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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; supporting documentation must be submitted to 
Utilization Management. 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 

Tests that incorporate both clinical and genetic information have been developed to provide predictive 
information about breast cancer risk in asymptomatic women. Current methods of assessing breast cancer risk 
are imperfect, and genetic testing may offer improvements on current ability to assess breast cancer risk.  

Background 

OncoVue® 

The OncoVue® Breast Cancer Risk Test (InterGenetics, Inc., Oklahoma City, OK) is a proprietary test that 
evaluates multiple, low-risk single nucleotide polymorphisms (SNPs) associated with breast cancer. The results 
are incorporated along with personal history measures to determine breast cancer risk at different times during 
adulthood. The test does not detect known high-risk genetic factors such as BRCA mutations. OncoVue 
synthesizes the various genetic and medical history risk measures into a personalized single-risk estimate for 
premenopause, perimenopause, and postmenopause for each patient, with comparison to the average 
population risk at each of these life stages. The test is stated to be “an aid in the qualitative assessment of 
breast cancer risk…not intended as a stand-alone test for the determination of breast cancer risk in women.” 

For women without a strong family history of breast cancer and at average risk prior to testing, OncoVue® 
purports to estimate a woman’s individual risk and place her in standard-, moderate-, or high-risk groups. The 
results are intended to help a woman and her physician decide if more frequent exams and/or more 
sophisticated surveillance techniques are indicated. For women already known to be at high-risk based on a 
family history consistent with hereditary breast cancer, the test is represented as having added value by 
indicating greater or lesser risk at different life stages. 

The OncoVue® test is available only through the Breast Cancer Risk Testing Network (BCRTN), described as a 
network of Breast Care Centers engaged in frontline genetic identification of breast cancer risk levels in their 
patients. BCRTN member centers will provide genetic breast cancer risk testing for their patients using OncoVue 
as part of a comprehensive education program to help OncoVue “at-risk” women understand their risk level and 
intervention strategies. BCRTN members will be selected for the network based on a number of criteria, 
including quality standards of care, level of breast cancer surveillance technology, and the capability of providing 
patient education on genetic testing and future risk management protocols. As of July 2013, 32 participating 
centers (36 locations), located in 20 states, were listed on the company website. Oncovue® is not listed in the 
Genetic Testing Registry of the National Center for Biotechnology Information. 
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BREVAGen™  

BREVAGen™ evaluates seven breast cancer-associated SNPs identified in genome-wide association studies 
(GWAS). Risk is calculated by multiplying the product of the individual SNP risks by the Gail model risk. 
BREVAGen has been evaluated for use in Caucasian women of European descent age 35 years and older. Like 
OncoVue, BREVAGen does not detect known high-risk mutations, e.g., BRCA. According to the BREVAGen 
website, “suitable candidates” for testing include women with a Gail lifetime risk of 15% or greater; with high 
lifetime estrogen exposure (e.g., early menarche and late menopause); or with relatives diagnosed with breast 
cancer. BREVAGen is not suitable for women with previous diagnoses of lobular carcinoma in situ, ductal 
carcinoma in situ, or breast cancer, since the Gail model cannot calculate breast cancer risk accurately for such 
women, or for women with an extensive family history of breast and ovarian cancer.  

As of July 2013, approximately 40 participating centers in 17 states were listed on the company website. 
BREVAGen™ is listed in the Genetic Testing Registry of the National Center for Biotechnology Information.  

Regulatory Status  

No test combining the results of SNP analysis with clinical factors to predict breast cancer risk has been 
approved or cleared by the U.S. Food and Drug Administration (FDA). These are offered as laboratory-developed 
tests; that is, tests developed and used at a single testing site. Laboratory developed tests, as a matter of 
enforcement discretion, have not been traditionally regulated by FDA in the past. They do require oversight 
under the Clinical Laboratory Improvement Amendments of 1988 (CLIA), and the development and use of 
laboratory developed tests is restricted to laboratories certified as high complexity under CLIA.  

Under the current regulatory program, CLIA requires that laboratories demonstrate the analytical validity of the 
tests they offer. However, there is no requirement for a test to demonstrate either clinical validity or clinical 
utility.  

Related Protocols: 

Genetic Testing for Hereditary Breast and/or Ovarian Cancer  

Use of Common Genetic Variants to Predict Risk of Nonfamilial Breast Cancer  

 

Corporate Medical Guideline 

The OncoVue® and BREVAGen™ breast cancer risk tests are considered investigational as methods of estimating 
individual patient risk for developing breast 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. 

 

 Page 2 of 4 



Protocol Non-BRCA Breast Cancer Risk Assessment (e.g., OncoVue) Last Review Date:  09/13 
 
References 

We are not responsible for the continuing viability of web site addresses that may be listed in any references 
below. 

1. Jupe ER, Ralph DA, Manjeshwar S. The OncoVue model for predicting breast cancer risk. 2007 San Antonio 
Breast Cancer Symposium; Abstract 4038.  

