SINDROME CONVULSIVO EN PEDIATRIA

DR. PATRICIO GUERRA
NEUROLOGO INFANTIL Y ADOLESCENTES
MAGISTER NEUROCIENCIAS
ESCUELA DE MEDICINA UNIVERSIDAD SAN SEBASTIAN PUERTO MONTT



CRISIS CONVULSIVAS EN LA INFANCIA

TRES GRANDES GRUPOS ETIOLOGICOS: 7 :%:

1. CRISIS PROVOCADAS O SECUNDARIAS A FENOMENOS ORIGINADOS
INICIALMENTE FUERA DEL SISTEMA NERVIOSO CENTRAL (REFLEJAS):

ALTERACIONES METABOLICAS
"HIPOXIA-ANOXIA

“TRASTORNOS HIDROELECTROLITICOS
-INTOXICACIONES

-SINDROME DE PRIVACION OH
“TRAUMATISMOS (TEC)

-INFECCIONES

OTRAS CAUSAS

*FENOMENOS AGUDOS Y QUE REQUIEREN QUE SE SOSPECHE QUE SON
PRODUCIDOS POR UNA NOXA ESPECIFICAY QUE REQUIEREN UNA TERAPIA
ESPECIFICA

*TAMBIEN LLAMADAS CRISIS CONVULSIVAS NO EPILEPTICAS



CRISIS CONVULSIVAS EN LA INFANCIA oo s
GRANDES GRUPOS ETIOLOGICOS: 2

2. CONVULSIONES FEBRILES:

CRISIS EN RELACION A LA PRESENCIA DE FIEBRE, EN EL CONTEXTO
HABITUAL DE UN CUADRO INFECCIOSO, ANTES DE LOS 5 ANOS DE EDAD,
SIGNO DE UNA SUSCEPTIBILIDAD INDIVIDUAL FRENTE AESTOS

CLASIFICADAS COMO SIMPLES O COMPLEJAS
FRECUENTES EN LA PRACTICA CLINICA HABITUAL

NO NECESARIAMENTE RELACIONADAS A MAYOR RIESGO DE EPILEPSIA



CRISIS CONVULSIVAS EN LA INFANCIA < :%f
GRANDES GRUPOS ETIOLOGICOS: T

3. CRISIS EPILEPTICAS:

HABITUALMENTE RELACIONADAS A CRISIS CONVULSIVAS, PERO QUE
ADEMAS DE LAS CLASICAS CONVULSIONES TONICAS, CLONICAS O
TONICO-CLONICAS, PUEDEN PRESENTARSE CON UNA AMPLIA GAMA DE
SIGNOS O SINTOMAS, MOTORES O NO MOTORES, FOCALES O GENERALIZADOS

SE ORIGINAN POR ACTIVIDAD BIOELECTRICA EXCESIVA Y ANORMAL DE UN
GRUPO DE NEURONAS, CORTICALES, SUBCORTICALES O INCLUSO DE
TRONCO-ENCEFALO

EL CONCEPTO DE EPILEPSIA CONLLEVA RIESGO DE RECURRENCIA



CRISIS CONVULSIVAS EN LA INFANCIA " e,
TERMINOLOGIA A

-CONVULSION: MOVIMIENTO Y AGITACION ALTERNADA DE CONTRACCION
Y ESTIRAMIENTO DE UNO O MAS MUSCULOS O MIEMBROS
DEL CUERPO

-SEIZURE: DETENCION, “ATAQUE”

-CRISIS: OCURRENCIA TRANSITORIA DE SIGNOS O SINTOMAS DEBIDO A
ACTIVIDAD NEURONAL ANORMAL EXCESIVA O SINCRONICA
NEURONAL EN EL CEREBRO

-PAROXISMO: FENOMENOS RECURRENTES DE SIGNOS O SINTOMAS FUERA
DEL CONTEXTO DE CONDUCTAS ASUMIDAS HABITUALMENTE
COMO “NORMALES” EN UN SUJETO, ESTEREOTIPADAS O
RELATIVAMENTE SIMILARES, CUYA NATURALEZA DESCONOCEMOS



CRISIS CONVULSIVAS EN LA INFANCIA y
TRASTORNOS PAROXISTICOS EN LA INFANCIA S

-GRUPO DE ALTERACIONES CONDUCTUALES, MOVIMIENTOS, SIGNOS
O SINTOMAS QUE PUEDEN LLEVAR AL DIAGNOSTICO ERRONEO DE FENOMENOS
DE TIPO EPILEPTICO:
ALTERACIONES CARDIOLOGICAS (SINCOPE)
TICS
TREMOR
DISTONIAS
TRASTORNOS DEL SUENO-NARCOLEPSIA
FENOMENOS DIGESTIVOS
CALAMBRES
FENOMENOS EMOCIONALES-PSIQUIATRICOS
APNEAS EMOTIVAS
ALTERACIONES ELECTROLITICAS RECURRENTES
FENOMENOS AUTONOMICOS (LIPOTIMIAS)
JAQUECAS
VERTIGO



CRISIS CONVULSIVAS EN LA INFANCIA Lo :%:
MANEJO AGUDO DE CRISIS: ' .

CRISIS SINTOMATICAS SUMARLE MANEJO CAUSA ESPECIFICA
\ TRATAMIENTO URGENTE
CRISIS EPILEPTICAS - CON ANTICONVULSIVANTES

l

DEMORA EN TRATAMIENTO

l

-RIESGO DANO SINAPSIS
-POTENCIACION CRISIS
-RIESGO VITAL

CRISIS CONVULSIVAS FEBRILES BAJAR T°



CRISIS CONVULSIVAS EN LA INFANCIA I e,
MANEJO DE CRISIS FUERA DEL HOSPITAL 5) dr‘fu:

-DEJAR ACOSTADO, DECUBITO LATERAL (RIESGO ASPIRACION VOMITO)
-DESPEJAR OBSTACULOS MECANICOS VIiA AEREA (ROPA, PROTESIS DENTAL)
-PROTEGER LA CABEZA DE GOLPES

-SOLICITAR AYUDA

-NO INTRODUCIR NADA EN LA BOCA

-NO TIENE UTILIDAD AFIRMAR BRAZOS O LIMITAR MOVIMIENTOS

-CRISIS DURAN MENOS DE 1 MINUTO EN UN 91% DE CASOS: SIN RIESGO VITAL

-USO DE FARMACOS SI LOS TUVIERA INDICADO (RESCATAR ANTECEDENTES)



CRISIS CONVULSIVAS EN LA INFANCIA
MANEJO DE CRISIS DENTRO DEL HOSPITAL

ABC (PRIORIDADES Y MANEJO EN PARALELO)

-DESPEJAR VIA AEREA, EVENTUAL USO DE CANULA MAYO Y ASPIRACION
-APLICAR OXIGENO MASCARILLAAL 100% - OXIMETRIA DE PULSO
-EVALUAR RESPIRACION Y FRECUENCIA CARDIACA —-SIGNOS VITALES
-YUGULAR CRISIS CONVULSIVA

-VIA VENOSA PERMEABLE

-ADMINISTRAR SUERO GLUCOSADO AL 10%

-HEMOGLUCOTEST

-EVALUACION CLINICAY LABORATORIO
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PRIORIDADES:

Vs

INICIO TEMPRANO DEL TRATAMIENTO Y CONTROL DE CRISIS: > ’
MENOR POSIBILIDAD SE, MENOR MORTALIDAD, MENOS SECUELAS LS

¢

(North London Pediatric Convulsive SE Study: Por cada minuto de demora entre el inicio del SE
a la llegada al SU, 5% de riesgo acumulado de que el episodio demore mas de 60 minutos)

