4-aminoacridines and 4,9-dilaminoacridines derivatives as potential
antiproliferative hits
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[ Alm ]
Acridine (AC) derivatives have attracted much attention due to their broad spectrum of biological
activity. Though (QN), an AC derivative, was the first clinically tested synthetic
antimalarial drug, this heteroaromatic core is well-know to exhibit other interesting
such as antiproliferative properties.! One cost-effective strategy to accelerate drug development
is to repurposed/rescued compounds originally developed against a given disease and abandoned
owing resistance issues or toxicity.? In this context, our research group has been working on the
chemical modifications of the classical antimalarial no longer used QN.3* Here, we report the
synthesis of and derivatives that were further
evaluated for their in vitro activity against MKN-28 and Caco-2 cell lines.
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[ In vitro results ] [ Conclusion ]
IC., (1LM) " Both families confirmed their potential by showing
Compound antiproliferative activity in the pM range.
HFF-1 Caco-2 MKN-28 S|lal
" Derivatives 1 presented lower toxicity against normal HFF-1 cells
4 14.05 £ 0,26 4.43 £ 0.51 2.93+0,15 3.17 than their parent compound QN.
> 16.02£0,49 .43 +0.26 6.13+0,04 2.53 " The interactions of derivatives with DNA are under study.
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QN 10.59+0.73 2.37+0.02 2.46 £ 0.11 4.30 through the Fundacao para a Ciéncia e Tecnologia (FCT). MF thanks the FCT for
[a] Selectivity index (SI): reason between cytotoxicity in HFF-1 / cytotoxicity in cell lines, using IC, value determined to the less potent the doctoral grant SFRH/BD/147345/20109.
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