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Determination of Common Targets of Metal Complexes that Induce Programmed Cell
Death of Cancer Cells and Development of New Anticancer Drugs
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We previously reported on that a cyclometalated iridium (Ir) com?Iex—peptide
hybrid (IPH) functionalized with a cationic KKKGG peptide unit on the 2-phenylpyridine ligand of Ir
complex induces paraptosis, a relatively newly found programmed cell death (PCD), in cancer cells

via the direct transport of calcium (Ca2+) from the endoplasmic reticulum (ER) to mitochondria. The
results in this work suggest that the induction of paraptosis by IPH is associated with membrane

fusion between mitochondria and the ER, subsequent Ca2+ influx from the ER to mitochondria, and the

decrease in mitochondrial membrane potential. On the other hand, celastrol, a naturally-occurring

triterpenoid, induces paraptosis, while not via ER-mitochondria membrane fusion. We conclude that

the paraptosis induced by IPH (referred to as paraptosis I1) Broceeds via different signaling

pathway from that of the previously-known paraptosis induced by celastrol (referred to as paraptosis
1).
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