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INTRODUCTION

Diffuse large B cell and follicular lymphomas
share a common germinal center B cell
precursor. They originate from B cells at distinct
stages of the germinal center reaction and
through different interactions with the tumor
microenvironment.

Also, 2% to 3% of follicular lymphoma patients
transform into aggressive lymphoma each year,
with no clear predictors.
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Using a multi-omic single-cell approach, we
aimed to understand the molecular and
transcriptional heterogeneity of both tumoral
and TME cells in FL and DLBCL.

METHOD

A COMPREHENSIVE SINGLE-CELL MULTIOMIC ANALYSIS TO DEPICT THE
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We identified 9 major clusters in the scRNAseq analysis. The most
prevalent cells in the TME were T cells (CD4+).
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B cells were reclustered into 6 malignant and 3 non-malignant clusters. All
samples contained subpopulations of several malignant clusters.

ntFL

- DLBCL samples exhibited a high degree of heterogeneity. ABC may
originate from pre-M or activated B cells.

- There were GC B cells in ABC patients.

- No differences between tFL and GCB DLBCL samples.
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We identified 7 T-cell clusters. DLBCL samples exhibited a high degree of
heterogeneity. Again, there were no differences between tFL and GCB
DLBCL samples.

ntFL

CD4+ cells induced T cell tolerance (IL6/STAT3, PD-1), while exhaustion
markers were highly expressed in effector CD8+. DLBCL and tFL had a
stronger pattern of exhaustion. Follicular helper T cells in ntFL did not
express exhaustion markers.

1 GCB DLBCL
3 DLBCL
i 2 ABC DLBCL
Y. 5 lymphoma
= sgmples
at diagnosis single-cell
1 ntFL 0
suspensions
3 control
tonsils .
paraffin
-
) DX e A
l l
| |
scDNA-seq scRNA-seq spatial transcriptomics

Mission Bio

10xGenomics

10xGenomics

Regarding scDNAseq analysis, no correlation between scRNA and
scDNAseq clones. Molecular similarities between tFL and GCB.
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Finally, we performed spatial transcriptomic analysis. Completing it will
allow us to further characterize the different microenvironments.

CONCLUSIONS

1) Our results confirm the heterogeneity of germinal center lymphomas and support the impact of

the microenvironment in lymphomagenesis.

2) tFL patient was more similar to GCB than ntFL at diagnosis. Some potential predictors of FL
transformation at diagnosis could be: high levels of CD4", low levels of naive T and myeloid cells,

exhausted follicular helper T cells and a DZ/LZ transcriptional pattern.

3) There was no clear correlation between scDNA and scRNAseq subclones. Our samples appear
to follow a linear evolution model. Epigenetic changes, such as KMT2D mutations, were early

events, suggesting that some epigenetic drugs could be effective.
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