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CLINICAL BENEFIT I MINIMIZE SAFETY RISK OR CONCERN.

X MINIMIZE HARMFUL OR INEFFECTIVE INTERVENTIONS.

] ASSURE APPROPRIATE LEVEL OF CARE.

[0 ASSURE APPROPRIATE DURATION OF SERVICE FOR INTERVENTIONS.

X ASSURE THAT RECOMMENDED MEDICAL PREREQUISITES HAVE BEEN MET.

] ASSURE APPROPRIATE SITE OF TREATMENT OR SERVICE.

Effective Date: RETIRED 7/1/2026
POLICY PRODUCT VARIATIONS DESCRIPTION BACKGROUND
RATIONALE DEFINITIONS DISCLAIMER
CODING INFORMATION REFERENCES POLICY HISTORY
. PoLicy

BRCAL1 and BRCA2 Testing

Genetic testing for BRCA1 or BRCA2 germline variants may be considered medically
necessary to predict treatment response to PARP inhibitors (e.g., olaparib [Lynparza] and
talazoparib [Talzenna]) for human epidermal receptor 2 (HER2)-negative metastatic and early
stage, high-risk breast cancer (see Policy Guidelines).

Genetic testing of BRCA1 or BRCAZ2 germline or somatic variants in individuals with breast
cancer for guiding therapy. is considered investigational in all other situations. The evidence is
insufficient to support a general conclusion.concerning the health outcomes or benefits
associated with this procedure.

PIK3CA Testing

PIK3CA testing may be considered medically necessary to predict treatment response to
alpelisib (Pigray) in individuals with hormone receptor-positive, HER2-negative advanced or
metastatic breast cancer who have progressed on or after an endocrine-based regimen (see
Policy Guidelines).

¢ When tumor tissue is available, use of tissue for testing is preferred but is not required
(see Circulating Tumor DNA Testing below).

PIK3CA testing of tissue in individuals with breast cancer is considered investigational in all
other situations. The evidence is insufficient to support a general conclusion concerning the
health outcomes or benefits associated with this procedure.
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Ki-67 Testing

Ki-67 testing to predict treatment response to abemaciclib (Verzenio) in individuals with breast
cancer is considered investigational. The evidence is insufficient to support a general
conclusion concerning the health outcomes or benefits associated with this procedure.

RET Testing

RET testing to predict treatment response to selpercatinib (Retevmo) in individuals with breast
cancer is considered investigational. The evidence is insufficient.to support a general
conclusion concerning the health outcomes or benefits associated with this procedure.

BRAF Testing

BRAF testing to predict treatment response to dabrafenib (Tafinlar) plus trametinib{(Mekinist) in
individuals with breast cancer is considered investigational. The evidence.is insufficient to
support a general conclusion concerning the health outcomes or benefits associated with this
procedure.

Circulating Tumor DNA Testing (Liquid Biopsy)

PIK3CA testing using FoundationOne Liquid CDx may be considered medically necessary to
predict treatment response to alpelisib’(Pigray) in individuals with-hormone receptor-positive,
HERZ2 negative advanced or metastatic breast cancer who have progressed on or after an
endocrine-based regimen (see Policy Guidelines).

o When tumor tissue is‘available, use of tissue for testing is preferred but is not required.

ESRL1 testing using Guardant360 CDx-may be considered medically necessary to predict
treatment response toelacestrant (Orserdu) in individuals with estrogen receptor-positive,
HER2-negative advanced or metastatic breast.cancer with disease progression following at
least 1 line of endocrine therapy (see Policy Guidelines).

Circulating tumor DNA testing in individuals with breast cancer is considered investigational in
all other situations. The evidence is insufficient to support a general conclusion concerning the
health outcomes or benefits associated with this procedure.

Circulating Tumor Cell Testing

Analysis of circulating tumeor cells to select treatment in individuals with breast cancer is
considered investigational. The evidence is insufficient to support a general conclusion
concerning the health outcomes or benefits associated with this procedure.

