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Epilepsias refractarias

* Aproximadamente el 80% de las epilepsias pueden ser
controladas con FAEs.

* En mas del 60% de todos los casos las crisis remiten
definitivamente (Aicardi 1988, Aicardiy Shorvon 1997, Sander 1988).

* Aproximadamente el 20% restante de pacientes son
variablemente resistentes al tratamiento por lo que se los
considera como “refractarios”.
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Therapeutic Strategies

*!Patrick Kwan, { Alexis Arzimanoglou, tAnne T. Berg, §Martin . Brodie,
W. Allen Hauser, #1Gar3r Mathern, **Solomon L. Moshé, {{Emilio Perucca, {1Samuel Wiebe,
and §§Ijacqueline French



Epilepsias refractarias

* Falla en el control de las crisis al tratamiento con dos farmacos bien
tolerados y adecuadamente seleccionados, en monoterapia o en
combinacion (Kwan, Consensus ILAE Commission 2010).

* Tipo de crisis epilépticas, epilepsia o sindrome epiléptico y etiologia.

* Epilepsias refractarias a otros tratamientos (dieta, cirugia).

Caraballo y Fejerman 20089,
Caraballo 2016,2017



Como detectarlos precozmente

* Historia clinica: antecedentes personales y familiares.
e Retraso desarrollo psicomotriz
e Deterioro neuropsiquico o del desarrollo

* Pérdida de pautas
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Como detectarlos precozmente

* Tipos de crisis:
febriles

- espasmos
- mioclonias

- crisis pluriquotidianas

- estado de mal epiléptico

- crisis multifocales o migratrices
- ausencias

- crisis gelasticas

- Refractariedad

- otras
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SINDROME DE DRAVET

Factores de riesgos significativos
e Edad de inicio convulsion febril < 7 meses
 NUumero total de convulsiones, igual o mayor de 5

e Convulsiones prolongadas (mayor 10 min)

Otros factores

* Hemiconvulsion, convulsion focal febriles, mioclonias y convulsions inducidas
por el bafio caliente

* Score total de 6 0 mas riesgo elevado para Sindrome de Dravet
* Gen SCN1A

Hattori y cols., 2008



Como detectarlos precozmente

* Examen fisico y neuroldgico (HJP)

* Videos caseros

* EEG, Video-EEG

* TAC o RNM cerebro

* Neurometabodlicos (Sangre, orina y LCR)

* genéticos (cariotipo, micro array, genes, exoma)

e Son cruciales para diagnosticar diferentes causas
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Clinical Research

A Particular Type of Epilepsy in Children with Congenital
Hemiparesis Associated with Unilateral Polymicrogyria

Roberto Caraballo, Ricardo Cersésimo, and Natalio Fejerman

Servicio de Neﬂrologia, Hospital de Nifios J. P. Garrahan, Buenos Aires, Argentina

Summary: Purpose: Polymicrogyria (PMG) is often associ-
ated with symptomatic focal epilepsy and neurologic dysfunc-
tion. We investigated the clinical and laboratory features of a
group of children with congenital hemiparesis, unilateral poly-
microgyria on magnetic resonance imaging (MRI), and a pe-
culiar epileptic syndrome.

Methods: Twelve patients (seven girls and five boys) with a
mean age of 7.8 years (range, 5-13 years) were studied. All
patients underwent clinical evaluation, computed tomography
(CT) and MRI scanning, and neuropsychological assessment at
initial examination. Patients were followed up from 1 to 7 years
(mean, 4.5 years).

Results: Partial motor seizures with secondary generalization
with onset between age 1 and 6 years (mean age, 2 years) were
recorded in all patients. The course of epilepsy was similar in
all patients with development of atypical absences, negative

myoclonus, and gait difficulties. EEG recording demonstrated
continuous spike—wave or bilateral abnormality throughout.
Frequent relapses of the atonic and myoclonic seizures were
seen in seven patients. However, during follow-up, seven pa-
tients were seizure free, and the others have not developed this
particular seizure pattern. A single case underwent cortical re-
section 23 months ago and has had no seizures since then.
Mental retardation was mild in nine and moderate in three
patients.

