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APE1/Ref-1 Redox Inhibitor APX3330

National Cancer Institute

Source
National Cancer Institute. APE1/Ref-1 Redox Inhibitor APX3330. NCI T hesaurus. Code

C150216.

An orally bioavailable inhibitor of apurinic/apyrimidinic endonuclease 1/reduction-oxidation
(redox) effector factor-1 (APE1/Ref-1; APEX1), with potential anti-angiogenic and
antineoplastic activities. Upon administration, the APE1/Ref-1 Inhibitor APX3330
selectively targets and binds to APE1/Ref-1. T his inhibits the redox-dependent signaling
activity of APE1/Ref-1, by preventing the reduction and activation of numerous
APE1/Ref-1-dependent oncogenic transcription factors (TFs), such as nuclear factor
kappa B (NF-kB), AP-1, STAT3, p53, NRF2 and HIF-1alpha, that are involved in signaling,
cell proliferation, tumor progression and survival of cancer cells. Therefore, this agent
inhibits the activation of multiple TF-mediated signaling pathways and inhibits tumor cell
proliferation and survival. APE1/Ref-1, a multifunctional protein overexpressed in many
cancer cell types, plays a key role as a redox regulator of transcription factor activation
and in base excision repair upon DNA damage. It drives cancer cell proliferation,
migration, drug resistance, angiogenesis and inflammation and its expression level
correlates with increased tumor aggressiveness and decreased patient survival. APX3330
specifically blocks the redox activity of APE1/Ref-1 and does not affect its ability to act as

a DNA repair endonuclease.
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