
 
 
 
 

 
 
Changes in Tumor Profile Testing for Members with Advanced 
Cancer Policy 
 
 
Effective December 1, 2021, our Tumor Profile Testing for Members with Advanced 
Cancer policy will be updated. Please see attached policy for changes in: 

 
• Liquid biopsy (circulating tumor DNA, ctDNA) molecular profiling tests 

Change in clinical criteria when testing by: 
 Plasma-based, somatic comprehensive genomic profiling test (CGP) 
 Plasma-based Next generation sequencing (NGS) assays performed on solid 

tumor cell free DNA in plasma 
 
 
 
 



Tumor Profile Testing for Members with Advanced Cancer 

DESCRIPTION 

Cancer is the result of genetic changes to deoxyribonucleic acid (DNA) that can be inherited or acquired over a lifetime. While each cancer may have unique genetic changes that could vary 
among cells of the same tumor type, there are certain mutations that commonly cause cancer, including mutations to tumor suppressor genes, DNA repair genes, or proto-oncogenes.1 

Tumor Profile testing also known as molecular profiling or comprehensive genomic profiling is a method for identifying multiple biomarkers in the malignant tumors of persons who have cancer. 
The biomarker information can be used to identify treatment options by classifying tumors based on the genetic make-up of the actual tumor. Using a sample obtained from either a tissue biopsy 
or from a liquid biopsy (typically blood), this testing examines the DNA of cancer cells, looking for genetic mutations or other biomarkers that have been acquired by these cells2• 

• IY.��Y.: 
o Tissue biopsy - A tissue biopsy is the removal of tissue from any part of the body to examine ii for disease. Some may remove a small tissue sample with a needle while others 

may surgically remove a suspicious nodule or lump. 
o Liquid biopsy - Usually performed on blood, liquid biopsies analyze DNA from whole circulating tumor cells (CTCs) or cell-free DNA (cfDNA) from tumors. Many tests specifically 

target a type of cfDNA called circulating tumor DNA (ctDNA), most of which comes from cells in the bed of the tumors. 
• Technologies or lab 11rocedures used in tumor 11rofiling maY. include: 

o Next-generation sequencing (NGS) - Finds mutations in 5 to 500+ genes in a single test. 
o Chromosomal microarray (CMA) - Uses microchip-based test for high-volume, automated analysis of many pieces of DNA at once. 
o Fluorescence in-situ hybridization (FISH) - Locates a specific DNA sequence by exposing chromosomes to a DNA "probe" that has a fluorescent molecule attached to it. 
o Polymerase chain reaction (PCR) - Lets researchers "amplify" (produce millions of copies of) a DNA sequence fast and economically. 
o lmmunohistochemical studies (IHC) - Uses staining to show whether or not the cancer cells have HER2 receptors and/or hormone receptors on their surface. 

• Jypes of Tumor profile tests: 
o Targeted Tumor Panels: Targeted Next-Generation Sequencing (NGS) panels are defined as tests that identify somatic alterations known to occur in certain regions (i.e., 

'hotspots') within specific genes of interest for cancer management (i.e., diagnosis, selection of molecularly targeted therapies, prognosis in a context where prognostic 
classification is essential for treatment selection). These alterations typically represent response or lack of response to corresponding targeted cancer therapies. The hotspot test 
should include relevant regions in the genes required for companion diagnostic testing and/or known to be necessary for proper patient management. 

• To bill for targeted NGS services, review CPT codes 81445, 81450 and 81455. Base the selected code on the number of genes in your laboratory's NGS panel and the test 
indication for solid organ or hematolymphoid neoplasms. The UOS for the NGS panel is one. 

• NOTE: Individual gene tests performed in the NGS panel should NOT be registered and reported with multiple CPT Tier 1 and/or Tier II codes 
o Comprehensive Genomic Profile (CGP) Testing: CGP refers to NGS-based molecular assays that provide additional insight beyond individual gene hotspots; these assays 

seek to describe the genomic makeup of a tumor and can help identify underlying mechanisms of disease to guide clinical decision making. These tests include not only mutations 
in individual relevant genes, but also patterns of mutations across related genes in established cancer pathways and often include an assessment of overall mutational burden. 
These tests typically involve sequencing of entire exonic regions of genes of interest (within a comprehensive gene panel or whole exome sequencing), and may also include 
selected intronic regions. CGP can detect multiple types of molecular alterations (i.e., SNVs, small and large INDELs, copy number alterations (CNAs), structural variants (SVs), 
and splice-site variants) in a single assay. Patterns of mutations seen across multiple genes may be used to infer clinically relevant etiologies, such as DNA mismatch repair 
deficiency and microsatellite instability, and total mutational load/burden (TMB) may be determined. CGP testing may also include RNA sequencing to detect structural variations, 
such as translocations or large deletions, and to detect functional splicing mutations. CGP is not defined as a targeted panel. 

