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Document Information
LCD ID
L37082

Original Effective Date
For services performed on or after
09/25/2017

LCD Title
MolDX: Prolaris™ Prostate Cancer Genomic Assay for Men with
Favorable Intermediate Risk Disease

Revision Effective Date
N/A

Proposed LCD in Comment Period
N/A

Revision Ending Date
N/A

Source Proposed LCD
DL37082

Retirement Date
N/A

AMA CPT / ADA CDT / AHA NUBC Copyright Statement
CPT only copyright 2002-2017 American Medical Association. All
Rights Reserved. CPT is a registered trademark of the American
Medical Association. Applicable FARS/DFARS Apply to
Government Use. Fee schedules, relative value units, conversion
factors and/or related components are not assigned by the AMA,
are not part of CPT, and the AMA is not recommending their use.
The AMA does not directly or indirectly practice medicine or
dispense medical services. The AMA assumes no liability for data
contained or not contained herein.

Notice Period Start Date
08/10/2017
Notice Period End Date
09/24/2017

The Code on Dental Procedures and Nomenclature (Code) is
published in Current Dental Terminology (CDT). Copyright ©
American Dental Association. All rights reserved. CDT and CDT2016 are trademarks of the American Dental Association.
UB-04 Manual. OFFICIAL UB-04 DATA SPECIFICATIONS
MANUAL, 2014, is copyrighted by American Hospital Association
(“AHA”), Chicago, Illinois. No portion of OFFICIAL UB-04 MANUAL
may be reproduced, sorted in a retrieval system, or transmitted, in
any form or by any means, electronic, mechanical, photocopying,
recording or otherwise, without prior express, written consent of
AHA.” Health Forum reserves the right to change the copyright
notice from time to time upon written notice to Company.

CMS National Coverage Policy
Title XVIII of the Social Security Act, §1862(a)(1)(A). Allows coverage and payment for only those services that are
considered to be reasonable and necessary.
Title XVIII of the Social Security Act, §1833(e). Prohibits Medicare payment for any claim which lacks the necessary
information to process the claim.
42 Code of Federal Regulations (CFR) 410.32(a). Diagnostic x-ray tests, diagnostic laboratory tests, and other diagnostic
tests: Conditions.
CMS On-Line Manual, Publication 100-02, Medicare Benefit Policy Manual, Chapter 15, §§80.0, 80.1.1, 80.2. Clinical
Laboratory services.
CMS Internet-Only Manuals, Publication 100-04, Medicare Claims Processing Manual, Chapter 16, §50.5 Jurisdiction of
Laboratory Claims, 60.12 Independent Laboratory Specimen Drawing, 60.2. Travel Allowance.
CMS Internet Online Manual Pub. 100-04 (Medicare Claims Processing Manual), Chapter 23 (Section 10) "Reporting ICD
Diagnosis and Procedure Codes".
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Coverage Guidance
Coverage Indications, Limitations, and/or Medical Necessity
This contractor will provide limited coverage for the Prolaris™ prostate cancer assay (Myriad, Salt Lake City, UT) to help
determine which patients with favorable intermediate risk, needle biopsy proven prostate cancer (as defined below), can be
conservatively managed rather than treated with definitive surgery or radiation therapy.

Summary of Evidence
In 2016, nearly 180,890 men in the US will be diagnosed with prostate cancer, which accounts for 10.7% of all new cancer
diagnosis. More than 26,120 men will die from this disease representing 4.4% of all cancer deaths. Gratefully, 98.9% of men
are surviving at 5 years.
Many men do not need treatment for their prostate cancer in as much as their prognosis is excellent even without treatment.
However, physicians and patients struggle to know who can safely be monitored versus the subgroup that needs more
aggressive treatment to achieve cure, recognizing that definitive treatment for localized prostate cancer can have lifelong
morbidities.
Traditionally, clinicopathologic characteristics are utilized to determine risk and subsequent treatment. Risk categories for
clinically localized prostate cancer include low-, intermediate-, or high-risk. The majority of men diagnosed with prostate
cancer are categorized as low- or intermediate- risk. Within the intermediate-risk group, more recent recognition of clinical
heterogeneity and variability in prognoses has led to a further subdivision into favorable (defined below as per NCCN 2017)
and unfavorable intermediate-risk.
Several risk stratification approaches, including those from the NCCN and AUA, have been introduced to try to determine
who is at risk of developing metastatic disease and who, if treated early, could avoid this outcome. A representative one
taken from the NCCN, divides early prostate cancer into several groups based initially on life expectancy, with a second
stratification using clinical exam, reassessment of life expectancy, biopsy (Gleason score), PSA and imaging.
These groups are detailed below:

