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Novel Biomarkers for the Diagnosis and Management of Prostate Cancer
DESCRIPTION
Biomarkers are "chemicals" found in blood, urine or tissue that can indicate both normal and abnormal processes.
One of the most well-known biomarker tests is the prostate-specific antigen (PSA). The PSA test, which detects
abnormally high blood levels of PSA, has been used for decades to screen for prostate cancer. Although (Prostate
Specific Antigen) PSA testing can help catch prostate cancer at an early stage, having an elevated PSA (> 3 ng/ml)
doesn't necessarily mean that an individual has cancer.
The use of PSA for early detection of prostate cancer has traditionally focused on the amount of PSA found
circulating in the free or unbound (fPSA) form. When expressed as a ratio of total prostate-specific antigen (tPSA) to
free prostate-specific antigen it can improve early detection, staging and monitoring of prostate cancer. The
proportion of free PSA to total PSA, using a cut-off of 25%, is more sensitive and specific than the traditional PSA
test.
Other combination serum tests that have a high predictive value are:
 The Prostate Health Index (PHI) which is a serum test for PSA, free PSA and p2PSA where results are
combined to calculate the probability of prostate cancer.
 Kallikrein markers (i.e., 4Kscore) test measures fPSA, tPSA, human kallikrein 2 (hk2) and intact PSA; this
test also considers age, digital rectal exam results and prior biopsy status.
PSA exists not only unbound but also in several complex forms. PSA3 (e.g. Progensa® PCA3 Assay) is a urine
test for prostate tissue specific RNA that is overexpressed in prostate cancer. The PCA3 has a high negative
predictive value for men with a prior negative biopsy using a PCA3 cut-off score of >25.
An epigenetic (biological mechanisms that activates/de-activates a gene) assay that may improve the stratification
of individuals being considered for repeat prostate biopsy is testing for hypermethylation of GSTP1, APC, and
RASSF1 (e.g. ConfirmMDx®) on the tissue from a biopsied prostate tumor. This test may help individuals with a
negative biopsy but elevated clinical risk factors determine the need for subsequent biopsies.
POLICY


Biomarker testing for percent free PSA (%fPSA), and/or Prostate Health Index (PHI), and/or kallikrein
markers (i.e., 4Kscore) prior to initial biopsy and/or repeat biopsy is considered medically necessary if the
medical appropriateness criteria are met. (See Medical Appropriateness below.)



PCA3 testing and/or gene (GSTP1, APC, and RASSF1) hypermethylation testing (e.g.,ConfirmMDx®)
testing following a biopsy are considered medically necessary if the medical appropriateness criteria are
met. (See Medical Appropriateness below.)



All other novel biomarker tests for the screening, detection, stratification, and management of prostate
cancer are considered investigational.

See also:



Gene Expression Profile Analysis for Prostate Cancer Management
Prostate Specific Antigen (PSA)
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MEDICAL APPROPRIATENESS


Biomarker testing is considered medically appropriate if ANY ONE of the following are met:
o

Percent free PSA (%fPSA), and/or Prostate Health Index (PHI), and/or Kallikrein markers (i.e.,
4Kscore) for initial and/or repeat biopsy when the PSA greater than 3ng/mL

o

PCA3 test and/or gene (GSTP1, APC, and RASSF1) hypermethylation testing (e.g.,ConfirmMDx®)
testing prior to repeat biopsy when ALL of the following are met:
 One prior negative prostate biopsy
 Clinical suspicion of prostate cancer

IMPORTANT REMINDERS


Any specific products referenced in this policy are just examples and are intended for illustrative purposes
only. It is not intended to be a recommendation of one product over another, and is not intended to
represent a complete listing of all products available. These examples are contained in the parenthetical
e.g. statement.



We develop Medical Policies to provide guidance to Members and Providers. This Medical Policy relates
only to the services or supplies described in it. The existence of a Medical Policy is not an authorization,
certification, explanation of benefits or a contract for the service (or supply) that is referenced in the Medical
Policy. For a determination of the benefits that a Member is entitled to receive under his or her health plan,
the Member's health plan must be reviewed. If there is a conflict between the Medical Policy and a health
plan, the express terms of the health plan will govern.

ADDITIONAL INFORMATION
Detection of aggressive prostate cancer permits identification of those individual most likely to benefit from
aggressive intervention. Conversely, those men harboring non-life-threatening disease would be able to avoid
unnecessary interventions. While the list of other biomarker tests (e.g., SelectMDx™, ExoDx™ Prostate, MiProstate™ Score) is growing rapidly, validation through further testing is needed.
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