ABC + Glucosa 10% 5ml/k bolo iv (glucosa 30% 2ml/k via central)
l Enfrentamiento etioldgico

PRIMERA LINEA: BENZODIAZEPINAS (x1-2 veces)
-LORAZEPAM 0,1 MG/K/DOSIS IV-MUCOSA ORAL, DOSIS MAXIMA 2 MG HASTA 6 ANOS (30k)
-MIDAZOLAM 0,2 MG/K/DOSIS IV-VO-IM-IN, DOSIS MAXIMA 5 MG EN NINOS (30k)
-DIAZEPAM 0,3 MG/K/DOSIS 1V-0,5 A 0,6 MG/K/DOSIS RECTAL, DOSIS MAXIMA 10 MG
SEGUNDA LINEA: FENITOINA IV-FENOBARBITAL IV-LEVETIRACETAM IV BOLO

(30-40%) - INFUSION CONTINUA MIDAZOLAN

TERCERA LINEA: COMA ANESTESICO (TIOPENTAL-PROPOFOL-PENTOBARBITAL-
(20%) ISOFLUORANO)



Witnessed or suspected seizure
Goal is to intervene for seizures lasting more
than

Inpatient Guidelines for Management and Evaluation of Status Epilepticus

1. Check ABCs

STABILIZE AND ASSESS THE PATIENT

Way (reposion pabent's

n-rebreather). Place pulse oximeter

RRA. BP. pulse. temperature. pulse oximetry)

2. Request for Crash Cart and Seizure Medication Box

vote Fos

phemyton and LOrazepam are stored i the Medcaton retndger alor)

3. Check vascular access
4. Note the time and check time of seizure onset
5. Check bedside glucose

head/suchon

General Principles

1. Assess ABCs at each step
2. Get a good history and
description from a witness

3. Determine time of onset of
seizure and whether this is a
selzure

4. Follow sequence of
benzodiazepine, Fosphenyloin
Midazolam

5. Substitute Phenobarbital
for Fosphenytoin in neonates.
6. Assess risk of morbidity (see
page 2)

3 i glucose < 40 mo/dl, admunister 5 mikg D10%WW
niniL6. Administer antipyretics as indicated Keys to effective treatment
" 1. Begin treatment early, within
SEIZURE DURATION NOW 5 MINUTES W0 DNENSS OF BATIES Criow ¥
START INITIAL IV OR PR THERAPY ;"S"“'f"“:m‘m ——
RE-ASSESS ABCs n"c'(!a;v drugs
1. LORAZEPAM 0.1 mg/kg IV (Rate 2 mg/min) '
OR
2. DIAZEPAM PR Maximum: 20 mg
Select Initial labs
Ages 2 -Syr: 0.5mgkg PR 1. Electrolytes (Glucose, Na
Ages 6-11yr: 0.3mgkg PR Ca, Mg)
Age >12yr 0.2mgkg PR 2. Antiepdeptic drug levels
3.C8C
WAIT 3-5 minutes
Y Neonates < 1 month age
1. Load with Phenobarb 20mg/kg IV
- —%1 2. RE-ASSESS ABCs
miny 3. Call NICU and page Neurology
4. Repeat up to 40 mg/kg total dose

1. LOAD Fosphenytoin 20 mg PE/kg IV
RATE = 3 mg PE/kg/minute
if patient is already on PHT, give 10 mg PEXg

2. RE-ASSESS ABC

3. CALL PICU and PAGE NEUROLOGY

=

CLINICAL

1. Check vital signs Pt
2. Additional diagnostic testing . rediatne
20 S Ooraliir salaaics ¢l Clin Ped Emerg Med 9:96-100 © 2008 Fmergency
miny Fosphenytoin: ELSEVIER -
1. Fosphenytoin 10 mg mg PE/Xkg IV or 5 mg PE/Kg/d + q8 hr
Phenobarbital (neonates) up to total of 40 or Phenobarbital
mg/kg IV 3-5 mg/kg/d Status Epilepticus in the Pediatric
2. CALL PICU or NICU
= 3. Maintain airway. re-assess ABCs Emergency Department

Joshua Goldstein, MD



STATUS EPILEPTICO (SE)

MORTALIDAD ALREDEDOR 20%

SE CLASICO: 30 MINUTOS O MAS DE CRISIS O CRISIS ITERATIVAS SIN RECUPERACION
DE CONCIENCIAENTRE ELLAS

-SE OPERACIONAL: 5 MINUTOS O MAS DE CRISIS (SOBRE ESE PLAZO NO ES ESPERABLE
QUE CRISIS CESEN EN FORMA ESPONTANEA)

-SE INMINENTE (“AMENAZA DE STATUS): MAS DE 5-10 MINUTOS (USO DE BZD)
-SE ESTABLECIDO: AL MENOS 30 MINUTOS (FNT-FBB-AV-LVT-LACOSAMIDA)

-SE REFRACTARIO: CRISIS PROLONGADAS QUE PERSISTEN DESPUES DE LA

ADMINISTRACION DE 2 FAE DE DIFERENTE MECANISMO
DE ACCION O FARMACOS DE ADMINISTRACION CONTINUA
INDEPENDIENTEMENTE DE LA DURACION (60 MINUTOS)
MANEJO CON ANESTESICOS (PROPOFOL-TIOPENTAL)

-SE SUPER-REFRACTARIO: STATUS DE 24 HORAS O MAS DESPUES POST MEDICAMENTOS
ANESTESICOS (KETAMINA-MgSO4-INMUNOMODULADORES)



Milliseconds-seconds Protein phosphorylation
Stage 1 lon channel opening and closing

Neurotransmitter release

% Seconds-minutes  Receptor trafficking
Stage 2 « Decrease in inhibitory GABA, 2/B3 and y2 subunits
» Increase in excitatory NMDA receptors
« Increase in excitatory AMPA receptors

9 Minutes-hours Neuropeptide expression
Stage3 « Increase in excitatory substance P

+ Insufficient replacement of inhibitory neuropeptide Y

oy

fOi Days-weeks Genetic and epigenetic changes
<> Stage4 - Gene expression

» DNA methylation
Status epilepticus in adults « Regulation of microRNA

John P Betiemann, Daniel H Lowenstein

Figure 1: Cascade of selected mechanisms involved in the transition of a single seizure to status epilepticus

www.thelancet.com/neurology Published online April 21, 2015 http://dx.doi.org/10.1016/51474-4422(15)00042-3 (.




