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Biological Activities of Yessotoxin and Its Desulfo Derivative (! Graduate School of Chemistry,
Kyushu University) OTakuto Takeda,' Takayuki Kawai,! Nobuaki Matsumori!

Yessotoxin (YTX) is a representative member of ladder-shaped polyether marine natural
products produced by the dinoflagellate Protoceratium reticulatum. YTX is reported to have
various biological activities such as apoptosis, but its mode of action has yet to be clarified. We
have already revealed that desulfo-YTX (dsYTX) inhibits V-ATPase at a nM concentration,
while YTX shows a much weaker inhibitory activity. In this study, we first observed the
disappearance of acidic lysosomes stemming from the V-ATPase inhibition, and confirmed that
dsYTX showed the activity faster than YTX. In addition, dsYTX induced apoptosis and
autophagy inhibition as in the case of YTX. In particular, dsYTX elicited the autophagy
inhibition faster than YTX. These results suggest that these activities are induced by in-cell
metabolic conversion from YTX to dsYTX, and are currently analyzing the extract of the YTX-
treated cells by mass spectrometry.
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