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Macrocephaly and Bitemporal
Arachnoid Cysts not
Associated with Glutaric
Aciduria Type | in a Child

Bir Cocukta Glutarik Asidiri Tip 1
ile lliskisiz Makrosefali ve
Bitemporal Araknoid Kist

ABSTRACT

A 45-month-old child who had bitemporal arachnoid cysts and macrocephaly unrelated to
glutaric aciduria type 1 (GA 1) was reported. The patient was admitted to the emergency
unit after head trauma at 11 months of age. CT and MRI showed bitemporal arachnoid cysts
(BACs). Acylcarnitine profile was normal in serum using tandem mass spectrometry. Urine
and blood screening tests were within normal range for metabolic disorders. There were no
unusual organic acids in urine and blood samples. No additional clinical findings of
metabolic disorders such as GA 1 developed during follow-up. The majority of children
affected with GA 1 have macrocephaly and BACs on CT or MRI. These signs should alert
neurosurgeons to the possibility of GA 1. Neurosurgeons evaluating patients with head
trauma or suspected non-accidental head injury should include GA 1 in the differential
diagnosis of BACs associated with macrocephaly, and an evaluation should be performed.

KEY WORDS: Arachnoid cyst, Bitemporal arachnoid cysts, GA 1, Glutaric aciduria type 1,
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oz

Glutarik asidiiri tip 1 (GA 1) ile iligkisiz, bitemporal araknod kist (BAK) ve makrosefalli,
kirkbes aylik bir erkek ¢ocuk sunuldu. Hasta, 11 aylik iken, kafa travmasi sonrasi acil
serviste muayene edildi. Beyin BT ve MRG’de BAK saptandi. Tandem mass spektrometri ile
olgiilen serum agilkarnitin profili normaldi. Metabolik hastaliklar igin yapilan idrar ve kan
tarama testleri normal smurlar igerisindeydi. Idrar ve kanda anormal organik aside
rastlanmadi. Takiplerde, GA 1 gibi metabolik bozukluklara ait ilave klinik bulgu gelismedi.
GA 1’e sahip ¢ocuklarimn biiyiik cogunlugunda, makrosefali ve BT veya MRG’de BAK vardur.
Bu bulgular, nérosirtirjiyeni GA 1 olasilig1 konusunda uyarmalidir. Norosirtirjiyenler, kafa
travmali veya kaza dis1 stipheli kafa travmali hastalar1 degerlendirirken, makrosefali ile
iligkili BAK'1n ayiric1 tanisi GA 1'i igermelidir. Bu yonde bir aragtirma yapilmalidir.
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INTRODUCTION

Bitemporal arachnoid cysts (BACs) and
macrocephaly are the most common features of
infants and children with glutaric aciduria type 1
(GA 1). The diagnosis of GA 1 is based on the
detection of a high concentration of glutaric acid in
the urine and a low plasma carnitine level (10).
Expanded newborn screening using tandem mass
spectrometry for detection of glutarylcarnitine can
enable presymptomatic detection and pre-emptive
management of affected children (13).

GA 1is an organic aciduria of autosomal recessive
origin with an estimated prevalence of 1/100,000
neonates (12). There is deficiency of the
mitochondrial enzyme glutaryl-CoA dehydrogenase,
which is involved in the metabolism of tryptophan,
lysine, and hydroxylysine. GA 1 is diagnosed by
demonstration of pathologically high levels of
glutaric acid in the urine of the patient. Clinically, the
disease course is usually determined by acute
encephalopathic crises precipitated by infectious
diseases, immunizations, and surgery during infancy
or childhood (11). The clinical picture typically shows
varying degrees of muscular hypotonia, motor delay,
dystonia, dysarthria and dyskinesia beginning
acutely or gradually in the first few years of life in
often macrocephalic children (6,22). Micrencephalic
macrocephaly (the reduced amount of brain tissue
within an enlarged head) at birth is the earliest sign
and an enlarged head circumference is the only
presenting sign of GA 1 in the majority of neonates
(23).

