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CA005345 1 HGVS expressions
55451 (Clinvar) 4 NM_007294.4:c.5194-12G>A
Gene: BRCA1 (HGNC:672) NM_007294.4(BRCA1):c.5194-12G>A
Condition: BRCA1-related cancer predisposition (MONDO:0700268) NC_000017.11:9.43057147C>T
Inheritance Mode: Autosomal dominant inheritance CM000679.2:9.43057147C>T
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Evidence submitted by expert panel

ENIGMA BRCA1 and BRCA2 VCEP

The ¢.5194-12G>A variant is an intronic variant occurring in intron 19 of the BRCA1 gene. This variant is absent from gnomAD v2.1
(exomes only, non-cancer subset, read depth =25) and gnomAD v3.1 (non-cancer subset, read depth =25) (PM2_Supporting met). This
BRCAL1 intronic variant is located outside of the native donor and acceptor 1,2 splice sites, and the SpliceAl predictor score is 0.96,
predicting an impact on splicing (score threshold >0.20) (PP3 met). This variant was reported to result in aberrant mRNA splicing by
partial retention of intron 19 (PMIDs: 21673748, 21394826). Another study reported the same aberration as well as exon 20 skipping,
however it also reported a higher proportion of full length transcript (PMID: 31843900) (PVS1 (RNA) not applied due to conflicting
evidence). Multifactorial likelihood ratio analysis using clinically calibrated data produced a combined LR for this variant of 1126348153
(based on Cosegregation LR=6.5; Pathology LR=12.7; Co-occurrence LR=1.3; Family History LR=10799731), above the threshold for Very
strong evidence towards pathogenicity (LR >350) (PP4_Very strong met; PMID: 31131967, 31853058). In summary, this variant meets the
criteria to be classified as a Pathogenic variant for BRCAl-related cancer predisposition based on the ACMG/AMP criteria applied as
specified by the ENIGMA BRCA1/2 VCEP (PM2_Supporting, PP3, PP4_Very strong).

Met criteria codes

PP4_Strong D v Multifactorial likelihood ratio analysis using clinically calibrated data produced a combined LR for this variant of
1126348153 (based on Cosegregation LR=6.5; Pathology LR=12.7; Co-occurrence LR=1.3; Family History
LR=10799731), above the threshold for Very strong evidence towards pathogenicity (LR >350) (PP4 Very strong
met; PMID: 31131967, Internal lab contributors).

PP3 D v This BRCAL intronic variant is located outside of the native donor and acceptor 1,2 splice sites, and the SpliceAl
predictor score is 0.96, predicting an impact on splicing (score threshold >0.20) (PP3 met).


http://clinicalgenome.org/affiliation/50087
https://cspec.genome.network/cspec/ui/svi/doc/GN092?version=1.0.0
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https://cspec.genome.network/cspec/ui/svi/affiliation/50087

PM2_Supporting B v This variant is absent from gnomAD v2.1 (exomes only, non-cancer subset, read depth =25) and gnomAD v3.1 (non-
cancer subset, read depth =25) (PM2_Supporting met).

Not Met criteria codes

PVS1 B % This variant was reported to result in aberrant mRNA splicing by partial retention of intron 19 (PMIDs: 21673748,
21394826). Another study reported the same aberration as well as exon 20 skipping, however it also reported a
higher proportion of full length transcript (PMID: 31843900) (PVS1 (RNA) not applied due to conflicting evidence).
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