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Targeting intracellular pathways in relapsed and refractory multiple myeloma
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Although the introduction of novel agents, such as proteasome inhibitors,
immunomodulatory drugs has improved the clinical outcomes of the patients with multiple myeloma
MM), most patients eventually relapse and develop drug resistance. Therefore, novel therapeutic
approaches to overcome bortezomib (BTZ) resistance are urgently needed. WEELl is a cell cycle
checkpoint kinase and a key regulator of DNA damage surveillance pathways. We have investigated the
efficacy of WEEl inhibitor in various MM cells including BTZ-resistant cells, showing that WEE1
inhibitor induced apoptosis in all MM cells. Moreover, WEELl inhibitor in combination with HDAC
inhibitor induced apoptosis in these cells more effectively than single agent. In conclusion, our
data suggest that WEEL might be a promising molecular target for the treatment of BTZ-resistant MM.
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