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editorial

Mesial temporal lobe epilepsy: an old and yet 
not entirely unfold story 
Epilepsia do lobo temporal mesial: uma história antiga e não inteiramente contada
Luciano de Paola1,2, Vera Cristina Terra1,2

The World Health Organization (WHO) website, on its Mental Health Programmes 
section, suggests an interesting call of duty: “Epilepsy: Treat it. Defeat it”. It high-
lights the fact that over 50 million people have epilepsy worldwide, 80% of whom 
living in developing countries, where 3 out of 4 persons with epilepsy do not receive 

appropriate care for their seizure disorder1. The reader is then directed to the International 
League Against Epilepsy page, where an opening banner reads: “Epilepsy is still a puzzle”2.  The 
combination of these thought provoking statements brings to mind Sun Tzu´s Art of War 3 
often cited quotation: “know your enemy”. Even with mesial temporal lobe epilepsy (MTLE) 
standing as the most systematically studied form of the disease and hippocampal sclerosis 
(HS) representing the most common pathology underlying its drug-resistant cases4 , this re-
mains a somewhat “unknown” and challenging opponent. Thus, every piece of information 
counts on trying to understand the intricacies on the clinical presentation of this subset of pa-
tients.  In that sense, the paper by Coan and coworkers5, featured in this issue of Arquivos de 
Neuropsiquiatria, describing similar proportion of relapse-remitting seizure pattern in MTLE 
patients with and without HS is a welcome one and it certainly raises a couple of consider-
ations. Over the past decade or so the epilepsy community has shown a trend towards more 
pragmatic definitions. Epilepsy (now a disease, instead of a condition) is defined by the occur-
rence of at least two unprovoked seizures over 24hr apart or even one unprovoked (or reflex) 
seizure and a probability of further seizures of at least 60%6. Drug-resistant epilepsy is estab-
lished as failure of adequate trials of 2 tolerated, appropriately chosen and used antiepileptic 
drug schedules to achieve sustained seizure freedom7. In epilepsy management, these defini-
tions represent shortcuts to potential surgical indications. Some 14 years ago, Wiebe´s pivotal 
paper on the New England Journal of Medicine8 showed clearly better outcomes on surgical, 
as opposed to medically treated, patients on a randomized study involving refractory temporal 
lobe epilepsy cases (70% of whom with MRI proven HS). Regardless the unquestionable quality 
of these data, a tempting approach emerged with an embedded (and equivocal) idea that MTLE 
with HS cases translate, almost by default, into surgical cases. That also includes an excuse to 
rather “minimalistic” work-ups (sometimes the mere history of epilepsy and an MRI imaging of 
HS) leading to surgical indications. That could eventually be the case, should all HS were cre-
ated alike. But they are not, as elegantly demonstrated by ILAE’s Commission on Diagnostic 
Methods and its international consensus of HS in TLE9. The committee reported both interob-
server and intraobserver agreement on 3 types of HS, referring to different patterns of neu-
ronal cell damage.  HS ILAE type I is likely to concur with a better outcome, as compared to 
types 2 and 3. This data has been recently validated on a large cohort of MTLE with HS cases10. 
In this survival analysis, HS ILAE type I patients  (severe neuronal cell loss and gliosis in CA1 
and CA4 regions) showed better long term seizure outcome, as well as, differences on clini-
cal history when matched with HS ILAE  types 2  and 3. Inevitably, the hypothesis of subsets 
within the subset comes to mind when thinking MTLE with (or without) HS. In their paper, 
Coan and coworkers5 arbitrarily defined relapse-remitting pattern of seizures as a period equal 
or longer than 2 years without any type of epileptic seizures in 172 consecutive patients with 
clear cut diagnosis of MTLE (122 with HS and 50 without). Roughly a third in each group pre-
sented with a relapse-remitting pattern demonstrating that:  (a) HS patients may experience 
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fairly long seizure remission, even being medically intracta-
ble and (b) this very feature – i.e, a relapse-remitting seizure 
pattern – is of little help as a clinical tool separating lesional 
vs nonlesional MTLE. More so, 11% of their MTLE with HS 
patients were seizure free for fairly long periods (some up 
to 9 years, as per Coan´s description). These prolonged re-
missions (given the occurrence of relapses) do not prevent 
surgical indications, but on selected cases, patients maybe 
prone to decline the surgical option and choose to risk an 
occasional relapse.  In other words, not all MTLE with HS pa-
tients are necessarily predestinated to the surgical arena. The 
authors recognize that data in children are scarce. Although 
MTLE is frequently reported in pediatric population, almost 
all published data focus in comparing kids and adults in re-
spect to clinical semiology and surgical outcome. One study 
that evaluated seizure outcome in surgical and non-surgical 
children with MTLE comes from Sales et al11. Here 31 chil-
dren (< 12 y/o) were followed for 3 years,  with MTLE (with HS, 
NL or tumoral etiology). Eight patients had significant seizure 
improvement with pharmacotherapy: 3 patients with MTLE-
HS had seizure control and one a seizure reduction (one sei-
zure each 4 months) and 4 patients with MTLE-NL had seizure 

control. These findings are close to those observed in Coan´s 
description. Authors also observed an inverse relationship be-
tween age at seizure onset and seizure frequency, suggesting 
that patients with earlier seizure onset had a worst outcome. 
However, some questions remain unanswered. Since MTLE, 
especially when related to HS, is a disease that need circuitry 
reorganization are we talking about the same thing? Children 
with MTLE usually present with simple clinical semiology and 
more diffuse interictal and ictal EEG patterns12. Are these sec-
ondary to brain maturation or children with MTLE are “small 
adults” that will continue to seize during life, with possible pe-
riods of relative control? If on one hand, one cannot avoid a 
little frustration at the prospect that what seemed to be our 
most consolidated epileptic syndrome (MTLE with HS) re-
mains very much unknown in many aspects, on the other find-
ings such as Coan´s data calls for double attention and even 
more educated decision making trees on MTLE cases. Plus, 
one should keep in mind distinctive patterns of MTLE and HS 
may impact not only on seizure prognosis but perhaps on di-
verse cognitive and even behavioral curses of the disease. As 
“little strokes fell great oaks”13, Coan´s welcome paper may 
have added a little piece to the epilepsy puzzle. 
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