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NORAIND RPN
Fragile X syndrome (FXS) is the most common form, known today, of inherited mental
retardation. The syndrome is caused by an unstable expansion of CGG trinucleotide repeat, within
the promoter region of the human FMRI1 (Fragile X Mental Retardation) gene on the X
chromosome. The number of CGG repeat length determines the classification of the mutant gene;
Normal population exhibit 6 to 54 repeats. Moderate expansions of 55 to 200 repeats are classified
as premutations and when the number of repeats exceeds 200 the allele is classified as fully
mutated, and the FXS may appear. Full mutation is associated with local hypermethylation and
gene silencing, resulting in the loss of FMRP protein.
The number of CGG repeat and the level of protein expression are associated to deficits in brain
development and function of patients carrying the pre- and full mutation. Nevertheless, an
association between high numbers of CGG repeats (hundreds and thousands) and specific clinical
appearing is not clear, yet. The typical psychiatric profile of FXS patients includes behavioral and
cognitive deficits and a high prevalence of autistic characteristics, ADHD, anxiety and others. The
treatment is symptomatic, in agreement with the behavioral and psychiatric comorbidity. These
characteristics are not well defined, and their relationship to genetic findings needs to be clarified.
The aims of this study are a. To characterize psychiatric and autistic comorbidities in children and
adolescents with fragile X syndrome and their healthy siblings b. To elucidate functional-
behavioral characteristics in children and adolescents with fragile X syndrome and their healthy
siblings c. To explicate the association between CGG repeat length and psychiatric comorbidity
and autistic symptoms in FXS patients.
Results indicate an improvement in functional-behavioral characteristics with age. In addition, a
decrease in psychiatric comorbidity, prevalence and severity, were shown in most of the tested

categories. However, the prevalence and severity of generalized anxiety disorder were higher in
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adolescents with fragile X syndrome. Additionally, inverse correlation was found between CGG
repeat length and symptom severity.

In summary, the typical profile of patients with FXS changes with age. Different types of anxiety
(specific phobia, obsessions, compulsions, and post traumatic stress disorder) and motor tics are
seen also in the healthy siblings of fragile X patients. The relationship between CGG repeat length

and comorbidity profile should be further elucidated.
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