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Supplementary Tables

Table S1: Subset of European TCGA-UCEC cases included in the variant frequency
comparison with the gnomAD population of Non-Finnish Europeans. (provided in
separate Excel file)

Table S2: Phenotypic characteristics of the familial endometrial cancer cases. (provided in
separate Excel file)

Table S3: Summary of sequencing coverage and number of variants identified for each
familial endometrial cancer case prior to filtering. (provided in separate Excel file)

Table S4: List of known and purported endometrial cancer risk genes. (provided in
separate Excel file)

Table S5: List of pathogenic and likely pathogenic variants identified in the genes of
interest in gnomAD (non-Finnish Europeans) and TCGA-UCEC cases. (provided in
separate Excel file)



Kondrashova O., Shamsani J. et al.

Supplementary Figures

Variant files - vcf (n of cases):
* gnomAD r2.1.1 genomes (n=15,708)
* gnomAD r2.1.1 exomes (n=125,748)
+ TCGA UCEC (n=539)

v
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using VEP for all transcripts
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Filter annotated variants by transcript
(RefSeq IDs)
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Filter variants by ethnicity and cohort:
* NFE (gnomAD)/ European cases (TCGA)
* Non-cancer (gnomAD exomes)

+ TCGA UCEC (n=308)
* gnomAD exomes & genomes (n=95,095)

\
Subset variants by:
ClinVar reports Truncating variants
+ Pathogenic OR Likely pathogenic & « Frameshift OR (Nonsense & not last
» Consequence # UTR variant, exon) OR Splice-site (+2bp) &
downstream, upstream « ClinVar # benign, likely benign

* Manual review of variants with
conflicting reports or no assertion

Gene specific rules:
POLE & POLD1 — missense variants only
PMS2 (excluding pseudogene regions ex9 & ex11-15)

Figure S1: Variant filtering workflow used for germline pathogenic and likely pathogenic
variants included in this study for TCGA-UCEC and gnomAD datasets. NFE — Non-Finnish
Europeans; VEP - Variant Effect Predictor; UTR — Untranslated region.
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Figure S2: De novo mutational signature analysis in the TCGA-UCEC cases with pathogenic or
likely pathogenic variants. Germline variant status for MMR pathway genes is shown. MMR —
mismatch repair; MSI — microsatellite instability; WT — wild-type.



