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All requests for authorization is medical policy will be reviewed per Early

and Periodic Screening,/Diagnostic and tment (EPSDT) guidelines. These services may be
authorized under individual consideration edicaid members under the age of 21-years if the
services are judged to by medically necessa correct or ameliorate the member’s condition.
Department of Medical Assistance Se s (D ), Supplement B - EPSDT (Early and Periodic
Screening, Diagnosis and Treatment) Manual.”.

This policy addresse W c ing for the prevention diagnosis and treatment of various conditions.

Autosoma A gene ondition that appears only in individuals who have received two copies of an autosomal
gene, one cc arent. The gene is on an autosome, a nonsex chromosome. The parents are carriers who
have only one of the gene and do not exhibit the trait because the gene is recessive to its normal counterpart gene

X-linked recess

e inheritance: A hereditary pattern in which a recessive gene on the X chromosome results in the
manifestation of

acteristics in male offspring and a carrier state in female offspring.

Genetic Testing is considered medically necessary for the prevention diagnosis and treatment of patients who meet All
of the following:

o There is an approved mutation specific treatment available

e There is sufficient Published Scientific Evidence or 3 party Consensus in the Medical Community that the
results of the specific genetic testing improves clinical outcomes
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o After completion of a thorough history, physical examination, pedigree analysis, genetic counseling, relevant
diagnostic and biochemical tests (if any), the patient meets criteria for 1 or more of the following approved
tests:

o HPV DNA is covered without criteria
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o Factor V Leiden is covered without criteria.

o Prothrombin/Factor Il Gene Mutation Analysis is covered without criteria.

o PCR (Polymerase Chain Reaction) Testing for Hepatitis C or B is covered without criteria or Pre-
Authorization. — May also be addressed by Avalon

o Thiopurine S-Methyltransferase (TPMT) is covered without criteria.

o Fabry Disease is medical necessary for individual genetic female on a case by case basis and
requires Medical Director approval.

o Hemophilia A (Factor VIII) or Hemophilia B (Factor IX) is covered when All of the following are
met:

= The individual displays clinical features, or is at direct risk of inheritance;

= The result of the test will directly impact the treatment being delivered to the individual

= After history, physical examination, and completion of conveftional diagnostic studies (e.g.
Factor VIII, Factor IX levels), a definitive diagnosis remains uncertain

o Aplastic Anemia (FISH) fluorescence in situ hybridization is covered without criteria.

HLA-B27 is medically necessary when used to rule out autoimmune disorders:

o Hereditary Hemochromatosis - HFE gene testing may be indicated when ALL of thedollowing are
present: (81256)

= Diagnosis or screening of HFE-hereditary hemochromatosis, as indicated by 1 or more of the
following
e Confirmation of diagnosis in adult with'¢linical suspicion of HFE-related
hemochromatosis, as indicated by 1 or'more of the following:

o Transferrin-iron saturation higherthan 45%

o Serum ferritin above uppenlimit ofinormal, and other more common causes
of elevated ferritiny(eg, acute inflammation, alcohol abuse, metabolic
syndrome) have been evaluated'with inconclusive results
Unexplained chronic liver disease combined with increased transferrin
saturation
Porphyria cutanea tarda
Chondrocalginosis
Hepatocellular carcinoma

o, Late-onsettype 1 diabetes;

e 4 Screening of siblings or parents of individual homozygous for C282Y mutation
o 'Screening of reproductive partner of individual with HFE- related hemochromatosis
= Testing is accompanied.by genetic counseling

o HLA haplotype testing to detect genes specific to Celiac disease are considered medically
necessary for patients suspected of having the disease but who have indeterminate serology and/or
inconclusive biopsyresults (examples include Prometheus HLA-DQA1, HLA-DQB1, HLA-DQ2, HLA-
DQ@8 testing) are covered,without medical review.

of Severe Combined Inmunodeficiency (SCID) Genetic Testing for individuals with inconclusive
screeningfresults from an immune function test or T cell and B cell counts considered eligible for
transplant to confirmidiagnosis.

o HLA-A29 Uveitis - HLA 1 TYPING ALLELE HR screening will be paid upon request when ordered to
rule out or, confirm Birdshot chorioretinopathy (BSCR), a rare form of autoimmune posterior uveitis
that affects visual function that if left untreated can lead to sight-threatening complications and loss of
central vision

o

o

o O O

The following testing are considered not medically necessary for any use other than those indication in the clinical
criteria, to include but not limited to:

Medical 3

Acute Porphyria: HMBS, CPOX, PPOX genes

Alport'gene testing; (COL4A3 and COL4A4)

Atypical Hemolytic Uremic Syndrome Complement Panel

Autoimmune lymphoproliferative syndrome ALPS and FAS gene testing ;

BetaGlobin analysis;

BIRC4 test is testing for X-linked lymphoproliferative syndrome (XLP), caused by alterations, also known as
“mutations," at a specific area within an individual’s genetic information.

