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STATEMENT

General Information

It is an expectation that all members receive care/services from a licensed clinician. All
appropriate supporting documentation, including recent pertinent office visit notes,
laboratory data, and results of any special testing must be provided. If applicable: All
prior relevant imaging results and the reason that alternative imaging cannot be
performed must be included in the documentation submitted.

Where a specific clinical indication is not directly addressed in this guideline, medical
necessity determination will be made based on widely accepted standard of care criteria.
These criteria are supported by evidence-based or peer-reviewed sources such as
medical literature, societal guidelines, and state/national recommendations.

The guideline criteria in the following sections were developed utilizing evidence-based
and peer-reviewed resources from medical publications and societal organization
guidelines as well as from widely accepted standard of care, best practice
recommendations.

Special Note

See also cross-reference policies:

EVH Clinical Guideline 2704.CC for Gene Expression Testing for Breast Cancer
EVH Clinical Guideline 2711.CC for Clinical Trials

EVH Clinical Guideline 2736.CC Non-invasive Genetic Testing During Pregnancy
EVH Clinical Guideline 2738.CC Determination of Medical Necessity

INDICATIONS

CountyCare considers genetic testing medically necessary to establish a molecular diagnosis of
an inheritable disease when all of the following are met:

The member displays clinical features, or is at direct risk of inheriting the mutation in
question (pre-symptomatic); and

The result of the test will directly impact the treatment being delivered to the member;
and

After history, physical examination, pedigree analysis, genetic counseling, and
completion of conventional diagnostic studies, a definitive diagnosis remains uncertain;
and

Disease-specific criteria met.

To ensure that genetic testing requested and being paid for by CountyCare are medically
necessary, (See EVH Clinical Guideline 2738.CC Determination of Medical Necessity for
full details) the following guidelines listed in order of significance below are used to make
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medical necessity decision on a case-by-case basis, based on the information provided on the
member’s health status:

1st State law/guidelines (eg, when State requirements supersede or exceed federal
requirements)

2nd CountyCare developed and/or approved medical policies.

3rd If no Plan policies exist, then InterQual (1Q) Clinical Decision Support Criteria

4th For Clinical Trials CountyCare considers routine care costs of members in Clinical Trials as
medically necessary in accordance with: EVH Clinical Guideline 2711.CC Clinical Trials

5th In the case of no guidance from above, additional information that the applicable Health
Plan Medical Director will consider and includes:

Medical necessity definition as supported by the Plan

Reports from peer reviewed medical literature, from which a higher level of evidence and
study quality is more strongly considered

Evidence-based guidelines published by the American Board of Medical Specialties and
other medical associations

Nationally recognized organizations such as National Guideline Clearinghouse

Professional standards of safety and effectiveness recognized in the US for diagnosis,
care, or treatment

Nationally recognized drug compendia resources such as Facts & Comparisons®
(NCCN, DRUGDEX®, and The National Comprehensive Cancer Network®) Guidelines

Government-funded or independent entities that assess and report on clinical care
decisions and technology such as Agency for Healthcare Research and Quality (AHRQ),
Hayes Technology Assessment, Up-To-Date, Cochrane Reviews, National Institute for
Health and Care Excellence (NICE), etc.

Coverage Determinations for Genetic Testing

CountyCare will use the following as guidelines to determine the medical necessity of specific
items and services:

e Consistent with the symptoms or diagnoses of the iliness or injury under treatment

e Necessary and consistent with generally accepted professional medical standards as
outlined in this policy

e Not furnished primarily for the convenience of the member, caregiver, the attending
physician, or another physician or supplier

e Furnished at the most appropriate level that can be provided safely and effectively to the
member

e Evidence that a similar outcome cannot be achieved through a lower-cost medically
necessary alternative
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Code Specific Criteria

The following codes have specific criteria that is utilized by the CountyCare Utilization
Management (UM) Department:

CPT Code 81528: Oncology Colorectal Screening Quantitative of 10 DNA Markers
(Cologuard)

e This test should only be approved for individuals at average risk for colon cancer
e NCCN has criteria for average risk which include:
o Age 45-75 years

o No personal history of adenoma or sessile serrated polyp/sessile serrated lesion
(SSP/SSL(s)) or colorectal cancer

o No personal history of inflammatory bowel disease

o No personal history of high-risk colorectal cancer hereditary syndromes (Lynch
syndrome, Polyposis syndromes (Classical familial adenomatous polyposis,
Attenuated familial polyposis, MUTYH-associated polyposis, Peutz-Jeghers
syndrome, Juvenile polyposis syndrome, Serrated polyposis syndrome (rarely
inherited), other pathogenic variants, Cowden/PTEN hamartoma tumor syndrome, Li-
Fraumeni Syndrome)

