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The epilepsies comprise a broad group of disorders/dis-
eases with diverse etiologies, diverse electroclinical pre-
sentations, and marked variability in clinical outcomes.

The 2017 International League Against Epilepsy
(ILAE) Classification of the Epilepsies defined three diag-
nostic levels including (1) seizure type, (2) epilepsy type,
and (3) epilepsy syndrome, emphasizing that etiology and
comorbidities must be considered at each level.' Although
epilepsy syndromes had been recognized as distinct elec-
troclinical entities long before the first ILAE Classification
of Epilepsies and Epilepsy Syndromes was proposed
in 1985, and have been summarized in the Guide Bleu
and Epileptic Syndromes in Infancy, Childhood, and
Adolescence,” there was no formally accepted ILAE clas-
sification of epilepsy syndromes.

This series of ILAE position papers represents the work
of the Nosology and Definitions Task Force, established
by the ILAE in 2017 to provide definitions of epilepsy
syndromes. We defined an epilepsy syndrome as “a char-
acteristic cluster of clinical and EEG features, often sup-
ported by specific etiological findings (structural, genetic,
metabolic, immune, and infectious).” The diagnosis of a
syndrome in an individual with epilepsy frequently carries
prognostic and treatment implications. Syndromes often
have age-dependent presentations, meaning that they typi-
cally start at specific ages, and in some cases may also remit

at certain ages. Many syndromes are strongly correlated
with a range of specific intellectual, psychiatric, and other
comorbidities, whereas in other syndromes, the absence of
such comorbidities is a characteristic feature (Figure 1).

Epilepsy syndromes have traditionally been grouped
according to age at onset. Accordingly, the ILAE posi-
tion papers describe separately syndromes with onset in
neonates and infants (up to age 2 years), syndromes with
onset in childhood, and syndromes that may begin at vari-
able ages (meaning in both pediatric and adult patients).
Additionally, a separate position paper on the idiopathic
generalized epilepsies is included.

The syndromes are further subdivided into general-
ized, focal, or generalized and focal, based on seizure
type(s), with a separate category for syndromes with
developmental and epileptic encephalopathy (DEE)
or progressive neurological deterioration. The 2017
Classification of the Epilepsies proposed the term DEE
to denote an epilepsy associated with developmental im-
pairment that may be due to both the underlying etiol-
ogy (developmental encephalopathy) and superimposed
epileptic activity (epileptic encephalopathy).! Most
DEEs present very early in life; the term DEE is more
challenging to apply when epilepsy begins later, follow-
ing a prolonged period of normal development. Thus,
the ILAE Nosology and Definitions Task Force identified

This is an open access article under the terms of the Creative Commons Attribution License, which permits use, distribution and reproduction in any medium, provided

the original work is properly cited.

© 2022 The Authors. Epilepsia published by Wiley Periodicals LLC on behalf of International League Against Epilepsy.

1330 wileyonlinelibrary.com/journal/epi

Epilepsia. 2022;63:1330-1332.

85US017 SUOWIWIOD SAIERID 3|ced!|dde L Aq peuenob a1 s3I YO ‘88N J0 S3[n1 1oj AReiq1T 8UIIUO AB]IA UO (SUONIPUOD-PUe-SLLBYWd 8] 1M ATIq1eUIIUO//SANY) SUORIPUOD PUB SLB L U} 89S *[2202/0T/92] Uo Aiqraulluo Aim * wiooesde|ide@esds|ide : Bsuiueg aLne - Bisuiueg aLne Aq 29z, T"1de/TTTT 0T/10p/w0d /B3| 1mAreIq1eu1juo//SAuy Woiy pepeojumoq ‘9 ‘Z20Z ‘L9TT8ZST


www.wileyonlinelibrary.com/journal/epi
mailto:﻿
https://orcid.org/0000-0003-3015-8282
https://orcid.org/0000-0001-8703-223X
https://orcid.org/0000-0001-9427-9476
mailto:wirrell.elaine@mayo.edu
http://creativecommons.org/licenses/by/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1111%2Fepi.17262&domain=pdf&date_stamp=2022-05-03

WIRRELL ET AL.

Less Specific Clinical
Entity

Variable Prognosis

Characteristic
Electroclinical
Features

Varied Etiologies

—

Epilepsia =
More Specific Clinical
Entity

N
™,

N

Specific Prognosis

/

y
/
/
/

Unique Etiology

FIGURE 1 Atthe core, an epilepsy syndrome must have characteristic electroclinical features. Many also are associated with specific

comorbidities and prognosis. Additionally, the etiology-specific syndromes are correlated with a specific, unique etiology

syndromes with DEE and syndromes with progressive
neurological deterioration. This approach clearly iden-
tifies the group of syndromes associated with cognitive
impairment with or without other manifestations of
neurological deterioration and recognizes that this im-
pairment may be due to the underlying etiology, super-
imposed epileptic activity, or both.

Furthermore, the ILAE Nosology and Definitions Task
Force identified the concept of etiology-specific syndrome,
to denote clearly defined entities with a distinct phenotype
associated with a specific etiology, examples of which in-
clude certain monogenic epilepsies, such as CDKL5-DEE
and PCDH19 clustering epilepsy, and structural entities
such as mesial temporal lobe epilepsy with hippocampal
sclerosis and gelastic seizures with hypothalamic hamar-
toma. In the current classification, a number of epilepsies
with specific etiologies as well as some epilepsies that arise
from or involve specific brain regions or networks have not
been included as syndromes, although these often also have
a characteristic cluster of clinical and electroencephalo-
graphic (EEG) features. Further work is needed to extend
the range of epilepsies included in the ILAE syndrome clas-
sification and to determine whether some of those condi-
tions meet criteria for classification as epilepsy syndromes.
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