CLCN1 DNA Sequencing Test for Myotonia congenital;

Charcot Marie Tooth is not medically necessary;

deCODE T2™ is not medically necessary

4B Page 3 0of 8


http://en.wikipedia.org/wiki/Fluorescence
http://en.wikipedia.org/wiki/In_situ
http://en.wikipedia.org/wiki/Hybridisation_(molecular_biology)

o deCODE Glaucoma test, is not medically necessary
e |diopathic Hypercalcemia of Infancy (CYP24A1 gene)
e |FNL3 & INFNL4 Gene Analysis Associated with Hepatitis C Virus Clearance (81400)
o Kennedy's disease (KD) or X-linked spinal and bulbar muscular atrophy (SBMA) or spinobulbar muscular
atrophy or X-Linked bulbo-spinal atrophy.
e Lactose intolerance (Prometheus Lab LactoType);
e MaculaRisk PGx
e MTHFR (5,10-methylenetetrahydrofolate reductase) (eg, hereditary hypercoagulability) gene analysis,
common variants (eg, 677T, 1298C) (81291)
¢ Narcolepsy gene testing DRB1*15, DQA1*0102, and DQB1*0602
e Porphyria cutanea tarda: UROD gene
¢ PROMETHEUS Crohn's Prognostic (81599)
¢ PROMETHEUS IBD sgi Diagnostic
e Prometheus Thiopurine Metabolites
e Proove Narcotic Risk, Drug Metabolism and Pain Perception Profiles (81225, 81226, 81227)
o Repeat/Duplicative genetic testing
e Transforming Growth Factor Beta-Induced (TGFBI) (81333)
e Whole Exome Sequencing (WES) all indications,
e Exome Sequence Analysis (81415, 81416, 81417)
¢ Whole-genome sequencing in which a member’s entire DNA is sequenced,
e Genome Sequence Analysis (81425, 81426, 81427)
Coding:
Medically necessary with criteria:
Coding Description

81240 F2 (prothrombin, coagulation factor ll)' (eg, hereditary-hypercoagulability) gene analysis,
20210G>A variant

81241 F5 (coagulation factor V)u(eg, hereditary hypercoagulability) gene analysis, Leiden variant

81256 HFE (hemochromatosis) (eg, hereditary hemochromatosis) gene analysis, common
variants (eg, C282Y, H63D)

81381 HLA Class | typing, high resolution (ie, alleles or allele groups); one allele or allele group
(eg; B*57:01P), 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 Malecular pathology procedure, Level 1 (eg, identification of single germline variant [eg,
SNP] by, techniques such as restriction enzyme digestion or melt curve analysis)

81404 Molecular pathology procedure, Level 5 (eg, 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)

81479 Unlisted molecular pathology procedure

85245 Clotting; factor VIII, VW factor, ristocetin cofactor

85246 Clotting; factor VIII, VW factor antigen

85247 Clotting; factor VIII, von Willebrand factor, multimetric analysis

85250 Clotting; factor IX (PTC or Christmas)

81238 F9 (coagulation factor IX) (eg, hemophilia B), full gene sequence
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81599

Unlisted multianalyte assay with algorithmic analysis

Considered Not Medically Necessary:

Coding Description

81225 CYP2C19 (cytochrome P450, family 2, subfamily C, polypeptide 19) (eg, drug metabolism),
gene analysis, common variants (eg, *2, *3, *4, *8, *17)

81226 CYP2D6 (cytochrome P450, family 2, subfamily D, polypeptide 6) (eg, drug metabolism),
gene analysis, common variants (eg, *2, *3, *4, *5, *6, *9, *10, *17, *19, *29, *35,%413*1XN,
*2XN, *4XN)