NTRK Gene Fusion Testing

NTRK gene fusion testing may be considered medically necessary for individuals with
recurrent unresectable (local or regional) or stage IV breast cancer to select individuals for
treatment with FDA-approved therapies.
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NTRK gene fusion testing in individuals with breast cancer is considered investigational in all
other situations. The evidence is insufficient to support a general conclusion concerning the
health outcomes or benefits associated with this procedure.

Other
Testing for other variants may become available between policy updates.

Policy Guidelines

See U.S. Food and Drug Administration labels, clinical trials, and NCCN guidelines for specific
population descriptions. Descriptions varied slightly across sources.

This policy does not address germline testing for inherited risk of developing cancer:

This policy does not address HER2 testing. Agents targeted against HER2\with approved
companion diagnostic tests include monoclonal antibodies (margetuximab, pertuzumab,
trastuzumab) and antibody-drug conjugates (ade-trastuzumab emtansine, fam-trastuzumab
deruxtecan), which are not true targeted therapies.

For expanded panel testing, see MP 2.259.

Testing for individual genes (not gene‘panels) associated with FDA-approved therapeutics (i.e.,
as companion diagnostic tests) for therapies with National Comprehensive Cancer Network
(NCCN) recommendations of 2Ar higher are not subject to‘extensive evidence review. Note
that while the FDA approval of companion diagnostic tests for genes might include tests that are
conducted as panels, the FDA approval is for specific genes (such as driver mutations) and not
for all of the genes on the test panel.

FDA approves tests in between policy review cycles. For guidance on testing criteria between
policy updates, refer to the FDA's List of Cleared or Approved Companion Diagnostic Devices
(In Vitro and Imaging Tools) (https://www.fda.gov/medical-devices/in-vitro-diagnostics/list-
cleared-or-approved-companion-diagnostic-devices-in-vitro-and-imaging-tools) for an updated
list of FDA-approved tumor markers and consult the most current version of NCCN
management algorithms.

Breast Cancer Risk Groups

In the OlympiA trial, patients with HER2-negative early-stage breast cancer (Clinical Stage I-111)
and germline BRCA1/2 mutations treated with (neo)adjuvant chemotherapy were considered at
high risk of recurrent disease when the following eligibility criteria were met for treatment with
olaparib (Tutt et al, 2021; PMID 34081848):

o Patients with triple-negative breast cancer who were treated with adjuvant chemotherapy
were required to have axillary node-positive disease or an invasive primary tumor
measuring at least 2 cm on pathological analysis. Patients treated with neoadjuvant
chemotherapy were required to have not achieved pathological complete response.
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e Patients treated with adjuvant chemotherapy for hormone receptor (HR)-positive, HER2-
negative breast cancer were required to have at least 4 pathologically confirmed positive
lymph nodes. Those treated with neoadjuvant chemotherapy were required to have not
achieved a pathological complete response with a clinical stage, pathologic stage,
estrogen receptor status, and tumor grade (CPS+EG) score of 3 or higher (Table PG1).
This scoring system estimates relapse probability on the basis of clinical-and
pathological stage (CPS) and estrogen-receptor status and histologic grade (EG).
Scores range from 0 to 6, with higher scores reflecting a worse prognosis.

Table PG1. CPS+EG Score??

Stage or Feature Points

Clinical Stage (AJCC Staging)

A

IIB

A

B

NN P OO

[Hc

Pathologic Stage (AJCC.Staging)

0

A

IIB

A

B

N e N e = l=)

lc

Receptor Status

ER-negative 1

Nuclear Grade

Nuclear grade 3 1

AJCC: American Joint Committee on Cancer; CPS+EG: clinical stage, pathologic stage, ER
status, and tumor grade; ER: estrogen receptor.
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a Adapted from Tung et al (2021; PMID 34343058).
b Add points for clinical stage, pathologic stage, ER status, and nuclear grade to yield a sum
between 0 and 6.