Risk Category
Very Low

Clinicopathologic
Findings

• T1c AND
• Gleason
score ≤
6/Gleason
grade group
1 AND
• PSA ≤ 10
ng/mL AND
• < 3 prostate
cores with
tumor AND
• ≤ 50% tumor
in any core
AND
• PSA density
of < 0.15
ng/mL/g

Low

Intermediate
• T1-T2a AND
• Gleason
score ≤
6/Gleason
grade group
1 AND
• PSA ≤ 10
ng/mL

• T2b-T2c OR
• Gleason score
3+4 =
7/Gleason
grade group 2
OR
• Gleason score
4+3=7/Gleason
grade group 3
OR
• PSA 10-20
ng/mL

High
• T3a OR
• Gleason
Score
8/Gleason
grade group
4 OR
• Gleason
score 9
-10/Gleason
grade group
5 OR
• PSA > 20
ng/mL

Treatment
Options
≥ 20 y life
expectancy

• Active
Surveillance
• RT or Brachy
• RP (± LND)
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• Active
Surveillance
≥ 10 y life
expectancy

• Observation
< 10 y life
expectancy

• Active
Surveillance
• RT or Brachy
• RP (± LND)

• RP (± LND)
• RT ± Adj Horm
Brachy
• Brachy

• Observation

• RT ± Adj Horm
Brachy
• Brachy
• Observation

• RT + Adj

Horm
• RT +

Brachy ±
Adj Horm
• RP + LND
• N/A

Table 1: NCCN 2017 V2 - Localized Prostate Cancer Risk Stratification and Treatment (PSA – Prostate Specific
Antigen; RT – Radiation Therapy; RP – Radical Prostatectomy; LND – lymph node dissection; Adj Horm – Adjuvant
Androgen Deprivation)

The treatment algorithm for intermediate risk patients found in the 2017 NCCN guidelines for Prostate Cancer includes
footnote “o” on page PROS-4 stating that men with “favorable intermediate-risk prostate cancer (predominant Gleason grade
3 [i.e., Gleason score 3+4=7/Gleason grade group 2], and percentage of positive biopsy cores <50 percent, and no more
than one NCCN intermediate risk factor) can be considered for active surveillance”. The NCCN also acknowledges that such
a choice “should be approached with caution, include informed decision-making, and use close monitoring for progression”.
Use of clinical/pathologic stratification and treatment approaches has led to high cure rates for early stage prostate cancer.
Yet it is widely accepted that many men are over-treated to achieve the cure rate. In the PIVOT trial men with early prostate
cancer, initially randomized to radical prostatectomy or observation, showed that over 12 years there was no difference in
absolute mortality between the groups. However, this study was hampered by several problems including:
• Only 731 of 5023 eligible patients chose to participate in the study based on randomization criteria.
• In the group randomized to RP: only 85% of the men received definitively therapy (79% surgery; 6% other).
• In the observational group: 10% of the observation group received RP initially and additional 20% eventual received
definitive treatment.
• Despite broad inclusion criteria, > 50% of patients had a PSA of <10 (median PSA of 7) and had biopsy proven T1c
disease. Although there were a significant number of patients with Gleason score ≥7 (25%), 40% of men were classified
initially as being low risk; and 30% were intermediate.
Although subgroups were small, it appears that high-risk groups (including those with PSA > 10) benefitted from RP.
Furthermore, there was a trend for the intermediate risk patients to benefit from RP as well. The small number of patients
willing to enter the study, and the high rate of crossover (both initially and subsequently) demonstrates the difficulty of doing
observation trials in the United States.
Recent reports on prostate cancer diagnosis and management in the United States evaluated data from the US National
Cancer Data Base and the Cancer of the Prostate Strategic Urologic Research Endeavor (CaPSURE) to summarize the use
of various treatments, including changes over time. Although the use of active surveillance for men with low-risk prostate
cancer increased over time, it was utilized in only 18.4 - 40% of patients despite societal guidelines supporting its use in this
population. In the intermediate-risk group, active surveillance was pursued in only 4-8% of patients. The availability of
molecular diagnostic tests that provide a more accurate prediction of oncologic endpoints like 10-year disease specific
mortality, compared to standard clinical and pathologic features, provides an opportunity to identify men who may safely
pursue active surveillance and increase physician/patient confidence in that choice. The benefits associated with active
surveillance and foregoing immediate intervention for appropriate men include a reduction in treatment related complications
and avoidance of adverse events like erectile dysfunction, urinary incontinence, bowel dysfunction, and depression.

