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In humans, several case studies and retrospective reports indicate that the exposure to antiepileptic drugs in mothers may be 
associated with an increased risk of ASD in offspring. A clinical link between valproic acid (VPA) and autism was revealed in 
children in utero exposed to VPA, by examining the phenotypic abnormalities of the face and other developmental disabilities 
(Fetal Valproate Syndrome). Nevertheless, the interventional therapies address only the symptoms of autistic children. Based 
on these research data we could contribute to understanding neurobiological mechanisms of ASD along embryo-fetal and 
postnatal development. This desiderate may be solved by using experimental models of ASD such as valproic acid-induced 
autistic pathology in laboratory rats. Valproic acid sodium salt (valproate) was administrated of a single dose (600 mg/kg) 
in E12.5 in pregnant rat females. In this research we presented data just from PN15 (day 15 postnatal), ultrastructure of 
the frontal cortex, amygdala and hippocampus, MRI evaluation in terms of normal/abnormal anatomy and behavior tests 
(elevated plus maze – EPM and open filed test - OFT). The results reveal three main experimental evidences: (i) anxiety-like 
behavior is present even in PN day 15, VPA also induce decreasing in the exploratory behavior, (ii) hyperconnectivity is not 
just in the frontal cortex but also in hippocampal CA3 field and amygdalar neurons are with increased number of the axons 
and (iii) MRI evaluation demonstrates decreasing of the total cerebral volume after in utero VPA exposure and also, a lateral 
flattening of the brain after VPA treatment.
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