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Supplementary Methods

Mutation, Copy number, and Structural Variant Calling

PRAD-CA, EOPC-DE, PRAD-UK cohorts:
For the PRAD-CA, EOPC-DE, PRAD-UK cohorts germline mutations and structural variants were obtained
from the DCC data portal (SNPs, InDels and complex short variants were called using GATK HaplotypeCaller,
FreeBayes and RTG, SVs were called using Delly and the TRAFIC mobile element insertion caller.) Somatic
mutation status (PCAWG-1 Consensus Pass-Only Somatic Whole Genome Mutation Calls, union callset of the
passing variants from the three core callers (Sanger, Broad, DKFZ-EMBL), plus MuSE 1.0, and filtering out calls
made by only one calle), allele-specific copynumber and structural variant (PCAWG6 Structural Variant merge
set v 1.6.Merge is based on SV calls from BRASS (Sanger), DELLY (EMBL-DKFZ), dRanger and SNOWMAN
(BROAD),. The data were accessed from https://pcawg.xenahubs.net

DFCI, CPDR, Decker, TCGA WGS and WES cohorts:
In case of the other four cohorts, germline mutations were called with HaplotypeCaller, and somatic point-
mutations and indels had been called using Mutect2 (GATK 3.8). The high fidelity of the reported variants
was ensured by the application of additional hard filters on top of the tools’ default ones. Only those germline
variants were considered that had a coverage of at least 15 and a variant quality of at least 20 (PHRED).
The minimum coverage of the somatic variants was set to 15 in the normal and 20 in the tumor, and they
also had to have a tumor LOD (logarithm of odds) of at least 6, and a normal LOD of 4. The minimum
tumor allelic frequency was set to 0.05. Allele-specific copy number (CN) profiles had been estimated by using
sequenza[1]. The grid-approximated posterior space was defined in the ploidy range [1,5] (0.1 bin size) and
cellularity range [0,1] (0.01 bin size). When the maximum a posteriori estimate resulted in an unlikely CN profile
(e.g. an unrealistically high ploidy coupled with a low cellularity), an alternative mode of the posterior was
selected manually. Structural Variants were called using BRASS (v6.0.0 - https://github.com/cancerit/BRASS)

MSI-status

The MSI-status of the samples were determined with MSISeq[2], and all of the samples proved to be MSS.
Also, the contribution of Signature 6 was negligible in all of the cases.

Definition of BRCA-deficiency

We defined BRCA-deficient as biallelic loss of BRCA1 or BRCA2, where biallelic loss is defined as 1, germline
mutation + LOH, or 2, somatic mutation + LOH, or 3, germline + somatic mutation, or 4, deep loss.

References

[1] F. Favero, T. Joshi, A. M. Marquard et al. Sequenza: allele-specific copy number and mutation profiles from tumor
sequencing data Ann Oncol. 2015;26(1):64–70.

[2] Huang MN, McPherson JR, Cutcutache I, Teh BT, Tan P, Rozen SG. MSIseq: Software for Assessing Microsatel-
lite Instability from Catalogs of Somatic Mutations. Sci Rep. 2015;5:13321

https://pcawg.xenahubs.net
https://github.com/cancerit/BRASS

	Supplementary Methods
	Genomic scar scores
	Mutational signatures
	SV signatures
	Microhomology
	WES HRD predictors
	WES HRD predictors HRDetect-colored
	Genomic scar scores in WGS
	HRD score vs HRDetect (WGS)
	WES vs WGS predictors
	Genotyping HR-related genes - WGS
	Genotyping HR-related genes - WES
	HRD-ITH
	HRDetect-ITH-Mets



