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Letter to the Editor

We read with interest the article by Papadopoulos ef al. about a man in his thirties who was diagnosed with fragile syndrome
(FXS) due to a CGG expansion of 280-300 repeats in the FMR1 gene, which was only 10% methylated and produced 80% of
normal levels of Fragile X mental retardation-1 (FMPP) protein [!l. The patient phenotypically showed an anxiety disorder and
a single syncope and epileptic seizure ['. Examination of the syncope incidentally revealed a fusiform aneurysm, which was
successfully treated with implantation of a flow-diverter stent and was completely embolized at six-month follow-up 1. The
study is noteworthy, but several points should be discussed.

The first point is that the causal relationship between FXS and the aneurysm has not been proven . A cerebral artery
aneurysm can generally be primary (genetic) or secondary (acquired). Beyond the index article, there are no other reports of
FXS patients with cerebral aneurysms. There is only one report of an FXS patient with an aortic aneurysm, but even in this
case the casual association remains unproven (2. Have all secondary and primary causes of cerebral aneurysms been
thoroughly excluded? Secondary causes of cerebral aneurysm include smoking, arterial hypertension, traumatic brain injury,
cocaine addiction or alcohol abuse [*l. The primary causes of a cerebral aneurysm include polycystic kidney disease, aortic
coractation, Ehlers-Danlos syndrome or Marfan syndrome. Was the family history positive for cerebral aneurysms, especially
in the mother and grandmother of the index patient, who also carried a CGG expansion in the FMR1 gene "1? Another
argument against a causal relationship between FXS and the aneurysm is the fact that the patient manifested only mildly and
had only a small CGG expansion.

The second point is that there is no evidence that the seizure is causally related to the aneurysm [, Seizures are known to be
one of the most common clinical manifestations of FXS, along with an elongated face, protruding ears, pectus excavatum,
macroorchidism and joint laxity, intellectual disability, learning disability and autism spectrum disorder .

The third point is that syncope was attributed to anxiety disorder [!. What then was the reason why the patient underwent
cerebral angiography anyway? Were other examinations performed to clarify the cause of the syncope? Since FXS is often
associated with seizures [°! and the patient had a previous seizure 11, we should know whether epilepsy was adequately ruled
out as the cause of syncope.

To summarize, this interesting study has limitations that affect the results and their interpretation. Addressing these limitations
could strengthen the conclusions and support the message of the study. Currently, there is no evidence that fragile X syndrome
manifests phenotypically with cerebral aneurysms. In patients with FXS and a cerebral aneurysm, other causes for the
formation of the aneurysm should be considered. In order to clarify whether or not FXS manifests phenotypically with
intracerebral aneurysms, these patients must be systematically examined for the presence of cerebral aneurysms.
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