o No personal history of cystic fibrosis
o No personal history of childhood cancer

o Negative family history of confirmed advanced adenoma (eg, greater than or equal to
1 cm, villous or tubulovillous histology, high-grade dysplasia) or an advanced
SSP/SSL(s) (greater than or equal to 1 cm, any dysplasia) in first degree relatives

o Negative family history of colorectal cancer

CPT Code 81420: Fetal Chromosomal Aneuploidy Genomic Sequence Analysis

e The American Board or Obstetrics and Gynecology and the American Board of Medical
Genetics and Genomics recommend Prenatal Cell-free DNA testing for chromosomes
13, 18, 21, X and Y aneuploidies for all pregnant women who have a singleton or twin
pregnancy who have not previously had cell-free DNA screening in the current
pregnancy

e The test is not recommended for any other aneuploidies or for multiple gestation
pregnancies (triplets or higher)

e The test should not be done along with maternal serum screening, done on a twin
pregnancy with a vanishing twin, or used solely for fetal sex determination or to predict
twin zygosity

e If test is ordered as part of a panel each code should be reviewed separately
o Some may be considered experimental and investigational

o Some may not require prior authorization but are covered
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CPT Code 0493U: Prospera™ test by Natera™, which quantifies donor-derived
cell-free DNA in transplant recipients

Medical Necessity for this test:

Test is clinically validated for the transplanted organ and whether the clinical indication
(suspected rejection, inconclusive biopsy, immunosuppression monitoring, etc.) meets
coverage criteria

When the member has:
o Clinical signs of acute rejection, or
o Aninconclusive biopsy, or
o Monitoring for adequate immunosuppression
o Alternative Tests
m  AlloSure® CPT Code 0540U
m Viracor TRAC® CPT Code 0118U

LIMITATIONS

e Depending on the test, it may only be allowed once during the member’s lifetime per
disease for diagnostic purposes
e A second genetic test may be authorized in one of the following circumstances:
o The genetic test identifies other mutations not previously tested and is different from
the original test
o The genetic test measures gene expressions or identifies somatic mutations which
can vary over time, when clinically appropriate
Exceptions

The following exception codes must always be sent to a Medical Director for secondary review,
regardless of 1Q policy findings:

81415 Genome sequencing

81415 Exome sequencing

81465 Entire mitochondrial genome sequencing

81460 Entire mitochondrial genomes

0493U Prospera™ test by Natera™, which quantifies donor-derived cell-free DNA in
transplant recipients

Any code for which criteria is unavailable
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CODING AND STANDARDS

Codes

NOTE: This list is not all inclusive. As new codes are added as covered or new tests are
developed, any genetic lab test requires review by CountyCare UM

Code

Description

81105

Human Platelet Antigen 1 genotyping (HPA-1), ITGB3 (integrin, beta 3
[platelet glycoprotein Illa], antigen CD61 [GPIlla]) (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 lIb/llla complex], antigen CD41 [GPIIb])
(eg, neonatal alloimmune thrombocytopenia [NAIT], post-transfusion
purpura), gene analysis, common variant, HPA-3a/b (1843S)

81108

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

81109

Human Platelet Antigen 5 genotyping (HPA-5), ITGAZ2 (integrin, alpha 2
[CD49B, alpha 2 subunit of VLA-2 receptor] [GPla]) (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 llla, antigen CD61] [GPIlla]) (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 lIb/llla 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-
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Code

Description

transfusion purpura), gene analysis, common variant, HPA-15a/b
(S682Y)

81120

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

81121

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

81163

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

81164

BRCA1 (BRCA1, DNA repair associated), BRCA2 (BRCA2, DNA repair
associated) (eg, hereditary breast and ovarian cancer) gene analysis;
full duplication/deletion analysis (ie, detection of large gene
rearrangements)

81165

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

81166

BRCA1 (BRCA1, DNA repair associated) (eg, hereditary breast and
ovarian cancer) gene analysis; full duplication/deletion analysis (ie,
detection of large gene rearrangements)

81167

BRCA2 (BRCA2, DNA repair associated) (eg, hereditary breast and
ovarian cancer) gene analysis; full duplication/deletion analysis (ie,
detection of large gene rearrangements)

81168

CCND1/IGH (1(11;14)) (eg, mantle cell lymphoma) translocation
analysis, major breakpoint, qualitative and quantitative, if performed

81171

AFF2 (ALF transcription elongation factor 2 [FMRZ2]) (eg, fragile X
intellectual disability 2 [FRAXE]) gene analysis; evaluation to detect
abnormal (eg, expanded) alleles

