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depend on genotype. In this case, the onset of symptoms was
in the first months of life with axial and appendicular
hypotonia, dysphagia, early pyramidal and cerebellar signs
and her survival was after early childhood. This case is
classified as mild PCH after phenotype-genotype correlation
and according to the report of other authors. However, it is
important to note that the progression of spastic paraplegia
may not have a favorable outcome.

Final comments: The phenotype of hereditary early-onset
spastic paraplegia associated with the EXOSC3 gene was
described in this report. Genetic tests are important for
performing differential diagnosis for suspected cerebral palsy
when there are no risk factors, in addition to prognostic
guidance and genetic counseling.
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Case presentation: G.D.V.S, a male neonate, was admitted
into the neonatal intensive care unit due to respiratory
insufficiency. On his sixth day of life, the patient presented
with a series of tonic movements and spasm in upper and
inferior limbs, followed by an approximate five-minute
duration, apnea and central cyanosis. He had a term and
complication-free pregnancy. On admission, could be noted
global hypotonia, difficulties for nourishing, hyperreflexia,
facies with cleft palate and micrognathia. He later devel-
oped an excessive hyper startle responsiveness, oculogyric
crises and persistent dyskinesia. Electroencephalography
has no spikes. Cerebral magnetic resonance imaging visual-
izes a diffuse cerebral volumetric reduction and subdural
hydroma. Genetic test shows deletion of 152Kb, on hetero-
zygous, with a pathogenic variation involving the PURA
gene. During hospitalization, movements had a positive
response to the use of benzodiazepines (midazolam) and
was discharged after treatment of several complications
(infections, chyloperitoneum, panhypopituitarism), in addi-
tion to tracheostomy, gastrostomy and continuous use of
oxygen.

Discussion: PURA syndrome is caused by the mutation of the
purine rich binding element protein o (PUR«a) gene in chro-
mosome 5q31.2-q31.3. Neonatal patients exhibited hypoto-
nia, feeding difficulties, apnea or primary hypoventilation,
intrauterine excessive hiccupping and drowsiness. The pedi-
atric patients demonstrated moderate to severe mental re-
tardation, epilepsy, progressive hip dysplasia, scoliosis,
dysphagia, salivation and constipation. Respiratory insuffi-
ciency, including central and obstructive sleep apnea and
recurrent pulmonary aspiration, were frequently observed.
Early-onset feeding difficulties with moderate dysphagia and
evidence of tracheal aspiration often needed nasogastric or
gastric-tube feeding. Moderate to severe neurodevelopmen-
tal delays might occur, with some developing later epilepsy
and nonepileptic hyperkinetic movements (dystonia, dyski-
nesia, and eye movement abnormalities). Most patients
showed a decreased volume of white matter, a slight enlarge-
ment of lateral ventricles, and subarachnoid cysts in cerebral
magnetic resonance.

Final comments: In newborns with severe hypotonia associ-
ated with respiratory abnormalities or movement disorders,
further evaluation is needed since early diagnosis and inter-
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vention provides a better prognosis and allows genetic
counseling.
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Case presentation: A previously healthy 3-year-old girl was
admitted with a history of loss of developmental milestones
since 18 months of age. So far, only language delay had been
noticed. It evolved from then on, with frequent falls, incoor-
dination, and truncal hypotonia. Throughout the next year,
she lost the ability to walk. During the same year, she began to
have episodes of tonic seizures, with partial control after the
introduction of levetiracetam. When examined, there was
severe global hypotonia, with strabismus and nystagmus.
During the investigation, it was identified diffuse cerebellar
atrophy in the MRI. In addition, there was elevated aspartate
aminotransferase (AST)/ alanine aminotransferase (ALT) ratio
and elevated lactate dehydrogenase (DHL). At the moment of
the initial investigation, there was no optic atrophy. The
molecular genetic testing showed biallelic pathogenic var-
iants in PLA2G6 in homozygosis.

Discussion: Phospholipase A2 group VI (PLA2G6)- associated
neurodegeneration (PLAN) is associated with two childhood
neurologic disorders: infantile neuroaxonal dystrophy
(INAD) and atypical neuroaxonal dystrophy (atypical NAD).
The most common presentation during the first years of life is
infantile neuroaxonal dystrophy (INAD) which usually begins
between the ages of six months and three years with psycho-
motor regression or delay, hypotonia, and progressive spastic
tetraparesis. Commonly, there is strabismus, nystagmus, and
optic atrophy. Disease progression is rapid, leading to loss of
the ability to walk, progressive cognitive decline, and visual
impairment. Typically, there is an elevated AST/ALT ratio and
increased levels of DHL. The neuroimages can show cerebellar
atrophy and a hypointense globus pallidus in T2 MR, indicat-
ing iron accumulation. Before the onset of genetic testing, the
establishment of the diagnosis was based on the clinical
features and tissue biopsy, with the evidence of dystrophic
axons. Nowadays, the use of molecular testing with the
identification of biallelic pathogenic variants in PLA2G6
confirms the diagnosis.

Final comments: This case describes INAD, one of the pheno-
types of PLAN. It has been associated with psychomotor
regression, early truncal hypotonia, and visual abnormalities.
The knowledge about its evolution contributes to the devel-
opment of therapeutic possibilities in the future and the
adequate management and orientation of the child and its
family.
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