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post-germinal centre (GC) B cells called plasma impairment, anaemia and/or bone disease. MM is

cells and accounts for ~2% of all new cancer cases preceded by two asymptomatic stages known as
(https://seer.cancer.gov/statfacts/html/mulmy.html). monoclonal gammopathy of undetermined significance
The accumulation of plasma cells in the bone marrow (MGUS) and smouldering multiple myeloma (SMM)
results in bone lesions and high levels of clonal where the clonal immunoglobulin is detected but

immunoglobulin in the blood. As such, patients present  generally there is no therapeutic intervention.

MM cells have undergone class-switch recombination (CSR) and somatic hypermutation (SHM) in the GC. The plasma cells acquire initiating primary genomic events (IGH translocations or hyperdiploidy) High-risk events’
in the GC and accumulate secondary events such as complex structural events, copy number abnormalities and mutations, which advance the disease through the asymptomatic stages of MGUS and SMM to MM dri £s5 High-risk events associated with disease
symptomatic MM. As the disease progresses, cells proliferate and expand and genomic instability increases, which results in the accumulation of genomic diversity. Spread of cells throughout the skeleton gives Dri river teven ? progression and poor prognosis include Resistance events®?®
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Overview of common genetic abnormalities in MM pattern
Relevant copy number and structural events'* Complex structural events*?
Loss of 1p (30%), gain of 1q (36%), loss of 13 (59%), * Nested or chained clusters of structural variants comprise chromothripsis (24%), ¢ Involve oncogene activation via enhancer hijacking TENT5C .
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