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Medical Benefit
Preauthorization

No

Effective Date: 10/01/16
Next Review Date: 07/19
Review Dates: 09/10, 07/11, 07/12, 07/13, 07/14, 07/15, 07/16, 07/17, 07/18

This protocol considers this test or procedure investigational. If the physician feels this service
is medically necessary, preauthorization is recommended.
The following protocol contains medical necessity criteria that apply for this service. The criteria
are also applicable to services provided in the local Medicare Advantage operating area for those
members, unless separate Medicare Advantage criteria are indicated. If the criteria are not met,
reimbursement will be denied and the patient cannot be billed. 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.
Populations
Individuals:
• With stage II or III colon
cancer

Interventions
Interventions of interest are:
• Gene expression profile
testing

Comparators
Comparators of interest are:
• Risk prediction based on
clinicopathologic factors

Outcomes
Relevant outcomes include:
• Disease-specific survival
• Test accuracy
• Test validity
• Change in disease status

DESCRIPTION
Gene expression profiling (GEP) tests have been developed for use as prognostic markers in stage II or III colon
cancer to help identify patients who are at high risk for recurrent disease and could be candidates for adjuvant
chemotherapy.
SUMMARY OF EVIDENCE
For individuals who have stage II or III colon cancer who receive GEP testing, the evidence includes development
and validation studies and decision-impact studies. Relevant outcomes are disease-specific survival, test accuracy and validity, and change in disease status. The available evidence has shown that GEP testing for colon cancer
can improve risk prediction, particularly the risk of recurrence in patients with stage II or III colon cancer. However, the degree of difference in risk conferred by the test is small. Evidence to date is insufficient to permit
conclusions on whether GEP classification is sufficient to modify treatment decisions in stage II or III patients.
Studies showing management changes as a consequence of testing do not demonstrate whether such changes
improve outcomes. The evidence is insufficient to determine the effects of the technology on health outcomes.
POLICY
Gene expression assays for determining the prognosis of stage II or III colon cancer following surgery are considered investigational.
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POLICY GUIDELINES
GENETICS NOMENCLATURE UPDATE
The Human Genome Variation Society nomenclature is used to report information on variants found in DNA and
serves as an international standard in DNA diagnostics. It is being implemented for genetic testing protocol
updates starting in 2017 (see Table PG1). The Society’s nomenclature is recommended by the Human Variome
Project, the HUman Genome Organization, and by the Human Genome Variation Society itself.
The American College of Medical Genetics and Genomics and the Association for Molecular Pathology standards
and guidelines for interpretation of sequence variants represent expert opinion from both organizations, in
addition to the College of American Pathologists. These recommendations primarily apply to genetic tests used
in clinical laboratories, including genotyping, single genes, panels, exomes, and genomes. Table PG2 shows the
recommended standard terminology—“pathogenic,” “likely pathogenic,” “uncertain significance,” “likely
benign,” and “benign”—to describe variants identified that cause Mendelian disorders.
Table PG1. Nomenclature to Report on Variants Found in DNA
Previous
Mutation

Updated
Disease-associated variant
Variant
Familial variant

Definition
Disease-associated change in the DNA sequence
Change in the DNA sequence
Disease-associated variant identified in a proband for use in subsequent
targeted genetic testing in first-degree relatives

Table PG2. ACMG-AMP Standards and Guidelines for Variant Classification
Variant Classification
Pathogenic
Likely Pathogenic
Variant of uncertain significance
Likely benign
Benign

Definition
Disease-causing change in the DNA sequence
Likely disease-causing change in the DNA sequence
Change in DNA sequence with uncertain effects on disease
Likely benign change in the DNA sequence
Benign change in the DNA sequence

ACMG: American College of Medical Genetics and Genomics; AMP: Association for Molecular Pathology.

