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Abstract:

While a recent study has reported that early citalopram exposure alters cortical network function and produces autistic-like behaviors
in male rats, when evaluating antidepressant animal models of autism spectrum disorder (ASD) it is important to note that some se-
lective serotonin (5-HT) reuptake inhibitors alter 3a-hydroxysteroid dehydrogenase activity, and thus steroidogenesis. At least one
study has examined the effect of repeated citalopram administration on the serum and brain concentration of testosterone (T) and its
metabolites and shown that citalopram increases serum T. Several in vitro studies also suggest that sex steroid can alter 5-HT homeo-
stasis. While research efforts have demonstrated that transgenic mice expressing the most common of multiple gain-of-function
5-HT reuptake transporter (SERT) coding variants, SERTAla56, previously identified in children with ASD, exhibit autistic-like be-
haviors, elevated p38 MAPK-dependent transporter phosphorylation, enhanced 5-HT clearance rates and hyperserotonemia, a few
studies provide some evidence that 5-HTmay alter gonadal steroidogenesis. T, 17b-estradiol and synthetic estrogens are known in-
hibitors of AKR1C21 (BRENDA, E.C. 1.1.1.209), the epitestosterone (epiT) producing enzyme in rodents. EpiT is a naturally oc-
curring steroid in mammals, including man. An analysis of the literature suggests that epiT may be the central mediator in the
epigenetic regulation of gene expression. Over thirty years ago, it was shown that rat brain epiT production is higher in females than
in males. A similar finding in humans could explain the sex differences in the incidence of autism and other brain disorders. Despite
this, the role of epiT in brain development remains a long neglected area of research.
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