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The MIBI TNBC data used in this study are available at https://www.angelolab.com/mibi-data. The CODEX colon cancer data used in this study are available at
https://data.mendeley.com/datasets/mpjzbtfgfr/1. The IMC diabetes data used in this study are available at https://data.mendeley.com/datasets/cydmwsfztj/1 and
https://data.mendeley.com/datasets/cydmwsfztj/2. The prostate cancer and melanoma data are available under restricted access as our patient consent does not
allow depositing data online, access can be obtained by contacting the corresponding author.

No sample size calculation were performed in this study. The number of datasets used in the study was selected to show the diversity of
capabilities of the tool across different tissue contexts and diseases. All samples of the datasets were included (except where mentioned in
"Data exclusions") to capture as much heterogeneity as possible.

We only included in our border detection algorithm example prostate cancer images with at least 300 immune and tumour cells. This ensured
a large enough number of cells to allow meaningful spatial patterns. For analysis of the distances of endothelial cells to islets, we only used
images with at least 10 endothelial cells. Although the original paper of the breast cancer dataset states 41 patients (Keren et al. 2018), there
was only data available online for 40. In Figure 4, samples without the relevant cell types were excluded. Colon cancer samples from the
CODEX dataset without B cells were excluded from the calculation of the ANNI for B cells.

All findings can be reproduced. The data analysis and simulation code to reproduce all results of the manuscript is available at: https://
github.com/TrigosTeam/SPIATspaSimNCCodeShare.

Randomization was not applicable to the study as we did not perform sample collection. Samples from the datasets had been previously
classified by the original authors based on the known biology of each sample or the clinical characteristics of the patients.

Blinding was not applicable because all samples of each of the datasets were analysed with the same automated pipeline.




