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Medicare Advantage X Commercial 
 

NEXT Generation Genome Exome Sequencing Policy 
 

I. Purpose 
Indiana University Health Plans (IU Health Plans) considers clinical indications when making a 
medical necessity determination for Genetic Testing – Next Generation Genome-Exome 
Sequencing. 

 

II. Scope 
This policy applies to all IU Health Plans and Utilization Management staff having decision- 
making responsibilities where authorization is required for Fully-insured and Team Member 
commercial plans. 

 

III. Exceptions 
1. Testing for patients without cancer. 

2. The use of a circulating tumor DNA (ctDNA) panel test is considered investigational and not 
medically necessary 

 
IV. Definitions 

Checkpoint inhibitors- A type of immunotherapy. The drugs block proteins that stop the immune 
system from attacking the cancer cells. Described as a type of monoclonal antibody or targeted 
treatment. 

Copy number variant- An alteration of the DNA of a genome that results in the cell having 
an abnormal number of copies of one r more sections of the DNA. 

 
Exome- All the exons in a genome. 

 
Gene panel- When five or more genes are tested on the same day on the same member by the same 
rendering provider. 

 
Genome- An organism’s entire set of DNA. 

 
Genotype- The genetic structure of an organism or cell 

 
Immunohistochemistry- The process of detecting proteins in the cells of a tissue section. 



Indel- a genomic insertion or deletion. 
 

Molecular profiling- The identification and documentation of the structure of a specific DNA, 
RNA, or protein molecule, usually for the purpose of diagnosing biochemical and genetic disorders. 

 
Next-generation exome sequencing- Any of the technologies that allow rapid sequencing of large 
numbers of segments of DNA, up to and including entire genomes. 

 
Tumor mutation burden- A biomarker used to assess responsiveness to immunotherapy by 
measuring the total number of mutations per coding area of a tumor genome. Tumor Mutation 
Burden is typically determined by molecular (genomic) profiling with a large multigene 
assay/panel. 

 
Whole exome sequencing- Reads only the parts of the human genome that encode proteins leaving 
the other regions of the genome unread. 

 
Whole genome sequencing- A laboratory procedure which seeks to determine an individual’s 
entire DNA sequence, specifying the order of every base pair within the genome at a single time. 

 
V. Policy Statements 

IU Health Plans considers Next Generation Genome-Exome Sequencing Genetic Testing using 
tissue/blood testing medically necessary when meeting ALL the following indications: 
1. Test is ordered by the treating oncologist/hematologist 
2. The patient has metastatic cancer and has progressed on prior treatment 
3. The test is being used to assess tumor mutation burden and identify candidates for checkpoint 

inhibition immunotherapy 
4. The patient is considered a satisfactory candidate using a standardized performance scale. 

 
 
 

 
Codes Description 

0037U Targeted genomic sequence analysis, solid organ neoplasm, DNA analysis of 324 genes, 
interrogation for sequence variants, gene copy number amplifications, gene 
rearrangements, microsatellite instability, and tumor mutational burden 

0048U Oncology (solid organ neoplasia), DNA, targeted sequencing of protein coding exons of 
468 cancer associated genes, including interrogation for somatic mutations and 
microsatellite instability, matched with normal specimens, utilizing formalin-fixed parrafin 
embedded tumor tissue, report of clinically significant mutation(s) 

0094U RCIGM Rapid Whole Genome Sequencing test of a single blood specimen to screen for 
genetic markers of thousands of diseases in newborns and infants with unexplained 
constitutional or inherited disorders. 

0102U BreastNext® test from Ambry Genetics®, which is a genomic sequence analysis panel of 
17 genes associated with hereditary breast cancer–related disorders. 

0134U +RNAinsight™ for CancerNext® test from Ambry Genetics, which is a targeted mRNA 
sequence analysis panel of 18 genes to improve variant classification of genes implicated in 
various hereditary cancer–related disorders. 

0209U CNGnome™ test valuates the patient’s entire genetic make–up, called the genome, for 
variation in the number of copies of gene sequences, called copy number variants (CNV), and 
other chromosomal markers of abnormalities, such as structural changes and sequences of 
homozygous DNA. 



0211U Oncology (pan-tumor), DNA and RNA by next-generation sequencing, utilizing 
formalin- fixed paraffin-embedded tissue, interpretive report for a single nucleotide 
variants, copy number alterations, tumor mutational burden, and microsatellite 
instability, with therapy association 

0212U Genomic Unity® Whole Genome Analysis – Proband analysis of the whole genome and 
mitochondrial DNA provides data for evaluating rare, unexplained constitutional or 
genetic disorders in a proband patient (the first patient in a family to receive the genetic 
testing). 

0213U Genomic Unity® Whole Genome Analysis of the whole genome and mitochondrial 
DNA in a relative of a proband patient creates a reference genome gene sequence, which 
the lab analyst can compare to the proband patient’s genome to evaluate rare 
constitutional or genetic disorders. 

0214U Genomic Unity® Exome Plus Analysis – Proband Analysis of the exome and 
mitochondrial DNA provides data for evaluating rare, unexplained constitutional or 
genetic disorders in a proband patient (the first patient in a family to receive the genetic 
testing). 

0215U Genomic Unity® Exome Plus Analysis – Comparator Analysis of the exome and 
mitochondrial DNA in a relative of a proband patient creates a reference exome, which 
the lab analyst can compare to the proband patient’s exome to evaluate rare 
constitutional or genetic disorders. 