81172

AFF2 (ALF transcription elongation factor 2 [FMR2]) (eg, fragile X
intellectual disability 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
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Description

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

ATNA1 (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

ATXNS (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 (ATXNS 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

81186

CACNA1A (calcium voltage-gated channel subunit alpha1 A) (eg,
spinocerebellar ataxia) gene analysis; known familial variant

81187

CNBP (CCHC-type zinc finger nucleic acid binding protein) (eg,
myotonic dystrophy type 2) gene analysis, evaluation to detect abnormal
(eg, expanded) alleles
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81188 CSTB (cystatin B) (eg, Unverricht-Lundborg disease) gene analysis;
evaluation to detect abnormal (eg, expanded) alleles

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

81191 NTRK1 (neurotrophic receptor tyrosine kinase 1) (eg, solid tumors)
translocation analysis

81192 NTRK2 (neurotrophic receptor tyrosine kinase 2) (eg, solid tumors)
translocation analysis

81193 NTRK3 (neurotrophic receptor tyrosine kinase 3) (eg, solid tumors)
translocation analysis

81194 NTRK (neurotrophic receptor tyrosine kinase 1, 2, and 3) (eg, solid
tumors) translocation analysis

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)

81230 CYP3A4 (cytochrome P450 family 3 subfamily A member 4) (eg, drug
metabolism), gene analysis, common variant(s) (eg, *2, *22)

81231 CYP3AS5 (cytochrome P450 family 3 subfamily A member 5) (eg, drug
metabolism), gene analysis, common variants (eg, *2, *3, *4, *5, *6, *7)

81232 DPYD (dihydropyrimidine dehydrogenase) (eg, 5-fluorouracil/5-FU and
capecitabine drug metabolism), gene analysis, common variant(s) (eg,
*2A, *4, %5, *6)

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

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)
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81238

F9 (coagulation factor 1X) (eg, hemophilia B), full gene sequence

81239

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

81247

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

81249

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

81254

GJB6 (gap junction protein, beta 6, 30kDa, connexin 30) (eg,
nonsyndromic hearing loss) gene analysis, common variants (eg, 309kb
[del(GJB6-D13S1830)] and 232kb [del(GJB6-D13S1854)])

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

81267

Chimerism (engraftment) analysis, post transplantation specimen (eg,
hematopoietic stem cell), includes comparison to previously performed
baseline analyses; without cell selection

81268

Chimerism (engraftment) analysis, post transplantation specimen (eg,
hematopoietic stem cell), includes comparison to previously performed
baseline analyses; with cell selection (eg, CD3, CD33), each cell type

81269

HBA1/HBAZ2 (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

81272

KIT (v-kit Hardy-Zuckerman 4 feline sarcoma viral oncogene homolog)
(eg, gastrointestinal stromal tumor [GIST], acute myeloid leukemia,
melanoma), gene analysis, targeted sequence analysis (eg, exons 8,
11,13, 17, 18)

81273

KIT (v-kit Hardy-Zuckerman 4 feline sarcoma viral oncogene homolog)
(eg, mastocytosis), gene analysis, D816 variant(s)

81274

HTT (huntingtin) (eg, Huntington disease) gene analysis;
characterization of alleles (eg, expanded size)
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81275 KRAS (Kirsten rat sarcoma viral oncogene homolog) (eg, carcinoma)
gene analysis; variants in exon 2 (eg, codons 12 and 13)

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

81277 Cytogenomic neoplasia (genome-wide) microarray analysis,
interrogation of genomic regions for copy number and loss-of-
heterozygosity variants for chromosomal abnormalities

81278 IGH@/BCL2 ((14;18)) (eg, follicular lymphoma) translocation analysis,
major breakpoint region (MBR) and minor cluster region (mcr)
breakpoints, qualitative or quantitative

81279 JAK2 (Janus kinase 2) (eg, myeloproliferative disorder) targeted
sequence analysis (eg, exons 12 and 13)

81283 IFNL3 (interferon, lambda 3) (eg, drug response), gene analysis,
rs12979860 variant

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

81287 MGMT (O-6-methylguanine-DNA methyltransferase) (eg, glioblastoma
multiforme) promoter methylation analysis

81288 MLH1 (mutL homolog 1, colon cancer, nonpolyposis type 2) (eg,
hereditary non-polyposis colorectal cancer, Lynch syndrome) gene
analysis; promoter methylation analysis

81289 FXN (frataxin) (eg, Friedreich ataxia) gene analysis; known familial
variant(s)
81290 MCOLN1 (mucolipin 1) (eg, Mucolipidosis, type IV) gene analysis,

common variants (eg, IVS3-2A>G, del6.4kb)

