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INSTRUCTIONS FOR USE: Company Medical Policies serve as guidance for the administration of plan benefits. 
Medical policies do not constitute medical advice nor a guarantee of coverage. Company Medical Policies are 
reviewed annually and are based upon published, peer-reviewed scientific evidence and evidence-based clinical 
practice guidelines that are available as of the last policy update. The Company reserves the right to determine the 
application of medical policies and make revisions to medical policies at any time. The scope and availability of all 
plan benefits are determined in accordance with the applicable coverage agreement. Any conflict or variance 
between the terms of the coverage agreement and Company Medical Policy will be resolved in favor of the 
coverage agreement. Coverage decisions are made on the basis of individualized determinations of medical 
necessity and the experimental or investigational character of the treatment in the individual case.  In cases where 
medical necessity is not established by policy for specific treatment modalities, evidence not previously considered 
regarding the efficacy of the modality that is presented shall be given consideration to determine if the policy 
represents current standards of care. 
 
SCOPE: Providence Health Plan, Providence Health Assurance, Providence Plan Partners, and Ayin Health Solutions 
as applicable (referred to individually as “Company” and collectively as “Companies”). 
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PLAN PRODUCT AND BENEFIT APPLICATION 
 

☒ Commercial ☒ Medicaid/OHP* ☐ Medicare** 

 
*Medicaid/OHP Members 

 

Oregon: Services requested for Oregon Health Plan (OHP) members follow the OHP Prioritized List and 
Oregon Administrative Rules (OARs) as the primary resource for coverage determinations. Medical 
policy criteria below may be applied when there are no criteria available in the OARs and the OHP 
Prioritized List. 
 
**Medicare Members 
 
This Company policy may be applied to Medicare Plan members only when directed by a separate 
Medicare policy. Note that investigational services are considered “not medically necessary” for 
Medicare members. 
 

COVERAGE CRITERIA 

I. Genetic and molecular testing may be considered medically necessary when ALL of the 
following criteria (A.-D) are met:  

 
A. Genetic Counseling general requirements have been met (see Genetic Counseling policy, 

MP316); and 
B. The individual being tested meets either of the following criteria: 

1. The patient is symptomatic, and the clinical presentation is consistent with a known 
condition; or 

2. The individual is asymptomatic and meets either of the following criteria: 
a. Individual has a first-degree blood relative (parent, sibling, or child) diagnosed 

with a condition and the affected relative has not had genetic testing and is 
unavailable for testing; or 

b. Testing is for a known pathogenic variant confirmed in an affected first-degree 
blood relative (parent, sibling, or child); and 

C. The condition being tested for is associated with increased morbidity or reduced life-
expectancy; and 

D. Clinical utility is established for tests as demonstrated by both of the following:  
1. Testing allows for a definitive diagnosis or risk classification when other clinical 

and/or laboratory tests were inconclusive or avoids more invasive diagnostic testing 
(e.g., muscle biopsy); and 

2. Testing results will guide decision(s) in clinical management (predictive, diagnostic, 
prognostic, or therapeutic). 
 

https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp316.pdf
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II. Genetic and molecular testing may be considered not medically necessary and not covered 
when there is sufficient evidence to demonstrate that the testing target or strategy is lacking 
clinical utility (See Policy Guidelines). 
 

III. Genetic and molecular testing may be considered investigational and not covered when the 
criteria above are not met.  
 

IV. Repeat testing of the same germline genetic content, for the same genetic information, is 
considered not medically necessary and not covered. 

Link to Evidence Summary 

 

 
 
 

POLICY CROSS REFERENCES  
 

• Cardiac Disease Risk Screening 

• Circulating Tumor Cell and DNA Assays for Cancer Management  

• Direct to Consumer and Over the Counter Testing 

• Genetic Counseling  

• Genetic Testing: CADASIL Disease 

• Genetic Testing: Diagnostic Evaluation of Interstitial Lung Disease  
• Genetic Testing: Hereditary Breast and Ovarian Cancer 

• Genetic Testing: Inherited Susceptibility to Colorectal Cancer  

• Genetic Testing: Inherited Thrombophilias  

• Genetic Testing: Myeloproliferative Diseases 

• Genetic Testing: Non-Covered Genetic Panel Tests 

• Genetic Testing: Reproductive Planning and Prenatal Testing 

• Genetic Testing: Thyroid Nodules 

• Genetic Testing: Whole Exome, Whole Genome and Proteogenomic Testing 

• Inflammatory Bowel Disease (IBD) Serologic Testing and Therapeutic Monitoring 

• Inflammatory Bowel Disease Measurement of Antibodies to Immunosuppressive Therapies 

• Next Generation Sequencing for Minimal Residual Disease Detection 
• Non-Small Cell Lung Cancer: Molecular Testing for Targeted Therapy 

• Ovarian Cancer: Multimarker Serum Testing 

• Vectra DA Test for Rheumatoid Arthritis 
 

The full Company portfolio of current Medical Policies is available online and can be accessed here. 
 