Conclusions: Children with unilateral polymicrogyria may
develop a syndrome of negative myoclonus seizures that ap-
pears to be age specific and responsive to antiepileptic drug
(AED) treatment. Despite limited follow-up time, a good out-
come was observed in most cases. Key Words: Atonic sei-
zures—Congenital hemiparesis—Epilepsy—Unilateral poly-
microgyria.




Definiciones

* Encefalopatia Epiléptica
* Encefalopatia del desarrollo
* Encefalopatia epiléptica del desarrollo

* Encefalopatia STXBP1

*/ SERVICIO DE NEUROLOGIA

~/’v Hospital de Pediatria S.A.M.I.C
. “Prof. Dr. Juan P. Garrahan




Encefalopatias epilépticas y “del
desarrollo”

* La encefalopatia epiléptica ha sido definida por Berg et al. con la
nocion de que la actividad epiléptica en si misma contribuye al
compromiso o deterioro conductual y cognitivo, mas alla de lo
esperado por |la patologia subyacente (ej. malformacion cortical).

« Compromisos selectivos o globales pueden verse a lo largo de un
espectro de severidad en todas las epilepsias y pueden empeorar
con el tiempo.

* No hay dudas en sindromes como West o Lennox-Gastaut, en los
qgue la actividad epileptiforme interfiere con el desarrollo normal,
con regresion cognitiva y consecuencias conductuales o
psiquiatricas. Esto se observa también en encefalopatias
descritas recientemente como CDKL5 o CDH2.



Encefalopatias epilépticas y “del
desarrollo”

* Una cuestion relevante asociada a este concepto es que
revertir la actividad epileptiforme tiene el potencial de
mejorar las consecuencias en el neurodesarrollo y cognicion
de estos trastornos.

* Estaregresion puede presentarse tanto en nifos
previamente sanos como comprometer aguellos con dano
neurologico previo.

* La cuestion en debate en relacion a este grupo de
encefalopatias se presenta en aquellas en las que el
deterioro no esta solamente asociado a la actividad
epileptiforme.



Encefalopatias epilépticas y “del desarrollo”

* En el sindrome de Dravet por ej, el compromiso del neurodesarrollo se
produce entre el primer y segundo ano de edad, cuando tipicamente
la actividad epileptiforme no es frecuente aun.

e Esto sugiere que ambos componentes pueden ser provocados por la
mutacion en el gen de la subunidad del canal del sodio (SCN1A) que se
presenta en > del 80% de los casos.

 Cuando un paciente presenta caracteristicas de ambas esferas clinicas
deberia ser clasificado como encefalopatia epiléptica del desarrollo.
Cuando el defecto genético puntual es identificado, el paciente tendra
por ej. Encefalopatia STXBP1.



Genes identificados

. CDHZ2 encefalopatia

. KCNQZ2 encefalopatia

. STXBP1 encefalopatia

. SCN1A ( fenotipos: Dravet o epilepsia con convulsiones febriles plus)

. SCN2A: Deficiencia de GLUT 1 encefalopatia (Epi ausencias inicio
temprano, Miocldnica Juvenil, Epi con crisis mioclénico atdnicas).
Formas familiares.

. KCNT1 (50% de los pacientes con epi de la infancia con crisis focales
migratorias) — mutacion con ganancia de funcion en canal de potasio -
Quinidina, Dieta cetogena.



Epilepsias o encefalopatias epilépticas:
Otros genes reconocidos

« CDKL5
+ SCN2A
- PCDH19
+ SCNSA



leporte de la ILAE sobre Clasificacion y

erminologia

“Encefalopatias Epilépticas” (en
las cuales las anormalidades
epilépticas pueden contribuir a la
disfuncién progresiva)

e Encefalopatia miocldnica temprana

e Sindrome de Ohtahara

e Crisis parciales migratrices de la infancia temprana
e Sindrome de West

e Sindrome de Dravet (previamente conocido como
Epilepsia Mioclonica Severa del Lactante)

e Epilepsia con crisis miocldnico astaticas

e Status miocldénico en encefalopatias no-progresivas *
e Sindrome de Lennox-Gastaut

e Sindrome de Landau-Kleffner

e Epilepsia con espigas-ondas continuas durante el
sueno lento

e Epilepsia focal refractaria inducida por fiebre



Sindrome de West

»Sindrome de West: diagnostico
* espasmos epilépticos,

* hipsarritmia y

* deterioro cognitivo

* Espasmos epilépticos
* En salvas
* Hipsarritmia

(Lux y col., 2005)



