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Elucidation of an action mechanism of BNTX toward anti-protozoan drugs and its
structure activity relationship
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In our past research, & opioid receptor (DOR) antagonist BNTX exhibited a
potent chloroquine-resistance reversing effect in plasmodium falciparum. In order to elucidate the
action mechanism of BNTX and develop more effective lead compound, we synthesized about 30 BNTX
derivatives by using improved "the Knoevenagel-type" synthetic method. We adopted antitrichomonal
assay against Trichomonas vaginalis as a first screening of the malaria research. As a result, all
BNTX derivatives showed inhibitory effects toward the growth of T. vaginalis with a minimum
inhibitory concentration EMIC) of 20-80 p M. We also examined opioid receptor binding assay for
those compounds. The results of the binding assay showed that all compounds possessed relatively
higher affinity. In addition, the double bond in the structure of BNTX derivatives was important
factor for antitrichomonal activity.
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Scheme 1 Improved synthetic method of the BNTX derivatives
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