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INTRODUCTION https://doi.org/10.17952/37EPS.2024.P2209

Adamantane derivatives, such as memantine (Mem) and amantadine (Ada), are clinically active drugs with distinct mechanisms of action and therapeutic applications. While Ada is
primarily used as an antiviral and anti-Parkinson drug and is not reported to have significant pro-cognitive effects, Mem has been demonstrated to be effective in various clinical
conditions characterized by cognitive deficits, including Alzheimer’s disease (AD). In our mind, preserving A} monomers from being recruited into oligomers may represent a viable
therapeutic approach in AD. We designed and characterized two peptide conjugates of the KLVFF fragment bearing a memantinyl (Mem-Succ-KLVFF; Mem=3,5-dimethyladamantan-1-
amine,) or an amantadinyl (Ada-Succ-KLVFF; Ada=Adamantan-1-amine) moiety, linked to the KLVFF sequence through a succinyl spacer. Their ability to counteract in vitro AP
fibrillogensis and in vivo enhancement of memory performance was investigated

METHODS

Here we report the synthesis and structural characterization of two KLVFF peptide conjugates with the adamantane derivative drugs memantine or adamantine. Time course Circular
Dichroism (CD) were carried out to investigated on the ability of the conjugated peptides to interfere with the AB,, fibril formation. Complementary Th-T fluorescence and western blot
experiments provided further information about the capacity of the conjugated peptides to impact the AB’s fibrillogenic process. analyses. The interaction of these conjugates with (3-CyD
was also considered in view of their administration to CD1 mice as inclusion complexes to carry out Novel Object Recognition (NOR) tests. The whole of the results are discussed in terms of
Structure Activity Relationships (SAR) based on the in vivo observation in comparison with the evoked cellular pathways connected with memory as well as HR-ESI-MS analyses carried out

on the brain homogenates of the treated mice.

SYNTHESIS AND MOLECULAR CHARACTERIZATION OF THE CONJUGATES
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