POLICY GUIDELINES  
 
 
DOCUMENTATION REQUIREMENTS 
 

https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp148.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp122.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp73.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp316.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp238.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp178.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp143.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp115.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp266.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp72.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp213.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp78.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp39.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp219.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp218.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp237.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp110.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp110.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp194.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp43.pdf
https://www.providencehealthplan.com/-/media/providence/website/pdfs/providers/medical-policy-and-provider-information/medical-policies/mp120.pdf
https://www.providencehealthplan.com/providers/medical-policy-rx-pharmacy-and-provider-information
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In order to determine the clinical utility of a genetic test, the following documentation must be provided 
at the time of the request. Failure to submit complete documentation may affect the outcome of the 
review. 
 

• Specific gene, trade or proprietary name of the test, or if a custom-built test, include every 
gene(s) and/or component of the test 

• Name of laboratory where the testing is being conducted or was conducted 
• Clinical notes to include the following: 

o Reason (indication) for performing test, including the suspected condition 
o Existing signs and/or symptoms related to reason for current test request 
o Prior test/laboratory results related to reason for current test request 
o Family history, if applicable 
o How results from current test request will impact clinical decision making 

• All relevant CPT/HCPCS codes billed 
 
DEFINITIONS 
 
Clinical Utility 
 
Clinical utility of any genetic test is established by evaluating the following components of the test: 
 

• Eliminates the need for further clinical workup or invasive testing 

• Leads to changes in clinical management of the condition that improve outcomes 

• Leads to discontinuation of interventions that are unnecessary and/or ineffective 

• Leads to initiation of effective medication(s) and/or changes in dosing of a medication that is 
likely to improve outcomes 

• Leads to discontinuation of medications that are ineffective or harmful 

• Provides prognostic information not revealed by standard laboratory and/or clinical testing that 
reclassifies patients into clinically relevant prognostic categories for which there are different 
treatment strategies 

 
General Principles of Genetic Testing 
 
All genetic tests must be Food and Drug Administration (FDA)-approved and/or performed in a Clinical 
Laboratory Improvement Amendments (CLIA)-accredited laboratory.  
 
BACKGROUND 
 
A genetic test is the analysis of human deoxyribonucleic acid (DNA), ribonucleic acid (RNA), 
chromosomes, proteins, and certain metabolites in order to detect heritable disease-related genotypes, 
mutations, phenotypes, or karyotypes for clinical purposes. Genetic tests may be used to detect 
newborn or adult genetic disease.1 The tests should aid in the diagnosis or in the treatment of a 
disorder, including screening in appropriate populations. Genetic tests should have proven analytical 
validity along with clinical utility and validity, as evidenced in peer-reviewed literature.  
 
Certain technologies, some of which are new and emerging, allow for testing multiple targets and/or 
genes at once, or testing in a large scale manner up to entire genomes. While the goal of testing with 
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these broad scope strategies may be increased efficiencies, the outcome of attaining results with no 
known or unknown clinical utility (variants of uncertain significance) has the potential to cause harm via 
the uncertainty of the results.2  

REGULATORY STATUS  
 

U.S. FOOD AND DRUG ADMINISTRATION (FDA) 

 

Approval or clearance by the Food and Drug Administration (FDA) does not in itself establish medical 

necessity or serve as a basis for coverage. Therefore, this section is provided for informational purposes 

only. 

 

BILLING GUIDELINES AND CODING  
 

Some, but not all genetic tests may have a specific CPT or HCPCS code assigned. Some panels may be 

billed with unlisted codes (e.g. 81479 or 81599) while others may be billed with multiple gene-specific 

and/or molecular pathology procedure codes (81400-81408).  

CODES* 

CPT 
0049U 

NPM1 (nucleophosmin) (eg, acute myeloid leukemia) gene analysis, 
quantitative 

 0195U KLF1 (Kruppel-like factor 1), targeted sequencing (ie, exon 13) 
 

0231U 

CACNA1A (calcium voltage-gated channel subunit alpha 1A) (eg, 
spinocerebellar ataxia), full gene analysis, including small sequence changes in 
exonic and intronic regions, deletions, duplications, short tandem repeat (STR) 
gene expansions, mobile element insertions, and variants in non-uniquely 
mappable regions 

 

0232U 

CSTB (cystatin B) (eg, progressive myoclonic epilepsy type 1A, Unverricht-
Lundborg disease), full gene analysis, including small sequence changes in 
exonic and intronic regions, deletions, duplications, short tandem repeat (STR) 
expansions, mobile element insertions, and variants in non-uniquely mappable 
regions 

 

0233U 

FXN (frataxin) (eg, Friedreich ataxia), gene analysis, including small sequence 
changes in exonic and intronic regions, deletions, duplications, short tandem 
repeat (STR) expansions, mobile element insertions, and variants in non-
uniquely mappable regions 

 

0234U 

MECP2 (methyl CpG binding protein 2) (eg, Rett syndrome), full gene analysis, 
including small sequence changes in exonic and intronic regions, deletions, 
duplications, mobile element insertions, and variants in non-uniquely 
mappable regions 

 

