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Simultaneous XIAP and clAP1/2 inhibition by AZD5582 induces apoptosis in
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Overexpression of inhibitor of apoptosis (IAP) proteins is associated with
poor prognosis. Among IAPs, XIAP has the strongest anti-apoptotic function with direct binding
activity to caspases and clAP1 and clAP2 are positive regulator of NF-k B signaling. A novel dimeric

IAP1, AZD5582, have high binding potency to XIAP, enabling to simultaneous inhibit XIAP and
clAP1/2. AZD5582 monotherapy showed cell growth inhibition for all MM cell lines, MM1S, RPMI8226,
U266 and KMS-5 and induced apoptosis. AZD5582 further showed anti-proliferation effect under the
IL-6 additional condition. AZD5582 combined with carfilzomib therapy showed a synergistic effect.
Enhanced apoptosis was also observed in combination therapy. Synergistic effect was further observed
with other conventional therapeutics. Simultaneous XIAP and clAP1/2 inhibition by the dimeric IAPi
AZD5582 is promising. This study provides a rationale of AZD5582 as a new treatment strategy in

monotherapy and in combination therapy.
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