81227 CYP2C9 (cytochrome P450, family 2, subfamily C, polypeptide 9) (eg, drug metabolism),
gene analysis, common variants (eg, *2, *3, *5, *6)

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

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

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

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

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

81425 Genome (eg, unexplained caonstitutional 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

Document History:

Revised Dates:

2022:
2020:
2020:;
2019;
2019:
2018:
2017:
2016:
2016:
2016:
2016:
2015:
2015:
2015:

Medical 34B

February e 2015: August e 2013: November
December e 2015: July e 2013: October
October e 2015 April e 2013: July
February e 2015: March e 2013: January
January e 2015: February e 2012: September
June e 2014: December o 2012: July
June e 2014: November e 2012: March
August e 2014: October e 2011: September
July e 2014: August e 2011: August
May e 2014: July e 2011: July
April o 2014: June e 2011: June
December e 2014: May e 2011: March
November e 2014: March
October e 2013: December

Page 50f 8



Reviewed Dates:

2010: August
2014: July

2015: December
2020: December

Effective Date:
e February 2009

References:

Including but not limited to: Specialty Association Guidelines; Government Regulations; Winifred'S. Hayes, Inc;
UpToDate; Literature Review; Specialty Advisors; National Coverage Determination (NCD); Local Coverage
Determination (LCD).

(2018). Retrieved January 14, 2019, from Hayes: http://www.hayesinc.com/hayes/
(2018, May 14). Retrieved Jan 16, 2019, from MCG: https://careweb.careguidelines.com/ed22/index.html
(2019, 01 01). Retrieved January 14, 2019, from UpToDateahttps:/iwww.uptodate.com/home

(2019). Retrieved from National Comprehensive Cancer Network:
https://www.nccn.org/professionals/physician_gls/default.aspx#detection

(2019). Retrieved from DynamedPlus: http://www.dynamed:com/resultlist?q=TGFBI&filter=all

(2019, Jan). Retrieved Jan 24, 2019, from Centers for Medicare.and Mediecaid Services: https://www.cms.gov/medicare-
coverage-database/details/Icd-
details.aspx?LCDId=35025&ver=80&SearchType=Advanced&CoverageSelection=Both&NCSelection=NCA%7cCAL%7c
NCD%7cMEDCAC%7cTA%7cMCD&ATrticlelype=SAD%7cEd&PolicyType=Both&s=53&CptHcpcsCode=81333&kg=true&
bc=l

(2019). Retrieved from American Optometric Association: https://www.aoa.org/search?q=TGFBI

(2019). Retrieved Jan 25, 2019, fram\American Ophthalmological Society:
https://www.aosonline.org/Search/SearchForm?Search=tgfbi&action_results=Go

Garcia-Castellanos,R., Nielsen, N. S., Runager, K., Thogersen, I. B., Lukassen, M. V., Poulsen, E. T., . .. Gomis-Ruth, F.
X. (2017, Nov 7).&Structural and Functional Implications of Human Transforming Growth Factor Beta-Induced Protein,
TGFBIp, in Corneal Dystrophies. Structure, 25(11), pp. 1740-1750.e2. Retrieved from
https://lwww.sciencedirect.com/sciencelarticle/pii/S0969212617302927?via%3Dihub

Identificatiomand characterization of transforming growth factor beta-induced in circulating tumor cell subline from
pancreatic cancer.cell line. (2018, Nov). Cancer Science, 109(11), pp. 3623-3633. Retrieved from
https://www.ncbi.nlm.nih.gov/pmciarticles/PMC6215881/

SK., G, MF,S., HW. Y, &Y.S., L. (2018). Enhanced Expression of TGFBI promotes the Proliferation and Migration of
Glioma Cells. Cellular Physiology and Biochemisty, 49, pp. 1138-1150. Retrieved from
https://iwww.karger.com/Article/FullText/493293

Genetics Home Reference. CYP24A1 gene: cytochrome P450 family 24 subfamily A member 1. Published: Jan 2, 2019;
Cited: Jan 4, 2018.*https://ghr.nlm.nih.gov/gene/CYP24A1

Rodd, C. & Goodyer, P. Hypercalcemia of the newborn: etiology, evaluation, and management. Pediatr Nephrol (1999)
13:542-547. 23 Nov 1998; Cited: Jan 04, 2019.
https://www.researchgate.net/publication/12848142_Hypercalcemia_of _the newborn_Etiology_evaluation_and_manage
ment/download