0235U 

PTEN (phosphatase and tensin homolog) (eg, Cowden syndrome, PTEN 
hamartoma tumor syndrome), full gene analysis, including small sequence 
changes in exonic and intronic regions, deletions, duplications, mobile element 
insertions, and variants in non-uniquely mappable regions 

 
0236U 

SMN1 (survival of motor neuron 1, telomeric) and SMN2 (survival of motor 
neuron 2, centromeric) (eg, spinal muscular atrophy) full gene analysis, 
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including small sequence changes in exonic and intronic regions, duplications 
and deletions, and mobile element insertions 

 

0237U 

Cardiac ion channelopathies (eg, Brugada syndrome, long QT syndrome, short 
QT syndrome, catecholaminergic polymorphic ventricular tachycardia), 
genomic sequence analysis panel including ANK2, CASQ2, CAV3, KCNE1, 
KCNE2, KCNH2, KCNJ2, KCNQ1, RYR2, and SCN5A, including small sequence 
changes in exonic and intronic regions, deletions, duplications, mobile element 
insertions, and variants in non-uniquely mappable regions 

 

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 

 0355U APOL1 (apolipoprotein L1) (eg, chronic kidney disease), risk variants (G1, G2) 
 81105 Human Platelet Antigen 1 genotyping (HPA-1), ITGB3 (integrin, beta 3 [platelet 

glycoprotein IIIa], antigen CD61 [GPIIIa]) (eg, neonatal alloimmune 
thrombocytopenia [NAIT], post-transfusion purpura), gene analysis, common 
variant, HPA-1a/b (L33P) 

 81106 Human Platelet Antigen 2 genotyping (HPA-2), GP1BA (glycoprotein Ib 
[platelet], alpha polypeptide [GPIba]) (eg, neonatal alloimmune 
thrombocytopenia [NAIT], post-transfusion purpura), gene analysis, common 
variant, HPA-2a/b (T145M) 

 81107 Human Platelet Antigen 3 genotyping (HPA-3), ITGA2B (integrin, alpha 2b 
[platelet glycoprotein IIb of IIb/IIIa complex], antigen CD41 [GPIIb]) (eg, 
neonatal alloimmune thrombocytopenia [NAIT], post-transfusion purpura), 
gene analysis, common variant, HPA-3a/b (I843S) 

 81108 Human Platelet Antigen 4 genotyping (HPA-4), ITGB3 (integrin, beta 3 [platelet 
glycoprotein IIIa], antigen CD61 [GPIIIa]) (eg, neonatal alloimmune 
thrombocytopenia [NAIT], post-transfusion purpura), gene analysis, common 
variant, HPA-4a/b (R143Q) 

 81109 Human Platelet Antigen 5 genotyping (HPA-5), ITGA2 (integrin, alpha 2 
[CD49B, alpha 2 subunit of VLA-2 receptor] [GPIa]) (eg, neonatal alloimmune 
thrombocytopenia [NAIT], post-transfusion purpura), gene analysis, common 
variant (eg, HPA-5a/b (K505E)) 

 81110 Human Platelet Antigen 6 genotyping (HPA-6w), ITGB3 (integrin, beta 3 
[platelet glycoprotein IIIa, antigen CD61] [GPIIIa]) (eg, neonatal alloimmune 
thrombocytopenia [NAIT], post-transfusion purpura), gene analysis, common 
variant, HPA-6a/b (R489Q) 

 81111 Human Platelet Antigen 9 genotyping (HPA-9w), ITGA2B (integrin, alpha 2b 
[platelet glycoprotein IIb of IIb/IIIa complex, antigen CD41] [GPIIb]) (eg, 
neonatal alloimmune thrombocytopenia [NAIT], post-transfusion purpura), 
gene analysis, common variant, HPA-9a/b (V837M) 

 81112 Human Platelet Antigen 15 genotyping (HPA-15), CD109 (CD109 molecule) (eg, 
neonatal alloimmune thrombocytopenia [NAIT], post-transfusion purpura), 
gene analysis, common variant, HPA-15a/b (S682Y) 

 81120 IDH1 (isocitrate dehydrogenase 1 [NADP+], soluble) (eg, glioma), common 
variants (eg, R132H, R132C) 
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81121 

IDH2 (isocitrate dehydrogenase 2 [NADP+], mitochondrial) (eg, glioma), 
common variants (eg, R140W, R172M) 

 81161 DMD (dystrophin) (eg, Duchenne/Becker muscular dystrophy) deletion 
analysis, and duplication analysis, if performed 

 81163 BRCA1 (BRCA1, DNA repair associated), BRCA2 (BRCA2, DNA repair associated) 
(eg, hereditary breast and ovarian cancer) gene analysis; full sequence analysis 

 81165 BRCA1 (BRCA1, DNA repair associated) (eg, hereditary breast and ovarian 
cancer) gene analysis; full sequence analysis 

 81171 AFF2 (AF4/FMR2 family, member 2 [FMR2]) (eg, fragile X mental retardation 2 
[FRAXE]) gene analysis; evaluation to detect abnormal (eg, expanded) alleles 

 81172 AFF2 (AF4/FMR2 family, member 2 [FMR2]) (eg, fragile X mental retardation 2 
[FRAXE]) gene analysis; characterization of alleles (eg, expanded size and 
methylation status) 

