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Introduction

Cancer is one of the leading causes of death worldwide and the occurrence of resistance to common anticancer drugs demands new and innovative drug design approaches. G-quadruplexes (G4s)
DNA structures in oncogenic promoter regions (of c-MYC and KRAS oncogenes, for example) and telomeres are potential targets for cancer therapy. Small molecules could serve as DNA G4 stabilizers

and down-regulate the targeted gene expression leading to induction of programmed cell death by apoptosis [1][2].

Indolo[3,2-b]quinoline and indolo[3,2-c]quinoline derivatives were previously reported as stabilizers of G4 DNA structures (Figure 1) and promising selective anticancer leads, as these compounds are
able to preferentially target the G4 motifs in the KRAS promoter and inhibit the transcription and translation of this oncogene, inducing apoptosis of KRAS-dependent colon cancer cells by up-regulating
the expression of the pro-apoptotic transcription factor p53 (Figure 2) [3][4]. Activation of p53 by small molecules is also expected to be a valuable approach in fighting cancer. In this area of research,
we have previously identified other promising indole-based compounds with activity as p53 gene expression or p53 function activators [5][6]. Thus, the improvement of the synthetic procedures of these
compounds are highly relevant. Herein we describe an alternative experimental procedure for the synthesis of 7-carboxylate indolo[3,2-b]quinoline tri-alkylamine derivatives 1a and 2a.
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from [3])

Figure 1 - A) Structure of 2:1 complex of an indolo[3,2-b]quinoline derivative with c-MYC promoter G4 (PDB ID:

2L7V). B) Molecular modelling 2:1 complex of an indolo[3,2-c]quinoline derivative with antiparallel human

telemore G4 (PDB ID: 143D).[7]
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Compounds la and 2a were synthesized as previously described [3], with the following modifications:

Synthesis of intermediate 5:
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Previous Procedure and yield Present Procedure and yield
A mixture of compound 4 and 4- A mixture of compound 4 and 4- >
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*Work-up procedure for intermediate 6: . h
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