Espasmos epiléepticos

» Espasmos epilépticos (espasmos infantiles):

Contraccion subita en flexion, extension o mixta
(extension-flexion) de musculos proximales y de tronco
gue usualmente tienen una duracion mayor de una
mioclonia, pero mas breve que una crisis tonica (~ 1 seg).
Formas sutiles pueden ocurrir: muecas o gestos, caidas
leves de cabeza. Espasmos epilépticos frecuentemente
ocurren en salvas (Blume et al., 2001).
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Epileptic spasms in clusters with focal EEG paroxysms:
A study of 12 patients
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Clusters
Enrephalnpachy
Eplleptic spasnis
Facal hypsarchychmia
sUrgery

West syndrome

ARSTRACT

Ohiactive: We analyzed the eleclroclinbeal features, etiofogy, creatment, and sutcowme ol 12 patients with
West syndraome (WS) assodiated with fueal hypsarhyrhmia (FH)

Mothods: Between Pebruary 2005 and July 2003, 2 patients et the electraclinical diagnaostic criteria of
W5 associabed wich FIL Hivpsarrhythitia was considered to be foral whien Deo or three brain lobes were
invalved. Parients with hemihypsarrhychmia were excluded. .
kasults: All patiencs had epileptic spasms [FS) in clusters of a stuctural eliology, Foue had a
porencephalic cyst, two had focal corlical dysplasia, two had open-lip schizencephaly, aud one each had

‘wnllareral polymicregyria, shunted hydoocephalus, gliona, and cerebral hermiatrophy. Age € BS anset

was hetween 2 and & months, with a mean age of 5 and 2 median age of 6 munthz. Seven pagients had
asyimutebric ES, three had symmetrc ES, and bwo patients had unifaceral E5. FH was seen over the
postecior regicns in mine and over the anterioe regions i tieee, [ctal EEG recordings shaweed diffusc high-
amplitude slow waves in six natients diffuse slow waves followed by voltage attenuation in chree, and
diffuse fast rhywthms in thres others, Tn three patients che ictal parosysms were unilateral. Six patients
responded well to surgery. . i
Conclusion: ES associated wilh FH are secendary to strucrurai lesions, Surgeny shoold be considerad
eailiar in the management of Lhis weuue of patiends, !

© 201G Bricigh Epilepsy Association, Poblished by Blsevier Lid. Al vights reserved.




Sindromes neurocutaneos
o Esclerosis tuberosa
e Neurofibromatosis
e Incontinentia pigmenti

Hipomelanosis de Ito
Nevus sebaceo lineal

Malformaciones cerebrales

e Espectro de las displasias corticales

e Sindrome de Aicardi
e Agiria-paquigiria

e Sindrome perisilviana congénito

Hemimegalencefalia
Holoprosencefalia
Otros trastornos de la migracién

Enfermedades metabdlicas y degenerativas

e Hipoglucemia
Fenilcetonuria
Hiperglicinemia no cetética
Otras aminoacidopatias

Enfermedades mitocondriales
e Enfermedad de Menkes

Trastornos de los acidos organicos

Dependencia de piridoxina
Deficiencia de biotinidasa

Trastorno congénito de glucosilacién
Sindrome PEHO
3-fosfato-glicerato-deshidrogenasa
Leukodistrofias

Enfermedades cromosémicas o ligadas al X

e Sindrome de Down
e Delecion del 1p36
e Otras

Sindrome del X fragil
Espasmos infantiles ligados al X

Infecciones fetales y perinatales
e (Citomegalovirus
e Toxoplasmosis

Herpes

Trastornos infecciosos posnatales
e Meningitis
e Encefalitis

Abscesos cerebrales

Sequelas hipo6xico-isquémicas
e Prenatal, perinatal o posnatal
e Leucomalacia periventricular
e Infartos cerebrales

