Description of Additional supplementary files

Supplementary Datal: showing the individual genes selected for each gene panel used for spatial
transcriptomic sequencing.

Supplementary Data2: showing the differential gene expression (DGE) results across conditions levels
with Xenium Panel 1 genes. DGE was performed within low-level cell type clusters. The sheet names
depict the DGE method used and condition whose levels were compared.

Supplementary Data3: showing the differential gene expression (DGE) results across conditions levels
with Xenium Panel 2 genes. DGE was performed within low-level cell type clusters. The sheet names
depict the DGE method used and condition whose levels were compared.

Supplementary Data4: showing the differential gene expression (DGE) results across 'Smoking
ever'conditions levels of bulk RNA-seq data. DGE was performed within plague samples. The sheet
names depict the DGE method used and condition whose levels were compared.

Supplementary Data5: showing the differential gene expression (DGE) results across 'Smoking
ever'conditions levels of bulk RNA-seq data, with overlapping genes of the same comparison in Xenium.
DGE was performed within plague samples. The sheet names depict the DGE method used and condition
whose levels were compared.

Supplementary Data6: showing the differential gene expression (DGE) results across high-level cell types
of our scRNA-seq data. The sheet names depict the DGE method.

Supplementary Data7: showing the differential gene expression (DGE) results across low-level cell types
of our scRNA-seq data. DGE was performed within high-level cell type clusters.The sheet names depict
the DGE method.

Supplementary Data8: showing the differential gene expression (DGE) results across conditions levels
with our scRNA-seq data. DGE was performed within low-level cell type clusters. The sheet names depict
the DGE method used and condition whose levels were compared.

Supplementary Data9: showing the differential gene expression (DGE) results across high-level cell types
of Xenium Panel 1. The sheet names depict the DGE method and Baysor scale parameter used for
segmentation.

Supplementary Datal0: showing the differential gene expression (DGE) results across high-level cell
types of Xenium Panel 2. The sheet names depict the DGE method and Baysor scale parameter used for
segmentation.

Supplementary Datall: showing the differential gene expression (DGE) results across low-level cell
types of Xenium Panel 1. DGE was performed within high-level cell type clusters.The sheet names depict
the DGE method and Baysor scale parameter used for segmentation.



Supplementary Datal2: showing the differential gene expression (DGE) results across low-level cell
types of Xenium Panel 2. DGE was performed within high-level cell type clusters.The sheet names depict
the DGE method and Baysor scale parameter used for segmentation.

Supplementary Datal3: showing the differential gene expression (DGE) results across conditions levels
with Xenium Panel 1 genes. DGE was performed within low-level cell type clusters of media cells of
patients 1-4. The sheet names depict the DGE method used and condition whose levels were compared.

Supplementary Datal4: showing the differential gene expression (DGE) results across conditions levels
with Xenium Panel 2 genes. DGE was performed within low-level cell type clusters of media cells of
patients 1-4. The sheet names depict the DGE method used and condition whose levels were compared.

Supplementary Datal5: showing permutation test results of Panel 1& 2 neighbourhood clusters, using
neighbourhood enrichment scores as metric.

Supplementary Datal6: showing the differential gene expression (DGE) results across macrophage
substates of plaques 4,7,8,10 with Xenium Panel 1 genes.

Supplementary Data 17: Raw count matrix of bulk RNA-seq data

Supplementary Datal8: showing the metadata of patients used in the bulk RNA-seq dataset.