CRISIS CONVULSIVAS EN LA INFANCIA y
CONVULSIONES FEBRILES S

-CRISIS, HABITUALMENTE MOTORAS, PRODUCIDAS EN LA INFANCIA
TEMPRANA , RELACIONADAS AALZAS FEBRILES EN EL CONTEXTO DE CUADRO
INFECCIOSO, EXCLUYENDO INFECCIONES DEL SISTEMA NERVIOSO CENTRAL

-FRECUENTES (2-5% POBLACION PEDIATRICA OCCIDENTAL)

-EDAD CARACTERISTICA DE APARICION: 18 MESES

-RANGO HABITUAL PRESENTACION: 1-4 ANOS

-SI BIEN PUEDEN APARECER EN MENORES DE 1 ANO, NO ES LO HABITUAL, POR
LO CUAL DEBEN EXTREMARSE LAS MEDIDAS PARA DESCARTAR UN CUADRO
INFECCIOSO DEL SNC (MENINGITIS, ENCEFALITIS): CONSIDERAR QUE BAJO EL
ANO DE EDAD, LA AUSENCIA DE SIGNOS MENINGEOS NO LAS DESCARTA
-SOBRE LOS 6 ANOS DE EDAD, O SE ESTA FRENTE A UNA CONVULSION DE TIPO

EPILEPTICA GATILLADA POR LA FIEBRE, O SE TRATA DE UNA MENINGITIS O
ENCEFALITIS



CRISIS CONVULSIVAS EN LA INFANCIA V.
CONVULSIONES FEBRILES S
-SUSCEPTIBILIDAD GENETICA

-PUEDEN OCURRIR EN ETAPA PREVIAAL INICIO DEL CUADRO FEBRIL

-SE DIVIDEN EN SIMPLES Y COMPLEJAS (MAS DE 10 MINUTOS, FOCAL, MAS DE
UNA CRISIS EN 24 HRS, PACIENTE CON RDSM , EEG ALTERADO)

-ANTE UNA PRIMOCONVULSION FEBRIL SIMPLE: 30% RECURRENCIA EN 6 MESES
-RIESGO DESARROLLO EPILEPSIA, CF SIMPLE 2%, CF COMPLEJA 7%, RIESGO
AUMENTA EN RELACION AANTECEDENTES FAMILIARES DE EPILEPSIA, CF
COMPLEJAY LA PRESENCIA DE RETRASO PSICOMOTOR

-SIN INDICACION DE USO DE FARMACOS PROFILACTICOS

-FRENTE A PRIMERA CRISIS SIN INDICACION DE EEG NI NEUROIMAGENES

-LO MAS IMPORTANTE: NO DEJAR PASAR UNA MENINGITIS (RIESGO 0,2-0,6%)



m Key Action Statements on the Indications of Lumbar Puncture (Cerebrospinal Fluid
Examination) in a Child Who Presents With Seizure and Fever®

In Any Child Who Presents With a Seizure and Fever,
a Lumbar Puncture:

Level of Evidence

1a: Should be performed if the child has meningeal signs and symptoms
or history or examination raises a possibility of meningitis or
intracranial infection

1b: Is an option in an infant 6-12 months of age when the child is considered
deficient in Haemophilus influenzae type b (Hib) or Streptococcus pneumoniae
immunizations or when immunization status cannot be determined

1c: Is an option when the child has been pretreated with antibiotics,
because antibiotic treatment can mask the signs and symptoms
of meningitis

B (Overwhelming evidence
from observational studies)

D (Expert opinion, case reports)

D (Reasoning from clinical
experience, case series)

“ Data from Subcommittee on Febrile Seizures; American Academy of Pediatrics, Pediatrics

Gupta A. Continuum (Minneap Minn) 2016;22(1):51-59
American Academy of Pediatrics. Pediatrics 2011;127(2):389Y394




BMJ 2015;351:h4240 doi: 10.1136/bmj.h4240 (Published 18 August 2015) Page 3 of 7

CLINICAL REVIEW

Box 1: Red flags suggestive of central nervous system infection®

History of irritability, decreased feeding, or lethargy

Complex febrile seizures

Any physical signs of meningitis or encephalitis (bulging fontanelle, neck stiffness, photophabia, focal neurological signs)
Prolonged postictal altered consciousness or neurclogical deficit (=1 hour)

Drowsiness with limited response to social cues (lasting =1 hour)

Previous or current treatment with antibiotics

Incomplete immunisation in children aged 6-18 months against Haemophilus influenzas b and Streplococcus preurmonias

In children <2 years cld, symptoms and signs of meningeal irritation such as meningism and photophobia may be absent in meningitis
and further assessment by a senior paediatrician (or general practitioner with suitable training, depending on the setting) may be
required. If there is genuine uncertainty, a lumbar puncture should be performed but pestponed if there is reduced consciousness
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CLINICAL REVIEW

The bottom line

+ Febrile seizures are the commonest childhood seizure

+ There is a low risk (1 in 40) of developing epilepsy in simple febrile seizures

+ Benzodiazepines can be used as rescue treatment for recurrent prolonged febrile seizures
+ There is no evidence of benefit for prophylactic antiepileptic drugs

+ Children with simple febrile seizures have good cognitive outcomes

+ Some children with recurrent or prolonged febrile seizures may have some memory impairment. It is not yet clear if this is permanent
or if they “catch up” in time




CRISIS CONVULSIVAS EN LA INFANCIA
EPILEPSIA - DEFINICION

-ENFERMEDAD DEL CEREBRO DEFINIDA POR CUALQUIERA
DE LAS SIGUIENTES CONDICIONES:

1. PRESENCIA DE DOS CRISIS NO PROVOCADAS EN LAPSO MAYOR A 24 HRS
(UNA PRIMOCONVULSION AFEBRIL TIENE UN 50% DE RECURRENCIA)

2. UNA CRISIS NO PROVOCADAY UN RIESGO ESTIMADO DE RECURRENCIA
SIMILAR AL DE LA RECURRENCIA GENERAL DESPUES DE DOS CRISIS NO
PROVOCADAS (AL MENOS 60% EN LOS PROXIMOS 10 ANOS):

-DEFICIT NEUROLOGICO

_EEG CON ACTIVIDAD EPILEPTIFORME Where Does the 60% Lower Limit Come From?
INTERICTAL INEQUIVOCA
-NEUROIMAGENES ANORMALES
-PACIENTE/FAMILIA/MEDICO
CONSIDEREN RIESGO INACEPTABLE
EL PRESENTAR UNA SEGUNDA CRISIS
CONVULSIVA

3. DIAGNOSTICO DE UN SINDROME
EPILEPTICO




CRISIS CONVULSIVAS EN LA INFANCIA NPt
EPILEPSIA - CONCEPTOS GENERALES > @
-AFECTAAL 1-2 % DE LA POBLACION

-IMPORTANTE CARGA DE ENFERMEDAD

-UN PORCENTAJE DE PACIENTES EVOLUCIONA A LA CRONICIDAD

-UN PORCENTAJE DE PACIENTES EVOLUCIONA A LA CURACION

Definition of *“Seizure”™

-GRAN HETEROGENEIDAD CLINICA

Epilepsia 2005
Special Article

Epileptic Seizures and Epilepsy: Definitions Proposed by the
'ESTIG MA SOC IAL I M PO RTANTE lnlvrn;:!:nn.tlLl‘:;tg_‘uc :\l_&::u\hl [-.;nllnl-';lh‘}”(lll .~I\['FT;:;\| l;l-\cl ¥

International Bureau for Epilepsy (IBE)

*Robent S. Fisher, { Walier van Emde Boas, | Warren Blume, WChristian Elger. IPierre Genson
ve, and ** Jerome Engel. I
An epileptic seizure is a transient occurrence of
signs and/or symptoms due to abnormal excessive

or synchronous neuronal activity in the brain.

*  Defined by Johns Hughlings Jackson in 1875




TRAZADO ELECTROENCEFALOGRAFICO NORMAL




REGISTRO ELECTROENCEFALOGRAFICO CON CRISIS DE INICIO FOCAL

14:20:28
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REGISTRO ELECTROENCEFALOGRAFICO CON CRISIS DE INICIO GENERALIZADO




CRISIS CONVULSIVAS EN LA INFANCIA
EPILEPSIA - ETIOLOGIA

1. GENETICA

2. INFECCIOSA
3. METABOLICA
4. INMUNE

5. DESCONOCIDA

Figure 1 Contributions to common epilepsies with
epilepsies. The causation of common _polygenic
epilepsies is a biological continuum inheritance
due to the overlap between genetic J,

and acquired cases. The vertical axis

represents approximate frequency.

