the following profile: 

Seizure-free 2 to 5 years on AEDs 
(mean 3.5 years); 

0 Single type of partial seizure (simple 
partial or complex partial or secondary 
generalized tonic clonic seizure) or sin- 
gle type of primary generalized tonic 
clonic seizures; 

0 Normal neurologic examinatiodnormal 
I.&.; 

0 EEG normalized with treatment. 

Although the likelihood and consequences of seizure 
recurrence may differ, this recommendation to con- 
sider AED withdrawal applies to both children and 
adults. Discontinuance of AEDs may be appropriate 
in patients not meeting this profile even though the 
risk of recurrence may be higher than 31.2% for chil- 
dren and 39% for adults. 

Recommendations for future research 

1. Multicenter randomized double-blind controlled 
prospective trials are needed to better define the 
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risk of relapse for individual patients (adults and 
children). 

2. The effects of the number of AEDs used, duration 
of treatment producing freedom from seizure, and 
measurement of serum levels need to be studied 
in patients considered candidates for withdrawal. 
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Definitions 
Classification of evidence 
Class I: Evidence provided by one or more well- 

designed randomized controlled clinical trials. 
Class 11: Evidence provided by one or more well- 

designed clinical studies such as case-control stud- 
ies, cohort studies, and so forth. 

Class 111: Evidence provided by expert opinion, non- 
randomized historical control subjects, or one or 
more case reports. 

Strength of recommendations 
Standards: Generally accepted principles for pa- 

tient management that reflect a high degree of 
clinical certainty (i.e., based on class I evidence or, 
when circumstances preclude randomized clinical 
trials, overwhelming evidence from class I1 studies 
that directly addresses the question at hand or 
from decision analysis that  directly addresses all 
the issues). 

Guidelines: Recommendations for patient manage- 
ment that may identify a particular strategy or 
range of management strategies and that reflect 
moderate clinical certainty (i.e., based on class I1 
evidence that directly addresses the issue, decision 

analysis that directly addresses the issue, or 
strong consensus of class I11 evidence). 

Practice optiondadvisories: Other strategies for 
patient management for which there is unclear 
clinical certainty (i.e., based on inconclusive or 
conflicting evidence or opinion). 

Practice parameters: Results, in the form of one or 
more specific recommendations, from a scientifi- 
cally based analysis of a specific clinical problem. 

Medical societies and others invited to review 
and provide comment on this practice param- 
eter: Epilepsy Foundation of America; American 
Epilepsy Society of America; American Academy of 
Family Physicians; American Society of Internal 
Medicine (IMCARE); Ten members of the American 
Academy of Neurology Member Reviewer Network. 
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