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Specimen ID: | Collection Site: | Specimen Type:

Date Received: | Sample ID: | D/ID:

ABOUT ACTRisk™

ACTRisk™ is a nextfeneratlon sequencing (NGS) assay profiling 67 genes associated with hereditary
cancer. For further details of the test, please refer to the “TEST DETAILS” section.

Testing Results of Variants/Biomarkers with Clinical Relevance

Pathogenic/Likely Pathogenic Variants: Positive

Genomic Alterations Transcript | Zygosity | Classification

BRCA2 c.994del (1332fs) | NM_000059 | Heterozygous | Pathogenic

Cancer Risk Evaluation

BRCA2 Mutation Carrier

Cancer Risk General Population Risk
Breast 55-69% 13.0%
Ovarian 13-29% 1.3%
Prostate 19-61% 11.6%
Pancreatic 5-10% 1.5%
*NCCN guidelines: Genetic;Familial High-Risk Assessment: Breast, Ovarian, Pancreatic, and Prostate (2025. V2)
Rec dation
BRCA2 Mutation Carrier
Cancer Starting Age Fre
Risk-reducing mastectomy and Discuss with NA
Breast (Female) Risk-reducing agents doctor
MRI or Mammogram 30-75 year-old Annually
Clinical breast examination 25 year-old E‘r’r?c:)r/\fr;iz
dentifier
Project ID:

ACTRisk™ Report ettt

Variant Interpreta

BRCA2 Cli

cal Significance

1332fs Sequencing analysis confirmed the presence of the heterozygous germline

sequence change in BRCA2 c.994del (1332fs). This mutation is predicted to result in
the formation of a premature stop codon. At the time of original testing, the variant
meets the ACMG! criteria to be classified as a pathogenic variant, with pathogenic
criterion weighted as very strong (PVS1).

The variant detected in BRCA2 has been classified as associated with an increased
risk for the Hereditary Breast and Ovarian Cancer Syndrome. As this is a germline
mutation, the patient also has an increased risk of developing a wide variety of
other cancers, including breast, ovarian, prostate and pancreatic.

Estimated until 70 years old, the lifetime risk for breast cancer is 55-69%, for
ovarian cancer is 13-29%, for prostate cancer is up to 19-61%, for pancreatic
cancer is 5-10%.

Biological Impact

The BRCA2 gene encodes a tumor suppressor involved in the homologous
recombination pathway for double-strand DNA repair?. BRCA2 has been
implicated as a haploinsufficient gene with one copy loss may lead to weak protein
expression and is insufficient to execute its original physiological functions®.
BRCA2 germline mutations confer an increased lifetime risk of developing breast,
ovarian, prostate and pancreatic cancer, limited reports of related gastric cancer,
and Fanconi anemia subtype D1-associated risk of brain cancer, medulloblastoma,
pharyngeal cancer, chronic lymphocytic leukemia and acute myeloid leukemia'“.
Somatic mutations in BRCA2 are highest in colorectal, non-small cell lung cancer
(NSCLC), and ovarian cancers'.
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Identifier
Project ID:

ACTRisk™ Report e

. " Discuss with
Risk-reducing agents NA
Ovarian 6 28 doctor
Serum CA-125 and pelvic ultrasound Individualized NA
Risk-reducing salpingo-oophorectomy | 40-45 year-old NA
Clinical breast examination 35 year-old Annually
Breast (Male) - — =
Breast self-exam and education 35 year-old Individualized
Prostate Prostate cancer screening 40 year-old Individualized
N Consider MRI/MRCP or Endoscopic
Pancreatic ultrasonography screening 50 year-old Annually

*NCCN guidelines: Genetic/Familial High-Risk Assessment: Breast, Ovarian, Pancreatic, and Prostate (2025.2)

Variants of Unknown Clinical Significance

Genomic Alterations Transcript Zygosity Classification
ALK ¢.3574C>G (R1192G) NM_004304 | Heterozygous VUS
APC c.7061C>T (A2354V) NM_000038 Heterozygous VUS

About the Interpretation of the ACTRisk™

1l 17

Genetic counseling should be offered to patients to discuss the clinical implications of the test
result. Any interpretation provided in this report should clinically correlate with the patient's
profile and relevant family history. Genetic counseling should only be provided by healthcare
professionals with relevant qualifications or training.

Patients should consider sharing their test result with other family members if the result is positive.
Depending on the mode of inheritance, each of the siblings or children of the patient may have up
to 50% chance of inheriting the same mutation. Germline testing is not recommended in minors as
the test result may not benefit individuals in early childhood.

Follow-up testing of the identified germline mutation in other high-risk family members of the
patient may help them benefit from surveillance and early intervention to mitigate or lower their
cancer risk.

The information provided in the test report is not intended as a substitute for medical advice.
Please consult with a physician or other healthcare professionals should any questions arise.

VUS variants have unknown effects on gene function, have not been previously reported or have
been reported with inadequate or conflicting evidence regarding pathogenicity, clinical relevance,
or cancer risk. Therefore, variants classified as VUS should not be used in clinical decision making.
Please note that low penetrance and late age-of-onset variants that are associated with diseases
may be present at a low frequency in large population studies.
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