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> AVER:
SM-164 is a potent cell-permeable and bivalent Smac mimetic which bind to a XIAP protein with a
FE LR Ki value of 0.56nM, and binds to cIAP-1 and cIAP-2 proteins with Ki values of 0.31 and 1.1nM,
respectively
{55 | Apoptosis
B R XIAP cIAP-1 cIAP-2 - —
1C50 0.56nM(Ki) 0.31nM(Ki) 1.1nM(Ki) — —
SM-164 induced complete cIAP-1 degradation, it displayed weak inhibitory effects on the viability
of HCC cells. Nevertheless, SM-164 considerably potentiated Apo2 ligand or TNF-related
apoptosis-inducing ligand (APO2L/TRAIL)- and Doxorubicin-mediated anticancer activity in HCC
cells. Mechanistic studies demonstrated that SM-164 in combination with chemotherapeutic
agents resulted in enhanced activation of caspases-9, -3 and cleavage of poly ADP-ribose
RSMFFE | polymerase (PARP), and also led to decreased AKT activation. Although SM-164 is modestly more
effective than SM-122 in induction of cIAP-1/2 degradation, SM-164 is 1,000 times more potent than
SM-122 as an inducer of apoptosis in tumor cells, which is attributed to its much higher potency in
binding to and antagonizing XIAP. SM-164 radiosensitization in sensitive cells was associated with
NF-kB activation and TNFa secretion, followed by activation of caspase-8 and -9, leading to
enhanced apoptosis.
SM-164 induces rapid cIAP-1 degradation and strong apoptosis in the MDA-MB-231 xenograft
KRS | tumor tissues and achieves tumor regression, but has no toxicity in normal mouse tissues. SM-164
also radiosensitized human tumor xenograft while causing minimal toxicity.
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