Prolaris™ Prostate Cancer
Assay Test Description
Prolaris™ is an RNA based assay measuring the expression of 31 cell cycle progression (CCP) genes and 15
“housekeeping” genes that act as internal controls and normalization standards in each patient sample. The assay is
performed on formalin fixed paraffin-embedded (FFPE) prostate cancer blocks. The assay results are reported as a
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numerical score along with accompanying interpretive information.
The Prolaris test report that is delivered to the ordering physician includes:
• The patient’s Prolaris Score (i.e. cell cycle progression score or “CCP”);
• The patient’s estimated 10-year prostate cancer mortality risk based on his Prolaris Score in combination with his
CAPRA score (the combined clinical-cell-cycle risk score, or “CCR”);
• A depiction of a threshold for prostate cancer mortality risk below which active surveillance may be safely considered.
The active surveillance threshold was developed based on the CCR score distribution in a training cohort of commercially
tested men who might typically be considered for active surveillance according to the NCCN*, based on their clinical
characteristics alone (n = 505). The training cohort included men meeting the following criteria: Gleason score ≤ 3+4; PSA <
10 ng/ml; <25% positive cores; and T-stage ≤ T2a (N=505). A threshold for the CCR score of 0.8 was conservatively
selected such that 90% of the men in the training cohort had scores below the threshold.
The threshold of 0.8 was then validated in two independent cohorts (combined n=765) of conservatively managed men with
known outcomes for prostate cancer specific mortality (PCM). The Prolaris Score was a strong prognostic indicator in both
validation cohorts, based on previous publications (See references 2 & 3). The threshold was able to dichotomize men into
significantly different risk groups. There were no prostate cancer deaths in the group of men with CCR scores below the
threshold of 0.8. The CCR score of 0.8 corresponded to a 10-year predicted risk of PCM of about 3%. In summary, the
threshold for the CCR score of 0.8 distinguishes men with prostate cancer who may safely pursue active surveillance from
those who may not be good candidates.
*NCCN Guidelines state that men with favorable intermediate-risk prostate cancer may be considered for active surveillance.
Our training cohort included a conservative version of favorable intermediate including ≤ 3+4 with all other low-risk factors.

Test Performance
The clinical performance of this assay was assessed in several retrospective validation studies. These include two British
cohorts of men diagnosed with prostate cancer on biopsy and then treated conservatively; and an additional cohort of men
diagnosed by TURP and conservatively managed. Further validation was performed in various other cohorts including men
who underwent radical prostatectomy, and men treated with definitive radiotherapy. The Prolaris™ cell cycle progression
score (CCP) was found to be an independent and more robust prognostic factor for disease related death than traditional
clinicopathologic factors although disease stage and Gleason score consistently portended a more negative prognostic
picture.

Criteria for Coverage
The Prolaris™ assay is covered for men with favorable intermediate risk prostate cancer only when the following clinical
conditions are met:
• Needle biopsy with localized adenocarcinoma of prostate (no clinical evidence of metastasis or lymph node
involvement), and
• FFPE prostate biopsy specimen with at least 0.5 mm of cancer length, and
• Patients with favorable intermediate-risk disease, defined by the NCCN as follows:
◦ Predominant Gleason grade 3 (i.e. Gleason score 3+4=7), percentage of positive cores <50%, and no more than
1 NCCN intermediate-risk factor)
NCCN intermediate risk factors include T2b-T2c, Gleason score 7, and PSA 10-20 ng/mL
• Patient has an estimated life expectancy of greater than or equal to 10 years, and
• Patient is a candidate for and is considering conservative therapy and yet and would be eligible for definitive therapy
(radical prostatectomy, radiation therapy or brachytherapy), and
• Result will be used to determine treatment between definitive therapy and conservative management, and
• Patient has not received pelvic radiation or androgen deprivation therapy prior to the biopsy, and
• Patient is monitored for disease progression according to established standard of care.

