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Procedures addressed 

The inclusion of any procedure code in this table does not imply that the code is under 
management or requires prior authorization. Refer to the specific Health Plan's 
procedure code list for management requirements.

Procedure addressed by this guideline Procedure code

Oncotype DX Breast Cancer Assay 81519

What is Oncotype DX for breast cancer prognosis 

Definition

Oncotype DX® is a gene expression assay designed to determine the risk of a breast 
cancer recurrence within 10 years of the original diagnosis.1 

 It is intended for early stage, hormone receptor-positive, lymph node-negative 
breast cancer.1-9 

 Oncotype DX should be used with other standard methods of breast cancer 
assessment such as disease staging, grading, and other tumor markers.1,2 

 Oncotype DX results appear to correlate with chemotherapy benefit,10-16 which may 
help with the decision between tamoxifen only and adjuvant chemotherapy. Studies 
have demonstrated that the addition of Oncotype DX results changed treatment 
recommendations and decisions in 25% to 44% of patients, with the majority of 
recommendations changing from chemotherapy plus tamoxifen to tamoxifen only. 17-

19 

Test information 

 Oncotype DX measures the expression level of 21 genes (16 cancer and 5 
reference) from paraffin-embedded breast tumor tissue.1 These sixteen genes 
consistently correlated with distant recurrence-free survival in three studies that 
explored the expression of 250 genes in breast tumor samples.15 

 The test predicts the likelihood of chemotherapy benefit as well as the likelihood of 
cancer recurrence.1 

 The results are provided as a Recurrence Score® (RS, 0-100) with higher scores 
reflecting higher risk of distant recurrence and higher likelihood of a patient 
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achieving a chemotherapy benefit. Three risk categories help characterize 
prognosis:1,8-17 

o Low risk (RS<18), ~50% of patients tested

 Least aggressive tumors

 Metastasis unlikely

 7% recurrence by 10 yrs

o Intermediate risk (RS 18-30), ~25% of patients tested

 More aggressive tumors

 Metastasis more likely

 14% recurrence by 10 yrs

o High risk (RS 31 or higher), ~25% of patients tested

 Most aggressive tumors

 Metastasis most likely

 31% recurrence by 10 yrs

 Patients with high scores benefit the most from chemotherapy, showing a 
substantial reduction in 10 year recurrence. Patients with intermediate scores show 
questionable benefit from chemotherapy, whereas those with low scores benefit the 
least from chemotherapy.2,15,16 Of note, some manufacturer supported studies have 
reported data in thresholds that differ from these. 

Guidelines and evidence 

American Society of Clinical Oncology 

The evidence-based guidelines from the American Society of Clinical Oncology 
(ASCO) about breast cancer tumor marker use (2007, updated 2016 and 2019) state:

 "In newly diagnosed patients with node-negative, estrogen-receptor positive breast 
cancer, the Oncotype DX assay can be used to predict the risk of recurrence in 
patients treated with tamoxifen. Oncotype DX may be used to identify patients who 
are predicted to obtain the most therapeutic benefit from adjuvant tamoxifen and 
may not require adjuvant chemotherapy. In addition, patients with high recurrence 
scores appear to achieve relatively more benefit from adjuvant chemotherapy 
(specifically (C)MF) than from tamoxifen. There are insufficient data at present to 
comment on whether these conclusions generalize to hormonal therapies other 
than tamoxifen, or whether this assay applies to other chemotherapy regimens."8 

 In 2016, the American Society of Clinical Oncology (ASCO) stated “If a patient has 
ER/PgR-positive, HER2-negative (node-negative) breast cancer, the clinician may 
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use the 21-gene recurrence score (RS; Oncotype DX; Genomic Health, Redwood 
City, CA) to guide decisions on adjuvant systemic chemotherapy. Type: evidence 
based. Evidence quality: high. Strength of recommendation: Strong."9 

 In 2019, the American Society of Clinical Oncology (ASCO) stated: “For patients 
with hormone receptor–positive, axillary node–negative breast cancer whose 
tumors have Oncotype DX recurrence scores of less than 26, there is little to no 
benefit from chemotherapy, especially for patients older than age 50 years. 
Clinicians may recommend endocrine therapy alone for women older than age 50 
years. For patients 50 years of age or younger with recurrence scores of 16 to 25, 
clinicians may offer chemoendocrine therapy. Patients with recurrence scores 
greater than 30 should be considered candidates for chemoendocrine therapy. 
Based on informal consensus, the panel recommends that oncologists may offer 
chemoendocrine therapy to these patients with recurrence scores of 26 to 30"10 

