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Policy Description

Prostate-specific antigen (PSA) is a glycoprotein that is produced by both normal and neoplastic prostate
tissue. In normal conditions, PSA is produced as a proenzyme in the prostate and secreted into the lumen.
The propeptide is removed to activate the proenzyme; from there, it undergoes proteolysis to inactivate
it. This inactive form may enter the bloodstream and circulate as “free” PSA. This process differs in
prostate cancer; the basal cells that normally regulate this activation process are missing, which allows
the secreted PSA direct access into the bloodstream. This increases the PSA concentration in the serum.!

Due to these reasons, PSA is often used in assessment of prostate cancer, such as screening, monitoring,
diagnosis, and treatment management.

Terms such as male and female are used when necessary to refer to sex assigned at birth.
Indications and/or Limitations of Coverage

Application of coverage criteria is dependent upon an individual’s benefit coverage at the time of the
request. Specifications pertaining to Medicare and Medicaid can be found in the “Applicable State and
Federal Regulations” section of this policy document.

o Allow 1 screening PSA per year per the Centers for Medicare and Medicaid Annual PSA Screening
entitlement. (See Notes indicated below)

NOTES:

Note 1: According to the NCCN guidelines, “Testing after 75 years of age should be done only in very
healthy men with little or no comorbidity (especially if they have never undergone PSA testing or have a
rising PSA) to detect the small number of aggressive cancers that pose a significant risk if left undetected
until signs or symptoms develop. Widespread testing in this population would substantially increase rates
of overdetection and is not recommended.” Additionally, the term individuals in this policy apply to
individuals who have a prostate or were born with a prostate.
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Note 2: For individuals less than 76 years of age, elevated PSA requiring further evaluation is defined as a
total PSA measurement of greater than 3 ng/mL. For individuals 76 years of age or older, elevated PSA
requiring further evaluation is defined as a total PSA measurement of greater than or equal to 4 ng/mL.>

Note 3: According to ACS, 2019: “Most prostate cancers are found early, through screening. Early prostate
cancer usually causes no symptoms. More advanced prostate cancers can sometimes cause symptoms, such
as:

e Problems urinating, including a slow or weak urinary stream or the need to urinate more often,
especially at night

Blood in the urine or semen

Trouble getting an erection (erectile dysfunction or ED)

Pain in the hips, back (spine), chest (ribs), or other areas from cancer that has spread to bones
Weakness or numbness in the legs or feet, or even loss of bladder or bowel control from cancer
pressing on the spinal cord.”

Applicable State and Federal Regulations

DISCLAIMER: If there is a conflict between this Policy and any relevant, applicable government policy
for a particular member [e.g., Local Coverage Determinations (LCDs) or National Coverage
Determinations (NCDs) for Medicare and/or state coverage for Medicaid], then the government policy
will be used to make the determination. For the most up-to-date Medicare policies and coverage, please
visit the Medicare search website: https://www.cms.gov/medicare-coverage-database/search.aspx. For
the most up-to-date Medicaid policies and coverage, visit the applicable state Medicaid website.

Food and Drug Administration

Many labs have developed specific tests that they must validate and perform in house. These laboratory-
developed tests (LDTs) are regulated by the Centers for Medicare and Medicaid (CMS) as high-
complexity tests under the Clinical Laboratory Improvement Amendments of 1988 (CLIA °88). LDTs are
not approved or cleared by the U. S. Food and Drug Administration; however, FDA clearance or approval
is not currently required for clinical use.

The FDA has approved several screening tests for prostate cancer beginning with a PSA immunoassay in
1986.4

On June 14, 2012, the FDA approved the Access® Hybritech® p2PSA assay created by Beckman Coulter,
Inc. From the FDA website: “The Access® Hybritech® p2PSA assay is a paramagnetic particle,
chemiluminescent immunoassay for the quantitative determination of [-2] proPSA antigen, an isoform of
free PSA, in human serum using the Access Immunoassay Systems. Access@ Hybritech® p2PSA is
intended to be used in combination with Access® Hybritech® (total) PSA and Access@ Hybritech@ free
PSA to calculate the Beckman Coulter Prostate Health Index (phi), an In Vitro Diagnostic Multivariate
Index Assay (IVDMIA).”*

Applicable CPT/HCPCS Procedure Codes
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CPT Code Description

84152 | Prostate specific antigen (PSA); complexed (direct measurement)

84153 | Prostate specific antigen (PSA); total

84154 | Prostate specific antigen (PSA); free

G0103 | Prostate cancer screening; prostate specific antigen test (PSA)

Current Procedural Terminology® American Medical Association. All Rights reserved.

Procedure codes appearing in Medical Policy documents are included only as a general reference tool for
each policy. They may not be all-inclusive.
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03/18/2026

Reviewed and Updated: Updated the background, guidelines and recommendations, and
evidence-based scientific references. Literature review necessitated the following changes
in coverage criteria:
CCl1 edited for clarity, added “initial”’, now reads: “1) For average-risk individuals 45 years
of age and older (see Note 1), initial screening for prostate cancer with the total prostate-
specific antigen (PSA) test MEETS COVERAGE CRITERIA.”
Based on NCCN guideline updates to recommendations for percent free PSA, updates
made to CC4 and CCS5:
CC4 edited to remove percent free PSA as a standard follow up, moved subcriteria into
new Note 2. Now reads: “4) For individuals who have elevated PSA (see Note 2) or a
suspicious DRE, a follow-up in 6-12 months with total PSA MEETS COVERAGE
CRITERIA.”
CCS5, removed reference to “higher risk despite negative biopsy” and changed to “who had
an initial negative biopsy”, now reads: “5) For individuals who have elevated total PSA
and who had an initial negative biopsy, follow-up testing (no more often than follow-up
total PSA) with percent free PSA MEETS COVERAGE CRITERIA.”
For clarity, CC7.b. was divided and complexed PSA is now in CC7.c., now reads: “7) The
following testing DOES NOT MEET COVERAGE CRITERIA:

a) Percent free PSA as a first-line screening test for prostate cancer.

b) Percent free PSA or free-to-total PSA ratio for the routine screening of prostate
cancer.

c) Complexed PSA testing.”
New Note 2 to define elevated PSA.
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