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ABSTRACT

Malaria has been widely eradicated in many part of the world that has been
stilled a serious problem of public health system. The prevalence of a multidrug
resistant P. falciparum strain against currently available antimalarial drugs, together
with the decline of support for antimalarial development from pharmaceutical
companies, makes it imperative to search for new antimalarial drugs. The naturally
available piperine (32) was utilized as the starting material which was reacted with
dimethyl] itaconate-anthracene adduct (42) and dimethyl 2,2-dimethylsuccinate (59)
via tandem Michael addition—Dieckmann condensation reactions to give antimalarial
analogs. The racemic cyclopentanone-anthracene adducts, (+)-60-i and (+)-60-ii, and
optically active pure forms, (-)-60-i, (-)-60-ii, (+)-60-i and (+)-60-ii, displayed
antimalarial activity against parasite P. falciparum (K1, multi-drug resistance strain)
with ICse value of 4.7, 3.4 4.3, 3.6, 4.0 and 4.5 ug/ml respectively. Interestingly,

none of these compounds showed cytoxicity against Vero cells. The dimethyl 2,2-



dimthyl succinate adducts (()-61-i and (+)-61-ii) were inactive against P. falciparum
and Vero cell. Interestingly, the anthracene moiety are important for antimalarial
activity and the cyclopentanone-anthracene adducts are easily and rapidly synthesized

from simple, commercially available starting materials.
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