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Abstract

Multiple myeloma (MM) is a cancer of antibody-secreting plasma cells in bone
marrow, which represents the second most common hematological malignancy.
MM is a highly heterogeneous disease and can be classified into a spectrum of
subgroups based on their molecular and cytogenetic abnormalities. In the past
decade, novel therapies, especially, the first-in-class proteasome inhibitor
bortezomib, have been revolutionary for the treatment of MM patients. Despite
these remarkable achievements, myeloma remains incurable with a high
frequency of patients suffering from a relapse, due to drug resistance. Mutation
in the proteasome p5-subunit (PSMB3) was found in a bortezomib-resistant cell
line generated via long-term coculture with increasing concentration of
bortezomib in 2008, bult their actual implication in drug resistange in the clinic
has not been reported until recently. A recent study dismvert-‘dhur resistance-
inducing PSMB5 mulations from a relapsed MM palient receiving prolonged
bortezomib treatment. Analysis of thel dynamic clonal evolution revealed that
two subclones existed at the onset of disease, while the other two subclones were

induced. Protein structural modeling and functional assays demonstrated that all
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The number of novel therapies for the treatment of multiple myeloma (MM) is rapidly increasing
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export and CAR-T cells amongst others also being actively investigated.
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