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Synthesis of morphinan compounds having drug-resistance reversal activity
against drug-resistant malaria and the influence of thiol group-trapping ability

Kutsumura, Noriki
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BNTX

We have reported that BNTX derivatives containing a morphinan moiety have
drug-resistance reversing effect in Plasmodium chabaudi and antitrichomonal activities, and
speculated that the thiol group-trapping ability in vivo of the unsaturated double bond in the
compounds is involved in these mechanisms of action. To experimentally prove this hypothesis, a
structure-activity relationship study was conducted between thiol-group trapping ability and in
vitro chloroquine-resistant antimalarial activities. As a result, we have found that the morphinan
with stronger antimalarial activity tends to have stronger thiol group-trapping activity. These
results suggest that the thiol group-trapping ability in the morphinan-lead compounds might be used
as a primary screening for evaluation of antimalarial activity. In addition, we also discovered
novel rearrangement reactions in the morphinan skeleton and the resulting product’ s intriguing
biological activities.
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1. The residual rate of the derivatives 1-20 after 1 or 2 days.
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