European Society of Medical Oncology 

The European Society of Medical Oncology (ESMO) addressed gene expression 
profiles in 2015 and 2019:20,21

 “Gene expression profiles, such as MammaPrint (Agendia, Amsterdam, the 
Netherlands), Oncotype DX Recurrence Score (Genomic Health, Redwood City, 
CA), Prosigna (Nanostring Technologies, Seattle, WA) and EndoPredict (Myriad 
Genetics), may be used to gain additional prognostic and/or predictive information 
to complement pathology assessment and to predict the benefit of adjuvant 
chemotherapy. The three latter tests are designed for patients with ER-positive 
early breast cancer only.” 

 “In cases of uncertainty regarding indications for adjuvant chemotherapy (after 
consideration of other tests), gene expression assays, such as MammaPrint, 
Oncotype DX, Prosigna and Endopredict, may be used, where available.” 

 “In cases when decisions might be challenging, such as luminal B HER2-negative 
and node-negative breast cancer, commercially available molecular signatures for 
ER-positive breast cancer, such Oncotype DX, EndoPredict, Prosigna, and for all 
types of breast cancer (pN0–1), such as MammaPrint and Genomic Grade Index, 
may be used in conjunction with all clinicopathological factors, to help in treatment 
decision making.” 

 The European Society of Medical Oncology (ESMO) in 2019 stated: “Validated 
gene expression profiles may be used to gain additional prognostic and/or 
predictive information to complement pathology assessment and help in adjuvant 
ChT [chemotherapy] decision making”.

Evaluation of Genomic Applications in Practice and Prevention Working Group 

The Evaluation of Genomic Applications in Practice and Prevention Working Group 
(EGAPP, 2009 and updated in 2016) found:
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 “Insufficient evidence to make a recommendation for or against the use of tumor 
gene expression profiles to improve outcomes in defined populations of women with 
breast cancer. In the updated 2016 publication, “evidence of clinical validity for 
Oncotype DX was confirmed as adequate. With regard to clinical utility, although 
there was evidence from prospective retrospective studies that the Oncotype DX 
test predicts benefit from chemotherapy, and there was adequate evidence that the 
use of Oncotype DX gene expression profiling in clinical practice changes treatment 
decisions regarding chemotherapy, no direct evidence was found that the use of 
Oncotype DX testing leads to improved clinical outcomes. Until definitive evidence 
for clinical utility is available, clinicians must decide on a case-by-case basis 
whether to offer the test to patients.” 22,23 

National Comprehensive Cancer Network 

The National Comprehensive Cancer Network (NCCN, 2020) breast cancer treatment 
guidelines recommend the 21-gene Oncotype DX Breast assay in their treatment 
algorithm for hormone receptor-positive, HER2-negative breast cancer in both node-
negative (category of evidence 1, predictive and prognostic purposes, preferred test 
status) and node-positive (category of evidence 2A, prognostic purposes only) breast 
cancer.24 

National Institute for Health and Care Excellence 

The National Institute for Health and Care Excellence (NICE) 2018 stated the 
following:25

 “EndoPredict (EPClin score), Oncotype DX Breast Recurrence Score and Prosigna 
are recommended as options for guiding adjuvant chemotherapy decisions for 
people with oestrogen receptor (RE)-positive, human epidermal growth factor 
receptor 2 (HER2)-negative and lymph node (LN)-negative (including 
micrometastatic disease; see section 5.4) early breast cancer, only if:” 

o “they have intermediate risk of distant recurrence using a validated tool such as 
PREDICT or the Nottingham Prognostic index” 

o “information provided by the test would help them choose, with their clinician, 
whether or not to have adjuvant chemotherapy taking into account their 
preference” 

St Gallen International Breast Cancer Conference 

The 14th St Gallen International Breast Cancer Conference (2015) Expert Panel 
confirmed previously published recommendations.  At the 16th St. Gallen International 
Breast Cancer Conference (2019), the panel discussed the TAILORx trial.

