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NCCN Guidelines Panel: Genetic/Familial High Risk Assessment: Breast and Ovarian

Specific Changes:

Modify elements of the prostate cancer testing criteria included on page BRCA-1 to align with
recommendations in the NCCN Prostate Cancer Treatment guidelines. Specific suggestions are:

Modify the 3" bullet point on the 2" column as follows and add an additional footnote to:

e Personal history of metastatic prostate cancer® or NCCN risk group High or Very High
prostate cancer*.

e Footnote: *See the relevant NCCN treatment guidelines (NCCN Guidelines for Prostate
Cancer) for further details.

Modify the 4" bullet on the 2" column as follows and add an additional footnote to:

e Personal history of prostate cancer at any age with* (Note: Sub-bullets remain the
same)

e Footnote: *For men considering active surveillance or watchful waiting, consider
germline testing regardless of family history as germline mutations status may impact
management decisions (see NCCN Guidelines for Prostate Cancer treatment.

Modify footnote g to include prostate cancer specific mortality as a criteria for metastatic
prostate cancer.

e Metastatic prostate cancer is biopsy-proven and/or with radiographic evidence and
includes distant metastasis, regional bed or nodes or prostate cancer-specific mortality.
It is not a biochemical recurrence.

e Note: Patients may not be aware of the specific cancer-related details of their male
relatives who had prostate cancer, especially documentation of metastasis. Prostate
cancer specific mortality should be a surrogate for metastatic disease for family history
purposes.

FDA Clearance: Not applicable

Rationale:

Multiple studies and the NCCN Guidelines for Prostate Cancer Version 1 2019 note that men
with DNA-repair gene germline mutations are more likely to present with metastatic prostate
cancer and high grade prostate cancer.'* Family history alone may not be an adequate
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predictor of germline status using current NCCN guidelines.>® Germline testing for men with
metastatic, regional, high risk or very high risk prostate cancer, regardless of family history, is
consistent with the current NCCN Prostate Cancer Guidelines.> Once identified as mutation
carriers, men with prostate cancer may be eligible for targeted therapies (e.g., PARP inhibitor
trials, earlier use of platinum-based chemotherapies).>’®

In addition, men with germline mutations in certain genes (e.g., BRCA1, BRCA2 and ATM) are
more likely to progress to metastatic disease and/or death at a faster rate, even when the
prostate cancer is localized at diagnosis.>? While on active surveillance, they are also more
likely to upgrade on repeat biopsy.? Knowledge of the germline status of men with prostate
cancer may alter the management discussion in newly diagnosed patients, including the option
of active surveillance in men with localized prostate cancer. As noted in the NCCN Prostate
Cancer Guidelines, “this information should be discussed with such men if they are considering
active surveillance.”®
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