 81173 AR (androgen receptor) (eg, spinal and bulbar muscular atrophy, Kennedy 
disease, X chromosome inactivation) gene analysis; full gene sequence 

 81174 AR (androgen receptor) (eg, spinal and bulbar muscular atrophy, Kennedy 
disease, X chromosome inactivation) gene analysis; known familial variant 

 81175 ASXL1 (additional sex combs like 1, transcriptional regulator) (eg, 
myelodysplastic syndrome, myeloproliferative neoplasms, chronic 
myelomonocytic leukemia), gene analysis; full gene sequence 

 81176 ASXL1 (additional sex combs like 1, transcriptional regulator) (eg, 
myelodysplastic syndrome, myeloproliferative neoplasms, chronic 
myelomonocytic leukemia), gene analysis; targeted sequence analysis (eg, 
exon 12) 

 81177 ATN1 (atrophin 1) (eg, dentatorubral-pallidoluysian atrophy) gene analysis, 
evaluation to detect abnormal (eg, expanded) alleles 

 81178 ATXN1 (ataxin 1) (eg, spinocerebellar ataxia) gene analysis, evaluation to 
detect abnormal (eg, expanded) alleles 

 81179 ATXN2 (ataxin 2) (eg, spinocerebellar ataxia) gene analysis, evaluation to 
detect abnormal (eg, expanded) alleles 

 81180 ATXN3 (ataxin 3) (eg, spinocerebellar ataxia, Machado-Joseph disease) gene 
analysis, evaluation to detect abnormal (eg, expanded) alleles 

 81181 ATXN7 (ataxin 7) (eg, spinocerebellar ataxia) gene analysis, evaluation to 
detect abnormal (eg, expanded) alleles 

 81182 ATXN8OS (ATXN8 opposite strand [non-protein coding]) (eg, spinocerebellar 
ataxia) gene analysis, evaluation to detect abnormal (eg, expanded) alleles 

 81183 ATXN10 (ataxin 10) (eg, spinocerebellar ataxia) gene analysis, evaluation to 
detect abnormal (eg, expanded) alleles 

 81184 CACNA1A (calcium voltage-gated channel subunit alpha1 A) (eg, 
spinocerebellar ataxia) gene analysis; evaluation to detect abnormal (eg, 
expanded) alleles 

 81185 CACNA1A (calcium voltage-gated channel subunit alpha1 A) (eg, 
spinocerebellar ataxia) gene analysis; full gene sequence 

 81186 CACNA1A (calcium voltage-gated channel subunit alpha1 A) (eg, 
spinocerebellar ataxia) gene analysis; known familial variant 
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 81187 CNBP (CCHC-type zinc finger nucleic acid binding protein) (eg, myotonic 
dystrophy type 2) gene analysis, evaluation to detect abnormal (eg, expanded) 
alleles 

 81188 CSTB (cystatin B) (eg, Unverricht-Lundborg disease) gene analysis; evaluation 
to detect abnormal (eg, expanded) alleles 

 81189 CSTB (cystatin B) (eg, Unverricht-Lundborg disease) gene analysis; full gene 
sequence 

 81190 CSTB (cystatin B) (eg, Unverricht-Lundborg disease) gene analysis; known 
familial variant(s) 

 
81200 

ASPA (aspartoacylase) (e.g., Canavan disease) gene analysis, common variants 
(e.g., E285A, Y231X) 

 81204 AR (androgen receptor) (eg, spinal and bulbar muscular atrophy, Kennedy 
disease, X chromosome inactivation) gene analysis; characterization of alleles 
(eg, expanded size or methylation status) 

 
81205 

BCKDHB (branched-chain keto acid dehyrogenase E1, beta polypeptide) (e.g., 
Maple syrup urine disease) gene analysis, common variants (e.g., R183P, 
G278s, E422X) 

 
81209 

BLM (Bloom syndrome, RecQ helicase-like) (e.g., Bloom syndrome) gene 
analysis 2281 del6ins7 variant 

 
81210 

BRAF(v-raf murine sarcoma viral oncogene homolog B1) (e.g. Colon Cancer) 
gene analysis, V600E variant 

 81219 CALR (calreticulin)(eg myeloproliferative disorders, gene analysis, common 
variants in exon 9) 

 81233 BTK (Bruton's tyrosine kinase) (eg, chronic lymphocytic leukemia) gene 
analysis, common variants (eg, C481S, C481R, C481F) 

 81234 DMPK (DM1 protein kinase) (eg, myotonic dystrophy type 1) gene analysis; 
evaluation to detect abnormal (expanded) alleles 

 
81235 

EGFR (Epidermal growth factor receptor)(EG, non-small cell lung cancer) gene 
analysis, common variants (EG, exon 19 LREA deletion, L858R, T790M, G719A, 
G719S, L861Q) 

 81236 EZH2 (enhancer of zeste 2 polycomb repressive complex 2 subunit) (eg, 
myelodysplastic syndrome, myeloproliferative neoplasms) gene analysis, full 
gene sequence 