Among genetic epilepsies polygenic SENp— Y

e major acquired cause
trauma, hypoxia,

cases are predominant and the vast
majority remain unsolved. Adapted vascular etc.

from.>

Hildebrand MS, et al. J Med Genet 2013;50:271-279. doi:10.1136/jmedgenet-2012-101448




The hidden genetics of epilepsy—a clinically
important new paradigm

Rhvs H. Thomas and Samuel F. Berkovic

Thomas, R. H. & Berkovic, S. F. Nat. Rev. Neurol. advance online publication 15 April 2014

Birth
anoxia

Congenital Other
lesions

Infectious ——
Neoplasm

Stroke

Traum

\ ‘Idiopathic’ /

1975 (Hauser & Kurland*®)

Focal epilepsy
Autoimmune with MRI-
detectable

*‘ lesions

Modifiers
and
susceptibility
alleles

2014 paradigm




The hidden genetics of epilepsy—a clinically
important new paradigm

Rhys H. Thomas and Samuel F. Berkovic

Thomas, R. H. & Berkovic, S. F. Nat. Rev. Neurol. advance online publication 15 April 2014

Birth ‘ Focal epilepsy
anoxia Autoimmune with MRI-
Congenital Other detectable

lesions | - lesions

Infectious ——

Neoplasm e A
Stroke // \
e \
\ / \
\ /
\

Traum \
Modifiers |
Y and | -y
 Singlegene susceptibility a7
_epilepsies: alleles /
amilial, de novo

‘diopathic’ y hles

N ~
o =

1975 (Hauser & Kurland*®) 2014 paradigm

Moaodifiers
and
susceptibility
alleles |l

&

S
£

/

189 genes @& 2 A 2 - A’é "

Herencia :
mendeliana Herencia no

(OMIM) - mendeliana
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Table 4. INt€rnational
Classification of Epileptic
Seizures

Partial (Focal, Localized) Seizures

e Simple partial seizures
—=With motor signs
—With somatosensory or special sensory systems
—With autonomic symptoms and signs
—With psychic symptoms
Complex partial seizures
—Simple partial onset followed by impairment of
CONsScIousSness

CRISIS —With impairment of consciousness at onset
Partial seizures evolving to secondarily generalized
CONVULSIVAS : Ve
CLAS|F|CAC|ON —Simple partial seizures evolving to generalized
seizures
ILAE 1981 —Complex partial seizures evolving to complex

partial seizures evolving to generalized seizures

Generalized Seizures [Convulsive or Nonconvulsive)

¢ Absence seizures
—Typical absences
—Atypical absences
Myoclonic seizures
Clonic seizures
Tonic seizures
Tonic-clonic seizures
Atonic seizures

Unclassified Epileptic Seizures




CRISIS CONVULSIVAS EN LA INFANCIA

EPILEPSIA — CLASIFICACION 2017

Classification of the Epilepsies

o ~—~—
~

~

\

Etiology

Unknown

Figure I.

Framework for classification of the
epilepsies. *Denotes onset of seizure.
Epilepsia © ILAE

Combined
Generalized

& Focal

Co-morbidities

ILAE classification of the epilepsies: Position paper of the

ILAE Commission for Classification and Terminology

'23)ngrid E. Scheffer, 'S: Berkovic, *Giuseppe Capovilla, “Mary B. Connolly,
']acqueline French, "Laura Guilhoto, 89Edouard Hirsch, '°Satishjain, y 'Gary W. Mathern,

2Solomon L. Moshé, ”Douglas R. Nordli, '“Emilio Perucca, 'sTorbiém Tomson,
'éSamuel Wiebe, '"Yue-Hua Zhang, and 18.19Gameer M. Zuberi \
Epilepsia, 58(4):512-521, 2017
doi: 10.1111/epi.13709




Table |. Changes in seizure type classification from 1981
to 2017

|. Change of “partial” to “focal”

2. Certain seizure types can be either of focal, generalized,
or unknown onset

3. Seizures of unknown onset may have features that can still
be classified

4. Awareness is used as a classifier of focal seizures

5. The terms dyscognitive, simple partial, complex partial, psychic,
and secondarily generalized were eliminated

6. New focal seizure types include automatisms, autonomic,
behavior arrest, cognitive, emotional, hyperkinetic, sensory,
and focal to bilateral tonic—clonic seizures. Atenic, clonic,
epileptic spasms, myoclonic, and tonic seizures can be either
focal or generalized

7. New generalized seizure types include absence with eyelid
myoclonia, myoclonic absence, myoclonic—tonic—clonic, myoclonic—
atonic, and epileptic spasms

ILAE 2017 Classification of Seizure Types Basic Version 1

"
{ Focal Onset Generalized Onset
)
e ™
Apaare Impaired Motor
§ Awareness Tonic-clonic
- ~ Other motor
Motor Onset Nonmotor (Absence)
Nonmotor Onset N
. i
{ focal to bilateral tonic-clonic

"y

Epilepsia, 58(4):522-530, 2017
doi: 10.1111/epi.13670

Unknown Onset

Motor

Tonic-clonic
Other motor

Nonmotor

o

Unclassified 2

Figure |.

The basic ILAE 2017 operational
classification of seizure types.

' Definitions, other seizure types and
descriptors are listed in the
accompanying paper and glossary of
terms. 2Due to inadequate
information or inability to place in
other categories.

Epilepsia © ILAE




ILAE 2017 Classification of Seizure Types Expanded Version 1

[ Focal Onset ] Generalized Onset Unknown Onset
i ™
[ Aware mpaivad ] ./"_ﬂﬂtﬂl“ _ﬁ\. 4 Motor
S———— tonic—clonic tonic=clonic
clonic epileptic spasms
I//-Mﬂtﬂ-r Onset \, tonic Mo
automatisms myoclonic
atonic £ myoclonic-tonic-clonic \_ behavior arrest Y,
clonic myoclonic-atonic
epileptic spasms 2 Itp!:;'ﬂ:ﬂ
hyperkinetic PRI fpanie T
myoclonic Nonmotor (absence) [ Unclassified ]
Monmotor Onset .mhI::\ic
autonomic o
behavior srrest l\\ eyelid myoclonia ’/'}.
cognitive — -
emotional

\_ semory J

- =

Epilepsia, 58(4):522-530, 2017

[ SESENECI S E——— ] doi: 10.1111/epi. 13670

Figure 1.

