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Continuum of MGUS/SMM/MM
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Prognostic markers of SMM

MGUS - Mayo clinic
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Genomic of MM
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Genomic of MM
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Genomic landscape of SMM
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Genomic landscape of SMM
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Genomic landscape of SMM
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Genomic prognostication of SMM

85 untreated patients
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Genomic prognostication of SMM
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Genomic prognostication of SMM
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Genomic prognostication of SMM

Term No. (%) Estimate (95% Cl) P
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Mutational signatures
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The impact of mutational signatures in SMM
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Clonal evolution of SMIM

10 sequential WGS - SMM/MM
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Clonal evolution of SMIM

10 sequential WGS — SMM/MM
Evolution of mutational signatures
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Genomic landscape of SMM
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Immune evolution in MM
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Mechanism of immune escape in cancer
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Modification of immune microenvironment in MM
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Immune deregulation in MM
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Immunotherapies in MM
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A et al. ASH 2020; Lin Y, et al. ASH 2020; Mailankody S et al. ASH 2020; Alsina M, et al. ASH 2020; Costello C et al. ASH 2020; Jiang H et al. ASH 2020; Kumar S et al. ASH 2020



Conclusions
[
* Myeloma oncogenesis:
- Primary events (HRD & IGH transloc)
- Secondary events (MAPK, MYC, DNA repair)
* Aging and AID mutational processes are implicated in early genomic events

 APOBEC deregulations participate to the rise of subclones driving progression

* Modification of the immune micro-environnement during myeloma evolution
leading to a decrease ratio of memory cytotoxic T cells

> Implication to scoring system ?

» Early intervention to prevent progression ?



