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DISCLAIMER

This South Carolina Molina Clinical Policy (SC-MCP) is intended to facilitate the Utilization Management process. Policies are not a supplementation or
recommendation for treatment; Providers are solely responsible for the diagnosis, treatment, and clinical recommendations for the Member. It expresses Molina's
determination as to whether certain services or supplies are medically necessary, experimental, investigational, or cosmetic for purposes of determining
appropriateness of payment. The conclusion that a particular service or supply is medically necessary does not constitute a representation or warranty that this
service or supply is covered (e.g., will be paid for by Molina) for a particular Member. The Member's benefit plan determines coverage — each benefit plan defines
which services are covered, which are excluded, and which are subject to dollar caps or other limits. Members and their Providers will need to consult the
Member's benefit plan to determine if there are any exclusion(s) or other benefit limitations applicable to this service or supply. If there is a discrepancy between
this policy and a member’s plan of benefits, the benefits plan will govern. In addition, coverage may be mandated by applicable legal requirements of a State,
the Federal government or CMS for Medicare and Medicaid Members. CMS's Coverage Database can be found on the CMS website. The coverage directive(s)
and criteria from an existing National Coverage Determination (NCD) or Local Coverage Determination (LCD) will supersede the contents of this SC_MCP and
provide the directive for all Medicare members. References included were accurate at the time of policy approval and publication.

OVERVIEW
Noninvasive cell-free DNA (cfDNA) testing is a prenatal screening test used to detect common chromosome aneuploidies that
result in various congenital conditions. The most common of these conditions is trisomy 21 (T21, or Down syndrome), which
results from the presence of an extra copy of chromosome 21. Other common conditions include trisomy 18 (T18, or Edwards
syndrome), trisomy 13 (T13, or Patau syndrome), Klinefelter syndrome (47,XXY), triple X syndrome (47,XXX), and 47,XYY
syndrome.

Currently, there are a number of cfDNA tests available in the United States including the MaterniT21 PLUS, the Verifi Prenatal
Test, the Harmony Prenatal Test, the InformaSeq, Invitae NIPS, Prequel prenatal screen, QNatal Advanced Screen, and the
Panorama Prenatal Test. The tests work by sequencing cell-free fetal DNA (cffDNA) fragments present in the maternal blood
stream. Each assay is different with respect to its exact methodology and algorithms for data analysis and each commercial
laboratory has its own proprietary platform and bioinformatics pipeline. Techniques used to study cffDNA include quantitative
polymerase chain reaction (PCR), mass spectrometry, digital PCR, and massively parallel DNA sequencing (DynaMed, 2018).

Cell-free DNA testing is the most sensitive screening option for aneuploidies involving chromosomes 21, 18, and 13. The
proposed advantages of cfDNA tests are that the detection rate is much higher (approximately MHSC MEDICAL COVERAGE
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South Carolina, Inc. 2022 99.5% for T21, 97.7% for T18, and 96.1% for T13) and the false-positive rate is much lower (< 0.1%),
when compared with other screening options (Palomaki, et. al., 2021). Therefore, it is expected that using this test prior to
chorionic villus sampling (CVS) or amniocentesis will increase the overall detection of fetal aneuploidies, decrease the number
of unnecessary invasive testing procedures performed, and decrease the number of procedure-related pregnancy losses.

Alternatives include traditional prenatal screening tests, such as first-trimester screening, second-trimester maternal serum
screening, a combination of first- and second-trimester screens (i.e., integrated or sequential screening), and a detailed
ultrasound evaluation in the second trimester. It is important to note that cfDNA screening does not assess risk for other fetal
anomalies such as neural tube defects or ventral wall defects. Also, cfDNA screening for aneuploidy is not diagnostic, so patients
with positive results should be referred for genetic counseling and potentially for diagnostic tests such as CVS or amniocentesis
(i.e., invasive prenatal diagnosis).

Genetic tests are regulated under the Clinical Laboratory Improvement Amendments (CLIA) of 1988. However, CLIA regulations
are restricted to certifying internal procedures and qualifications of laboratories rather than the safety and efficacy of specific
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tests. Clinical laboratories may develop and validate tests inhouse and market them as a laboratory service. Laboratory-
developed tests (LDTs) must meet the general regulatory standards of the Clinical Laboratory Improvement Act (CLIA).
Laboratories offering LDTs must be licensed by CLIA for high-complexity testing.