 81237 EZH2 (enhancer of zeste 2 polycomb repressive complex 2 subunit) (eg, diffuse 
large B-cell lymphoma) gene analysis, common variant(s) (eg, codon 646) 

 81238 F9 (coagulation factor IX) (eg, hemophilia B), full gene sequence 

 81239 DMPK (DM1 protein kinase) (eg, myotonic dystrophy type 1) gene analysis; 
characterization of alleles (eg, expanded size) 

 81242 FANCC (Fanconi anemia, complementation group C) (e.g., Fanconi Anemia, 
type C) gene analysis, common variant (e.g., IVS4=4A>T) 

 
81243 

FMR1 (Fragile X mental retardation 1) (e.g.,  fragile x mental retardation) gene  
analysis; evaluation to detect abnormal (e.g., expanded) alleles 

 
81244 

FMR1 (Fragile X mental retardation 1) (e.g., fragile X mental retardation) gene 
analysis; characterization of alleles (e.g., expanded size and methylation 
status)  

 81247 G6PD (glucose-6-phosphate dehydrogenase) (eg, hemolytic anemia, jaundice), 
gene analysis; common variant(s) (eg, A, A-) 
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 81248 G6PD (glucose-6-phosphate dehydrogenase) (eg, hemolytic anemia, jaundice), 
gene analysis; known familial variant(s) 

 81249 G6PD (glucose-6-phosphate dehydrogenase) (eg, hemolytic anemia, jaundice), 
gene analysis; full gene sequence 

 81250 G6PC (glucose-6-phosphatase, catalytic subunit) (e.g., Glycogen storage 
disease, type 1a, von Gierke disease) gene analysis, common variants (e.g., 
R83C, Q347X) 

 
81251 

GBA (glucosidase, bets, acid) (e.g.,  Gaucher disease) gene analysis, common           
variants (e.g., N370S, 84GG, L444P, IVS2=1G>A) 

 
81255 

HEXA (hexosaminidase A [alpha polypeptide]) (e.g. Tay-Sachs disease) gene 
analysis common variants (e.g., 1278insTATC, 1421+1G>C, G269S) 

 81256 HFE (hemochromatosis) (e.g. hereditary hemochromatosis) gene analysis, 
common variants (e.g. C282Y, H63D) 

 81257    HBA1/HBA2 (alpha globin 1 and alpha globin 2)(e.g. alpha thalsemmia, Hb Bart 
hydrops fetalis syndrome, HbH disease), gene analysis, for common deletions 
or variant (e.g., Southeast Asian, Thai, Filipino, Mediterranean, alpha3.7, 
alpha20.5, and Constant Spring) 

 81258 HBA1/HBA2 (alpha globin 1 and alpha globin 2) (eg, alpha thalassemia, Hb Bart 
hydrops fetalis syndrome, HbH disease), gene analysis; known familial variant 

 81259 HBA1/HBA2 (alpha globin 1 and alpha globin 2) (eg, alpha thalassemia, Hb Bart 
hydrops fetalis syndrome, HbH disease), gene analysis; full gene sequence 

 81260 IKBKAP (inhibitor of kappa light polypeptide gene enhancer in B-cells, kinase 
complex- associated protein)(e.g. familial dysautonomia) gene analysis, 
common variants 

 81269 HBA1/HBA2 (alpha globin 1 and alpha globin 2) (eg, alpha thalassemia, Hb Bart 
hydrops fetalis syndrome, HbH disease), gene analysis; duplication/deletion 
variants 

 81271 HTT (huntingtin) (eg, Huntington disease) gene analysis; evaluation to detect 
abnormal (eg, expanded) alleles 

 81274 HTT (huntingtin) (eg, Huntington disease) gene analysis; characterization of 
alleles (eg, expanded size) 

 
81275 

KRAS ((V-KI-RAS2 Kirsten Rat Sarcoma Viral Oncogene)( EG carcinoma) gene 
analysis, variants in codons 12 and 13 

 81276 KRAS (Kirsten rat sarcoma viral oncogene homolog) (eg, carcinoma) gene 
analysis; additional variant(s) (eg, codon 61, codon 146) 

 81284 FXN (frataxin) (eg, Friedreich ataxia) gene analysis; evaluation to detect 
abnormal (expanded) alleles 

 81285 FXN (frataxin) (eg, Friedreich ataxia) gene analysis; characterization of alleles 
(eg, expanded size) 

 81286 FXN (frataxin) (eg, Friedreich ataxia) gene analysis; full gene sequence 

 81289 FXN (frataxin) (eg, Friedreich ataxia) gene analysis; known familial variant(s) 

 
81290 

MCOLN1 (mucolipin 1 ) (e.g., Mucolipidosis, Type IV) gene analysis, common 
variants (e.g. IVS3-2A>G, del6.4b) 

 
81302 

MECP2 (methyl CpG binding protein 2) (e.g., Rett syndrome) gene analysis; full 
sequence analysis 

 
81303 

MECP2 (methyl CpG binding protein 2) (e.g., Rett syndrome) gene analysis; 
known familial variant 
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81304 