Paired Genetic Testing

Testing for genetic changes in tumor tissue assesses somatic changes. However, most somatic
testing involves a paired blood analysis in order to distinguish whether findings in tumor tissue
are acquired somatic changes or inherited germline changes. As such, simultaneous
sequencing of tumor and normal tissue can recognize potential secondary germline changes
that may identify risk for other cancers as well as identify riskfor relatives. Thus, some
laboratories offer concurrent full germline and somatic testing or paired tumor sequencing and
germline sequencing, through large panels of germline.and somatic variants. For paired panel
testing involving germline components, see evidence review 2.04:93 - Genetic Cancer
Susceptibility Panels Using Next Generation Sequencing. For paired panel testing involving
somatic components, see evidence review 2.04.115 - Comprehensive Genomic Profiling for
Selecting Targeted Cancer Therapies.

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 medical evidence review 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 PG2. Noamenclature to Report on Variants Found in DNA

Previous Updated Definition

Mutation Disease- Disease-associated change in the DNA sequence
associated
variant
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Variant Change in the DNA sequence

Familial variant|Disease-associated variant identified in a proband for use in
subsequent targeted genetic testing in first-degree relatives

Table PG3. ACMG-AMP Standards and Guidelines for Variant Classification

Variant Classification Definition

Pathogenic Disease-causing change’in the DNA sequence

Likely pathogenic Likely disease-causing change in the DNA sequence
Variant of uncertain Change in DNA sequence with uncertain effects on disease
significance

Likely benign Change in DNA sequence with uncertain effects on disease

Benign

Benign change in the DNA'sequence

ACMG: American College of Medical Genetics and'Genomics; AMP: Assaociation for Molecular

Pathology.

Cross-References:
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MP 2.211 Germline Genetic Testing for Hereditary Breast/Ovarian Cancer
Syndrome and Other High-Risk Cancers (BRCA1, BRCA2, PALB2)

MP 2.246 Genetic Testing for Familial Cutaneous Malignant Melanoma
MP 2.274 Genetic Testing for Li-Fraumeni Syndrome

MP 2.279 Germline Genetic Testing for Gene Variants Associated with
Breast Cancer in Individuals at High Breast Cancer Risk (CHEK2, ATM,
BARD1)

MP 2.325 Genetic Cancer Susceptibility Panels Using Next-Generation
Sequencing

MP 2.377 Molecular Testing for Germline Variants Associated with Ovarian
Cancer (BRIP1, RAD51C, RAD51D, NBN)
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MP 2.392 Germline Genetic Testing for Pancreatic Susceptibility Genes
(ATM, BRCAL1, BRCA2, CDKN2A, EPCAM, MLH1, MSH2, MSH6, PALB2,
PMS2, STK11, and TP53)

MP 2.394 Germline and Somatic Biomarker Testing (Including Liquid
Biopsy) for Targeted Treatment in Prostate Cancer (BRCA1/2, Homologous
Recombination Repair Gene Alterations, NTRK Gene Fusion)

MP 2.395 Germline and Somatic Biomarker Testing«(Including Liquid
Biopsy) for Targeted Treatment in Ovarian Cancer (BRCA1, BRCA2,
Homologous Recombination Deficiency, NTRK)

MP 5.013 Genetic Testing for Lynch Syndrome and Other Inherited Colon
Cancer Syndromes

PRODUCT VARIATIONS Top

This policy is only applicable to certain programs and products administered by Capital Blue
Cross and subject to benefit variations as discussed in Section V1. Please see additional
information below

FEP PPO - Refer to FEP Medical Policy Manual. The FEP Medical Policy manual can be found
at: https://www.fepblue.org/benefit-plans/medical-policies-and-utilization-management-
quidelines/medical-policies .

DESCRIPTION/BACKGROUND Top
BRCA Variant Testing

The prevalence of BRCA variants is approximately 0.2% to 0.3% in the general population. The
prevalence may be much higher for particular ethnic groups with characterized founder
mutations(e.g., 2.5% [1/40] in the Ashkenazi Jewish population). Family history of breast and
ovarian cancer is an important risk factor for the BRCA variant; additionally, age and ethnicity
could be independent risk factors.