Cerebral MRI demonstrates hyperintensity on
T2-weighted images in the basal ganglia. The
putamen is most commonly involved, followed in
incidence by the caudate nucleus and globus
pallidus. The basal ganglia atrophy and sulci enlarge
with progression (22). Myelination is delayed (2).
Large frontotemporal cerebrospinal fluid (CSF)
spaces and bilateral temporal arachnoid cysts are
found (3). Enlargement of the Sylvian fissure is
considered to correlate with the severity of the
enzyme deficiency (6,15). The major and typical
neuroradiological features are temporal hypoplasia
with Dbilateral temporopolar arachnoid cysts
(15,20,23). However, enlarged head and bitemporal
arachnoid cysts may occur unrelated to GA 1.

A general anaesthesiological procedure usually
triggers severe catabolic state in children with GA 1,

and thus causes a dramatic worsening of the
patient’s neurological condition. Children with
bitemporal cysts and macrocephaly should be
screened for GA 1 before any surgical procedure as
bitemporal cysts and macrocephaly are the major
signs of GA 1 (8,14).

CASE REPORT

An 11-month-old male child was admitted after
head trauma to the emergency department of the
hospital. He was the second and youngest child of
phenotypically normal parents and had one healthy
sister. He was born at term gestational age after an
uncomplicated pregnancy. On examination,
macrocephaly and cephal hematoma were noted
(head circumference: 48 cm, >95 percentile). There
were no focal central nervous system signs. CT
revealed enlarged Sylvian fissures and BACs (Figure
1). GA 1 was suspected based on the clinical and
neuroradiological findings. After the management of
head trauma, the patient was referred to the
Department of Pediatrics to investigate metabolic
disorders. Acylcarnitine profile was normal in serum
using tandem mass spectrometry (MS/MS). Urine
and blood screening tests were within normal range
for metabolic disorders. There were no unusual
organic acids in urine and blood samples. Repeated
urinary and blood organic acids and acylcarnitine
profile analyses were normal. All laboratory tests

Figure 1: Axial CT showing bitemporal arachnoid cysts.
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also were within normal range. At 24 months of age,
the head circumference was over 97 percentile. The
Denver II test demonstrated that the child's
development was within normal range. Repeated
screening tests for metabolic disorders (MD) were
normal. MRI revealed no additional features (Figure
2 A and B). There were no new clinical signs or
symptoms regarding MD such as GA 1 during 32-
month follow-up. The patient had one episode of
acute gastroenteritis and several episodes of upper
respiratory tract infections in this period. Routine
childhood
according to the schedule of national immunization

immunizations were performed
programme. No signs of metabolic decompensation,
unexplained clinical worsening or encephalopathy

were observed during this period.
DISCUSSION

Arachnoid cysts are congenital collections of CSF
contained within the arachnoidal membrane and
subarachnoid space of the cisterns and major
cerebral fissures (19). Overall, arachnoid cysts
account for approximately 1% of all intracranial
mass lesions (1). Most cysts are incidentally
diagnosed during neuroimaging after head trauma
(18). Bitemporal cysts occur in 5.4% of all the
arachnoid cyst patients. Bilateral temporal

Figure 2: Axial T1-weighted (A) and coronal (B) T2-weighted
MRI demonstrating bilateral arachnoid cysts.
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arachnoid cysts are common in patients with GAT 1
(7,14). In our patient, serum amino acids and
acylcarnitines were analyzed by tandem mass
spectrometry, and reported as normal. Organic acid
screening in urine was reported within the normal

range.

