OHTAHARA SYNDROME AND IVF : A CASE REPORT
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Absract - Oitahara syndrome or early infantile epileptic
enceplalopathy is @ rore cowse of epileptic seizures during
frfuncy and  reprevents  the  sadliest type of age related
symptenutie penorafized epilepsies. The main etiologic factor
avsociated with Ohtalara syrdrome ix cerebrol dysrenesiv. Thiv
cuxe weay the product af in vitre fortitization (TVF) after 18 vears
af dfertility, Newrvimaging findings consisted of diffuve wiite
nuaiter abpormalities, cortieal airophy awd hemimepalencephaly.
There iv a previous report of this syndrome from Canada that
wix conceived threngh IVE, A relation between IVF and the
aceurrerce of ORfakara syrdrome needs further observations.
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INTRODUCTION

Ohtahara syndrome (O8) or early infantile epileptic
cncephalopathy (EIEE) is a rare age related epileptic
syndrome, starting in the first 3 months of hfe. The
main  seizure  type  consists of tonic spasm. EEG
demaonstrates a characteristic suppression - burst (SB)
pattern in both sleep and awake states (1,2,34).

5 has multiple presumed eticlogies, although it is
considered to be predominantly secondary to structural
lesions of the cercbral cortex, paticularly asymmetric
lesions, The prognosis is poor with intraclable seizures,
psychomotor  retardation and  evolution 1o West
syndrome (1,2,3).

[ report a male infant with OS5 and asymmelric
structural brain abnormalities. The infant was conceived
throwgh in vitro fertilization (TVE).

Case Report

This male infant was the only child of healthy
non-consanguinecus  parents with  an unremarkable
family history, He was conceived through IVE atter 18
vears of infertility. Delivery was at 35 weeks of gestation
vin Cesarean section because of premature rupture of
membrane and fetal bradyeardia, Although the fetos
passed meconium, Apgar scores were good. The initial
physical examination was normal and he was oot
dysmorphic.  Birth  weight was 2250 gr and  head
circumference (HC) was 33 cm. AU 5 hours of age the
altacks began with slight jerking and stiffening of limbs

and cyanosis. Recurrent attacks persisted for 48 houors.
He was discharged after 14 days with phenobarbial but
satisfactory control was not achicved. Persistence of
selzures 10220 times per day resulted moa new
admission at 2.5 months of age. e had head lag with a
HC of 365 cm. His plasma clectrolytes, sugar, calcium,
magnesium, BUN and liver Tunciion tess were normal.
Bleod ammaonia, hlood and arine aminoacids, arlerial
blood  gas and TORCH study were normal. ERG
demonstrated 5B pattern (Figure 1), Brain CT scan
demonstrated UNS dyspenesis and asymmetria of two
hemispheres  (Figure  2).  Phenobarbitsl,  phenytoin,
nitrazepam  anpd  prednisolone were  unsuccessful in
complete seizure control, and ten days later he was
discharged with primidene, Vit Bo and phenytomn, At
435 maonths af age his developmental progress had
remained  static. Setrures persisted  and owere
characterized by head and eye deviation to right or left,
cyanosis and  tonic stiffening of limbs, then clonic
movements of upper limbs especially an the right side.
Al the end of the attack, flexion of head and trunk like
A salam seiziore ocourred, He was again admitted. EEG
demonstrated  paroxysmal activity of high voltage slow
wive discharges wilh intermitient normal background
and no 8B pattern (Figure 3). MRI and brain C7 scan
demonstrated  diffuse white matter disorder in both
hemispheres o T2, cortical  atrophy  and  mild
hemimepalencephaly  (Figure 4,
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Fig. 1. Suppression burst pattern at 2.5 months of age FERCG
while aslesp,
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I addition to primidone and phenytoin, Vigabatrin
(sarbil) was started that resulted in a decreas of seizures
{requency. AL 10 months of age, seizures of mixed trpes
cspecially lonic spasm of limbs  persisted. He  had
complete head lap and was severely hypotonic with
exaggerated deep tendon reflexs. He had shight eye
following movements. HC was 44 em and weight was
700 gr. Brain sonography at 10 months of age
demonstrated  asymmetry of lateral ventricles (Figure

k1]

Fig, 4 Axial 12 - weighted magnetic resonsnee imaging at 4.5
months, Cortical strophy and mild megalenvephaly are
demamnzieated,

Fig. 2. Brain Clscanal 2.5 months of age. CNS dysgenesis
and asymmetry i demonstrated,
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Ohtahara syndreme and IVF

DISCUSSION

In 1976, Ohtahara described an epileptic syndrome
with an onsct before 3 months of age. It s the earliest
of the age dependent epileptic encephalopathies, which
includes early infantile epileptic encephalopathy with SB
(Ohtabara  syndrome),  West  syndrome  and
Lennox-Gastaut syndrome (1,2),

Mo sex difference has been observed (1), The onset
of seizure is carly. Intrauterine onsel of seizure hus
been reported (5). The main seizure type is fonic
spasms, in addition partial seizures and hemiconvalsion
are ochserved. Myoclonie seizures are rare. The most
characteristic EEG Onding is the SB pattern (1-4). 5B is
seen in both awake and sleep EEG. 5B pattern s
characterized by high wvoltage bursts alternating with
nearly flal palterns at an approximately regular rate
(Figurce 13,

Neurcimaging reveals abnormal Ondings especially
asymmetric lesions. Porencephaly, cerebral dyspencsis,
hemimegalencephly, olivary  dentate  dysplasia  (2),
pachygyria (6) may be observed, and metabolic screens
are usudlly normal but a case of OS5 with oytochrome
oxidase  deliciency (8) and a case with  glycine
encephalopathy (99 was reported. The diagnosis of OF
in this case was based on the early onsel of seizurcs
during the peonatal period and refractoriness o
antiepileptic therapy, SB pattern at EEG and the
predominent tonic nature of the infant's scizures. In
early myoclonic epilepsy (EMLE) a major differential
diagnasis of 08, the predeminant scizure is fragmentary
miyoclonus and SB pattern persistence for a prolonged
period (1-33. In this case SB pattern was not found a
4.5 months of age (Figure 3). In addition neurcimaging
s normal at the begining in most cases of EME and
underlying pathologies are inborn error of metabolism
especially nonketotic hyperglycemia (1,23, In this casc
metabolic sereen was normal and imagings showed
structural brain abnormalilies rom the carly onset of
disease, An interesting finding was history of IVF in this
case, that has been reported in other case from Miller,
SF and co-workers (7).

A relation between IVF and later occurrence of 08
needs further observation. Seizures of OS5 are wvery
intractable, Two cases are severcly bandicapped and
many cascs died in the early stages of the disease (1-4),
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