Several genetic syndromes - with an autosomal dominant pattern of inheritance that feature
breast cancer have beenidentified. Of these, hereditary breast and ovarian cancer (HBOC) and
some cases of hereditary site-specific breast cancer have in common causative variants

in BRCA (breast cancer susceptibility) genes. Families suspected of having HBOC syndrome
are characterized by an increased susceptibility to breast cancer occurring at a young age,
bilateral breast cancer, male breast cancer, ovarian cancer at any age, as well as cancer of the
fallopian tube and primary peritoneal cancer. Other cancers, such as prostate cancer,
pancreatic cancer, gastrointestinal cancers, melanoma, and laryngeal cancer, occur more
frequently in HBOC families. Hereditary site-specific breast cancer families are characterized by
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early-onset breast cancer with or without male cases, but without ovarian cancer. For this
evidence review, BCBSA refers collectively to both as hereditary breast and/or ovarian cancer.

Germline variants in the BRCAL1 and BRCA2 genes are responsible for the cancer susceptibility
in most HBOC families, especially if ovarian cancer or male breast cancer are

features. However, in site-specific cancer, BRCA variants are responsible only for a proportion
of affected families. BRCA gene variants are inherited in an autosomal.dominant fashion
through maternal or paternal lineage. It is possible to test for abnormalities

in BRCA1 and BRCAZ2 genes to identify the specific variant in cancer cases and to identify
family members at increased cancer risk. Family members without existing cancer who are
found to have BRCA variants can consider preventive interventions for reducing risk and
mortality.

Young age of onset of breast cancer, even in the absence of family history, is a risk factor

for BRCAL variants. Winchester (1996) estimated that hereditary breast cancers account for
36% to 85% of patients diagnosed before age 30.In several studies, BRCA variants were
independently predicted by early age at onset, being present in 6% to 10% of breast cancer
cases diagnosed at ages younger than various premenopausal age cutoffs (age range, 35-50
years). In cancer-prone families, the mean age of breast cancer diagnosis among women
carrying BRCA1 or BRCA2 variants is.in the 40s. In the Ashkenazi Jewish population, Frank et
al (2002) reported that 13% of 248 cases with no known family history and diagnosed before 50
years of age had BRCA variants.An a.similar study by Gershoni-Baruch et al (2000), 31% of
Ashkenazi Jewish women, unselected for family history, diagnosed with breast cancer at
younger than 42 years of age had BRCA variants. Other studies have indicated that early age of
breast cancer diagnosis is‘a significant predictor of BRCA variants in the absence of family
history in this population.

In patients with “triple-negative” breast cancer (i.e., negative for expression of estrogen,
progesterone, and overexpression of human epidermal growth factor receptor 2 [HERZ2]
receptors), there is an.increased prevalence of BRCA variants. Pathophysiologic research has
suggested that the physiologic pathway for the development of triple-negative breast cancer is
similar to that for BRCA-associated breast cancer. Young et al (2009) studied 54 women with
high-grade, triple-negative breast cancer with no family history of breast or ovarian cancer,
representing a group that previously was not recommended for BRCA testing. Six BRCA
variants (5 BRCA1, 1 BRCA2) were found, for a variant rate of 11%. Finally, Gonzalez-Angulo
et al (2011) in a study of 77 patients with triple-negative breast cancer, reported that 15 patients
(19.5%) had BRCA variants (12 in BRCAL, 3 in BRCA2).

PIK3CA Testing

Alterations in the protein coding gene PIK3CA (Phosphatidylinositol-4,5-Bisphosphate 3-Kinase
Catalytic Subunit Alpha) occur in approximately 40% of patients with hormone receptor (HR)-
positive, HER2-negative breast cancer.

Ki-67
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Ki-67 is a nuclear protein used to detect and quantify the rate of tumor cell proliferation and has
been investigated as a prognostic biomarker for breast cancer.

Rearranged During Transfection

The REarranged during Transfection (RET) proto-oncogene encodes a receptor tyrosine kinase
growth factor. Translocations that result in fusion genes with several partners have been
reported and occur in about 5-10% of thyroid cancer cases (primarily papillary thyroid
carcinoma) and 1%-2% of non-small-cell lung cancer cases. RET fusions in breast cancer occur
in less than 1% of cases.

