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For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors and
reviewers. We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Portfolio guidelines for submitting code & software for further information.
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- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Seurat (cloud.r-project.org/web/packages/Seurat/index.html)

Speckle (https://github.com/Oshlack/speckle)

Harmony (https://github.com/immunogenomics/harmony)

uwot (cran.r-project.org/web/packages/uwot/index.html)

The raw snRNA-seq as well as bulk-tissue RNA-seq data generated in this study have been deposited in the European Genome-Phenome Archive (EGA) under
accession code EGAS00001005861/ EGAD00001008403 (https://ega-archive.org/studies/EGAS00001005861). The data are available under restricted access as it is
potentially identifiable based on patient genotype. Access can be obtained by researchers upon application through EGA to the study data access committee (DAC)
of the University of Melbourne. The DAC will attempt to provide a response to all applications within ten days of submission and render a final decision within no
more than four weeks. Once the DAC has in principle approved an application a data transfer agreement (DTA) will be mutually agreed and executed between
institutions and data will then be made available through EGA. The remaining data are available within the article and supplementary information. Source data
required for the reproduction of figures presented in this study are available from figshare (https://dx.doi.org/10.6084/m9.figshare.21080476). The publicly
available microarray datasets used in this study are available from the Gene Expression Omnibus (accession numbers GSE131907 [https://www.ncbi.nlm.nih.gov/
geo/query/acc.cgi?acc=GSE131907]; [30], GSE146771 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE146771]; 31], GSE2841 [https://
www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE2841]; [9], GSE19422 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE19422]; [84], GSE19987 [https://
www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE19987]; [85], GSE39716 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE39716]; [86], GSE50442
[https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE50442],; [86], GSE51081 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE51081]; [87], and
GSE67066 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE67066]; [88]) and ArrayExpress (accession number E-MTAB-733 [https://www.ebi.ac.uk/
arrayexpress/experiments/E-MTAB-733]; [58]). Additionally, publicly available Affymetrix Cytoscan HD array data is available from the Gene Expression Omnibus
under accession numbers GSE61594 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE61594]; [77] and GSE94378 [https://www.ncbi.nlm.nih.gov/geo/
query/acc.cgi?acc=GSE94378]; [26].

No statistical method for sample size determination was performed. Sample size was dictated by the availability of the rare cancer tissue
samples and the financial resources for analysis. Samples were selected to represent a broad spectrum of tumor genotypes. Sufficient
biological replicates were used for statistical analysis to identify differential gene expression sample groups.

snRNA-seq analysis

Removal of cells if a) raw counts for each sample were annotated with ‘doublet scores’ using Scrublet (version 0.2.1) removing any cells
exceeding doublet scores of 2 median absolute deviations (MAD) b) if the percent of total read counts belonging to mitochondrial genes
exceeded 5 MAD values. c) Within each sample, cells were filtered out if their detected gene count or total counts were lower than a
prescribed threshold with respect to cell type where a threshold of -4 MADs was chosen for cells classified as B cells, T cells, mast cells or NK
cells, otherwise a threshold of -2.5 MADs was used for all other cell types.

Inspection of gene-expression between cell types within individual samples was done to exclude genes associated with potential ambient RNA
originating from an unrelated cell types. We found genes highly expressed in adrenocortical cells were overrepresented in chromaffin cells
from normal adrenal medulla (NAM) tissues therefore post-hoc filtering of these adrenocortical genes was performed for comparison of
neoplastic nuclei and normal chromaffin cell nuclei. Therefore adrenocortical genes were identified and excluded if they were a)
underexpressed in neoplastic cells compared to NAM chromaffin cells in 6 of 7 PCPG subtype comparisons (logFC<0, Benjamini-Hochberg
adjusted p<0.05) and b) overexpressed in the adrenocortical cells versus all other cell types (logFC>0, Benjamini-Hochberg adjusted p<0.05).
Bulk RNA microarray gene-expression

Low quality Affymetrix array data from published studies involving GEO accession GSE19987 and GSE2841 were removed as they had
significantly higher than average normalized unscaled standard errors (NUSE) and clustered as discrete group away from other sample data by
UMAP.

No technical replication was performed for snRNA-seq, immunohistochemistry or in situ hybridization experiments.

Samples were randomised before generation of data using snRNA-seq method.