• Because CGP includes SNVs, small (S 10 bp) and large(> 10 bp) insertions and deletions, CNVs, AND rearrangements (i.e., translocations/fusions), CPT codes 81445, 
81450, and 81455 do NOT describe a CGP service. Therefore, to report a CGP service, test providers should use CPT code 81479. 

o Liquid biopsy (circulating tumor DNA, ctDNA) molecular profiling tests: Traditionally testing is performed on tumor samples. This requires the availability of adequate tumor 
tissue. A liquid biopsy is used to test the Member's blood for evidence of actionable mutations coming from the tumor. NOTE: Tissue-based testing remains the preferred tool to 
test for actionable mutations in cancer. When obtaining tumor tissue is not feasible, liquid biopsy technology represents an alternative which may allow more Members to receive 
potentially effective cancer treatment. 

This policy addresses tumor profiling or somatic testing of cancer cells. Germline testing is performed on healthy cells to assess for risks to develop cancer. Germline testing may be found in 
Benefit Administration Manual policies such as: Genetic Testing for Heritable Conditions or Tumor Markers for Cancer. 

Please Note: The following list(s) of procedure and/or diagnosis codes is provided for reference purposes only and may not be all inclusive. Listing of a code in this policy does not imply that the service described by the code is a covered or non�vered health service. Benefit 
coverage for heafth services is determined by the member specffic benefit plan document and applicable laws that may require coverage for a specific service. The inclusion of a code does not imply any right to reimbursement or guarantee claim payment. Other Policies and 
Guidelines may apply. 

RELEVANT CODES 

81445 

81450 

81455 

81479 

Targeted genomic sequence analysis panel, solid organ neoplasm, DNA analysis, and RNA analysis when performed, 5-50 genes (eg, ALK, BRAF, CDKN2A, 
EGFR, ERBB2, KIT, KRAS, NRAS, MET, PDGFRA, PDGFRB, PGR, PIK3CA, PTEN, RET), interrogation for sequence variants and copy number variants or 
rearrangements, if performed 

Targeted genomic sequence analysis panel, hematolymphoid neoplasm or disorder, DNA analysis, and RNA analysis when performed, 5-50 genes (eg, BRAF, 
CEBPA, DNMT3A, EZH2, FLT3, IDH1, IDH2, JAK2, KRAS, KIT, MLL, NRAS, NPM1, NOTCH1 ), interrogation for sequence variants, and copy number variants 
or rearrangements, or isoform expression or mRNA expression levels, if performed 

Targeted genomic sequence analysis panel, solid organ or hematolymphoid neoplasm, DNA analysis, and RNA analysis when performed, 51 or greater genes 
(eg, ALK, BRAF, CDKN2A, CEBPA, DNMT3A, EGFR, ERBB2, EZH2, FLT3, IDH1, IDH2, JAK2, KIT, KRAS, MLL, NPM1, NRAS, MET, NOTCH1, PDGFRA, 
PDGFRB, PGR, PIK3CA, PTEN, RET), interrogation for sequence variants and copy number variants or rearrangements, if performed 

Unlisted Molecular Pathology Procedure 

COVERAGE CRITERIA 

Tissue biopsy molecular profiling testing: 

Molecular profiling performed using tumor tissue using either Targeted Next-Generation Sequencing (NGS) panels or Comprehensive Genomic Profile (CGP) Testing (not cell-free circulating 
tumor DNA, also known as liquid biopsy) is covered when the following are met: 

1. Clinical criteria: HAP/AHL Members who have coverage for genetic testing when ALL the following are met: 
a. Member has recurrent, relapsed, refractory, metastatic, or advanced stage Ill or IV cancer; 
b. ONE of the following is met: 

i. Member has not been previously tested using the same NGS test for the same primary diagnosis of cancer, 
ii. Request for repeat testing using the same NGS test is covered only when a new primary cancer diagnosis is made by the treating physician 

c. Member has decided to seek further cancer treatment (e.g., therapeutic chemotherapy). 
2. Test criteria: FDA approved or cleared in vitro companion diagnostic laboratory tests using Next Generation Sequencing (NGS) may be covered as a diagnostic laboratory test when: 

a. Performed in a CUA-certified laboratory, when ordered by a treating physician, clinical criteria are met, the Member has coverage for genetic testing, and ALL the following 
requirements are met: 

i. Food & Drug Administration (FDA) approval or clearance as a companion in vitro diagnostic 
ii. Test is an FDA-approved or -cleared indication for use in the Member's cancer 
iii. Test results will be provided to the treating physician for management of the Member's care using a report template to specify treatment options. 
iv. The test has satisfactorily completed a Technical Assessment by MolDX for the stated indications of the test 
v. The assay performed includes at least the minimum genes and genomic positions required for the identification of clinically relevant FDA-approved therapies with a 

companion diagnostic biomarker as well as other biomarkers known to be necessary for clinical decision making for its intended use that can be reasonably detected by the 
test. 
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