GENETIC COUNSELING
Genetic counseling is primarily aimed at patients who are at risk for inherited disorders, and experts recommend
formal genetic counseling in most cases when genetic testing for an inherited condition is considered. The interpretation of the results of genetic tests and the understanding of risk factors can be very difficult and complex.
Therefore, genetic counseling will assist individuals in understanding the possible benefits and harms of genetic
testing, including the possible impact of the information on the individual’s family. Genetic counseling may alter
the utilization of genetic testing substantially and may reduce inappropriate testing. Genetic counseling should
be performed by an individual with experience and expertise in genetic medicine and genetic testing methods.
MEDICARE ADVANTAGE
The Oncotype DX® colon cancer assay may be considered medically necessary when used to determine prognosis and determine the treatment plan.
BACKGROUND
Of patients with stage II colon cancer, 75% to 80% are cured by surgery alone, and the absolute benefit of
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chemotherapy for the overall patient population is small. Patients most likely to benefit from chemotherapy are
difficult to identify by standard clinical and pathologic risk factors. Genomic tests are intended to facilitate
identifying stage II patients most likely to experience recurrence after surgery and most likely to benefit from
additional treatment.
Colorectal cancer is classified as stage II (also called Dukes B) when it has spread outside the colon and/or rectum to nearby tissue but is not detectable in lymph nodes (stage III disease, also called Dukes C) and has not
metastasized to distant sites (stage IV disease). Primary treatment is surgical resection of primary cancer and
colonic anastomosis. After surgery, the prognosis is good, with survival rates of 75% to 80% at five years.1 A
2008 meta-analysis of 50 studies of adjuvant therapy vs. surgery alone in stage II patients found a statistically
significant, though small, absolute benefit of chemotherapy for disease-free survival but not for overall survival.1
Therefore, adjuvant chemotherapy with 5-fluorouracil or capecitabine is recommended only for resected
patients with high-risk stage II disease (i.e., those with poor prognostic features).2
However, the clinical and pathologic features used to identify high-risk disease are not well-established, and
patients for whom benefits of adjuvant chemotherapy would most likely outweigh harms cannot be identified
with certainty. The current diagnostic system relies on a variety of factors, including tumor substage IIB (T4A
tumors that invade the muscularis propria and extend into pericolorectal tissues) or IIC (T4B tumors that invade
or are adherent to other organs or structures), obstruction or bowel perforation at initial diagnosis, an inadequately low number of sampled lymph nodes at surgery (≤ 12), histologic features of aggressiveness, a high
preoperative carcinoembryonic antigen level, and indeterminate or positive resection margins.2
Of interest, a 2010 review has noted that microsatellite instability and mismatch repair deficiency in colon cancer may represent confounding factors to be considered in treatment.3 These factors may identify a minority
(15%-20%) of the population with improved disease-free survival who may derive no benefit or may exhibit
deleterious effects from adjuvant 5-fluorouracil plus leucovorin-based treatments. Patient microsatellite instability and mismatch repair status may be critically important in how to study, interpret, and use a particular gene
expression profiling test.
REGULATORY STATUS
Clinical laboratories may develop and validate tests in-house and market them as a laboratory service; laboratory-developed tests (LDTs) must meet the general regulatory standards of the Clinical Laboratory Improvement
Amendments (CLIA). Multigene expression assay testing for predicting recurrent colon cancer is available under
the auspices of CLIA. Laboratories that offer LDTs must be licensed by the CLIA or high-complexity testing. To
date, the U.S. Food and Drug Administration has chosen not to require any regulatory review of this test.
Gene expression profiling tests for colon cancer currently commercially available include:
•

ColoPrint® 18-Gene Colon Cancer Recurrence Assay (Agendia)

•

GeneFx™ Colon (Helomics Therapeutics; also known as ColDx, Almac Diagnostics)

•

OncoDefender-CRC™ (Everist Genomics)

•

Oncotype DX® Colon Recurrence Score (Genomic Health).

Services that are the subject of a clinical trial do not meet our Technology Assessment Protocol criteria and are
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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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