The expanded ILAE 2017 operational classification of seizure types. The following clarifications should guide the choice of seizure type.
For focal seizures, specification of level of awareness is optional. Retained awareness means the person is aware of self and environment
during the seizure, even if immobile. A focal aware seizure corresponds to the prior term simple partial seizure. A focal impaired aware-
ness seizure corresponds to the prior term complex partial seizure, and impaired awareness during any part of the seizure renders it a
focal impaired awareness seizure. Focal aware or impaired awareness seizures optionally may further be characterized by one of the
motor-onset or nonmotor-onset symptoms below, reflecting the first prominent sign or symptom in the seizure. Seizures should be clas-
sified by the earliest prominent feature, except that a focal behavior arrest seizure is one for which cessation of activity is the dominant
feature throughout the seizure. A focal seizure name also can omit mention of awareness when awareness is not applicable or unknown
and thereby classify the seizure directly by motor onset or nonmotor-onset characteristics. Atonic seizures and epileptic spasms would
usually not have specified awareness. Cognitive seizures imply impaired language or other cognitive domains or positive features such as
déja vu, hallucinations, illusions, or perceptual distortions. Emotional seizures involve anxiety, fear, joy, other emotions, or appearance of
affect without subjective emotions. An absence is atypical because of slow onset or termination or significant changes in tone supported
by atypical, slow, generalized spike and wave on the EEG. A seizure may be unclassified due to inadequate information or inability to place
the type in other categories. ' Definitions, other seizure types and descriptors are listed in the accompanying paper and glossary of terms.
’Degree of awareness usually is not specified. >Due to inadequate information or inability to place in other categories.

Epilepsia © ILAE



CRISIS CONVULSIVAS EN LA INFANCIA

SINDROMES EPILEPTICOS (SINDROMES ELECTRO-CLINICOS) b

-GRUPO DE CARACTERISTICAS CLINICAS, ELECTROENCEFALOGRAFICAS,
IMAGENOLOGICAS QUE TIENDEN A AGRUPARSE

-A MENUDO SON EDAD-DEPENDIENTE EN SU CLINICA EN CUANTO A INICIO
Y REMISION

-COMPARTEN CARACTERISTICAS COMO TIPOS DE CRISIS,DESENCADENANTES,
VARIACION HORARIAY PRONOSTICO

-PUEDEN TENER DIFERENTES COMORBILIDADES, POR EJEMPLO,
DISFUNCION COGNITIVA O PSIQUIATRICA

-CLASIFICAR A UN SUJETO EN UN SINDROME EPILEPTICO TIENE
IMPLICANCIAS EN ETIOLOGIAS ASOCIADAS, PRONOSTICO Y TRATAMIENTO



SINDROMES EPILEPTICOS EN PEDIATRIA

-SINDROME DE WEST

-SINDROME DE LENNOX-GASTAUT

-AUSENCIAS CLASICAS

-EPILEPSIA ROLANDICA O BENIGNA DE LA INFANCIA (ESPIGAS CENTRO-
TEMPORALES)

-EPILEPSIA MIOCLONICA JUVENIL



SINDROMES EPILEPTICOS EN PEDIATRIA

IMPORTANCIA DE DEFINIR SINDROMES EPILEPTICOS

Age at onset
-Usual

-Ra
Development

Main seizure type

Other seizure types
\-Febrile seizures

Triggers

EEG Background
'Epileptiform Discharges

Photoparoxsmal response
Hypeventilation induction

Ictal EEG

Juvenile Myoclonic Epilepsy (JME)

10-24 years

8-40 years
Typically normal but may have learning disorder or ADHD

Myoclonic seizures, seen predominantly on awakening

May occur in approximately 15%

Generalized tonic-clonic seizures in >90% which are often preceded
by myoclonic jerks (myoclonic-tonic-clonic), and often occur on
awakening

Absence seizures in 33% - typically brief (3-8 seconds), infrequent
(<daily) and with variable impairment of awareness

Sleep deprivation

Photic stimulation

Normal

Irregular, generalized 3-5.5 Hz spike-wave and polyspike-wave seen
in all states

May fragment in sleep

Seen in 33% and may trigger myoclonic jerks or generalized
myoclonic-tonic-clonic seizures

33% have hyperventilation-induced generalized spike-wave
discharge but rarely induces absence seizures

Disorganized discharges 110 fold more common in absences with
JME than CAE

Generalized polyspike-wave with myoclonic jerks

3.5-6 Hz generalized spike-wave or polyspike-wave with absences
Generalized spikes with tonic phase of generalized tonic-clonic
seizure followed by spike-wave during clonic phase - but often
obscured by muscle artifact

Generalized Tonic-Clonic Seizures Alone (GTCA)

10-25 years
5-40 years
Typically normal but may have learning disorder or ADHD

Generalized tonic-clonic seizures typically within 2 hours of
awakening

May occur in approximately 15%

Absence or myoclonic seizures are not present

Sleep deprivation

Normal

Generalized 3-5.5 Hz spike-wave or polyspike-wave, which may be
seen only in sleep

May fragment in sleep

May be seen

May be seen

Generalized spikes with tonic phase followed by spike-wave during
clonic phase — but often obscured by muscle artifact



SINDROMES EPILEPTICOS EN PEDIATRIA
IMPORTANCIA DE DEFINIR SINDROMES EPILEPTICOS

Developmental

¢ . ¢ . and epileptic
Genetic generalized epilepsies enceph‘;.o;’athy

______________________________
s ~ LY
/

Myoclonic-atonic epilepsy

| Childhood ! ! Juvenile 5 —

i o S08ONESIAE. Epilepsy with eyelid myoclonia
P f;\ : : y

i‘ ................ ‘:" PERRELEEEELEEEENIN Epilepsy with myoclonic absences
| Juvenile ' Generalized tonic-!

' myoclonic JME ' clonic seizures : Myoclonic epilepsy in infancy

! ' alone GTCA !

I\

~

_____________
_______________

Genetic epilepsy with Developmental
febrile seizures plus encephalopathy
GEFS + =intellectual

disability




SINDROMES EPILEPTICOS EN PEDIATRIA

SINDROME DE WEST

-ESPASMOS EN FLEXION, HIPSARRITMIA, RDSM (DETERIORO)
-LACTANTES MENORES: 6-18 MESES

-ENCEFALOPATIA EPILEPTICA

-URGENTE DIAGNOSTICO Y MANEJO PRECOZ (ACTH)







SINDROMES EPILEPTICOS EN PEDIATRIA

SINDROME DE LENNOX-GASTAUT

-PREESCOLARES (3-5 ANOS)

-CRISIS ATONICAS, TONICAS, AUSENCIAS

-HABITUALMENTE NINOS CON DANO NEUROLOGICO O RDSM PREVIO
-ALTA REFRACTARIEDAD A TRATAMIENTO

-ENCEFALOPATIA EPILEPTICA

-ETIOLOGIA: DANO ESTRUCTURAL SNC-GENETICA






SINDROMES EPILEPTICOS EN PEDIATRIA

AUSENCIAS CLASICAS

-EPILEPSIA GENERALIZADA DE BASE GENETICA

-PREESCOLARES DE 2 A 12 ANOS (MAXIMA INCIDENCIA 5-6 ANOS)
-DECENAS DE EPISODIOS DE DESCONECCION DEL MEDIO

-CRISIS DE SEGUNDOS DE DURACION DE COMPROMISO DE CONCIENCIA
-A VECES RELACIONADAS A PARPADEO Y/O AUTOMATISMOS FACIALES
-SIN CONCIENCIA PERSONAL DE SU OCURRENCIA

-MUCHAS VECES DETECTADAS POR PROFESORES

-HABITUALMENTE SE OBSERVAN EN NINOS SANOS Y CON DSM NORMAL
-PATRON EEG CARACTERISTICO

-DESENCADENADAS POR HIPERVENTILACION

-PUEDEN RELACIONARSE A PROBLEMAS DE APRENDIZAJE-CONCENTRACION
-SIN INDICACION DE NEUROIMAGENES



1l
Wl L

DESCARGAS ESPIGA-ONDA GENERALIZADAS A 3 HZ ASOCIADA A CLINICA DE AUSENCIAS



SINDROMES EPILEPTICOS EN PEDIATRIA y — P

EPILEPSIA CON ESPIGAS CENTRO-TEMPORALES e :Q\
( ROLANDICA O BENIGNA DE LA INFANCIA)

