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Considering the growing spread of resistance, development of new antimalarial drugs
directed to new therapeutic targets remains a priority.1 The approval of Malarone® for
the treatment and prevention of multidrug resistant malaria validated the P. falciparum
bc1 protein complex as target for developing antimalarials. Inhibition of the bc1
complex leads to a drop of mitochondrial function, resulting in collapse of the
trans-membrane electrochemical potential and, ultimately, in parasite death.
Selected quinolone 3-esters (2) were proposed as inhibitors targeting the Qo site of
the bc1 complex and expressed activity at low concentrations. However, due to
chemical and pharmacological liabilities, this chemotype requires optimization.2,3
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Quinolones 2 may be prepared from an α,β-unsaturated derivative of aniline 1 by the
Gould-Jacobs thermal cyclization. Alternatively, the cyclization may be mediated by
phosphoryl chloride.4 However, the possibility of quinolone/hydroxyquinoline
tautomerism was found to limit the scope and selectivity and may also impact in
antimalarial activity. Unexpected new products arose from the cyclization step,3

raising structural and mechanistic issues. Results or our studies will be discussed.
References

1. World Malaria Report 2014; World Health Organization, 2014.

2. Cowley, R.; Leung, S.; Fisher, N.; Al-Helal, M.; Berry, N. G.; Lawrenson, A. S.; Sharma, R.; Shone, A. E.; Ward, S. A.; Biagini,

G. A.; O′Neill, P. M. Medchemcomm 2012, 3, 39.

3. Horta, P.; Kuş, N.; Henriques, M. S. C.; Paixão, J. A.; Coelho, L.; Nogueira, F.; O’Neill, P. M.; Fausto, R.; Cristiano, M. L. S.

Submitt. to J. Org. Chem. 2015.

4. Willard, A. K.; Smith, R. L.; Cragoe, E. J. J. Org. Chem. 1981, 46, 3846.

Acknowledgements: P. Horta and N. Kuş thank FCT-Portugal for grants SFRH/BD/81821/2011 and SFRH/BPD/88372/2012.