 MECP2 (methyl CpG binding protein 2) (e.g., Rett syndrome) gene analysis; 
duplication/deletion variants  6 or exon 6), qualitative or quantitative 

 81305 MYD88 (myeloid differentiation primary response 88) (eg, Waldenstrom's 
macroglobulinemia, lymphoplasmacytic leukemia) gene analysis, p.Leu265Pro 
(L265P) variant 

 81311 NRAS (neuroblastoma RAS viral [v-ras] oncogene homolog) (eg, colorectal 
carcinoma), gene analysis, variants in exon 2 (eg, codons 12 and 13) and exon 
3 (eg, codon 61) 

 81312 PABPN1 (poly[A] binding protein nuclear 1) (eg, oculopharyngeal muscular 
dystrophy) gene analysis, evaluation to detect abnormal (eg, expanded) alleles 

 
81315 

PML/RARalpha, (t(15;17)), (promyelocytic leukemia/retinoic acid receptor 
alpha) (eg, promyelocytic leukemia) translocation analysis; common 
breakpoints (eg, intron 3 and intron 6), qualitative or quantitative 

 
81316 

PML/RARalpha, (t(15;17)), (promyelocytic leukemia/retinoic acid receptor 
alpha) (eg, promyelocytic leukemia) translocation analysis; single breakpoint 
(eg, intron 3, intron 6 or exon 6), qualitative or quantitative 

 81321 PTEN (phosphatase and tensin)(e.g., Cowden Syndrome, PTEN hamartoma 
tumor syndrome) gene analysis; full sequence analysis 

 81322 PTEN (phosphatase and tensin)(e.g., Cowden Syndrome, PTEN hamartoma 
tumor syndrome) gene analysis; known familial variant 

 81323 PTEN (phosphatase and tensin)(e.g., Cowden Syndrome, PTEN hamartoma 
tumor syndrome) gene analysis; duplication/deletion variant 

 81324             PMP22 (peripheral myelin protein 22)(e.g., Charcot-Marie-Tooth hereditary 
neuropathy with liability to pressure palsies) gene analysis; 
duplication/deletion analysis 

 81325               PMP22 (peripheral myelin protein 22)(e.g., Charcot-Marie-Tooth hereditary 
neuropathy with liability to pressure palsies) gene analysis; full sequence 

 81326   PMP22 (peripheral myelin protein 22) (e.g., Charcot-Marie-Tooth hereditary 
neuropathy  with liability to pressure palsies) gene analysis; know familial 
variant 

 81327 SEPT9 (Septin9) (eg, colorectal cancer) methylation analysis 
 81329 SMN1 (survival of motor neuron 1, telomeric) (eg, spinal muscular atrophy) 

gene analysis; dosage/deletion analysis (eg, carrier testing), includes SMN2 
(survival of motor neuron 2, centromeric) analysis, if performed 

 81330 SMPD1 (sphingomyelin phosphodiesterase 1, acid lysomal) (e.g., Niemann-Pick 
disease Type A) gene analysis, common variants (e.g., R496L, L302P, fsP330) 

 81331    SNRPN/UBE3A (small nuclear ribonucleoprotein polypeptide N and Ubiquitin 
protein ligase E3A) (e.g., Prader-Willi syndrome and/or Angelman syndrome 
methylation analysis 

 81332 SERPINA 1 (serpin peptidase inhibitor, clade A, alpha-1 antiproteinase variants 
(e.g., *S and *Z) 

 81333 TGFBI (transforming growth factor beta-induced) (eg, corneal dystrophy) gene 
analysis, common variants (eg, R124H, R124C, R124L, R555W, R555Q) 

 81334 RUNX1 (runt related transcription factor 1) (eg, acute myeloid leukemia, 
familial platelet disorder with associated myeloid malignancy), gene analysis, 
targeted sequence analysis (eg, exons 3-8) 
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 81336 SMN1 (survival of motor neuron 1, telomeric) (eg, spinal muscular atrophy) 
gene analysis; full gene sequence 

 81337 SMN1 (survival of motor neuron 1, telomeric) (eg, spinal muscular atrophy) 
gene analysis; known familial sequence variant(s) 

 81343 PPP2R2B (protein phosphatase 2 regulatory subunit Bbeta) (eg, 
spinocerebellar ataxia) gene analysis, evaluation to detect abnormal (eg, 
expanded) alleles 

 81344 TBP (TATA box binding protein) (eg, spinocerebellar ataxia) gene analysis, 
evaluation to detect abnormal (eg, expanded) alleles 

 81345 TERT (telomerase reverse transcriptase) (eg, thyroid carcinoma, glioblastoma 
multiforme) gene analysis, targeted sequence analysis (eg, promoter region) 

 81347 SF3B1 (splicing factor [3b] subunit B1) (eg, myelodysplastic syndrome/acute 
myeloid leukemia) gene analysis, common variants (eg, A672T, E622D, L833F, 
R625C, R625L) 

 81348 SRSF2 (serine and arginine-rich splicing factor 2) (eg, myelodysplastic 
syndrome, acute myeloid leukemia) gene analysis, common variants (eg, P95H, 
P95L) 