-NINOS DE 3-14 ANOS (MAXIMO 8-9 ANOS) CRISIS HEMIFACIALES
FRECUENTES EN EL DORMIR (A VECES CRISIS FOCALES O TCG NOCTURNAS)
-CLASICAMENTE DEFINIDA COMO AUTOLIITADA EN UNA EDAD ESPECIFICA
-HABITUALMENTE OCURRE EN NINOS SANOS Y CON DSM NORMAL

-PUEDE RELACIONARSE A ALTERACIONES FUNCIONES EJECUTIVAS
-PATRON EEG CARACTERISTICO







SINDROMES EPILEPTICOS EN PEDIATRIA

EPILEPSIA MIOCLONICA JUVENIL

-UNA DE LAS EPILEPSIAS MAS FRECUENTES EN JOVENES Y ADULTOS
-DETERMINADAS GENETICAMENTE

-CON TENDENCIA A LA CRONICIDAD

-EL 5% TIENE EL ANTECEDENTE DE EPILEPSIA DE AUSENCIAS EN NINEZ
-CRISIS MIOCLONICAS Y GENERALIZADAS TONICO-CLONICAS, AUSENCIAS
-MIOCLONIAS EVIDENCIADAS MAS FRECUENTEMENTE AL DESPERTAR
-PATRON EEG CARACTERISTICO

-INICIO ENTRE LOS 8-15 ANOS DE EDAD

-FOTOSENSIBILIDAD ES COMUN

-SUJETOS SANOS, DSM Y NIVEL INTELECTUAL NORMALES
-EXACERBACION POR CIERTOS FARMACOS ANTICONVULSIVANTES (CBZ)






CRISIS CONVULSIVAS EN LA INFANCIA
EPILEPSIA-ESTUDIO

-HISTORIA CLINICA DETALLADA

-HISTORIA FAMILIAR

-ANTECEDENTES PERINATALES-DESARROLLO NEUROLOGICO
-EEG ESTANDAR, CON PRIVACION DE SUENO (PARCIAL O TOTAL)
-VIDEO-MONITOREO EEG

-HOLTER EEG

-RMN CEREBRAL-TAC CEREBRAL

-PET SCAN

-EVALUACIONES NEUROPSICOLOGICAS (WISC-EMOCIONAL-PEDAGOGICAS)
-EXAMENES GENERALES

-ESTUDIOS GENETICOS

-ESTUDIOS METABOLICOS (EIM)



ESTUDIO NEUROIMAGENES

L o L h A
W

GLIOSIS SUSTANCIA BLANCA POSTERIOR ~ PROCESO EXPANSIVO HEMISFERICO CORTES CORONALES EN T2 HIPOCAMPOS



ESTUDIO GENETICO EN EPILEPSIA

Thomas, R. H. & Berkovic, S. F. Nat. Rev. Neurol. advance online publication 15 April 2014
Table 1 | Genetic testing in patients with epilepsy

Genetic test

Detects

Indication

Consequence

Current relevance

CGH array??3

Ha r}fct}lrpi ng‘_l?, 113

Gene panel*®5®

HLA typing*®®

SCN1AS4.35

SLC2A1103-108

PCDH195192

Copy number variation

Large-scale chromosomal abnormality

Known mutations in (typically) 20-25
genes

Risk allele associated with
hypersensitivity to carbamazepine

Mutations in sodium channel type la

Mutations in GLUT1

Mutations in protocadherin 19

Probable future relevance

GRIN2AT>T=

DEPDC552.7°

KCNT178.77

Mutations in NMDA receptor subunit el

Mutations in DEP domain-containing 5

Mutations in potassium channel,
subfamily T, member 1

Epilepsies with (comorbid) intellectual disability, autism
or dysmorphic features

Suspected ring chromosome 20

Epileptic encephalopathies

Probable Han Chinese or South Asian ethnic origin

Dravet syndrome

GLUT1 encephalopathy
Early-onset childhood absence epilepsy
Paroxysmal exertional dyskinesia

Female patients with clustered focal seizures (onset
under 3 years of age) and often with intellectual disability

Landau—Kleffner syndrome
Epilepsy—aphasia spectrum disorders

Familial focal epilepsy with variable foci
Most common mutation in focal epilepsy

Autosomal dominant nocturnal frontal lobe epilepsy
Epilepsy in infancy with migrating focal seizures

Counselling

Diagnosis
Diagnosis
AED choice
Diagnosis
AED choice
Ketogenic diet

Diagnosis

Counselling

Counselling

Counselling

Counselling

Seven widely available genetic tests have important management consequences that every neuroclogist should know about, and another three are likely to
become of clinical importance soon. Abbreviations: AED, antiepileptic drug; CGH, comparative genomic hybridization; GLUT1, glucose transporter protein type 1;
HLA, human leukocyte antigen; NMDA, N-methyl-c-aspartate receptor.



ESTUDIO GENETICO EN EPILEPSIA: CARIOGRAMA

XYY Syndrome

1 2 3 4 5 6 7 8

12 14

17 18 19 21 22 \((\




ESTUDIO GENETICO EN EPILEPSIA: CARIOTIPO MOLECULAR

Indication: Developmental Delay, Seizure Disorder

ABNORMAL Microarray Result, Male
Pathogenic 1.24 Mb Deletion of 16p13.11
16p13.11 Microdeletion Syndrome

**FISH Testing Not Possible--See Comments Below™**

This analysis detected a deletion of the short arm of chromosome 16, approximately 1.24 Mb in size. This deletion
contains at least 21 genes and is within the 16p13.11 Microdeletion syndrome region (see abnormality details below
for complete list of genes). Deletions of this region are associated with a highly variable phenotype that may include
intellectual disability, autism, multiple congenital anomalies, and epilepsy. Penetrance may not be complete as
deletions have also been observed in apparently normal parents (see references below).

These microarray results provide information about the size and gene content of the copy change, but do not provide
information about the chromosomal structure of the aberration. Although this alteration likely represents an interstitial
deletion of 16p, FISH analysis is recommended to visualize this alteration and exclude the rare possibility that it is part
of a more complex unbalanced rearrangement. Note that FISH is not possible on the EDTA blood specimen submitted.
For FISH analysis at no additional charge to the patient, please submit a secondary peripheral blood specimen,
collected in sodium heparin, to this laboratory.

Clinical correlation is required. Genetic counseling and parental testing are recommended for this family.

Microarray Result:  arfGRCh37] 16p13.11(15049829_16287899)x1



ESTUDIO GENETICO EN EPILEPSIA: ESTUDIO DE UN GEN ESPECIFICO

Individuals with Angelman syndrome

Genetic Classes of AS

A

P M P M PP P M(P)

UBE3A Paternal Imprinting
deletion mutation disomy defect

70% 13% 3% 6%

Credit: GeneReviews, © 1993-2020 University of Washington



ESTUDIO GENETICO EN EPILEPSIA: PANEL DE EPILEPSIA

Marne DOB

| N V | Th E Lucas Palacios 12222016

DoB Sex
12.22.2016 Male RQ306892
Clinical Team Repaort Date Sarnple Sarnple Collection Date Sarnple Accession Dats

Genarmetrics Chile 03.08.2018 Type Q2142008 02212018
Jovanka Palay Saliva

IFvitae &

Teat Perfomrmed Reasan bor Testing
Sequence analysis and deletion/duplication testing of the 189 genes listed in the Diagnostic test for a personal history of disesass
resulls section below.

