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We have shown that particular cancer cells, including those positive with cancer stem cell markers
could cause cell death by inhibiting poly(ADP-ribose) glycohydrolase, PARG. Therefore, PARG could
be a novel target for cancer therapy. We previously constructed the original screening system for PARG
inhibitors and found several types of hit compounds. Through the further optimization study of the
compounds, we could obtain a series of derivatives. One of the compounds, MO2455 showed an
efficient induction of apoptosis with accumulation of poly(ADP-ribose) (PAR). The sensitivity
spectrum of M02455 is different from that of conventional anti-cancer agents. We further showed
that this compound has an anti-tumor effect in mouse xenograft models. We have also found several
predictive marker genes that lead to sensitization to this compound. These results suggest that

MO2455 belongs to a novel class of anti-cancer candidate drugs targeting PAR accumulation.
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