0238U Oncology (Lynch syndrome), genomic DNA sequence analysis of MLH1, MSH2, 
MSH6, PMS2, and EPCAM, including small sequence changes in exonic and intronic 
regions, deletions, duplications, mobile element insertions, and variants in non-uniquely 
mappable regions 

0244U Oncology (solid organ), DNA, comprehensive genomic profiling, 257 genes, interrogation 
for single-nucleotide variants, insertions/deletions, copy number alterations, gene 
rearrangements, tumor mutational burden and microsatellite instability, utilizing formalin- 
fixed paraffin-embedded tumor tissue 

0250U PGDx elioTM tissue complete which uses next generation sequencing (NGS) to evaluate 
formalin–fixed paraffin–embedded (FFPE) solid tumor tissue for 505+ genes for somatic 
mutations, including insertions and deletions (indels), single nucleotide variants (SNVs), 
and translocations, to guide treatment for myriad solid tumor types involving various 
organ systems. 

0265U Praxis Whole Genome Sequencing test uses next–generation sequencing (NGS) of the 
whole genome and mitochondrial DNA to aid in the diagnosis of rare constitutional and 
other heritable disorders. 

0267U Praxis Combined Whole Genome Sequencing and Optical Genome Mapping uses next– 
generation sequencing (NGS) to sequence the whole genome and optical genome mapping 
(OGM) to identify chromosomal structural variants to aid in diagnosis of rare 
constitutional or other heritable disorders. 

81349 Lab analyst performs the technical lab test using low–pass whole genome sequencing, 
which uses high–throughput next generation sequencing (NGS) technology 

81412 Ashkenazi Jewish associated disorders (eg Bloom syndrome, Canavan disease, cystic 
fibrosis, familial dysautonomia, Fanconi anemia group C, Gaucher disease, Tay-Sachs 
disease), genomic sequence analysis panel, must include sequencing of at least 9 genes, 
including ASPA, BLM, CFTR, FANCC, GBA, HEXA, IKBKAP, MCOLN1, and 
SMPD1 

81415 Lab analyst performs an exome gene sequence analysis to look for genetic changes that 
could account for an unexplained disorder or syndrome in the patient. 



81416 Lab analyst performs an exome gene sequence analysis in a relative of the patient to 
create a reference exome gene sequence, which the lab analyst can compare to the 
patient’s exome to evaluate an unexplained disorder or syndrome in the patient. 

81417 Lab analyst reevaluates an existing patient exome gene sequence in light of new 
information that was not available at the time of the initial evaluation, such as new 
clinical information or evidence of an unrelated condition. 

81425 Lab analyst performs a gene sequence analysis of the entire patient genome to look for 
genetic changes that could account for an unexplained disorder or syndrome. 

81426 Lab analyst performs a gene sequence analysis of the entire patient genome to look for 
genetic changes that could account for an unexplained disorder or syndrome. 

81427 Lab analyst reevaluates an existing patient full genomic sequence analysis in light of new 
information that was not available at the time of the initial evaluation, such as new 
clinical information or evidence of an unrelated condition. 

81434 Hereditary retinal disorders (eg retinitis pigmentosa, Leber congenital amaurosis, cone-rod 
dystrophy), genomic sequence analysis panel, must include sequencing of at least 15 genes 
including ABCA4, CNGA1, CRB1, EYS, PDE6A, PDE6B, PRPF31, PRPH2, RDH12, 
RHO, 
RP1, RP2, RPE65, RPGR, and USH2A 

81445 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 [when 
specified as one of the following]: 

• Lynch syndrome 5 gene panel test including ONLY MLH1, MSH2, MSH6, 
PMS2, and EPCAM 

• Prostate cancer panel to evaluate deleterious germline or somatic homologous 
recombination repair (HRR) genes (eg, BRCA1, BRCA2, ATM, BARD1, 
BRIP1, CDK12, CHEK1, CHEK2, FANCL, PALB2, Rad51B, RAD51C, 
RAD51D, RAD54L) 

81450 Genomic Sequence analysis panel to evaluate the patient specimen for genetic sequences 
of 5 to 50 genes known to relate to blood or lymph cancers, known as hematolymphoid 
neoplasms. 

81455 genomic sequence analysis panel to evaluate the patient specimen for genetic sequences of 
51 or more genes known to relate to solid organ cancers or to blood or lymph cancers known 
as 
hematolymphoid neoplasms. 

81479 Unlisted molecular pathology procedure [when specified as one of the following panels]: 
• Lynch syndrome 5 gene panel test including ONLY MLH1, MSH2, MSH6, 

PMS2, and EPCAM 
• Prostate cancer panel to evaluate deleterious germline or somatic homologous 

recombination repair (HRR) genes (eg, BRCA1, BRCA2, ATM, BARD1, 
BRIP1, 
CDK12, CHEK1, CHEK2, FANCL, PALB2, Rad51B, RAD51C, 
RAD51D, RAD54L) 

96040 A t ra ine d no nph ysicia n g e ne t ic co unse  lo r a na lyze s a pa t ie nt  ’s fa m ily risk fa c t o rs 
fo r g e n e t ic co n d it io n s, a n a lyze s a va ila b le m e d ic a l in fo rm a t io n , a n d co u n se ls t h e 
p a t ie nt  a nd fa m ily. 



S0265 Genetic counseling, under physician supervision, each 15 minutes 

 
 
 

VI. Procedures 

None 
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VIII. Forms/Appendices 
None 

 
IX. Responsibility 

 
Medical Director 
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This Policy is proprietary and confidential. No part of this Policy may be disclosed in 
any manner to a third party without the prior written consent of IU Health Plans, Inc. 
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