 81357 U2AF1 (U2 small nuclear RNA auxiliary factor 1) (eg, myelodysplastic 
syndrome, acute myeloid leukemia) gene analysis, common variants (eg, S34F, 
S34Y, Q157R, Q157P) 

 81361 HBB (hemoglobin, subunit beta) (eg, sickle cell anemia, beta thalassemia, 
hemoglobinopathy); common variant(s) (eg, HbS, HbC, HbE) 

 81362 HBB (hemoglobin, subunit beta) (eg, sickle cell anemia, beta thalassemia, 
hemoglobinopathy); known familial variant(s) 

 81363 HBB (hemoglobin, subunit beta) (eg, sickle cell anemia, beta thalassemia, 
hemoglobinopathy); duplication/deletion variant(s) 

 81364 HBB (hemoglobin, subunit beta) (eg, sickle cell anemia, beta thalassemia, 
hemoglobinopathy); full gene sequence 

 81400 Molecular pathology procedure, Level 1 (e.g., identification of single germline 
variant [e.g., SNP] by techniques such as restriction enzyme digestion or melt 
curve analysis) 

 81401 Molecular pathology procedure, Level 2 (e.g., 2-10 SNPs, 1 methylated variant, 
or 1 somatic variant [typically using nonsequencing target variant analysis], or 
detection of a dynamic mutation disorder/triplet repeat) 

 81402 Molecular pathology procedure, level 3 (e.g.,>10 SNPs, 2-10 methylated 
variants, or 2-10 somatic variants [typically using non-sequencing target 
variant analysis], immunoglobulin and T-cell receptor gene rearrangements, 
duplication/deletion variants 1 exon) 

 81403 Molecular pathology procedure, level 4 (e.g. analysis of single exon by DNA 
sequence analysis, analysis of >10 amplicons using multiplex PCR in 2 or more 
independent reactions, mutation scanning or duplication/deletion variants of 
2-5 exons 

 81404 Molecular pathology procedure, level 5 (e.g., analysis of 2-5 exons by DNA 
sequence analysis, mutation scanning or duplication/deletion variants of 6-10 
exons, or characterization of a dynamic mutation disorder /triplet repeat by 
southern blot analysis 
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 81405 Molecular pathology procedure, level 6 (e.g., analysis of 6-10 exons by DNA 
sequence analysis, mutation scanning or duplication/deletion variants of 11-25 
exons) 

 81406 Molecular pathology procedure, Level 7 (e.g., analysis of 11-25 exons by DNA 
sequence analysis, mutation scanning or duplication/deletion variants of 26-50 
exons, cytogenomic array analysis for neoplasia) 

 81407 Molecular pathology procedure, level 8 (e.g., analysis of 26-50 exons by DNA 
sequence analysis, mutation scanning or duplication/deletion variants of >50 
exons, sequence analysis of multiple genes on one platform) 

 81408 Molecular pathology, level 9 (e.g., analysis of >50 exons in a single gene by 
DNA sequence analysis) 

 

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 

 81413 Cardiac ion channelopathies (eg, Brugada syndrome, long QT syndrome, short 
QT syndrome, catecholaminergic polymorphic ventricular tachycardia); 
genomic sequence analysis panel, must include sequencing of at least 10 
genes, including ANK2, CASQ2, CAV3, KCNE1, KCNE2, KCNH2, KCNJ2, KCNQ1, 
RYR2, and SCN5A 

 81414 Cardiac ion channelopathies (eg, Brugada syndrome, long QT syndrome, short 
QT syndrome, catecholaminergic polymorphic ventricular tachycardia); 
duplication/deletion gene analysis panel, must include analysis of at least 2 
genes, including KCNH2 and KCNQ1 

 81415 Exome (eg, unexplained constitutional or heritable disorder or syndrome); 
sequence analysis 

 81416 Exome (eg, unexplained constitutional or heritable disorder or syndrome); 
sequence analysis, each comparator exome (eg, parents, siblings) (List 
separately in addition to code for primary procedure) 

 81417 Exome (eg, unexplained constitutional or heritable disorder or syndrome); re-
evaluation of previously obtained exome sequence (eg, updated knowledge or 
unrelated condition/syndrome) 

 81419 Epilepsy genomic sequence analysis panel, must include analyses for 
ALDH7A1, CACNA1A, CDKL5, CHD2, GABRG2, GRIN2A, KCNQ2, MECP2, 
PCDH19, POLG, PRRT2, SCN1A, SCN1B, SCN2A, SCN8A, SLC2A1, SLC9A6, 
STXBP1, SYNGAP1, TCF4, TPP1, TSC1, TSC2, and ZEB2 

 81430 Hearing loss (eg, nonsyndromic hearing loss, Usher syndrome, Pendred 
syndrome); genomic sequence analysis panel, must include sequencing of at 
least 60 genes, including CDH23, CLRN1, GJB2, GPR98, MTRNR1, MYO7A, 
MYO15A, PCDH15, OTOF, SLC26A4, TMC1, TMPRSS3, USH1C, USH1G, USH2A, 
and WFS1 