“Near-drowning”
Cirugia cardiaca con hipotermia

Trauma y hemorragia cerebral

Tumores cerebrales

Hemangiomatosis neonatal
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ARTICLE INFO ABSTRACT
Article history: In this study, we present the electroclinical features and evolution of patients with epileptic spasms (ES)
Received 23 August 2010 in clusters without hypsarrhythmia and with or without focal or generalized paroxysmal discharges on

Received in revised form 5 November 2010

the interictal EEG. We also discuss how to nosologically define these cases.
Accepted 22 November 2010 # b g

Methods: Between February 1, 1990, and December, 2009, sixteen patients met the electroclinical

diagnostic criteria of ES in clusters without hypsarrhythmia.

Key words: Results: ES were cryptogenic in thirteen patients and symptomatic in three, Age at onset of ES was
gﬁ;‘:::m“ between 4 months and 30 months, with a mean age of 9 months and a median age of 7 months, Seven
Encephalopathy patients had seizures pefore the on.set of ES: Focal spikes were observed in seven patients, bilatergl spikes
Epileptic spasms and spikes and waves in five, multifocal spikes in two, and two patients had a normal EEG. The ictal EEG
Infantile spasms recording showed diffuse high-amplitude slow waves in ten patients, diffuse slow waves followed by
Hypsarthythrma voliage atienuaiion in four paiienis, and diffuse {asi rhyihms in two. ES were cured in {ive paiienis. Mean

follow-up was 6 years. Neuropsychological development has been normal in the five latter patients.
Eleven patients continue with seizures refractory to antiepileptic drugs after a mean follow-up of 10
years. Of these eleven patients, five have severe mental retardation, three have moderate mental
retardation, and two have mild mental retardation, All of them show behavioral disturbances,
Conclusion: The patients in this series may be considered to have a variant of West syndrome rather than
an electroclinically distinct epileptic syndrome.

© 2010 Britich Epilepsy Association. Published by Elsevier Ltd. All rights reserved.
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Symptomatic epileptic spasms in clusters without hypsarrhythmia:
surgical management of two cases
Roberto Horacio Caraballo « Santiago Flesler -

Daniel Noli - Alejandra Soraru - Ricardo Cersosimo .
Marcelo Bartuluchi

Received: 21 March 2012 / Accepted: 10 July 2012
© Springer-Verlag 2012
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Epilepsia del lactante con crisis
focales migratrices
» Definicidn

" Las convulsiones focales migratrices del lactante (CFML)
comienzan antes de los 6 meses de edad y se caracterizan por
crisis multifocales asociadas a un EEG ictal que muestra un
patron de crisis que se inician en ambos hemisferios
independientemente o secuencialmente. Las convulsiones son
refractarias a las DAEs y provocan un deterioro neurocognitivo
severo (Coppolay col., 1995; Caraballo y cols., 2007).

= Causa genética: Gen KCNT1, SCN1A, otros
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Status Mioclonico en encefalopatias no-progresivas

» Definicion

 El status miocldénico en encefalopatias no-progresivas
(SMENP) se caracteriza por la presencia de status
miocldénicos prolongados y recurrentes en lactantes y ninos

en temprana edad con encefalopatias no-progresivas y de
mal prondstico (Dalla Bernardina y col 2002).
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Sindromes de Landau-Kleffner y encefalopatia
epileptica (EE) con Punta-Onda Continua durante
Sueno Lento

» Los Sindromes de Landau-Kleffner y EE con Punta-Onda Continua
durante Sueiio Lento cursan con varios tipos de crisis, parcialesy
aparemente generalizadas, y patron EEG de punta-onda continua
durante sueno lento. El prondstico es reservado debido a la presenci:
de disturbios cognitivos, conductuales a pesar generalmente de un
buen control de las crisis epilépticas (Caraballo y cols., 2014).
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Epilepsia, ¥*(*%:1-8, 2011
doi: 10.1111/5.1528-1167.2010.02926.x

FULL-LENGTH ORIGINAL RESEARCH

Absence seizures in the first 3 years of life: An electroclinical
study of 46 cases

