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VUS (Variant of Unknown Significance)



Amendment H®

GENETIC RESULT: NEGATIVE - NO CLINICALLY SIGNIFICANT MUTATION IDENTIFIED
Note: "CLINICALLY SIGNIFICANT," as defined in this report, is a genetic change that is associated with the

potential to alter medical intervention.
TREATMENT IMPLICATIONS

Patients with breast, ovarian, pancreatic, or prostate cancer who do not have deleterious or suspected deleterious germline BRCAT1 or
BRCA2 mutations may not be eligible for treatment with Lynparza® (olaparib).

ADDITIONAL FINDINGS: VARI S) OF UNCERTAIN SIGNIFICANCE (VUS) IDENTIFIED

GENE VARIANT(S) OF UNCERTAIN SIGNIFICANCE INTERPRETATION

o _

ADDITIONAL INFORMATION

UNCERTAIN CLINICAL SIGNIFICANCE

Genes Analyzed: Unless otherwise noted sequencing and large rearrangement analyses were performed on the following genes:
BRCA1, BRCA2

Intended Use: This device is used as an aid for detecting germline BRCA1 or BRCA2 gene mutations in genomic DNA extracted from

2% bDH b

NOTE: This amended report reflects a change in the interpretation of this patient's test result. c.331_347delinsC (p.Asn111Leufs*5)
in BRCA2 was originally reported as a "genetic variant of uncertain significance" and has been reclassified to a clinically significant
genetic variant, suspected deleterious. This amended report does not change the identification or interpretation of any other

variant.

GENETIC RESULT: POSITIVE - CLINICALLY SIGNIFICANT MUTATION IDENTIFIED

Note: "CLINICALLY SIGNIFICANT," as defined in this report, is a genetic change that is associated with the
potential to alter medical intervention.

MUTATION

e _

INTERPRETATION

SUSPECTED DELETERIOUS

TREATMENT IMPLICATIONS

Patients with breast, ovarian, pancreatic, or prostate cancer who have deleterious or suspected deleterious germline BRCA1 or BRCA2
mutations may be eligible for treatment with Lynparza® (olaparib). Patients with breast cancer who have deleterious or suspected
deleterious germline BRCAT or BRCA2 mutations may be eligible for treatment with Talzenna® (talazoparib tosilate).

ADDITIONAL FINDINGS: NO VARIANT(S) OF UNCERTAIN SIGNIFICANCE (VUS) IDENTIFIED

ADDITIONAL INFORMATION

Genec Analuzed: lInlece ntherwice nated ceniiencina and larae rearranaement analucac were nerfarmed an the fallowina aenec:
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PolyPnen-2 repo:. ..+ [IIIININIGEGE

‘~a AA; AA; Description

= ¥ C  Canonical; RecName: Full=Breast cancer type 2 susceptibility protein; AltName: Full=Fanconi anemia group D1 protein; Length: 3418

PolyPhen-2 v2.2.3r406

This mutation is predicted tobe BENIGN with a score of 0.003 (sensitivity: 0.98; specificity: 0.44)

0.00 0.20 0.40 0.60 0.80 1.00

This mutation is predicted tobe BENIGN with a score of 0.002 (sensitivity: 0.99; specificity: 0.18)

0.00 0.20 0.40 0.60 .80 1.00

|4| Multiple sequence alignment UCSC MultiZ46Way GRCh37/hg19 (08-Oct-2009)
™' 3D Visualization PDB/DSSP Snapshot 25-May-2021 (178229 Structures)
areo. ivan adzhubey biobyte solutions

m National Library of Medicine

National Center for Biotechnology Information

d bSN P Short Genetic Variations

Welcome to the Reference SNP (rs) Report
All alleles are reported in the Forward orientation. Click on the Variant Details tab for details on Genomic Placement, Gene, and Amino Acid
changes. HGVS names are in the HGVS tab.

Reference SNP (rs) Report
LDownload § @ (2]

Current Build 156
Released September 21, 2022

Organism Homo sapiens Clinical Significance Not Reported in ClinVar

Position chr13:32339319 (GRCh38.p14) @ Gene: Consequence BRCA2:Missense Variant

Alleles A>C/A>G /A>T Publications 0 citations

Variation Type SNV Single Nucleotide Variation GenomicView Seersongenome

Frequency None

[ Variant Clinical HGVS Submissions History Publications Flanks
Details Significance
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Beyond BRCA = MGPT

« ASCORNCCNZ XD H A F 54 v Tld. Mulch Gene Panel Testing (MGPT) %
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Tung, Nadine, et al. "Selection of germline genetic testing panels in patients with cancer: ASCO guideline." Journal of Clinical Oncology (2024): JCO-24.
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