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Trichomonasis is the most prevalent sexually
transmitted parasitic disease (STD) in the United States
and is caused by Trichomonas vaginalis. The tetramate-
containing natural product, phomasetin, has been
identified as a promising candidate with good activity
(EC,, = 0.35 uM) against this genitourinary tract
parasite. A structure-activity study was undertaken to
develop semi-synthetic derivatives of phomasetin with
many of the derivatives containing modifications to the
tetramate moiety using ‘click’ chemistry. The analogues

containing triazole-linked phenol groups showed the

most pronounced improvements in activity compared
to the other structural modifications. The semisynthetic
analogues of phomasetin hold promise to improve
treatment options against T. vaginalis through the
creation of compounds that exhibit improved activity

and selectivity against the parasite.
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