Mild to moderate metabolic acidosis and ketosis
may occur during acute episodes such as infections
or immunizations. Hypoglycemia,
hyperammonnemia, and elevation of serum
transaminases have been seen in some patients.
Laboratory findings may be unremarkable between
attacks (21). The biochemical analyses were repeated
in this patient during the acute episodes of
gastroenteritis and upper respiratory tract infections
and also between the attacks. However, they showed
unremarkable plasma amino acid and acylcarnitine
levels, urinary organic acids and acylcarnitine
profile.

Early diagnosis of GA 1 is necessary for a positive
outcome. No specific or even pathognomonic clinical
sign or symptom that helps to identify patients
before the onset of neurological disease exists. The
most common presenting symptom of GA 1 is
macrocephaly that occurs within the first 6 months
of life. Macrocephaly is found in 75-80% of patients
and is most pronounced during infancy, but is a
nonspecific sign (9,13). BACs are common in patients
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with GA 1, but they are nonspecific as well (3,6,10).
According to the literature, the most characteristic
neuroimaging feature of GA I is the symmetric
widening of the Sylvian fissure with poor
operculization. This finding is found in
approximately 93-95% of all patients (4,5,9,17,23,24)
and is usually referred to as widened Sylvian
fissures or less commonly as ‘bat wings appearance’.
The widened Sylvian fissures are accompanied by an
expansion of external CSF spaces anterior to the
temporal lobes on MRI. The finding of very widely
open opercula suggests GA 1, and if combined with
abnormalities of the basal ganglia and white matter
is almost pathognomonic, especially in a child with
macrocephaly (5,24) The finding of bilateral
enlarged Sylvian fissures or BACs on CT or MRI
examination should alert surgeons and clinicians to
the possibility of GAT 1. Our patient had
neuroimaging hallmarks of GA 1 including BACs
with macrocephaly but neuroradiological tools
revealed no other GA 1 findings on CT or MRL

Hald et al. (7) demonstrated that four out of five
GA 1 patients had BACs, and therefore suggested
that patients with bitemporal cysts should be
investigated for this metabolic disorder. Jamjoom et
al. (10) reported that surgically confirmed bilateral
arachnoid cysts of the Sylvian region in female
siblings with GA 1. This was the first report to
provide clear radiological and surgical evidence of
the association between GA 1 and bilateral
arachnoid cysts of the Sylvian region. Liitcherath et
al. (14) reported that seven GA 1 patients had BACs.
All the patients were operated on to obtain a
decompression of the cysts. They verified that these
lesions are true cysts and not a passive accumulation
of fluid due to atrophy of the temporal lobes. Two of
these patients have no pre-operative metabolic
evaluations, and surgery deteriorated the clinical
condition in both infants. The authors
recommended that even simple surgical approach
may be extremely hazardous procedure in this
disorder, and all pediatric patients with BACs
should be screened for GA 1.

BACs are rare disorders and case reports are
mainly in children with GA 1. BACs not associated
with other systemic or genetic disorders are
extremely rare. Clinicians should be aware that a
patient with bitemporal arachnoid cysts and

macrocephaly may have GA 1, and the risks of
encephalopathic metabolic
decompensation may be present in these patients
during anesthesia. The surgical and postsurgical
periods should not be ignored for his aspect (16). It is
also reported that GA 1 may present as bilateral
subdural hematomas mimicking nonaccidental

crises and

trauma (4,9). However, BACs and macrocephaly
may occur unrelated to GA 1. Neurosurgeons and
others medical care providers evaluating patients
with head trauma or suspected non-accidental head
injury should include GA 1 in the differential
diagnosis of BACs associated with macrocephaly.

CONCLUSION

It is important to remember that children with
macrocephaly and BACs may have GA 1. A surgeon
should know that operative intervention may induce
severe a catabolic state in patients with GA 1, and
devastating
neurological worsening. GA 1 should be considered

will almost inevitably cause a
in the differential diagnosis of macrocephaly and
BACs. with bitemporal cysts
macrocephaly should be screened for GA 1.

However, enlarged head and bitemporal arachnoid

Patients and

cysts may also occur unrelated to GA 1.
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