BRAF

RAF proteins are serine/threonine kinases that are downstream of RAS in the RAS-RAF-ERK-
MAPK pathway. The most common mutation locus is found in codon 600 of exon 15 (V600E) of
the BRAF gene, causing constitutive hyperactivation, proliferation, differentiation, survival, and
oncogenic transformation. BRAF mutations occur-in-approximately 1% of breast cancer cases.

ESR1

Mutations in ESR1, which occur in approximately 10-20% of patients with metastatic estrogen
receptor-positive breast cancer, confer.resistance to.endocrine therapy via constitutive
activation of estrogen receptor-mediated growth activity.

Circulating Tumor DNA

Normal and tumor cells release small fragments of DNA‘into the blood, which is referred to as
cell-free DNA. Cell-free DNA from nonmalignant cells’is released by apoptosis. Most cell-free
tumor DNA is derived fram apoptotic and/or necrotic tumor cells, either from the primary tumor,
metastases, or CTCs. Unlike apoptosis, necrosis is considered a pathologic process and
generates larger DNA fragments due to incomplete and random digestion of genomic DNA. The
length or integrity of the circulating DNA can potentially distinguish between apoptotic and
necrotic origin. Circulating'tumor DNA can be used for genomic characterization of the tumor.

Circulating Tumor Cells

Intact circulating tumor cells (CTCs) are released from a primary tumor and/or a metastatic site
into the bloodstream. The half-life of a CTC in the bloodstream is short (1-2 hours), and CTCs
are cleared through extravasation into secondary organs. Most assays detect CTCs through the
use of surface epithelial markers such as EpCAM and cytokeratins. The primary reason for
detecting CTCs is prognostic, through quantification of circulating levels.

Neurotrophic Receptor Tyrosine Kinase (NTRK) Gene Fusion Testing

The presence of NTRK gene fusion can be detected by multiple methods including next-
generation sequencing, reverse transcription-polymerase chain reaction, fluorescence in situ
hybridization and immunohistochemistry. Next-generation sequencing provides the most
comprehensive view of a large number of genes and may identify NTRK gene fusions as well as
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other actionable alterations, with minimal tissue needed. The fluorescence in situ hybridization
using break-apart probes can detect gene rearrangements in DNA that may generate a fusion
transcript. The immunohistochemistry techniques have generally been used in the research
setting. Reverse transcription-polymerase chain reaction is designed to identify only known
translocation partners and breakpoints and cannot identify novel breakpoints or novel fusion
partners.

Regulatory Status

Clinical laboratories may develop and validate tests in-house and market them as a laboratory
service; laboratory-developed tests must meet the general regulatory standards of the Clinical
Laboratory Improvement Amendments. Laboratories that offer laboratory-developed tests must
be licensed by the Clinical Laboratory Improvement Amendments for high-complexity testing. To
date, the U.S. Food and Drug Administration has chosen not to require any regulatory review of
these tests.

Table 1 lists some of the available targeted treatments with FDA approval for breast cancer and
the FDA cleared or approved companion diagnostic tests associated with each. An up-to-date
list of FDA cleared or approved companion‘diagnostics is available

at https://www.fda.gov/medical-devices/in-vitro-diagnostics/list-cleared-or-approved-companion-
diagnostic-devices-in-vitro-and-imaging-tools.

Table 1. Targeted Treatments for Metastatic Breast Cancer and FDA Approved
Companion Diagnostic Tests

Treatment Companion Diagnostic

Abemaciclib (Verzenio)? Ki-67 IHC MIB-1 pharmDx (Dako Omnis)
FoundationOne CDx

FoundationOne Liquid CDx

therascreen PIK3CA RGQ PCR Kit

No FDA approved companion diagnostic

Guardant360 CDx

FoundationOne CDx (Foundation Medicine,
Inc.)

FoundationOne Liquid CDx (Foundation
Medicine, Inc.)

FoundationOne CDx

BRACAnNalysis CDx
FoundationOne CDx
No FDA-approved companion diagnostic test

Alpelisib (Pigray)

Dabrafenib (Tafinlar) + Trametinib (Mekinist)

Elacestrant (Orserdu)
Entrectinib (Rozlytrek)

Larotrectinib (Vitrakvi)

Olaparib (Lynparza)

Selpercatinib (Retevmo)
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BRACAnNalysis CDx

FoundationOne CDx (Foundation Medicine,
Inc.)

