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Development of novel antifungal chemotherapy based on vacuole-disruptive activity.
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niphimycin N-methyl-N" -dodecylguanidine

To attempt realization of a novel antifungal chemotherapy based on selective
fungal vacuole-disruptive activities using amphotericin B, exploring novel amplifier factors and
elucidating their action mechanism were performed. These studies showed that
N-methyl-N"-dodecylguanidine, a synthetic analogue of the alkyl side chain of niphimycin, would be a
candidate as an enhancer of activities of vacuole targeting antifungal antibiotics, in addition to
allicin, an allyl sulfur compound from garlic, and partly revealed its mode of action.

Our results obtained with analyses of the mode of action suggested that the presence of ergosterol as a
component in membranes and progression of autophagy induced execution of vacuole-disruption. We

additionally proposed a practical approach to realize an antifungal chemotherapy via selective
vacuole-disruptive activities.
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