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Germline testing for inherited prostate cancer is
revolutionizing prostate cancer treatment for advanced and
metastatic disease and is beginning to inform management
for early-stage disease as well as prostate cancer screening

discussions. Increasingly, non-genetic providers are
performing genetic testing in their practices, necessitating
focused efforts to address genetic education and working
knowledge of genetic testing for responsible delivery of
testing to men with or at risk for prostate cancer.
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Germline genetic testing is being increasingly
performed for men with prostate cancer as well
as men at risk for prostate cancer.! Multiple genes
have been reported to contribute to prostate cancer
with varying risk estimates such as BRCA2, BRCAI,
HOXB13, CHEK2, DNA mismatch repair genes, and
ATM.** Some of these genes, such as BRCA2, BRCAI,
and ATM, are also associated with aggressive prostate
cancer and poor outcomes.*> National guidelines have
significantly expanded to include germline testing
for all men with metastatic prostate cancer, men with
high-risk disease, men with early-stage/low-risk
disease based upon pathology and family history, and
Ashkenazi Jewish ancestry.®” This expansion of genetic
testing has led to an increasing demand for genetic
counseling of men with prostate cancer, leading to
difficulty with timely access to genetic testing.

Many non-genetic providers, such as urologists,
oncologists, and primary care providers, have begun
to perform germline testing in their own practices,
raising the need to address appropriate pretest
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informed consent and post-test discussion and genetic
recommendations for patients. A survey of prostate
cancer providers in the Philadelphia region in 2017-2018
(n=56) revealed that 14% of providers always consider
genetic testing of their patients with prostate cancer,
and 50% sometimes consider testing.® Furthermore,
survey results revealed that 65% felt cancer inheritance
was important to discuss, 60% discussed the types of
genetic test results to expect in the pretest discussion,
55% felt it necessary to discuss the familial cancer risk
implications, and 45% responded it was important
to discuss the genetic discrimination laws.* A multi-
institutional survey of academic oncologists (n = 26)
revealed that 16/26 (62%) of oncologists reported taking
conducting their own genetic education and testing
of their patients with prostate cancer.’ Furthermore,
most of the tests ordered were comprehensive or large
cancer panels.’ Given the growth of genetic testing
occurring in non-genetic practices, providers need to
be aware of discussion elements for pretest informed
consent for men with prostate cancer based upon best
practice and as endorsed by multiple professional
organizations.'®*> Furthermore, knowledge of genetic
test results, recommendations, and implications for
men and their families is important for non-genetic
providers to impart to their patients once genetic test
results return."*”
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Key areas of working knowledge, discussion with
patients, and responsibilities of providers conducting
genetic testing include:'

Knowledge of cancer inheritance, genetic testing
considerations, and implications of test results.
Understanding of mutations in key genes relevant
to precision therapy, precision management, and
prostate cancer screening.

Identification of men meeting criteria for genetic
evaluation based upon personal and family history.
Discussion of cancer inheritance, family history
intake, genetic test options, benefits/limitations of
genetic testing, types of results, GINA law.
Understanding which lab to choose for quality and
experienced genetic testing.

Consideration of men’s psychosocial needs when
making a decision for genetic testing.

Discussion of genetic results and recommendations
based on test results and family history.
Understanding of variant reclassification and follow
up with patients.

Facilitating cascade testing or further genetic
evaluation for families.

Close collaboration between genetic and non-genetic

providers is needed to address the genetic evaluation
needs of men with prostate cancer and their families.

Disclosures

Dr. Veda N. Giri has no disclosures. O
References
1. Giri VN, Hyatt C, Gomella LG. Germline testing for men with

prostate cancer: navigating an expanding new world of genetic
evaluation for precision therapy and precision management. |
Clin Oncol 2019;37(17):1455-1459.

National Cancer Institute: Genetics of prostate cancer (PDQ)-
Health professional version. https://www.cancer.gov/types/
prostate/hp/prostate-genetics-pdq

Giri VN, Knudsen KE, Kelly WK et al. Role of genetic testing
for inherited prostate cancer risk: Philadelphia Prostate Cancer
Consensus Conference 2017. | Clin Oncol 2018;36(4):414-424.
Pritchard CC, Mateo J, Walsh MF et al. Inherited DNA-repair
gene mutations in men with metastatic prostate cancer. N Engl
] Med 2016,375(5):443-453.

Na R, Zheng SL, Han M et al. Germline mutations in ATM
and BRCA1/2 distinguish risk for lethal and indolent prostate
cancer and are associated with early age at death. Eur Urol
2017;71(5):740-747.

National Comprehensive Cancer Network: NCCN Clinical
Practice Guidelines in Oncology: (NCCN Guidelines®): Prostate
(Version 2.2019). Available at: https://www.ncen.org.

GIRI

. National Comprehensive Cancer Network: NCCN Clinical

Practice Guidelines in Oncology: (NCCN Guidelines): Genetic/
familial high-risk assessment: Breast and ovarian (version 3.
2019). Available at: https:/ /www.ncen.org.

. Giri VN, Trabulsi EJ, Lallas C, Kelly WK, Gomella LG. Provider

knowledge and practice needs regarding germline testing for
inherited prostate cancer. Prostate Cancer Foundation Poster:
Presented October 26, 2018.

. Paller CJ, Antonarakis ES, Beer TM et al. Germline genetic

testing in advanced prostate cancer; practices and barriers:
survey results from the Germline Genetics Working Group of
the Prostate Cancer Clinical Trials Consortium. Clin Genitourin
Cancer 2019;17(4):275-282.el

10.Riley BD, Culver JO, Skrzynia C et al. Essential elements of

genetic cancer risk assessment, counseling, and testing: updated
recommendations of the National Society of Genetic Counselors.
J Genet Couns 2012;21(2):151-161.

11. Hampel H, Bennett R, Buchanan A, Pearlman R, Wiesner G. A

practice guideline from the American College of Medical Genetics
and Genomics and the National Society of Genetic Counselors:
referral indications for cancer predisposition assessment.
Genet Med 2015;17(1):70-87.

12. Institute of Medicine (US) Committee on Assessing Genetic

Risks; Andrews LB, Fullarton JE, Holtzman NA, et al., editors.
Assessing Genetic Risks: Implications for Health and Social Policy.
Washington (DC): National Academies Press (US); 1994. Available
from: https:/ /www.ncbi.nlm.nih.gov/books/NBK236044 /

13.Robson ME, Bradbury AR, Arun B et al. American Society of

Clinical Oncology Policy Statement Update: Genetic and genomic
testing for cancer susceptibility. ] Clin Oncol 2015;33(31):3660-3667.

14. Assessing your patient’s hereditary cancer risk. American Society

of Clinical Oncology. [Accessed February 19, 2019]. Available
at: https:/ /www.asco.org/practice-guidelines/cancer-care-
initiatives / genetics-toolkit/assessing-your-patient%E2%80%99s-
hereditary

15.Hall MJ, Forman AD, Pilarski R, et al. Gene panel testing for

inherited cancer risk. ] Natl Compr Canc Netw 2014;12(9):1339-1346.

© The Canadian Journal of Urology™": International Supplement, October 2019 45