+  Add-on FLMA Gene

+ Add-oe Geres for Glyeine Encephalapathy

+  Add-oe PTEM Gene

+  Add-oe Prefirminary-evidence Geneas far Epilepsy

+  Add-oe RAMBFZ Gene

+  Irvitae Epilepsy Parsl

Sunnrmany
Positive result. Pathogenic variant identified in SCN1A.
Variants of Uncertain Significance identified in GLDC, KCNH2 and SCN5A.

Clinical Surmrnany
+ A Pathogenic variant, c.2593CT (p.ArgB65%), was identified in SCN1A.

= The SCM1A gene is associated with a spectrurn of autesomal derinant seizure disorders ranging from
simple febrile seizures (MedGen UID: 338959) and genetic epilepsy with febrile seizures plus (GEFS+)
(MedGen UID: 388117) to Dravet syndrome (MedGen UID: 148243) and intractable childhood epilepsy
with generalized tonic-clonic seizures (ICE-GTC) (MedGen UID: 148243). Other SCN1A-related
conditions have been reported (OMIM: 607208).

« This result is consistent with a predisposition to, or diagnosis of, SCN1A-related conditions.

+ SCN1A-related conditions are seizure disorders with varying severity and early childhood onset. Febrile
seizures are childhood seizures that ocour with fever and often resolve by six years of age. GEFS+ is also
characterized by febrile seizures; however with GEFS+, both febrile and afebrile seizures may continue
throughout an affected individual's lifetime. Dravet syndrome is one of the most severe seizure disorders
and is characterized by intractable seizures and usually associated with progressive dementia. ICE-GTC is
considered a late-onset Dravet syndrome. Intrafamilial variability in seizure type, persistence, and
response to treatment has been documented, as has reduced penetrance (http://www.orphanet/data/
patho,//GB/uk-GEFS.pdf).

+ Close relatives (children, siblings, and parents) have up to a 50% chance of being a carmrier of this variant.
More distant relatives may also be carriers. Parental testing may clarify the inheritance of this variant and
ray inform recurrence risk and risk for other close relatives. Testing for this variant is available.




ESTUDIO GENETICO EN EPILEPSIA: EXOMA COMPLETO

CENTL#GENE

CENTOGENE AG AmStrande 7 « 18055 Rostock « Germany

F. nacimiento: 04 abr. 2018, Sexo: femenino, Ref extema: -

Prueba(s) solicitada(s): CentoXome® Solo

INFORMACION CLINICA

Anormalidad en el EEG; Atrofia cerebral; Conwilsiones; Forma facial anormal;, Microcefalia; Retardo global del
desarrollo; Retraso del lenguaje y la comunicacion; Talla baja
(Informacicn clinica reportada atendiendo a la nomenclatura HPO.)

Pruebas realizadas anterormente en CENTOGEME con resultados negativos: Andlisis cromosomico de
microarray (N° pedido 62666323).

Historia familiar: Si.
Madre: Aborto espontanec Hermanos no afectados.
Padres consanguineos: MNo.

Diagnéstico de sospecha: sindrome de Comelia de Lange.

RESULTADOPOSITIVO
Variante patogénica identificada

| INTERPRETACION

4 una variante patogénica en heterocigosis en el gen DYRK1A. El resultado confirma el
diagnéstico genético del retraso mental autosémico dominante tipo 7.

RECOMENDACIONES

+ Se recomienda la prueba del portador a los padres para establecer sila variante detectada es heredada
o de novo.

« Serecomienda asesoramiento genetico.




CRISIS CONVULSIVAS EN LA INFANCIA

EPILEPSIA
ENFRENTAMIENTO CLINICO FRENTE A PRIMERA CRISIS CONVULSIVA

-HISTORIA CLINICA DETALLADA

-HISTORIA FAMILIAR

-ANTECEDENTES PERINATALES-DESARROLLO NEUROLOGICO
-EEG ESTANDAR, CON PRIVACION DE SUENO (PARCIAL O TOTAL)
-VIDEO-MONITOREO EEG

-HOLTER EEG

-RMN CEREBRAL-TAC CEREBRAL

-PET SCAN

-EVALUACIONES NEUROPSICOLOGICAS (WISC-EMOCIONAL-PEDAGOGICAS)
-EXAMENES GENERALES

-ESTUDIOS GENETICOS

-ESTUDIOS METABOLICOS (EIM)



CRISIS CONVULSIVAS EN LA INFANCIA
EPILEPSIA
ENFRENTAMIENTO CLINICO FRENTE A PRIMERA CRISIS CONVULSIVA

-PACIENTE PREVIAMENTE SANO, DSM (N), EXAMEN NEUROLOGICO (N),
EEG Y NEUROIMAGENES NORMALES: OBSERVAR SIN FARMACOS,
POSIBILIDAD DE RECURRENCIA DE CRISIS 50%

ENTRENAR A FAMILIA EN MANEJO DE CRISIS

EVITAR FACTORES DESENCADENANTES O PREDISPONENTES

-CLINICAASUMIBLE DENTRO DEL CONTEXTO DE UN SINDROME EPILEPTICO:
TRATAMIENTO CON FARMACOS ANTI EPILEPTICOS (FAE)

-PACIENTE EN QUE SE ASUME QUE POR SUS CARACTERISTICAS DE BASE
O HALLAZGOS CLINICOS O DE LABORATORIO, TENGA UNA POSIBILIDAD
MAYOR DE RECURRIR: INICIO DE TRATAMIENTO CON FAE



CRISIS CONVULSIVAS EN LA INFANCIA
EPILEPSIA

ENFRENTAMIENTO CLINICO FRENTE A PRIMERA CRISIS CONVULSIVA

-EXAMENES GENERALES

-ESTUDIO EEG

-NEUROIMAGENES > DECISION DE INICIO DE
TRATAMIENTO

l

FARMACOS ANTIEPILEPTICOS DOS ANOS SIN CRISIS Y EEG(N):
DECISION DE SUSPENSION (2/3 BUENA EVOLUCION)

|

RECAIDAS SE DAN MAYORMENTE EN LOS PRIMEROS 6 MESES POSTERIORES A
SUSPENSION DE FAE:
RIESGO ACUMULADO DE RECURRENCIA, PRIMER ANO 25% -SEGUNDO ANO 29%)

|

CRITERIO DE EPILEPSIA CURADA: 10 ANOS SIN CRISIS Y AL MENOS 5 SIN FAE




CRISIS CONVULSIVAS EN LA INFANCIA
EPILEPSIA

EPILEPSIA REFRACTARIA

-CUADRO EPILEPTICO CON MANTENCION DE CRISIS PESE AL USO CORRECTO
DE DOS FARMACOS ANTIEPILEPTICOS (FAE) DE DISTINTO MECANISMO DE
ACCION EN LAS DOSIS Y CON LAS INDICACIONES ADECUADAS PARA ESE
PACIENTE EN PARTICULAR

-REPRESENTA AL 20-25% DE LOS PACIENTES CON EPILEPSIA
OBSERVACIONES:

-CONSIDERAR SIEMPRE EN ESTOS CASOS QUE EL DIAGNOSTICO DE EPILEPSIA
NO SEA CORRECTO Y ESTEMOS TRATANDO CON FAE OTRO TIPO DE CUADRO

-REQUIERE DERIVACION Y MANEJO EN CENTRO DE REFERENCIAEN
EPILEPSIA



Loscher, W. & Schmidt, D. Nat. Rev. Neurol. advance online publication 13 November 2012;
doi:10.1038/nmeurol. 2012.222 Propagated

action potential
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Not illustrated:

= Vigabatrin — { GABA degradation

and drugs with multiple mechanisms:

= Valproate —t GABA turnover, + Na* channels,  NMDA receptors

= Topiramate — {Na~channels, + AMPA/kainate receptors, t GABA, receptors
= Felbamate - { Na* channels, t GABA, receptors,  NMDA receptors




DESARROLLO DE FARMACOS ANTICONVULSIVANTES

M.J. Brodie, G.J. Sills /Seizure 20 (2011) 369-375

Antiepileptic drugs

Phenytoin

Phenobarbital

o—

| 1

1 | 1 | | ]
1840 1860 1880 1900 1920 1940 1960 1980 2000
Calendar year

Fig. 1. Chronology of antiepileptic drug introduction over the past 150 years.