FoundationOne Liquid CDx (Foundation
Medicine, Inc.)

therascreen PIK3CA RGQ PCR Kit (QIAGEN
GmbH)

2 The FDA-approved indication for adjuvant therapy with abemaciclib'was expanded in March
2023 and no longer requires Ki-67 testing. NCCN's recommendation for adjuvant abemaciclib
use was similarly updated to no longer stipulate Ki-67 testing.

Talazoparib (Talzenna)

Itovebi (inavolisib)

RATIONALE Top

For individuals with metastatic or high-risk, early stage HER2-negative breast cancer being
considered for systemic therapy (i.e., poly (adenosine diphosphate-ribose) polymerase [PARP]
inhibitors) who receive genetic testing for a BRCA1 or BRCA2 germline variant, the evidence
includes FDA-approved therapeutics with'National Comprehensive Cancer Network (NCCN)
recommendations of 2A or higher and.was not extensively evaluated. The evidence includes the
pivotal studies leading to the FDA and National Comprehensive Cancer Network (NCCN)
recommendations.

For individuals with hormone.receptor-positive, HER2-negative advanced or metastatic breast
cancer who receive PIK3CA gene testing to select targeted treatment, the evidence includes
FDA-approved therapeutics with NCCN recommendations of 2A or higher and was not
extensively evaluated: The evidence includes the pivotal studies leading to the FDA and NCCN
recommendations.

For individuals with breast cancer who are/being considered for abemaciclib therapy who
receive Ki-67 testing, the-evidence includes a randomized, controlled, open-label trial. Relevant
outcomes.include overall survival, disease-specific survival, test validity, quality of life, and
treatment-related morbidity. Among patients with hormone receptor-positive, HER2-negative,
node-positive, early breast cancer with clinical and pathological features consistent with a high
risk of recurrence (n=5637), abemaciclib plus endocrine therapy demonstrated superior invasive
disease-free survival compared to endocrine therapy alone (hazard ratio [HR] =0.75; p=.01). For
the cohort of patients with Ki-67 score of at least 20% (n=2003 [35.5%)]), secondary analysis of
invasive disease-free survival was also superior for the group receiving abemaciclib (HR=0.626;
p=.0042). However, additional analyses showed the abemaciclib benefit was observed
regardless of Ki-67 status. There was no clear benefit of abemaciclib on overall survival in either
the ITT population or the FDA-indicated population based on preliminary results that were not
subject to peer review. Further study is necessary to confirm whether an improved overall
survival benefit is observed among patients with Ki-67 'high' versus 'low' status. The evidence is

11
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insufficient to determine that the technology results in an improvement in the net health
outcome.

For individuals with breast cancer who are being considered for selpercatinib therapy who
receive RET testing, the evidence includes a nonrandomized, basket trial of individuals with
solid tumors with a life expectancy of at least 3 months and disease progression on or after
previous systemic therapies or who had no satisfactory therapeutic options. Relevant outcomes
include overall survival, disease-specific survival, test validity, quality of life, and treatment-
related morbidity. Of 45 enrolled individuals, 2 (4%) had a primary-breast tumor. The trial
reported an overall response rate of 43.9% in the total population and 100% in the breast
cancer population (n=2). Corresponding median duration of response was 24.5 months and
17.3 months. There is no FDA-approved companion diagnostic for.use with RET fusion-positive
solid tumors. The evidence is insufficient to determine that the technology results.in an
improvement in the net health outcome.

For individuals with breast cancer who are being eonsidered for dabrafenib and trametinib
therapy who receive BRAF testing, the evidence includes 2 nonrandomized basket trials of
individuals with unresectable or metastatic solid tumors with BRAF V600E mutation who have
progressed following prior treatment and.have no satisfactory alternative treatment options.
Relevant outcomes include overall survival, disease-specific survival, test validity, quality of life,
and treatment-related morbidity. The'NCI Match and BRF117019 trials reported overall
response rates ranging from 31%to 69%, largely driven by partial responders. Duration of
response, progression-free survival, and overall survival ranged widely and appeared to be
dependent on tumor type. Serious and grade 3 or worse adverse events were common,
occurring in up to 63% of study participants. No breast cancer patients were included in either
trial. There is currently.no FDA-approved companion diagnostic test for BRAF mutated solid
tumors other than melanoma and non-small-cell lung cancer for use with dabrafenib plus
trametinib. The evidence is‘insufficient to determine that the technology results in an
improvement in‘the net health outcome.