81291 MTHFR (5,10-methylenetetrahydrofolate reductase) (eg, hereditary
hypercoagulability) gene analysis, common variants (eg, 677T, 1298C)
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81292

MLH1 (mutL homolog 1, colon cancer, nonpolyposis type 2) (eg,
hereditary non-polyposis colorectal cancer, Lynch syndrome) gene
analysis; full sequence analysis

81293

MLH1 (mutL homolog 1, colon cancer, nonpolyposis type 2) (eg,
hereditary non-polyposis colorectal cancer, Lynch syndrome) gene
analysis; known familial variants

81296

MSH2 (mutS homolog 2, colon cancer, nonpolyposis type 1) (eg,
hereditary non-polyposis colorectal cancer, Lynch syndrome) gene
analysis; known familial variants

81299

MSH6 (mutS homolog 6 [E. coli]) (eg, hereditary non-polyposis
colorectal cancer, Lynch syndrome) gene analysis; known familial
variants

81301

Microsatellite instability analysis (eg, hereditary non-polyposis colorectal
cancer, Lynch syndrome) of markers for mismatch repair deficiency (eg,
BAT25, BAT26), includes comparison of neoplastic and normal tissue, if
performed

81303

MECP2 (methyl CpG binding protein 2) (eg, Rett syndrome) gene
analysis; known familial variant

81305

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

81307

PALB2 (partner and localizer of BRCAZ2) (eg, breast and pancreatic
cancer) gene analysis; full gene sequence

81308

PALB2 (partner and localizer of BRCA2) (eg, breast and pancreatic
cancer) gene analysis; known familial variant

81309

PIK3CA (phosphatidylinositol-4, 5-biphosphate 3-kinase, catalytic
subunit alpha) (eg, colorectal and breast cancer) gene analysis,
targeted sequence analysis (eg, exons 7, 9, 20)

81310

NPM1 (nucleophosmin) (eg, acute myeloid leukemia) gene analysis,
exon 12 variants

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)
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81312

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

81313

PCA3/KLK3 (prostate cancer antigen 3 [non-protein coding]/kallikrein-
related peptidase 3 [prostate specific antigen]) ratio (eg, prostate
cancer)

81314

PDGFRA (platelet-derived growth factor receptor, alpha polypeptide)
(eg, gastrointestinal stromal tumor [GIST]), gene analysis, targeted
sequence analysis (eg, exons 12, 18)

81315

PML/RARalpha, (1(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

81318

PMS2 (postmeiotic segregation increased 2 [S. cerevisiae)) (eg,
hereditary non-polyposis colorectal cancer, Lynch syndrome) gene
analysis; known familial variants

81320

PLCG2 (phospholipase C gamma 2) (eg, chronic lymphocytic leukemia)
gene analysis, common variants (eg, R665W, S707F, L845F)

81321

PTEN (phosphatase and tensin homolog) (eg, Cowden syndrome,
PTEN hamartoma tumor syndrome) gene analysis; full sequence
analysis

81322

PTEN (phosphatase and tensin homolog) (eg, Cowden syndrome,
PTEN hamartoma tumor syndrome) gene analysis; known familial
variant

81323

PTEN (phosphatase and tensin homolog) (eg, Cowden syndrome,
PTEN hamartoma tumor syndrome) gene analysis; duplication/deletion
variant

81324

PMP22 (peripheral myelin protein 22) (eg, Charcot-Marie-Tooth,
hereditary neuropathy with liability to pressure palsies) gene analysis;
duplication/deletion analysis
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81325

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

81326

PMP22 (peripheral myelin protein 22) (eg, Charcot-Marie-Tooth,
hereditary neuropathy with liability to pressure palsies) gene analysis;
known familial variant

81328

SLCO1B1 (solute carrier organic anion transporter family, member 1B1)
(eg, adverse drug reaction), gene analysis, common variant(s) (eg, *5)

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 lysosomal) (eg,
Niemann-Pick disease, Type A) gene analysis, common variants (eg,
R496L, L302P, fsP330)

81332

SERPINA1 (serpin peptidase inhibitor, clade A, alpha-1 antiproteinase,
antitrypsin, member 1) (eg, alpha-1-antitrypsin deficiency), gene
analysis, common variants (eg, *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)

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)

81338

MPL (MPL proto-oncogene, thrombopoietin receptor) (eg,
myeloproliferative disorder) gene analysis; common variants (eg,
W515A, W515K, W515L, W515R)

81339

MPL (MPL proto-oncogene, thrombopoietin receptor) (eg,
myeloproliferative disorder) gene analysis; sequence analysis, exon 10
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81340

