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BACKGROUND OBJECTIVES CONCLUSIONS

Lobular breast cancer Tumor microenvironment « ToO characterize the spatial Different tfumor clusters characterised by different hallmarks were present in the same tumor, highlighting intra-patient
transcriptome  heterogeneity  of heterogeneity
« Invasive lobular breast carcinoma (ILC) represents ’: = G 53 L LR i 7 % ' . The tumor microenvironment (TME) is the set of lobular  BC including ifs tumor < Inter-patient heterogeneity was highlighted by the sample-specificity of some other tumor clusters
around 15% of all invasive breast cancers (BC) I o ;"3 K50 S T A normal cells, molecules and blood vessels that microenvironment - Differences in the spatial organisation of the clusters were associated with differences in disease outcome in our dataset, with @
« Characterized by late relapse ;:' - ‘ -'¢ h R 18 i ¢ : ' surround and feed a tumor cell « To inferrogate  whether spatial higher spatial heterogeneity (higher level of disorganisation) of fumor clusters being associated with disease relapse
. Loss of cell adhesion and typical “single file” pattern of @/ 45 | . '<g%€® | W r { .‘," « A tumor can influence its TME during evolution, ’rrons.cri!o’romics may improve the . Ourresults revealed a substantial inter- and infra-patient heterogeneity of ILC both at the tumor and TME levels. Different tumor
the cells (Fig. 1) J > & ' § > e and the TME can affect how a fumor grows prediction of the risk of recurrence in clusters characterized by specific hallmarks were associated to specific clinical features and disease outcome, offering novel

lobular breast cancer

perspectives for optimized ILC care
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«  Frequent mutation of CDH1, PIK3CA, PTEN, AKT] and spreads

METHODS

Spatial Transcriptomics

Clusters characterisation using
annotation and gene set
enrichment analysis for Hallmarks
gene sets (MsigDB) after
differential expression analysis

Inter-sample normalisation,
merge of the samples and
clustering analysis at the spot
level

Assessment of relations between
clusters abundance, contacts
and different clinical features

Spatial analysis of the obtained
clusters (level of contacts
between different clusters)

Spatial transcriptomics (ST) and
histo-morphological annotation
of the relative H&E slides

Fig. 2. ST slide (Visium, 10X Genomics)
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