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Multiple myeloma (MM) is a plasma cell malignancy characterized by
the accumulation of plasma cells in the BM. The use of novel agents
such as the proteasome inhibitor bortezomib in the treatment of MM
has significantly increased the survival of MM patients. The success of
bortezomib highlights the importance of the ubiquitin-proteasome
system (UPS) in MM. The UPS regulates protein turnover and plays a
key role in several cellular processes such as apoptosis, cell cycle
progression, cell proliferation and DNA replication. Unfortunately, MM
remains an incurable disease for the majority of patients with
significant resistance to therapy including bortezomib. To overcome
resistance and reduce side effects to bortezomib, selectively targeting
more disease specific components of the UPS might be more effective.
A valuable option could be E3 ubiquitin ligases since they are key
players in the UPS by determining which proteins are targeted for
destruction. The aim of this study was to investigate two different E3
ubiquitin ligases, the inhibitor of apoptosis proteins (IAPs) and the
anaphase promoting complex/cyclosome (APC/C) as potential new
targets in the treatment of MM.
This work contributed to a better understanding of the role of the UPS,
more specifically E3 ubiquitin ligases, in MM and could lead to the
discovery of novel treatment options for MM patients.
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