TRB@ (T cell antigen receptor, beta) (eg, leukemia and lymphoma),
gene rearrangement analysis to detect abnormal clonal population(s);
using amplification methodology (eg, polymerase chain reaction)

81341

TRB@ (T cell antigen receptor, beta) (eg, leukemia and lymphoma),
gene rearrangement analysis to detect abnormal clonal population(s);
using direct probe methodology (eg, Southern blot)

81342

TRG@ (T cell antigen receptor, gamma) (eg, leukemia and lymphoma),
gene rearrangement analysis, evaluation to detect abnormal clonal
population(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)

81346

TYMS (thymidylate synthetase) (eg, 5-fluorouracil/5-FU drug
metabolism), gene analysis, common variant(s) (eg, tandem repeat
variant)

81347

SF3B1 (splicing factor [3b] subunit B1) (eg, myelodysplastic
syndrome/acute myeloid leukemia) gene analysis, common variants (eg,
AB72T, 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)

81350

UGT1A1 (UDP glucuronosyltransferase 1 family, polypeptide A1) (eg,
drug metabolism, hereditary unconjugated hyperbilirubinemia [Gilbert
syndrome]) gene analysis, common variants (eg, *28, *36, *37)

81351

TP53 (tumor protein 53) (eg, Li-Fraumeni syndrome) gene analysis; full
gene sequence

81352

TP53 (tumor protein 53) (eg, Li-Fraumeni syndrome) gene analysis;
targeted sequence analysis (eg, 4 oncology)
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81353 TP53 (tumor protein 53) (eg, Li-Fraumeni syndrome) gene analysis;
known familial variant

81355 VKORC1 (vitamin K epoxide reductase complex, subunit 1) (eg, warfarin
metabolism), gene analysis, common variant(s) (eg, -1639G>A,
c.173+1000C>T)

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

81360 ZRSR2 (zinc finger CCCH-type, RNA binding motif and serine/arginine-
rich 2) (eg, myelodysplastic syndrome, acute myeloid leukemia) gene
analysis, common variant(s) (eg, E65fs, E122fs, R448fs)

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)

81374 HLA Class | typing, low resolution (eg, antigen equivalents); one antigen
equivalent (eg, B*27), each

81377 HLA Class Il typing, low resolution (eg, antigen equivalents); one
antigen equivalent, each

81378 HLA Class | and Il typing, high resolution (ie, alleles or allele groups),
HLA-A, -B, -C, and -DRB1

81381 HLA Class | typing, high resolution (ie, alleles or allele groups); one
allele or allele group (eg, B*57:01P), each

81382 HLA Class Il typing, high resolution (ie, alleles or allele groups); one
locus (eg, HLA-DRB1, -DRB3/4/5, -DQB1, -DQA1, -DPB1, or -DPA1),
each

81383 HLA Class Il typing, high resolution (ie, alleles or allele groups); one
allele or allele group (eg, HLA-DQB1*06:02P), each

81400 Molecular Pathology Procedure Level 1

81402 Molecular Pathology Procedure Level 3

81408 Molecular Pathology Procedure Level 9

Page 16 of 26

Evolent Clinical Guideline 2715.CC for Genetic Testing




‘.

CountyCare

N,

evolent

Code

Description

81411

Aortic dysfunction or dilation (eg, Marfan syndrome, Loeys Dietz
syndrome, Ehler Danlos syndrome type IV, arterial tortuosity syndrome);
duplication/deletion analysis panel, must include analyses for TGFBR1,
TGFBR2, MYH11, and COL3A1

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

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

81420

Fetal chromosomal aneuploidy (eg, trisomy 21, monosomy X) genomic
sequence analysis panel, circulating cell-free fetal DNA in maternal
blood, must include analysis of chromosomes 13, 18, and 21

81422

Fetal chromosomal microdeletion(s) genomic sequence analysis (eg,
DiGeorge syndrome, Cri-du-chat syndrome), circulating cell-free fetal
DNA in maternal blood

81425

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

81426

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

81427

Genome (eg, unexplained constitutional or heritable disorder or
syndrome); re-evaluation of previously obtained genome sequence (eg,
updated knowledge or unrelated condition/syndrome)
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81435

Hereditary colon cancer disorders (eg, Lynch syndrome, PTEN
hamartoma syndrome, Cowden syndrome, familial adenomatosis
polyposis); genomic sequence analysis panel, must include sequencing
of at least 10 genes, including APC, BMPR1A, CDH1, MLH1, MSH2,
MSH6, MUTYH, PTEN, SMAD4, and STK11