CRISIS CONVULSIVAS EN LA INFANCIA
EPILEPSIA: FARMACOS ANTIEPILEPTICOS

-FENOBARBITAL (depresion respiratoria)
-FENITOINA (vo NO en Pediatria, arritmias)
-CARBAMAZEPINA (agrava miocloniasy Na)
-ACIDO VALPROICO (hepatotox, teratdg)
-PRIMIDONA

-ETOSUXIMIDA >
-CLOBAZAM

-CLONACEPAM

-GABAPENTINA

-LAMOTRIGINA (alergia)
-OXCARBAMAZEPINA (idem CBZ)
-TOPIRAMATO (litiasis)

-LACOSAMIDA

-LEVETIRACETAM (psicosis, irritabilidad)
-VIGABATRINA

-ACTH

-PREGABALINA

-PERAMPANEL

-SULTIAME

-STIRIPENTOL

-RUFINAMIDA

7z P35 /30 A,
T 3
NI -~
. E2%
‘\. -
N

CONCEPTOS GENERALES:
-INSTALACION LENTA

-SUSPENSION LENTA

-CONOCER EFECTOS ADVERSOS
-NIVELES PLASMATICOS
-MONITOREO CLINICO-LABORATORIO
-REACCIONES ADVERSAS

-RIESGOS TERAPIAS ASOCIADAS
-REACCIONES IDIOSINCRATICAS

PRIMER FAE: CONTROL CRISIS 50%
SEGUNDO FAE: CONTROL CRISIS 63%
TERCER-CUARTO FAE: PLUS 3-4%



12-15 anos en total @ 1:5.000
y

Aprobacion

1-25 anos Revision

Solicitud Autoridad
Regulatoria (FDA/EMEA)

2-4 anos Estudios Fase Il

2-5 anos Estudios Fase Il - Eficacia

1-2 anos Estudios Fase | - Perfil farmacologico

Revision y aprobacion comité Regulatorio/Etico

3-5 anos r/ Estudios Preclinicos y Toxicologia Animal

FiGura 2. Proceso de descubrimiento, desarrollo y aprobacion de drogas.




TRATAMIENTOS DISPONIBLES EPILEPSIA 2022

Acetazolamide (Diamox, Diamox Sequels)
ACTH

Brivaracetam (Briviact)

Cannabidiol (Epidiolex)
Carbamazepine (C ;

Clobazam

Clonazepam LK]GHGPI"\I

E acetate (Aptiom)
Ethosuximide (Zarontin)

Felbamate {Fel

Immunoglobuling

Lacosamide "u’lmparl

Lamotrigine

Levetiracetam (Kep,

Nitrazepam

Oxcarbazepine ( r XR, Trileptal)

, Luminal)

Prednisone i Deltasone)
Py lldmlne ;i Pyridoxal 5'-Phosphate)

Rufinamid-:
Steroids

aa. Tnpira_ma;e (Topamax XR Sprinkle, Topamax Sprinkle,
. Valproate
c. Vi f:'.]b‘i.tllll 151}31‘11

Casein free diet
gg. Gluten free diet
. Ketogenic diet
Corpus
Gamma

Resection surgery
transection
1 tor (VINS) surgery




CRISIS CONVULSIVAS EN LA INFANCIA
EPILEPSIA
TERAPIAS NO FARMACOLOGICAS

-DIETA CETOGENICA

-CIRUGIA DE LA EPILEPSIA

-ESTIMULADOR VAGAL

-BIO-FEEDBACK




CRISIS CONVULSIVAS EN LA INFANCIA
EPILEPSIA
SECUELAS

-MUERTE
-SUDEP

-DANO NEUROLOGICO

LAREARW §°
RFLTE 3B

-DETERIORO INTELECTUAL
-ESTIGMA SOCIAL
-COMPROMISO AUTOESTIMA-VIVENCIA L

-MALCRIANZA”

-COMPROMISO CAPACIDADES APRENDIZAJE
-PSICOPATOLOGIA

-SOCIO-ECONOMICAS



INTERNATIONAL

- ” -\ " International League Against Epilepsy

EPILEPSY

Established 1909

> Overview

Video Help

Give Feedback
Seizure Classification

Generalized seizures

Focal seizures

Focal/Generalized
Epilepsy syndromes

Neonatal/Infantile

Childhood

Adolescent/Adult

Variable Age
Epilepsies by Eticlogy

Genetic

Structural

Metabolic

Immune

Infectious

Unknown
Unclassified epilepsies

Epilepsy imitators

+ !
v diwih |
‘orking toward a world where no persan’s life is limited by epilepsy .4

International Reach

Welcome pguerral

EpilepsyDiagnosis.org

The ILAE Commission on Classification and Terminology welcomes you to EpilepsyDiagnosis.org, a cutting edge online diagnostic
manual of the epilepsies.

Goal

The goal of epilepsydiagnosis.org is to make available, in an easy to understand form, latest concepts relating to seizures and the
epilepsies. The principle goal is to assist clinicians who look after people with epilepsy anywhere in the world to diagnose seizure
type(s), diagnose epilepsy syndromes and define the etiology of the epilepsy. The site is principally designed for clinicians in primary
and secondary care settings caring for people with epilepsy and we hope will also serve as a useful teaching aid.

Structure

The structure of this site reflects the importance of seizure type, syndrome, and etiology in clinical practice. On this website, you will
find current classification concepts for seizures, with their clinical features, video examples, EEG correlate, differential diagnosis and
related epilepsy syndromes. Epilepsy syndromes are detailed by their clinical features, seizure types, EEG, imaging and genetic
correlates and differential diagnoses. The site includes sections on etiologies of epilepsies and epilepsy imitators with cross-
referencing between these sections and seizure and syndrome sections.

Definition of epilepsy

Epilepsy is a disease of the brain defined by any of the following conditions:

« At least two unprovoked (or reflex) seizures occurring more than 24 hours apart

+« One unprovoked (or reflex) seizure and a probability of further seizures similar to the general recurrence risk (at least 60%) after
two unprovoked seizures, occurring over the next 10 years

+» Diagnosis of an epilepsy syndrome




A

LIGAMCHILENA

La Liga Chilena contra la Epilepsia cuenta con la mayoria de los antiepilépticos existentes en el pais
medicamentos de uso neuroldgico y psiquiatrico para las personas con epilepsia y la comunidad en general.

Busgue su medicamento

Para mayor informacién |lame al teléfono (56) 226967281 o al 600 300 1515 (desde Regiones).

5
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