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Abstract {230 words}

In utero exposed children to synthetic progestins present the same neuropsychiatric disorders
[Schizophrenia, Bipolarity, Anxiety, Severe depression, Suicides, Suicide attempts, Eating
disorders (1, 2) and Autistic Spectrum Disorders (ASD) (3)] as those who have been exposed to
synthetic estrogens [Diethylstilbestrol (DES), 17 a-Ethinylestradiol]. These CNS alterations occur
during neurodevelopment through several mechanisms such as, among other things, an
epigenetic modulation. In this mechanism, some genes affecting neurodevelopment are
hypermethylated such as ADAM TS9 gene promotor, involved in the control of reproductive
organs and in the development of CNS and ZFP57 gene, a transcription regulator affecting many
genes implicated in neurodevelopment (4). Besides, progestins are known to induce
GABAs*receptor dysfunction activation before birth (5), the promotor of the Estrogen Receptor
gene (ER[) being hypermethylated (6). Molecular receptors of ER[3 are located in the brain at
the level of amygdalia and play an important role in this mechanism (6). Furthermore, a
multigenerational effect is strongly suspected of being induced, via an epigenetic mechanism. Several
authors have described multigenerational effects after in utero exposure to DES both on a somatic
(endometriosis) (7), psychiatric (8) and autistic levels (9). Although some progestins have been
banned from the market, even recently such as 17 a-hydroxymethyl caproate, others are not:
from our work we highlight that caution should be taken with regard to the use of these
progestins during pregnancy and even outside these periods (COCs)**.
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