2. Cummings SR, Tice JA, Bauer S et al. Prevention of breast cancer in postmenopausal women: approaches to 
estimating and reducing risk. J Natl Cancer Inst 2009; 101(6):384-98.  

3. Jupe ER, Pugh TW, Knowlton NS. Breast cancer risk estimation using the OncoVue model compared to 
combined GWAS single nucleotie polymorphisms. 2009 San Antonio Breast Cancer Symposium; Abstract 
3177.  

4. Reeves GK, Travis RC, Green J et al. Incidence of breast cancer and its subtypes in relation to individual and 
multiple low-penetrance genetic susceptibility loci. JAMA 2010; 304(4):426-34.  

5. Jupe E, Pugh T, Knowlton N et al. Accurate Identification of Women at High Risk of Breast Cancer Using 
OncoVue. 2010 San Antonio Breast Cancer Symposium; Poster P6-09-04.   

6. Dalessandri KM, Miike R, Wrensch MR. Validation of OncoVue, a new individualized breast cancer risk 
estimator in the Marin County, California adolescent risk study. 2008 San Antonio Breast Cancer Symposium; 
Abstract 502.  

7. Dalessandri KM, Miike R, Wrensch MR. Breast cancer risk assessment in the high risk Marin County 
population using OncoVue compared to SNPs from genome wide association studies. 2009 San Antonio 
Breast Cancer Symposium; Abstract 3057.  

8. Ralph DA, Zhao LP, Aston CE et al. Age-specific association of steroid hormone pathway gene polymorphisms 
with breast cancer risk. Cancer 2007; 109(10):1940-8.  

9. Evans DG, Howell A. Breast cancer risk-assessment models. Breast Cancer Res 2007; 9(5):213.  

10. Dalessandri KM, Miike R, Wiencke JK et al. Vitamin D Receptor Polymorphisms and Breast Cancer Risk in a 
High-Incidence Population: A Pilot Study. J Am Coll Surg 2012; 215(5):652-57.  

11. van der Rhee H, Coebergh JW, de Vries E. Is prevention of cancer by sun exposure more than just the effect 
of vitamin D? A systematic review of epidemiological studies. Eur J Cancer 2013; 49(6):1422-36.  

12. Bolland MJ, Grey A, Gamble GD et al. Calcium and vitamin D supplements and health outcomes: a reanalysis 
of the Women's Health Initiative (WHI) limited-access data set. Am J Clin Nutr 2011; 94(4):1144-49. 

13. Mealiffe ME, Stokowski RP, Rhees BK et al. Assessment of clinical validity of a breast cancer risk model 
combining genetic and clinical information. J Natl Cancer Inst 2010; 102(21):1618-27.  

14. Zheng W, Wen W, Gao YT et al. Genetic and clinical predictors for breast cancer risk assessment and 
stratification among Chinese women. J Natl Cancer Inst 2010; 102(13):972-81.  

15. Campa D, Kaaks R, Le Marchand L et al. Interactions Between Genetic Variants and Breast Cancer Risk 
Factors in the Breast and Prostate Cancer Cohort Consortium. J Natl Cancer Inst 2011.  

16. Wacholder S, Hartge P, Prentice R et al. Performance of common genetic variants in breast-cancer risk 
models. N Engl J Med 2010; 362(11):986-93.  

17. Darabi H, Czene K, Zhao W et al. Breast cancer risk prediction and individualised screening based on 
common genetic variation and breast density measurement. Breast Cancer Res 2012; 14(1):R25.  

 Page 3 of 4 



Protocol Non-BRCA Breast Cancer Risk Assessment (e.g., OncoVue) Last Review Date:  09/13 
 
18. Armstrong K, Handorf EA, Chen J et al. Breast cancer risk prediction and mammography biopsy decisions: a 

model-based study. Am J Prev Med 2013; 44(1):15-22. 

19. NCCN Guidelines® Version 3.2013: Genetic/familial high-risk assessment: breast and ovarian (discussion 
update in progress). Available online at: http://www.nccn.org/professionals/physician_gls/f_guidelines.asp. 
Last accessed July 2013.  

20. Breast cancer risk assessment tool. Available online at: http://www.cancer.gov/bcrisktool/. Last accessed 
July 2013.  

21. Claus EB, Risch N, Thompson WD. Autosomal dominant inheritance of early-onset breast cancer. 
Implications for risk prediction. Cancer 1994; 73(3):643-51.  

22. Tyrer J, Duffy SW, Cuzick J. A breast cancer prediction model incorporating familial and personal risk factors. 
Stat Med 2004; 23(7):1111-30.  

23. NCCN Guidelines® Version 1.2013: Breast cancer risk reduction (discussion update in progress). Available 
online at: http://www.nccn.org/professionals/physician_gls/f_guidelines.asp. Last accessed July 2013.  

24. Visvanathan K, Hurley P, Bantug E et al. Use of Pharmacologic Interventions for Breast Cancer Risk 
Reduction: American Society of Clinical Oncology Clinical Practice Guideline. J Clin Oncol 2013 [Epub ahead 
of print]. 

 Page 4 of 4 


	Protocol

