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Single Cell multi-omics for minimally invasive assessment of Treatment efficacy in WM
Assessing treatment efficacy is mandatory in Waldenstrom’s Macroglobulinemia (WM).
However, its prognostic value is limited and its role in treatment decisions is scarce. The CR
criterion in particular fails to identify patients with prolonged survival and to capture the efficacy
of therapies that are improving outcomes. We hypothesize that drugs targeting tumor B cells
may spare plasma cells that will continue secreting a monoclonal IgM, but are unable to drive
disease progression and therefore penalize the complete remission criterion. We hypothesize
that these plasma cells carry MYD88-%°F, and that these and other pre-neoplastic B cells with
mutated MYD88 may induce false-positive results if treatment efficacy is assessed according to
this genetic marker. We further hypothesize that, contrary to MYD88-2%" monitoring that is
applicable in patients carrying the mutation, flow cytometry has the potential to be universally
used in WM, provided that its sensitivity and specificity are substantially improved. To this end,
we will compare the transcriptional phenotype of clonotypic WM cells vs normal B cells and
plasma cells using scRNA/BCR-seq. Candidate genes coding for intracellular and surface proteins
will be validated for immunophenotyping using spectral flow cytometry towards the
development of an ultra-sensitive method to monitor tumor kinetics in WM.



