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Annonaceous acetogenins are polyketides featuring one to three tetrahydrofuran r
ing(s) connected an alpha,beta-unsaturated-gamma-lactone ring via a long hydrocarbon chain. They exhibit a
n antitumor activity, owing to the inhibition of mitochondrial NADH ubiquinone oxidoreductase (complex I).
We were interested in structural and biological similarities between acetogeinns and pesticides targeting
complex I, and designed hybrid molecules of them. Now, we revealed that the thiophen analogue showed pote
nt inhibitory activities against human cancer cell lines.

The convergent synthesis of three C35-fluorinated analogues of solamin, a mono-THF acetogenin, has also
been achieved. As a result, it was revealed that the number of fluorine atoms on the gamma-lactone moiety
affects the growth inhibitory activity against human cancer cell lines, indicating that the gamma-lactone
moiety in acetogenins may play an important role in the interaction between acetogenins and the target mol

ecules.
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