81440

Nuclear encoded mitochondrial genes (eg, neurologic or myopathic
phenotypes), genomic sequence panel, must include analysis of at least
100 genes, including BCS1L, C100rf2, COQ2, COX10, DGUOK,
MPV17, OPA1, PDSS2, POLG, POLG2, RRM2B, SCO1, SCO2,
SLC25A4, SUCLA2, SUCLG1, TAZ, TK2, and TYMP

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)

81445

Solid organ neoplasm, genomic sequence analysis panel, 5-50 genes,
interrogation for sequence variants and copy number variants or
rearrangements, if performed; DNA analysis or combined DNA and RNA
analysis

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)

81450

Hematolymphoid neoplasm or disorder, genomic sequence analysis
panel, 5-50 genes, interrogation for sequence variants, and copy
number variants or rearrangements, or isoform expression or mRNA
expression levels, if performed; DNA analysis or combined DNA and
RNA analysis

81451

Hematolymphoid neoplasm or disorder, genomic sequence analysis
panel, 5-50 genes, interrogation for sequence variants, and copy
number variants or rearrangements, or isoform expression or mMRNA
expression levels, if performed; RNA analysis

81455

Solid organ or hematolymphoid neoplasm or disorder, 51 or greater
genes, genomic sequence analysis panel, interrogation for sequence
variants and copy number variants or rearrangements, or isoform
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expression or mRNA expression levels, if performed; DNA analysis or
combined DNA and RNA analysis

81456

Solid organ or hematolymphoid neoplasm or disorder, 51 or greater
genes, genomic sequence analysis panel, interrogation for sequence
variants and copy number variants or rearrangements, or isoform
expression or mMRNA expression levels, if performed; RNA analysis

81460

Whole mitochondrial genome (eg, Leigh syndrome, mitochondrial
encephalomyopathy, lactic acidosis, and stroke-like episodes [MELAS],
myoclonic epilepsy with ragged-red fibers [MERFF], neuropathy, ataxia,
and retinitis pigmentosa [NARP], Leber hereditary optic neuropathy
[LHON]), genomic sequence, must include sequence analysis of entire
mitochondrial genome with heteroplasmy detection

81465

Whole mitochondrial genome large deletion analysis panel (eg, Kearns-
Sayre syndrome, chronic progressive external ophthalmoplegia),
including heteroplasmy detection, if performed

81470

X-linked intellectual disability (XLID) (eg, syndromic and non-syndromic
XLID); genomic sequence analysis panel, must include sequencing of at
least 60 genes, including ARX, ATRX, CDKL5, FGD1, FMR1, HUWEA1,
IL1RAPL, KDM5C, L1CAM, MECP2, MED12, MID1, OCRL, RPS6KAS,
and SLC16A2

81500

Oncology (ovarian), biochemical assays of two proteins (CA-125 and
HE4), utilizing serum, with menopausal status, algorithm reported as a
risk score

81503

Oncology (ovarian), biochemical assays of five proteins (CA-125,
apolipoprotein A1, beta-2 microglobulin, transferrin, and pre-albumin),
utilizing serum, algorithm reported as a risk score

81506

Endocrinology (type 2 diabetes), biochemical assays of seven analytes
(glucose, HbA1c, insulin, hs-CRP, adiponectin, ferritin, interleukin 2-
receptor alpha), utilizing serum or plasma, algorithm reporting a risk
score

81507

Fetal aneuploidy (trisomy 21, 18, and 13) DNA sequence analysis of
selected regions using maternal plasma, algorithm reported as a risk
score for each trisomy

81508

Fetal congenital abnormalities, biochemical assays of two proteins
(PAPP-A, hCG [any form]), utilizing maternal serum, algorithm reported
as a risk score
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81509

Fetal congenital abnormalities, biochemical assays of three proteins
(PAPP-A, hCG [any form], DIA), utilizing maternal serum, algorithm
reported as a risk score

81510

Fetal congenital abnormalities, biochemical assays of three analytes
(AFP, uE3, hCG [any form]), utilizing maternal serum, algorithm reported
as a risk score

81511

Fetal congenital abnormalities, biochemical assays of four analytes
(AFP, uE3, hCG [any form], DIA) utilizing maternal serum, algorithm
reported as a risk score (may include additional results from previous
biochemical testing)

815612

Fetal congenital abnormalities, biochemical assays of five analytes
(AFP, UuES3, total hCG, hyperglycosylated hCG, DIA) utilizing maternal
serum, algorithm reported as a risk score

81518

Oncology (breast), mMRNA, gene expression profiling by real-time RT-
PCR of 11 genes (7 content and 4 housekeeping), utilizing formalin-
fixed paraffin-embedded tissue, algorithms reported as percentage risk
for metastatic recurrence and likelihood of benefit from extended
endocrine therapy