 Regarding Oncotype DX, the 2011 recommendations stated: “Several tests are 
available which define prognosis. These may indicate a prognosis so good that the 
doctor and patient decide that chemotherapy is not required. A strong majority of 
the Panel agreed that the 21-gene signature (Oncotype DX) may also be used 

© 2020 eviCore healthcare. All Rights Reserved. 4 of 13
400 Buckwalter Place Boulevard, Bluffton, SC 29910 (800) 918-8924 www.eviCore.com 

   
   

   
 O

n
co

ty
p

e
 D

X
 B

re
as

t

http://www.eviCore.com/


Lab Management Guidelines V1.0.2021

where available to predict chemotherapy responsiveness in an endocrine 
responsive cohort where uncertainty remains after consideration of other tests...” 26 

 In 2015, the Panel “considered the role of multiparameter molecular marker assays 
for prognosis separately in years 1-5 and beyond 5 years and their value in 
selecting patients who require chemotherapy.” The Panel concluded that “only 
Oncotype DX commanded a majority in favor of its value in predicting the 
usefulness of chemotherapy.” 27 

 In 2019, the 16th St. Gallen International Breast Cancer Conference Expert Panel  
stated “The prospective, randomized TAILORx trial demonstrates that there is no 
clinical benefit for adding chemotherapy to endocrine therapy in the treatment of 
women with node-negative, T1/T2 tumors and 21-gene recurrence scores of 11–
25”.28 

Selected Relevant Publications 

The following are selected publications related to additional indications for the 
OncotypeDx Breast assay. Evidence for each is summarized below.

Ductal Carcinoma In Situ

There is currently insufficient evidence in the peer-reviewed literature regarding the 
use of Oncotype DX in women with ductal carcinoma in situ (DCIS) who are 
considering radiation therapy. Reference the policy Oncotype DX Breast DCIS for 
additional details.

Male gender

No studies specific to the application of Oncotype DX in men with breast cancer 
have been identified. In general, the NCCN breast cancer treatment guidelines do 
not differentiate treatment on the basis of gender24, which suggests Oncotype DX 
would not be excluded for males who meet NCCN clinical criteria for considering 
such testing.

Multiple primary breast tumors

No studies specific to the application of Oncotype DX in those with multiple breast 
primary cancers have been identified. Guidelines do not address this issue. A single 
poster summarized data in a study that used the Oncotype DX test to help assess if 
synchronous breast cancers were independent neoplastic events or spread of a 
single tumor. Of 11 patients who met criteria, 5 had different risk scores by 
Oncotype DX testing (with 3 of these patients having tumors assigned to different 
risk categories). Of these 5 with significantly different scores, 4 involved bilateral 
tumors and the other involved tumors in different quadrants. Comparing tumors by 
histology, 4 of 5 had clearly different histology and 1 had equivocal histology. Of the 
6 with similar risk scores, 3 had the same histology, 2 equivocal, and in only 1 case 
was histology clearly different between the two tumors. This very limited data 
suggests Oncotype DX may be useful in multiple primaries when tumors 
independently meet criteria. A study published in 2016 noted that “Among women 
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with synchronous bilateral ER-positive HER2-negative breast cancer, Oncotype DX 
recurrence scores were concordant in 67% of cases. These data suggest that 
testing of both tumors should be considered in patients who are candidates for 
adjuvant chemotherapy.” 29 

Positive lymph nodes

There is currently insufficient evidence in the peer-reviewed literature regarding the 
use of Oncotype DX in women with early stage (ER+/HER2-) node-positive breast 
cancer who are considering adjuvant chemotherapy.

o Several prospective and retrospective-prospective studies were identified 
evaluating the use of Oncotype DX in early stage, node-positive breast cancer, 
and results suggest that use of Oncotype DX allows for prognostic risk 
stratification.30-44 However, without chemotherapy, the risk of recurrence for 
patients with positive nodes appears to be notably higher than patients with 
negative nodes, and as such, it is not clear if patients with positive nodes can 
safely avoid chemotherapy treatment regimens based on Oncotype DX test 
results.

o In a recent HTA (n=153 studies) by the National Institute for Health Research, 
Harnan et al.45 evaluated the effectiveness of 5 commercially available tumor 
profiling tests, including Oncotype DX Breast (n=11 studies). Node positive 
patients were generally found to have lower 10-year distant recurrence free 
interval rates. Overall, the prognostic ability of Oncotype DX was found to be 
significant but results in node positive patients were variable. Study authors 
concluded that it is uncertain if Oncotype DX is associated with a predictive 
benefit of chemotherapy or if patient outcomes would be influenced by use of 
the test.

o In another HTA by Ontario Health Quality46 four commercially available GEP 
tests were evaluated (n=68 studies). Study authors found that the prognostic 
and predictive ability of GEP tests were lower for node positive patients (Grade: 
very low to low). Among node positive patients, Oncotype DX was found to be 
prognostic, albeit weaker than in node negative, within a non-chemotherapy 
treatment arm (Level IB) and predictive of chemotherapy benefit in high-risk 
groups (Level II).

