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ABSTRACT

Dihydropyrimidin-2-thiones (DHPMs) are heterocyclic compounds widely investigated as privileged scaffolds
capable of interacting with various biological targets. Although antiproliferative, antimicrobial, and antioxidant
activities are the most studied roles for this class of compounds, their neuropharmacological activity has been
poorly investigated!. Due to this aspect and the structural similarity between the antidepressant drug sertraline
and DHPMs, we synthesized DHPMs featuring a 3,4-diCI-Ph moiety, as found in sertraline. The optimized
reaction conditions involved using trimethylsilyl chloride as a promoter agent in N,N-dimethylformamide,
utilizing ultrasound at room temperature. The DHPMs were obtained with a moderate yield and purified by
ethanol or acetonitrile recrystallization. The compounds developed in this study will be evaluated for their
antidepressant effects on planarians (Girardia tigrina), an alternative animal model that possesses many of
the neurotransmitters found in vertebrates?. This is the first report to explore the similarity between the DHPM
scaffold and the antidepressant sertraline.
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Scheme 1. Synthesis of DHPMs with sertraline-like substitution patterns.US: ultrasound.
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