81519

Oncology (breast), mMRNA, gene expression profiling by real-time RT-
PCR of 21 genes, utilizing formalin-fixed paraffin embedded tissue,
algorithm reported as recurrence score

81520

Oncology (breast), mRNA gene expression profiling by hybrid capture of
58 genes (50 content and 8 housekeeping), utilizing formalin-fixed
paraffin-embedded tissue, algorithm reported as a recurrence risk score

81521

Oncology (breast), mRNA, microarray gene expression profiling of 70
content genes and 465 housekeeping genes, utilizing fresh frozen or
formalin-fixed paraffin-embedded tissue, algorithm reported as index
related to risk of distant metastasis

81522

Oncology (breast), mRNA, gene expression profiling by RT-PCR of 12
genes (8 content and 4 housekeeping), utilizing formalin-fixed paraffin-
embedded tissue, algorithm reported as recurrence risk score

81523

Oncology (breast), mMRNA, next-generation sequencing gene expression
profiling of 70 content genes and 31 housekeeping genes, utilizing
formalin-fixed paraffin-embedded tissue, algorithm reported as index
related to risk to distant metastasis
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81528

Oncology (colorectal) screening, quantitative real-time target and signal
amplification of 10 DNA markers (KRAS mutations, promoter
methylation of NDRG4 and BMP3) and fecal hemoglobin, utilizing stool,
algorithm reported as a positive or negative result

81529

Oncology (cutaneous melanoma), mRNA, gene expression profiling by
real-time RT-PCR of 31 genes (28 content and 3 housekeeping),

utilizing formalin-fixed paraffin-embedded tissue, algorithm reported as
recurrence risk, including likelihood of sentinel lymph node metastasis

81535

Oncology (gynecologic), live tumor cell culture and chemotherapeutic
response by DAPI stain and morphology, predictive algorithm reported
as a drug response score; first single drug or drug combination

81536

Oncology (gynecologic), live tumor cell culture and chemotherapeutic
response by DAPI stain and morphology, predictive algorithm reported
as a drug response score; each additional single drug or drug
combination (List separately in addition to code for primary procedure)

81541

Oncology (prostate), mMRNA gene expression profiling by real-time RT-
PCR of 46 genes (31 content and 15 housekeeping), utilizing formalin-
fixed paraffin-embedded tissue, algorithm reported as a disease-specific
mortality risk score

81542

Oncology (prostate), mMRNA, microarray gene expression profiling of 22
content genes, utilizing formalin-fixed paraffin-embedded tissue,
algorithm reported as metastasis risk score

81546

Oncology (thyroid), mRNA, gene expression analysis of 10,196 genes,
utilizing fine needle aspirate, algorithm reported as a categorical result
(eg, benign or suspicious)

81554

Pulmonary disease (idiopathic pulmonary fibrosis [IPF]), mRNA, gene
expression analysis of 190 genes, utilizing transbronchial biopsies,
diagnostic algorithm reported as categorical result (eg, positive or
negative for high probability of usual interstitial pneumonia [UIP])

81599

Unlisted multianalyte assay with algorithmic analysis

82105

Alpha-fetoprotein (AFP); serum

82397

Chemiluminescent assay

82657

Enzyme activity in blood cells, cultured cells, or tissue, not elsewhere
specified; nonradioactive substrate, each specimen
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82658 Enzyme activity in blood cells, cultured cells, or tissue, not elsewhere
specified; radioactive substrate, each specimen

82677 Estriol

84163 Pregnancy-associated plasma protein-A (PAPP-A)
84702 Gonadotropin, chorionic (hCG); quantitative

84704 Gonadotropin, chorionic (hCG); free beta chain
86336 Inhibin A

88130 Sex chromatin identification; Barr bodies

88140 Sex chromatin identification; peripheral blood smear,

polymorphonuclear drumsticks

88245 Chromosome analysis for breakage syndromes; baseline Sister
Chromatid Exchange (SCE), 20-25 cells

88248 Chromosome analysis for breakage syndromes; baseline breakage,
score 50-100 cells, count 20 cells, 2 karyotypes (eg, for ataxia
telangiectasia, Fanconi anemia, fragile X)

88249 Chromosome analysis for breakage syndromes; score 100 cells,
clastogen stress (eg, diepoxybutane, mitomycin C, ionizing radiation, UV
radiation)

88261 Chromosome analysis; count 5 cells, 1 karyotype, with banding

88262 Chromosome analysis; count 15-20 cells, 2 karyotypes, with banding

88263 Chromosome analysis; count 45 cells for mosaicism, 2 karyotypes, with
banding

88264 Chromosome analysis; analyze 20-25 cells

88267 Chromosome analysis, amniotic fluid or chorionic villus, count 15 cells, 1

karyotype, with banding

88269 Chromosome analysis, in situ for amniotic fluid cells, count cells from 6-
12 colonies, 1 karyotype, with banding

88271 Molecular cytogenetics; DNA probe, each (eg, FISH)
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88272 Molecular cytogenetics; chromosomal in situ hybridization, analyze 3-5
cells (eg, for derivatives and markers)