 81431 Hearing loss (eg, nonsyndromic hearing loss, Usher syndrome, Pendred 
syndrome); duplication/deletion analysis panel, must include copy number 
analyses for STRC and DFNB1 deletions in GJB2 and GJB6 genes 

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

 81437 Hereditary neuroendocrine tumor disorders (eg, medullary thyroid carcinoma, 
parathyroid carcinoma, malignant pheochromocytoma or paraganglioma); 
genomic sequence analysis panel, must include sequencing of at least 6 genes, 
including MAX, SDHB, SDHC, SDHD, TMEM127, and VHL 

 81438 Hereditary neuroendocrine tumor disorders (eg, medullary thyroid carcinoma, 
parathyroid carcinoma, malignant pheochromocytoma or paraganglioma); 
duplication/deletion analysis panel, must include analyses for SDHB, SDHC, 
SDHD, and VHL 

 81439 Hereditary cardiomyopathy (eg, hypertrophic cardiomyopathy, dilated 
cardiomyopathy, arrhythmogenic right ventricular cardiomyopathy), genomic 
sequence analysis panel, must include sequencing of at least 5 
cardiomyopathy-related genes (eg, DSG2, MYBPC3, MYH7, PKP2, TTN) 

 81441 Inherited bone marrow failure syndromes (IBMFS) (eg, Fanconi anemia, 
dyskeratosis congenita, Diamond-Blackfan anemia, Shwachman-Diamond 
syndrome, GATA2 deficiency syndrome, congenital amegakaryocytic 
thrombocytopenia) sequence analysis panel, must include sequencing of at 
least 30 genes, including BRCA2, BRIP1, DKC1, FANCA, FANCB, FANCC, 
FANCD2, FANCE, FANCF, FANCG, FANCI, FANCL, GATA1, GATA2, MPL, NHP2, 
NOP10, PALB2, RAD51C, RPL11, RPL35A, RPL5, RPS10, RPS19, RPS24, RPS26, 
RPS7, SBDS, TERT, and TINF2 

 81442 Noonan spectrum disorders (eg, Noonan syndrome, cardio-facio-cutaneous 
syndrome, Costello syndrome, LEOPARD syndrome, Noonan-like syndrome), 
genomic sequence analysis panel, must include sequencing of at least 12 
genes, including BRAF, CBL, HRAS, KRAS, MAP2K1, MAP2K2, NRAS, PTPN11, 
RAF1, RIT1, SHOC2, and SOS1 

 

81443 

Genetic testing for severe inherited conditions (eg, cystic fibrosis, Ashkenazi 
Jewish-associated disorders [eg, Bloom syndrome, Canavan disease, Fanconi 
anemia type C, mucolipidosis type VI, Gaucher disease, Tay-Sachs disease], 
beta hemoglobinopathies, phenylketonuria, galactosemia), genomic sequence 
analysis panel, must include sequencing of at least 15 genes (eg, ACADM, 
ARSA, ASPA, ATP7B, BCKDHA, BCKDHB, BLM, CFTR, DHCR7, FANCC, G6PC, 
GAA, GALT, GBA, GBE1, HBB, HEXA, IKBKAP, MCOLN1, PAH) 

 81448 Hereditary peripheral neuropathies (eg, Charcot-Marie-Tooth, spastic 
paraplegia), genomic sequence analysis panel, must include sequencing of at 
least 5 peripheral neuropathy-related genes (eg, BSCL2, GJB1, MFN2, MPZ, 
REEP1, SPAST, SPG11, SPTLC1) 

 81479 Unlisted Molecular Pathology 
 81595 Cardiology (heart transplant), mRNA, gene expression profiling by real-time 

quantitative PCR of 20 genes (11 content and 9 housekeeping), utilizing 
subfraction of peripheral blood, algorithm reported as a rejection risk score 

 81599 Unlisted multianalyte assay with algorithmic analysis 
HCPCS S3870 Comparative genomic hybridization (cgh) microarray testing for 

developmental delay, autism spectrum disorder and/or intellectual disability 
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*Coding Notes:  

• The above code list is provided as a courtesy and may not be all-inclusive. Inclusion or omission of a code from this 
policy neither implies nor guarantees reimbursement or coverage. Some codes may not require routine review for 
medical necessity, but they are subject to provider contracts, as well as member benefits, eligibility and potential 
utilization audit. 

• All unlisted codes are reviewed for medical necessity, correct coding, and pricing at the claim level. If an unlisted code 
is submitted for non-covered services addressed in this policy then it will be denied as not covered. If an unlisted 
code is submitted for potentially covered services addressed in this policy, to avoid post-service denial, prior 
authorization is recommended. 

• See the non-covered and prior authorization lists on the Company Medical Policy, Reimbursement Policy, 
Pharmacy Policy and Provider Information website for additional information. 

• HCPCS/CPT code(s) may be subject to National Correct Coding Initiative (NCCI) procedure-to-procedure (PTP) 
bundling edits and daily maximum edits known as “medically unlikely edits” (MUEs) published by the Centers for 
Medicare and Medicaid Services (CMS). This policy does not take precedence over NCCI edits or MUEs. Please refer to 
the CMS website for coding guidelines and applicable code combinations. 
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