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The following Protocol contains medical necessity criteria that apply for this service. It is
applicable to Medicare Advantage products unless separate Medicare Advantage criteria are
indicated. If the criteria are not met, reimbursement will be denied and the patient cannot be
billed. Preauthorization is not required but is recommended if, despite this Protocol position,
you feel this service is medically necessary. Please note that payment for covered services is
subject to eligibility and the limitations noted in the patient’s contract at the time the services
are rendered.

Description

Systems pathology, an approach that combines cellular and biological features to standard clinical parameters
such as age, clinical or pathologic stage, grade, percent of cancer on biopsy cores, and prostate-specific antigen
(PSA) or its derivatives, is proposed as a way to estimate the probability of disease progression, either before or
after prostatectomy.

Background

Predicting risk of recurrence in patients undergoing treatment for prostate cancer is difficult, as it is for most
malignancies. Over time, risk models for patients with prostate cancer have evolved from early efforts that
relied on grade, stage, and PSA levels to complex multivariate models. A publication in 2008 indicates that there
are more than 65 published, externally validated prostate cancer nomograms and other tools that use standard
clinical parameters such as age, clinical or pathologic stage, grade, percent of cancer on biopsy cores, and PSA or
its derivatives to predict various clinical and pathologic outcomes. (1)

Recent studies have begun to examine a different approach by adding both cellular and biologic features to the
clinical and pathologic information just noted. This approach has been called “systems pathology.”

Aureon Laboratories offered two pathology tests called the Prostate Px+™ test and the Post-Op Px™ test
(formerly called Prostate Px). Prostate Px+ was described as useful at diagnosis to patients considering surgery
(radical prostatectomy) or other treatment options by providing physicians with objective information regarding
the probability of disease progression. Post-Op Px estimated risk of PSA recurrence and disease progression
after surgery. In October 2011, the company ceased operations and the tests are no longer offered.

Iris International offers the NADIiA® ProsVue™ test, which received U.S. Food and Drug Administration 510(k)
clearance in 2011. The NADIA ProsVue test evaluates risk of prostate cancer recurrence after radical
prostatectomy when PSA levels are less than 0.1 ng/mL. The NADIiA immunoassay, polymerase chain reaction
test is used to determine PSA levels on three serum samples taken between six weeks and 20 months after
radical prostatectomy. The PSA data are entered into the ProsVue software to ensure appropriate serum sample
use and calculation of assay results and to determine the rate of PSA change, the PSA slope.

Related Protocol

Saturation Biopsy for Diagnosis and Staging of Prostate Cancer
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Policy (Formerly Corporate Medical Guideline)

Use of tests utilizing systems pathology that include cellular and biologic features of a tumor is considered
investigational, including use in predicting risk of recurrence in patients with prostate cancer.

Services that are the subject of a clinical trial do not meet our Technology Assessment Protocol criteria and are
considered investigational. For explanation of experimental and investigational, please refer to the Technology
Assessment Protocol.

It is expected that only appropriate and medically necessary services will be rendered. We reserve the right to
conduct prepayment and postpayment reviews to assess the medical appropriateness of the above-referenced
procedures. Some of this Protocol may not pertain to the patients you provide care to, as it may relate to
products that are not available in your geographic area.
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