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Abstract

Quinoline heterocycle as example a privileged pharmacophore ensue numerous of
descendants with diverse biological activities. 4-Aminoquinolines (4-AQ) as the most
representative family, exhibit a broad spectrum of biological activity, including antimalarial,
antibacterial, antifungal and antiviral. In the last 40 years, this scaffold has attracted attention
as potentially CNS active agent, important for treating neurodegenerative disorders, such as
Alzheimer's disease (AD). Based on the findings that compound which poses adamantyl group
in the side chain expressed promising activity against both human cholinesterases, the main
targets in developing drugs for treating AD, we designed and synthesized a series of 4-
aminoquinoline derivatives with adamantane moiety to further examine potential of this
group of compounds. Starting from the corresponding 4-chloroquinoline combining various
experimental conditions and directions in the synthetic pathway, we obtained corresponding
4-aminoquinoline derivatives. In the final step, adamantyl moiety was linked to terminal
amino group by reductive amination. Alternatively, previously synthesized side chains were
directly coupled with the corresponding 4-chloroquinoline. Structure-activity analysis of first
series of compounds, shown that n-octenyl as a linker is the most promising for the inhibition
of both acetyl- and butyrylcholinesterase. Agreeing to this result, a new series of n-octenyl
derivatives with adamantane was synthesized, where terminal amino-group was further
modified by connecting different heterocyclic structures via reductive amination.
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