How does germline genetic
testing work?

Most commonly, a multigene panel is
used to check a saliva or blood sample
for alterations in several different genes
at the same time. In prostate cancer,
these genes may include BRCA1, BRCA2,
ATM, CHEK2, MLH1, MSH2, PMS2, TP53,
and HOXB13.2 All these genes have
unique and important effects on prostate
cancer risk, disease behavior, and/or
response to certain treatments, such as
PARP inhibitors.

Several different multigene tests are
now available. Your doctor needs to
order these tests. Tests you can order
yourself do not test for all the important
alterations in prostate cancer.

Does insurance cover these
tests?

Most insurance plans cover germline
genetic testing for patients with prostate
cancer, especially if you have advanced
or high-risk disease. Your healthcare
provider should be able to check if your
plan provides coverage.

Additional resources

» Prostate Cancer Foundation® (PCF™): Genetic Testing
for Prostate Cancer

* Somatic and Germline Genetic Testing Guide for
Patients with Advanced Prostate Cancer

* National Society of Genetic Counselors: Directory of
Genetic Counselors in the US and Canada
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The Prostate Cancer Foundation® (PCF™) funds the
world’s most promising research on the biology and
treatment of prostate cancer, accelerating those
discoveries into therapies and strategies designed
to improve patients’ quality of life and survival.

PCF is committed to bringing together patients,
researchers, loved ones, and clinicians as a singular
community focused on reducing death and suffering
from this disease.
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What are germline alterations?

DNA is the genetic code that tells our
bodies how to grow and work. A germline
alteration (also known as an inherited
cancer risk gene) is a change in a parent’s
DNA that is passed down to a child. When
present, these alterations are found in
nearly every cell in the body. In prostate
cancer, different types of germline
alterations may impact:

e Someone’s risk of getting the disease
e How fast it is likely to spread

e How it responds to specific (targeted)
treatments

Most prostate cancers happen by chance.

But germline alterations are found in about
10-15% of people with metastatic prostate
cancer, and in a smaller number of patients
with earlier-stage or lower-risk disease.!

What does genetic testing for
germline alterations tell us?

Testing is valuable for several reasons.

For patients with metastatic castration-
resistant prostate cancer (InCRPC), testing
helps predict if certain drugs will work!
For example, PARP inhibitors like olaparib
and rucaparib work best if patients have
germline alterations in genes involved in
DNA repair.

In addition, these tests give information
about a patient’s risk for other cancers,
such as female or male breast cancer,
ovarian cancer, and pancreatic cancer.
This can help guide decisions about
how to tailor cancer screening and other

preventive steps, such as lifestyle changes.

Also, because germline alterations can run
in families, sharing test results can help
other family members think about their
cancer risk and make informed choices
about genetic testing, cancer screening
and prevention, and family planning.

A licensed genetic counselor or
experienced healthcare provider can help
patients with prostate cancer understand
their test results and what information to
share with relatives.

Testing for germline Q /
alterations looks for
specific changes in 2;\

genes passed down
from your parents.

Who should get tested?

Current guidelines recommend testing
for germline alterations if someone with
prostate cancer has:?

e Advanced or metastatic prostate cancer
(ie, cancer that has spread outside the
prostate gland, to the lymph nodes or
other places in the body)

e A high or very high risk of cancer
spreading outside the prostate gland

e Ashkenazi Jewish ancestry

¢ At least one close blood relative with
breast cancer by age 50, or ovarian
cancer, pancreatic cancer, male breast
cancer, advanced or metastatic prostate
cancer, or high or very high-risk prostate
cancer

e At least two close blood relatives with
prostate or breast cancer on the same
side of the family

Testing may be useful in other cases, too.
Your healthcare provider or a licensed
genetic counselor can help you decide if
you should get tested.