o Newly published studies evaluated the impact of the recurrence score (RS) on 
chemotherapy receipt, chemotherapy recommendations or test uptake;12-14,47,48 
evaluated the test performance in younger patients49 ; evaluated test 
performance for prognosis of locoregional recurrence (LRR) outcomes50; and 
reported 5-year outcomes of the West German Study Plan B (WGSB) trial51.  
The quality of the overall evidence base is still relatively low, particularly 
compared with the robust evidence evaluating Oncotype DX in node-negative, 
early stage breast cancer that reported low rates of 10-year distant recurrence in 
low risk RS groups and high rates of survival on endocrine therapy alone.

o Subgroup analyses from the WSG trial showed node positive (≥2) patients 
achieving some chemotherapy benefit and study authors acknowledged that the 
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potential for a meaningful chemotherapy benefit in high-risk subgroups could not 
be discounted.40 However, recently published studies provide indirect evidence 
of clinical validity and clinical utility of Oncotype DX in node positive breast 
cancer. These studies for node-positive breast cancer are characterized by a 
few important methodology weaknesses, including retrospective designs, few 
node positive patients, and variable cut-off points of the OncotypeDX risk 
categories. The variable risk thresholds reported across the studies generally 
prohibits meaningful comparisons of the recurrence risk estimates provided by 
Oncotype DX. The traditional RS cutoffs were classified as low risk (RS < 18), 
intermediate risk (RS 18-30), or high risk (RS > 30). Recent studies have 
reported newly optimized RS cut offs as low-risk (RS < 11), intermediate risk 
(RS 11-25), and high risk (RS > 25) groups. Consequently, none of these 
studies add relevant results to the existing evidence base to consider coverage 
expansion and support the use of Oncotype DX in node positive breast cancer 
patients.

o Thus, there is persistent uncertainty regarding the reliability of Oncotype DX to 
predict optimal treatment. There was also limited evidence for use of Oncotype 
DX RS to guide treatment recommendations in women with early stage, node-
positive breast cancer without distant recurrence who are considering extended 
hormonal therapy beyond 5 years.

o There is at least one clinical trial underway, RxPonder, to evaluate the utility of 
the Oncotype DX Breast Cancer assay for women with 1-3 positive lymph nodes 
(ER/PR-positive, HER2-negative).52 This trial aims to support chance findings 
from a retrospective subset analysis of the SWOG-8814 trial data that 
suggested Oncotype DX high and low risk scores were able to predict 
chemotherapy benefit regardless of node status. An abstract presented at the 
European Breast Cancer Conference in 2016 presented the 5-year outcome 
data from a prospective trial with the conclusion of: WSG PlanB for the first time 
shows excellent 5-year disease free survival of 94% in a population of high risk 
node-negative and node-positive (pN1) (41.1% had node-positive disease) early 
BC patients (HR+ HER2−) who omitted adjuvant CT based on RS ≤11. These 5-
year outcome data from a prospective trial incorporating the RS support the 
incorporation of the assay in combination with nodal status, grade and tumor 
size for adjuvant treatment decisions in early HR+ HER2− breast cancer.53 

o Currently, evidence to support use in node-positive disease remains limited.

Criteria 

 Previous Testing:

o No repeat Oncotype DX® testing on the same tumor when a result was 
successfully obtained, and 

o No previous gene expression assay (e.g. Prosigna) performed on the same 
tumor when a result was successfully obtained, AND
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 Testing Multiple Samples:

o When more than one breast cancer primary is diagnosed:

 There should be reasonable evidence that the tumors are distinct (e.g., 
bilateral, different quadrants, different histopathologic features, etc.), and

 There should be no evidence from either tumor that chemotherapy is 
indicated (e.g., histopathologic features or previous Oncotype DX result of 
one tumor suggest chemotherapy is indicated), and

 If both tumors are to be tested, both tumors must independently meet the 
required clinical characteristics outlined below.

 Required Clinical Characteristics:

o Invasive breast cancer meeting all of the following criteria:

 Tumor size >0.5cm (5mm) in greatest dimension (T1b-T3), and

 Estrogen receptor positive (ER+), and

 HER2 negative, and

o Patient has no regional lymph node metastasis (pN0) or only micrometastases 
(pN1mi, malignant cells in regional lymph node(s) not greater than 2.0mm), and

o Chemotherapy is a treatment option for the patient; results from this Oncotype 
DX test will be used in making chemotherapy treatment decisions, AND

 Rendering laboratory is a qualified provider of service per the Health Plan policy.
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