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Chronic lymphocytic leukaemia (CLL) represents a clinically-heterogeneous malignancy of CD5* | * A total of 163,212 single-cells were segmented across all slides.  Through subclustering key parent lineages, we uncovered heterogeneous cellular populations
B-cell clones. * We identified diverse cell populations including B-cells, T-cell subsets, monocytes, including previously-described CD4* CD45R0O* T-cells as well as, intriguingly, CD45RA" and CD57*
* The tumour microenvironment (TME) within lymphoid compartments is critical in promoting macrophages, dendritic cells, NK-like-cells, and other stromal components (Figure 3). CLL B-cells which to our knowledge have not been commonly characterised in CLL (Figure 6).
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« However, a spatial and high-dimensional understanding of the CLL TME is lacking. Indeed, a of 2.1% (0.2% to 8.4%) of the tumour bulk expressing Ki67 indicative of a proliferative {| L «. ‘Iﬂ HHHMI i H |I I“ u “ M v d‘ ‘ H WWM g
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* Imaging mass cytometry (IMC) permits the highly-multiplexed assessment of >32 concomitant of macrophages and total CLL cells (Spearman; R = -0.84, p = 0.024; Figure 4). W | |M|P } WIIIII \ M TN g o
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* Formalin-fixed paraffin-embedded, CLL (n = 7) and non-malignant (n = 2) lymph node (LN) g " o
specimens were available for imaging. |
* Tissue slides were stained with a previously-optimised panel of 32 metal isotope-conjugated : : : CONCLUS|ONS
rimary antibodies designed to identify lineage-specific cell subsets, functional status and _
P y 5 y 5€-5P ’ : . . . . Applying IMC, we have effectively characterised the non-spatial landscape of the CLL TME.
stromal elements. Figure 3 (left). UMAP demonstrating the diversity of cellular subpopulations observed in the LN
I od using the H o e icroenvironment * Qur study has thus far revealed an altered composition between malignant and non-malignant
* Images were acquired using the erion Imagin stem. ' : : : : : : :
. An ii house WO?kfIOW Wasitilisedylfz)r downstfeargn i»rlna e analysis (Figures 1 and 2) Figure 4 (right). Correlation plot between relative proportions of macrophages and B-cells in CLL LNs. LNs, as well as considerable heterogeneity between CLL patients which mirrors the highly variable
& y & ' clinical and molecular paradigm observed in the disease.
m CELLU LAR HETEROGENEITY IN THE TME * Confirmatory ablations are ongoing to enable expansion of sample size and evaluation for
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