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Studies on the potentiators of antifungal activities of amphotericin B

Keisuke, Kobayashi

3,500,000
B
(NCT) NCT NCT
NCT
in vivo AmB NCT AmB
NCT
NCT
NCT
NCT in vivo NCT

The cyclic tetrapeptide nectriatide is a potentiator of the antifungal
amphotericin B (AmB) activity. To elucidate the mechanism of action, we several chemical probes of
nectriatide were synthesized. Lipid-binding assay using a biotinyl-probe and membrane-binding
liposome assay revealed that nectriatides showed the affinity for ergosterol. Fluorescent microscopy

clearly showed that fluorescent-probe was distributed at cell membrane. These results suggested
that nectriatides may bind fungal cell membrane and affect the affinity of AmB to ergosterol. To
clarify in vivo efficacy of nectriatides, we carried out in vivo-mimic infection assay using the
silkworm. All silkworms infected with C. albicans died within 60 h. This time was extended by
treatin? with AmB . The combinational treatments of nectriatides and AmB showed further
survival-time extension compared to a treatment of AmB only, indicating that nectriatides have a
potential to be effective in vivo.
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