*Roberto Horacio Caraballo, Francesca Darra, {Elena Fontana, *Roberto Garcia,
*Eduardo Monese, and *Bernardo Dalla Bernardina

*Department of Neurology, Hospital Nacional de Pediatria “Prof Dr Juan P Garrahan,” Buenos Aires, Argentina; and
iNeuropsichiatria Infantile, Ospedale Gianbattista Rossi, Universita di Verona, Verona, Italia

SUMMARY

Purpose: Early onset absence seizures have been consid-
ered a rare heterogeneous group with a poor prognosis,
Only few patients may be categorized into well-known
syndromes. We have evaluated electroclinical features,
evolution, and the nosologic boundaries of early onset
absence seizures.

Methods: Forty-six neurologically normal patients with
absence seizures associated with bilateral, synchronic,
or asynchronic, and symmetric or asymmetric spike-
and-wave paroxysms with onset in the first 3 years of life
were included. Patients with abnormal neurologic exami-
nation and brain imaging were excluded from the study.
Key Findings: In our study, 39 patients met the clinical
and electroencephalography (EEG) criteria of well-
defined epileptic syndromes. Childhood absence epilepsy
was found in |1 patients, benign myoclonic epilepsy in

infancy in 18 patients, eyelid myoclonic epilepsy in 4, and
epilepsy with myoclonic absences in 6. We did not find
clinical and EEG criteria of well-recognized epileptic syn-
dromes in seven children. Nine of | | patients with simple
absence seizures became seizure free. All these patients
had normal neurologic and neuropsychological evalua-
tions. Of the 35 patients who had absence seizures associ-
ated with myoclonic seizures, 20 became seizure free.
Fifteen of 35 children continue having seizures. At the last
visit, 20 of these 35 patients had normal neurologic and
neuropsychological evaluations, 1| presented with mild
mental retardation, and 4 with severe mental retardation.
Significance: Epilepsies with absence seizures of early
onset are relatively uncommon. Most of the patients had
well-defined epileptic syndromes with a variable evolu-
tion. The evolution depended on the epileptic syndromes.
KEY WORDS: Absence seizures, Early onset, Epileptic
syndromes, Prognosis, Typical absences.



Epilepsias con ausencias de comienzo
temprano

» Deficiencia de Glut-1

* Epilepsia con ausencias de comienzo temprano ocurre en
el 50% aproximadamente de los casos.

» Otras epilepsias generalizadas aparentemente idiopaticas.

* Formas familiares
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Type II focal cortical dysplasia: electroclinical study
and surgical outcome in 31 pediatric patients

Daniel Noli + Marcelo Bartuluchi - Federico Sanchez Gonzalez -
Maria Carolina Kaltenmeier » Ricardo Cersosimo « Carlos Rugilo -
Juan P, Princich « Fabiana Lubieniecki + Hugo Pomata + Roberto Caraballo
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Hemispherectomy in pediatric patients with epilepsy:
a study of 45 cases with special emphasis
on epileptic syndromes

Roberto Caraballo  Marcelo Bartuluchi -
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Conclusiones

* Los antecedentes personales y familiares pueden ser indicadores potenciales de
futuras epilepsias refractarias.

* El desarrollo neuropsicologico, examen fisico (estigmas o dismorfias),
neurologico pueden ser importantes para definir etiologias con altas
probabilidades de desarrollar formas de epilepsias severas.

* Las caracteristicas de las convulsiones febriles nos orientan hacia la sospecha de
Sindrome de Dravet.

* Ante pérdidas de pautas psicomotoras debemos pensar en sindrome de West.

* Otros tipos de convulsiones como espasmos, mioclonias, crisis focales o
multifocales pluriquotidianas, crisis gelasticas o estado de mal epiléptico nos
sugieren futuras epilepsias farmacoresistentes



Conclusiones

* Los diferentes items mencionados solos o en combinacion que puedan
surgir de la confeccion de |a historia clinica son fundamentales para
realizar derivacion oportuna al neurdlogo con el fin de llevar a cabo el
abordaje diagnostico correcto y terapéutico adecuado
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