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The biological mechanisms driving the progression of the pre-malignant IgM-MGUS clone to sWM or
even transformed disease are still unknown

Mg 2

m

Healthy individual B cell lgM MGUS WM disease
Genetic predisposition Precursor cell Premalignant condition Malignant disease
No symptoms No symptoms No symptoms Symptoms

The risk of progression from IgM MGUS to cancer is 2% per year in the first 10 years after diagnosis and 1% per year thereafter.
Overall, the 20 years risk of progression varies from 19% to 55%, according to patient’s risk factors.

Kyle, R. A. et al. Blood 2012 and N. Engl. J. Med. 2018
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N Multivariate analysis
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Time to first treatment
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PRDM1 and TNFAIP3
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CNVs rate in WM and IgM-MGUS TNFAIP-3
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Factor PRDM1, n TNFAIP3, n p-value
. . (%) (%)
CNVs and clinical features WT | Los | WT | Los
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Time to first treatment (TTFT)
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CONCLUSIONS:

- We studied PRDM1 and TNFAIP3 CNVs in the context of FIL «BIO-WM trial»;

- PRDM1 and TNFAIP3 oncogenes losses were detected in 12-18% of this IgM
gammopathies prospective series;

- the co-occurrence of both losses was associated to a higher baseline tumor
burden and shorter TTFT

Future perspectives?
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...future perspectives

- Integrating these CNVs into the «BIO-WM» mutational
study (ASH 2025);
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- Integrating these CNVs with published prognostic score * f
(Bustoros et al., Dogliotti et al.); e //

- Analyzing leftover samples to identify new biomarkers
(e.g, microbiome and WES)
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