Analysis of Evidence
(Rationale for Determination)
Level of Evidence

Quality – Moderate
Strength – Moderate
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Weight –Moderate

This contractor recognizes that the evidence of clinical utility for the use of Prolaris for patients with favorable intermediate
risk, needle biopsy proven prostate cancer that can be conservatively managed rather than treated with definitive surgery or
radiation therapy is promising at the current time. However, this contractor believes that the endpoints (see below) in the
clinical registry currently in progress will generate sufficient data to demonstrate the utility of this test. Continued coverage for
Prolaris testing for favorable intermediate risk patients is dependent on annual review of prospectively derived scientific data
and peer-reviewed publications that demonstrate enhanced clinical utility for Prolaris testing. In this subgroup of patients.

Studies that demonstrate the following are currently underway by Myriad by demonstrating:
1. Favorable intermediate risk patients with low Prolaris scores who choose AS are not at high risk of definitive treatment
during monitoring for disease progression.
◦ Within this group of patients, the rate of definitive treatment intervention is expected to be <20%.
◦ In the absence of a universally accepted timeframe for repeat biopsies within existing AS recommendations, men
should be monitored for disease progression per NCCN guidelines v3.2016 “Principles of Active Surveillance”,
with the expectation of a repeat biopsy within 18 months of enrollment.
◦ For each patient who pursues definitive treatment (after initially pursuing AS), the time on active surveillance and
the reason for intervention will be collected, including:
◾ Increase in tumor volume or Gleason score on subsequent biopsy
◾ For patients who choose radical prostatectomy, the pathology report from the surgical specimen will be
recorded
◾ Imaging suggestive of disease progression (Response Evaluation Criteria in Solid Tumors; RECIST)
◾ Patient choice in absence of the above
2. Among the group of patients described in 1) above, those who proceed to definitive treatment will not be at a >20% risk
of disease progression, as defined by biochemical recurrence, metastases, or DSM.
3. Toward further demonstration of clinical utility, additional data collected will include
◦ The rate of AS, and
◦ Subsequent definitive treatment intervention, and
◦ Disease progression among men with favorable intermediate risk prostate cancer who do NOT receive a Prolaris
test.

This additional data is expected to firmly establish clinical utility by identifying men with intermediate risk prostate cancer with
a low Prolaris score who can be comfortable with AS and avoid unnecessary procedures and/or interventions.

Coding Information
Bill Type Codes:
Contractors may specify Bill Types to help providers identify those Bill Types typically used to report this service. Absence
of a Bill Type does not guarantee that the policy does not apply to that Bill Type. Complete absence of all Bill Types
indicates that coverage is not influenced by Bill Type and the policy should be assumed to apply equally to all claims.
N/A
Revenue Codes:
Contractors may specify Revenue Codes to help providers identify those Revenue Codes typically used to report this
service. In most instances Revenue Codes are purely advisory. Unless specified in the policy, services reported under other
Revenue Codes are equally subject to this coverage determination. Complete absence of all Revenue Codes indicates that
coverage is not influenced by Revenue Code and the policy should be assumed to apply equally to all Revenue Codes.
N/A
CPT/HCPCS Codes
Group 1 Paragraph:
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N/A
Group 1 Codes:
81479

UNLISTED MOLECULAR PATHOLOGY PROCEDURE

ICD-10 Codes that Support Medical Necessity
Group 1 Paragraph:
N/A
Group 1 Codes:
ICD-10 CODES

DESCRIPTION

C61

Malignant neoplasm of prostate

ICD-10 Codes that DO NOT Support Medical Necessity
N/A
ICD-10 Additional Information

General Information
Associated Information
Note also active LCD L36350 MolDX-CDD: Prolaris™ Prostate Cancer Genomic Assay.
Sources of Information
N/A
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