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This Medical Policy only applies to the state of North Carolina.

Coverage Rationale

For medical necessity clinical coverage criteria, refer to the North Carolina Medicaid (Division of Health Benefits) Clinical
Coverage Policy, Laboratory Services, 1S-12: Genetic Testing — Next Generation Sequencing (NGS).

Medical Records Documentation Used for Reviews

Benefit coverage for health services is determined by the federal, state, or contractual requirements, and applicable laws
that may require coverage for a specific service. Medical records documentation may be required to assess whether the
member meets the clinical criteria for coverage but does not guarantee coverage of the services requested.

The patient's medical record must contain documentation that fully supports the medical necessity for the requested
services. This documentation includes, but is not limited to, relevant medical history, physical examination, and results of
pertinent diagnostic tests or procedures. Documentation supporting the medical necessity should be legible, maintained in
the patient's medical record, and must be made available upon request.

Applicable Codes

The following list(s) of procedure and/or diagnosis codes is provided for reference purposes only and may not be all
inclusive. Listing of a code in this policy does not imply that the service described by the code is a covered or non-covered
health service. Benefit coverage for health services is determined by federal, state, or contractual requirements and
applicable laws that may require coverage for a specific service. The inclusion of a code does not imply any right to
reimbursement or guarantee claim payment. Other policies and guidelines may apply.

CPT Code Description
009%4U Genome (e.g., unexplained constitutional or heritable disorder or syndrome), rapid sequence
analysis
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CPT Code
0212U

0213U

*0214U

*0215U

*0260U

*0264U

*0265U

*0266U

*0267U

*0318U

*0335U

*0336U

*0425U

*0426U

*0454U

Description
Rare diseases (constitutional/heritable disorders), whole genome and mitochondrial DNA sequence
analysis, including small sequence changes, deletions, duplications, short tandem repeat gene
expansions, and variants in non-uniquely mappable regions, blood or saliva, identification and
categorization of genetic variants, proband

Rare diseases (constitutional/heritable disorders), whole genome and mitochondrial DNA sequence
analysis, including small sequence changes, deletions, duplications, short tandem repeat gene
expansions, and variants in non-uniquely mappable regions, blood or saliva, identification and
categorization of genetic variants, each comparator genome (e.g., parent, sibling)

Rare diseases (constitutional/heritable disorders), whole exome and mitochondrial DNA sequence
analysis, including small sequence changes, deletions, duplications, short tandem repeat gene
expansions, and variants in non-uniquely mappable regions, blood or saliva, identification and
categorization of genetic variants, proband

Rare diseases (constitutional/heritable disorders), whole exome and mitochondrial DNA sequence
analysis, including small sequence changes, deletions, duplications, short tandem repeat gene
expansions, and variants in non-uniquely mappable regions, blood or saliva, identification and
categorization of genetic variants, each comparator exome (e.g., parent, sibling)

Rare diseases (constitutional/heritable disorders), identification of copy number variations,
inversions, insertions, translocations, and other structural variants by optical genome mapping

Rare diseases (constitutional/heritable disorders), identification of copy number variations,
inversions, insertions, translocations, and other structural variants by optical genome mapping

Rare constitutional and other heritable disorders, whole genome and mitochondrial DNA sequence
analysis, blood, frozen and formalin-fixed paraffin-embedded (FFPE) tissue, saliva, buccal swabs or
cell lines, identification of single nucleotide and copy number variants

Unexplained constitutional or other heritable disorders or syndromes, tissue-specific gene
expression by whole-transcriptome and next-generation sequencing, blood, formalin-fixed paraffin-
embedded (FFPE) tissue or fresh frozen tissue, reported as presence or absence of splicing or
expression change

Rare constitutional and other heritable disorders, identification of copy number variations,
inversions, insertions, translocations, and other structural variants by optical genome mapping and
whole genome sequencing

Pediatrics (congenital epigenetic disorders), whole genome methylation analysis by microarray for
50 or more genes, blood

Rare diseases (constitutional/heritable disorders), whole genome sequence analysis, including
small sequence changes, copy number variants, deletions, duplications, mobile element insertions,
uniparental disomy (UPD), inversions, aneuploidy, mitochondrial genome sequence analysis with
heteroplasmy and large deletions, short tandem repeat (STR) gene expansions, fetal sample,
identification and categorization of genetic variants

Rare diseases (constitutional/heritable disorders), whole genome sequence analysis, including
small sequence changes, copy number variants, deletions, duplications, mobile element insertions,
uniparental disomy (UPD), inversions, aneuploidy, mitochondrial genome sequence analysis with
heteroplasmy and large deletions, short tandem repeat (STR) gene expansions, blood or saliva,
identification and categorization of genetic variants, each comparator genome (e.g., parent)

Genome (e.g., unexplained constitutional or heritable disorder or syndrome), rapid sequence
analysis, each comparator genome (e.g., parents, siblings)

Genome (e.g., unexplained constitutional or heritable disorder or syndrome), ultra-rapid sequence
analysis

Rare diseases (constitutional/heritable disorders), identification of copy number variations,
inversions, insertions, translocations, and other structural variants by optical genome mapping
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CPT Code Description