For individuals with hormone receptor-positive, HER2-negative advanced or metastatic breast
cancer who receive circulating tumoer DNA testing to select targeted treatment, the evidence
includes FDA-approved therapeutics with NCCN recommendations of 2A or higher and was not
extensively evaluated. The evidence includes the pivotal studies leading to the FDA and NCCN
recommendations.

For individuals with metastatic breast cancer who receive circulating tumor cell (CTC) testing to
guide treatment decisions, the evidence includes randomized controlled trials (RCTs),
observational studies, and systematic reviews. Relevant outcomes include overall survival,
disease-specific survival, test validity, quality of life, and treatment-related morbidity. Systematic
reviews and meta-analyses have described an association between CTCs and poor prognosis
in metastatic breast cancer, but evidence that CTC-driven treatment improves health outcomes
is lacking. One RCT found no improvement in overall survival or progression-free survival (PFS)
with CTC-driven treatment (early switching to a different chemotherapy regimen) compared to
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continuing initial therapy. A second RCT found that CTC-driven first-line therapy was noninferior
to clinician-driven therapy in previously untreated patients with metastatic breast cancer (hazard
ratio for PFS 0.94; 95% confidence interval 0.81 to 1.09). The evidence is insufficient to
determine that the technology results in an improvement in the net health outcome.

For individuals with recurrent unresectable (local or regional) or stage IV breast cancer who
receive NTRK gene fusion testing to guide treatment decisions, the evidence includes FDA-
approved therapeutics with National Comprehensive Cancer Network (NCCN)
recommendations of 2A or higher and was not extensively evaluated. The evidence includes the
pivotal studies leading to the FDA and National Comprehensive Cancer Network (NCCN)
recommendations.

DEFINITIONS/BACKGROUND Top
N/A
DISCLAIMER Top

Capital Blue Cross’ medical policies are used to determine coveragefor specific medical
technologies, procedures, equipment,.and services. These medical policies do not constitute
medical advice and are subject to change as required by law or applicable clinical evidence
from independent treatment guidelines. Treating providers are solely responsible for medical
advice and treatment of members. These polices are not a guarantee of coverage or
payment. Payment of claims is subject to a determination regarding the member’s benefit
program and eligibility on the date of service, and a determination that the services are
medically necessary and appropriate. Final processing of a claim is based upon the terms of
contract that applies to the members’ benefit. program, including benefit limitations and
exclusions. If a;provider or a member has a question concerning this medical policy, please
contact Capital Blue Cross’ Provider Services or Member Services.

CODING INFORMATION Top

Note: This list of codes may not be all-inclusive, and codes are subject to change at any time.
The identification of a code in this section does not denote coverage as coverage is determined
by the terms of member benefit information. In addition, not all covered services are eligible for
separate reimbursement. The codes need to be in numerical order.

Investigational; therefore, not covered:

Procedure Codes

0048U 0211V 0338U 81210 81404 81405 81406 81445

81455 81479*
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*Could be used for Ki-67 testing or another gene variant without a specific code

Covered when medically necessary:

Procedure Codes
0037U 0155U 0177V 0239V 0242V 81162 81163 81164
81165 81166 81167 81191 81192 81193 81194 81212
81215 81216 81217 81309
:§D-10-QM Description
iagnosis Code
C50.011-C50.929|Malignant neoplasm of the breast code range
C50.A Malignant inflammatory neoplasm of breast
C50.A0 Malignant inflammatory neoplasm of unspecified breast
C50.A1 Malignant inflammatory neoplasm.of right breast
C50.A2 Malignant inflammatory neoplasm of left breast
C79.81 Secondary malignant neoplasm of breast
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