88273 Molecular cytogenetics; chromosomal in situ hybridization, analyze 10-
30 cells (eg, for microdeletions)

88274 Molecular cytogenetics; interphase in situ hybridization, analyze 25-99
cells

88275 Molecular cytogenetics; interphase in situ hybridization, analyze 100-
300 cells

88280 Chromosome analysis; additional karyotypes, each study

88283 Chromosome analysis; additional specialized banding technique (eg,
NOR, C-banding

88285 Chromosome analysis; additional cells counted, each study

88289 Chromosome analysis; additional high resolution study

88291 Cytogenetics and molecular cytogenetics, interpretation and report

88299 Unlisted cytogenetic study

88358 Morphometric analysis; tumor (eg, DNA ploidy)

Applicable Lines of Business

U CHIP (Children’s Health Insurance Program)
O Commercial

O Exchange/Marketplace

Medicaid

O Medicare Advantage

BACKGROUND

Genetic testing is defined by the National Human Genome Research Institute (NHGRI) as an
array of laboratory techniques to examine an individual's DNA (DeoxyriboNucleic Acid).
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Genetic testing involves examining DNA, the chemical database that carries instructions for the
body's functions. Genetic testing can reveal changes (mutations) in genes that may cause
illness or disease.

Types of Genetic Testing

Diagnostic testing is used to precisely identify the disease-causing iliness. The results
of a diagnostic test may help in making choices about how to treat or manage health.

Predictive and pre-symptomatic genetic tests are used to find gene changes that
increase the likelihood of developing diseases. The results of these tests provide
information about the risks of developing specific diseases and may be useful in making
decisions regarding lifestyle and healthcare.

Carrier testing is used to find individuals who "carry" a change in a gene linked to
disease. Carriers may show no signs of the disease; however, they have the ability to
pass on the gene change to their children, who may develop the disease or become
carriers themselves. Some diseases require a gene change to be inherited from both
parents for the disease to occur. This type of testing is usually offered to those who have
a family history of a specific inherited disease or who belong to certain ethnic groups that
have a higher risk of specific inherited diseases.

Prenatal testing is offered during pregnancy to help identify fetuses that have certain
diseases. Newborn screening is used to test babies one or two days after birth to find
out if they have certain diseases known to cause problems with health and development.

Pharmacogenomic testing provides information about how certain medicines are
processed by the body. This type of testing can help healthcare providers choose the
medicines that work best with an individual’s genetic makeup.

Genome Sequencing When genetic testing doesn't lead to a diagnosis, but a genetic
cause is still suspected, genome sequencing may be required. Genomes are unique,
made up of the DNA in all genes. This complex testing can help identify genetic variants
that may relate to health. This testing is usually limited to just looking at the protein-
encoding parts of DNA called the exome.

POLICY HISTORY

Date

Summary

September 22, 2026 e Minor formatting updates throughout; added Code Specific

Criteria and Exceptions sections; added note under Codes
section

August 4, 2026 e Annual Review — Replaced patient with member throughout;

format update to code 81351; format updates to Reference
section
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Date Summary

November 20, 2025 e This guideline replaces PA.259.CC Genetic Testing

e Editorial changes to match the formatting and layout of the new
template, no changes to clinical content

LEGAL AND COMPLIANCE

Guideline Approval
Committee

Reviewed / Approved by Evolent Administrative Services Medical Policy Committee

Disclaimer

Evolent Clinical Guidelines do not constitute medical advice. Treating health care professionals
are solely responsible for diagnosis, treatment, and medical advice. Evolent uses Clinical
Guidelines in accordance with its contractual obligations to provide utilization management.
Coverage for services varies for individual members according to the terms of their health care
coverage or government program. Individual members’ health care coverage may not utilize
some Evolent Clinical Guidelines. Evolent clinical guidelines contain guidance that requires prior
authorization and service limitations. A list of procedure codes, services or drugs may not be all
inclusive and does not imply that a service or drug is a covered or non-covered service or drug.
Evolent reserves the right to review and update this Clinical Guideline in its sole discretion.
Notice of any changes shall be provided as required by applicable provider agreements and
laws or regulations. Members should contact their Plan customer service representative for
specific coverage information.

This guideline is the proprietary information of Evolent. Any sale, copying, or dissemination of
said policies is prohibited.
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