*0469U Rare diseases (constitutional/heritable disorders), whole genome sequence analysis for
chromosomal abnormalities, copy number variants, duplications/deletions, inversions, unbalanced
translocations, regions of homozygosity (ROH), inheritance pattern that indicate uniparental disomy
(UPD), and aneuploidy, fetal sample (amniotic fluid, chorionic villus sample, or products of
conception), identification and categorization of genetic variants, diagnostic report of fetal results
based on phenotype with maternal sample and paternal sample, if performed, as comparators
and/or maternal cell contamination

*0532U Rare diseases (constitutional disease/hereditary disorders), rapid whole genome and mitochondrial
DNA sequencing for single-nucleotide variants, insertions/deletions, copy number variations,
peripheral blood, buffy coat, saliva, buccal or tissue sample, results reported as positive or negative

*0567U Rare diseases (constitutional/heritable disorders), whole-genome sequence analysis combination of
short and long reads, for single-nucleotide variants, insertions/deletions and characterized intronic
variants, copy-number variants, duplications/deletions, mobile element insertions, runs of
homozygosity, aneuploidy, and inversions, mitochondrial DNA sequence and deletions, short
tandem repeat genes, methylation status of selected regions, blood, saliva, amniocentesis,
chorionic villus sample or tissue, identification and categorization of genetic variants

*0582U Rare diseases (constitutional disease/hereditary disorders), rapid whole genome DNA sequencing
for single-nucleotide variants, insertions/deletions, copy number variations, blood, saliva, tissue
sample, variants reported

*0583U Rare diseases (constitutional disease/hereditary disorders), rapid whole genome comparator DNA
sequencing for single-nucleotide variants, insertions/deletions, copy number variations, blood,
saliva, tissue sample, variants reported with proband results (List separately in addition to code for
primary procedure)

*0657U Rare diseases (constitutional/heritable disorders), rapid whole genome sequence analysis of
comparator nuclear and mitochondrial DNA by next-generation sequencing (NGS), using blood or
buccal sample, relevant variants reported with proband results

*0658U Rare diseases (constitutional/heritable disorders), rapid whole genome sequence analysis of
nuclear and mitochondrial DNA by next-generation sequencing (NGS) for single-nucleotide variants
(SNVs), insertions/deletions, copy number variants, uniparental disomy, and repeat expansions,
using blood or buccal sample, identification and categorization of genetic variants

*0659U Rare diseases (constitutional/heritable disorders), ultrarapid whole genome sequence analysis of
nuclear and mitochondrial DNA by next-generation sequencing (NGS) for single-nucleotide variants
(SNVs), insertions/deletions, copy number variants, uniparental disomy, and repeat expansions,
using blood or buccal sample, identification and categorization of genetic variants

*81354 Cytogenomic (genome-wide) analysis for constitutional chromosomal abnormalities; interrogation of

structural and copy number variants, optical genome mapping (OGM)

81415 Exome (e.g., unexplained constitutional or heritable disorder or syndrome); sequence analysis

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

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

81425 Genome (e.g., unexplained constitutional or heritable disorder or syndrome); sequence analysis

81426 Genome (e.g., unexplained constitutional or heritable disorder or syndrome); sequence analysis,
each comparator genome (e.g., parents, siblings) (List separately in addition to code for primary
procedure)

81427 Genome (e.g., unexplained constitutional or heritable disorder or syndrome); re-evaluation of

previously obtained genome sequence (e.g., updated knowledge or unrelated condition/syndrome)
CPT® is a registered trademark of the American Medical Association

Codes labeled with an asterisk (*) are not on the State of North Carolina Medicaid Fee Schedule and therefore may not be
covered by the State of North Carolina Medicaid Program.
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U.S. Food and Drug Administration (FDA)

This section is to be used for informational purposes only. FDA approval alone is not a basis for coverage.

Laboratories that perform genetic tests are regulated under the Clinical Laboratory Improvement Amendments (CLIA) Act
of 1988. More information is available at:
https://www.fda.gov/medicaldevices/deviceregulationandguidance/ivdregulatoryassistance/ucm124105.htm.

(Accessed June 9, 2026)

A list of nucleic acid-based tests that have been cleared or approved by the FDA Center for Devices and Radiological
Health is available at: https://www.fda.gov/medical-devices/in-vitro-diagnostics/nucleic-acid-based-tests.
(Accessed June 9, 2026)

References

North Carolina Medicaid Division of Health Benefits Clinical Coverage Policy, Laboratory Services: 1S-12, Genetic
Testing — Next Generation Sequencing (NGS). Available at:
https://medicaid.ncdhhs.gov/media/14682/download?attachment. Accessed May 13, 2026.

Policy History/Revision Information

Date Summary of Changes
10/01/2026 e New Medical Policy

Instructions for Use

This Medical Policy provides assistance in interpreting UnitedHealthcare standard benefit plans. When deciding coverage,
the federal, state, or contractual requirements for benefit plan coverage must be referenced as the terms of the federal,
state, or contractual requirements for benefit plan coverage may differ from the standard benefit plan. In the event of a
conflict, the federal, state, or contractual requirements for benefit plan coverage govern. Before using this policy, check
the federal, state, or contractual requirements for benefit plan coverage. UnitedHealthcare reserves the right to modify its
policies and guidelines as necessary. This Medical Policy is provided for informational purposes. It does not constitute
medical advice.

UnitedHealthcare may also use tools developed by third parties, such as the InterQual® criteria, to assist us in
administering health benefits. The UnitedHealthcare Medical Policies are intended to be used in connection with the
independent professional medical judgment of a qualified health care provider and do not constitute the practice of
medicine or medical advice.
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