SOUTH CAROLINA COVERAGE POLICY

Please check individual state health plan regulations and benefit contracts before applying this MCP. Coverage of female sterilization is applicable to individual
State and Federal Health Plan Medicaid regulations and benefit contracts that supersede this policy. All State and Federal Health Plan eligibility requirements
including any applicable consent forms must be met and completed.

South Carolina Department of Health and Human Services (SCDHHS) regulations are defined below for Aneuploidy:

Non-Invasive Prenatal Testing (NIPT) using maternal serum cell-free fetal DNA (cffDNA) to screen for fetal aneulploidy (trisomy
13, 18, and 21) may be considered medically necessary for members meeting ALL the following criteria which includes elements
outlined in the SC-DHHS Physician Services Provider Manual, version January 2022.

e Laboratory is a qualified Molina par provider; and

e Underwent pretest counseling; and
e  Current pregnancy greater than or equal to 10 weeks and less than 23 weeks at the time blood will be drawn; and
e High risk for fetal aneuploidy as evidenced by ANY of the following indications [ONE]:

o Maternal age greater than or equal to 35 years at delivery

o Maternal history of child affected with trisomy

o Abnormal fetal ultrasound findings indicating an increased risk of aneuploidy

o Positive test result for aneuploidy, including first trimester, sequential or integrated screen or quadruple
screen.

o A parent carrying a balanced Robertsonian translocation with increased risk of trisomy 13 or trisomy 21.

SOUTH CAROLINA COVERAGE EXCLUSIONS AND LIMITATIONS

COVERAGE EXCLUSIONS AND LIMITATIONS
ALL of the following clinical and billing conditions are considered NOT medically necessary and are excluded
from coverage:

e Screening of an average or low-risk pregnancy

e  Multiple gestation pregnancy

e  Parallel or simultaneous testing with multiple screening methodologies for fetal aneuploidy

e Screening for sex chromosome aneuploidies

e Screening in pregnancies with multifetal gestations if a fetal demise, vanishing twin, or anomaly is identified in one fetus
e Screening for nonmedical traits (e.g., screening for gender identification)

e Screening for microdeletions and single-gene mutations by cell-free DNA

e No more than one cell-free fetal DNA test performed per pregnancy

e When karyotyping, aneuploidy FISH, and/or array CGH have already been performed on the pregnancy within 10 weeks
of the cell-free fetal DNA test

e Duplicative or repeat testing due to low fetal fraction or test failure

e Non-specific procedure codes (e.g., 81479, 81599, 84999) or any procedure codes that do not accurately describe the
test methodology performed

END South Carolina Department of Health and Human Services (SCDHHS) regulations
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DOCUMENTATION REQUIREMENTS. Molina Healthcare reserves the right to require that additional documentation be made available as part of its coverage
determination; quality improvement; and fraud; waste and abuse prevention processes. Documentation required may include, but is not limited to, patient
records, test results and credentials of the provider ordering or performing a drug or service. Molina Healthcare may deny reimbursement or take additional
appropriate action if the documentation provided does not support the initial determination that the drugs or services were medically necessary, not
investigational, or experimental, and otherwise within the scope of benefits afforded to the member, and/or the documentation demonstrates a pattern of
billing or other practice that is inappropriate or excessive.

CODING & BILLING INFORMATION

CPT Codes

CPT Description

81420 Fetal chromosomal aneuploidy (e.g., 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 Non-invasive prenatal screening for fetal chromosomal microdeletions

81105-81479 Non-invasive prenatal screening for single-gene mutations

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

CODING DISCLAIMER. Codes listed in this policy are for reference purposes only and may not be all-inclusive. Deleted codes and codes which are not effective at
the time the service is rendered may not be eligible for reimbursement. Listing of a service or device code in this policy does guarantee coverage. Coverage is
determined by the benefit document. Molina adheres to Current Procedural Terminology (CPT®), a registered trademark of the American Medical Association
(AMA). All CPT codes and descriptions are copyrighted by the AMA; this information is included for informational purposes only. Providers and facilities are
expected to utilize industry standard coding practices for all submissions. When improper billing and coding is not followed, Molina has the right to reject/deny
the claim and recover claim payment(s). Due to changing industry practices, Molina reserves the right to revise this policy as needed.
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