Shane, E. Diagnostic approach to hypercalcemia. Updated: Aug 13, 2018; Cited: Jan 04, 2019.
https://www.uptodate.com/contents/diagnostic-approach-to-

Medical 34B Page 6 of 8



hypercalcemia?search=idiopathic%20hypercalcemia&source=search_result&selectedTitle=3~150&usage_type=default&d
isplay_rank=3#H10

Lietman, S.A. et al. Hypercalcemia in Children and Adolescents. Curr Opin Pediatr. 2010 Aug; 22(4): 508-515. doi:
10.1097/MOP.0b013e32833b7¢c23. Cited: Jan 04, 2019. https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2967024/

Paolis, E.D. et al. A rapid screening of a recurrent CYP24AL1 pathogenic variant opens the way to molecular testing for
Idiopathic Infantile Hypercalcemia (I1IH). Clin Chim Acta. 2018 Jul;482:8-13. doi;: 10.1016/j.cca.2018.03.024. Cited: Jan 04,
2019. https://www.ncbi.nim.nih.gov/pubmed/29574006

Kagi, L. et al. Regulation of vitamin D metabolizing enzymes in murine renal and extrarenal tissues bydietary phosphate,
FGF23, and 1,25(0OH)2D3. Plos One. Published: May 17, 2018. Cited: Jan 04, 2018.
https://doi.org/10.1371/journal.pone.0195427

ABO blood group but not haemostasis genetic polymorphisms significantly influence thrombagtic risk: a study of 180
homozygotes for the Factor V Leiden mutation. Br J Haematol 2006; 135:697.

Aloj G, et al., 2012, Severe Combined Immunodeficiencies: New and Old Scenarios, Internat Revs of.Immunol 31:43-65.
Buckley, RH, 2004, The multiple causes of human SCID, J Clin Imm 114:1409-21.

Butte MJ et al., 2007, IL-7 receptor deficient SCID with a unique intronic mutation .and post-transplant autoimmunity due to
chronic GVHD, Clinical Immunology 125(2):159-64.

Fischer A et al., 2005, Severe combined immunodeficiency, a model disease for moleculanimmunology and therapy,
Immunological Reviews. 203:98-109.

Fisher, M, Fernandez, JA, Amerisco, SF, et al. Activated protein C resistance in‘ischemic stroke not due to factor V
arginine506 to glutamine mutation. Stroke 1996; 27:1163.

Huck K, Hanenberg H, Gudowius S, et al. Delayed diagnesis and‘.complications of Fanconi anaemia at advanced age--a
paradigm. Br J Haematol 2006; 133:188.

Lensen, R, Bertina, RM, Vandenbroucke, JR{Rosendaal, FR. High factor VIl levels contribute to the thrombotic risk in
families with factor V Leiden. Br J Haematol 2001; 114:380.

Levine RL, Belisle C, Wadleigh M, et almX=inactivation-based clonality>analysis and quantitative JAK2V617F assessment
reveal a strong association between clonality' and JAK2V617F in PV but not ET/MMM, and identifies a subset of
JAK2V617F-negative ET and MMM patients with clonal hematopoiesis. Blood 2006; 107:4139.

Marsh JC, Ball SE, Cavenagh J, et al. Guidelines for the diaghosis and management of aplastic anaemia. Br J Haematol
2009; 147:43.

Morange, PE, Tregouet, DA, Frere, C, ebal. Biological and genetic factors influencing plasma factor VIII levels in a healthy
family population: reSults from the Stanislas cohert. Br J Haematol 2005; 128:91.

Puck, JM, 2007, Population-based,newborn screening for severe combined immunodeficiency: steps toward
implementation, J Allergy Clin Immunoh120:760-768.

Tefferi A«The history of myeloproliferative disorders: before and after Dameshek. Leukemia 2008; 22:3.

Vannucchi AM, Guglielmelli P, Tefferi A. Advances in understanding and management of myeloproliferative neoplasms.
CA CancerJ\Clin 2009;59:171.

Special Notes: *

This medical palicy express Sentara Health Plan’s determination of medically necessity of services, and they are based
upon a review of currently available clinical information. These policies are used when no specific guidelines for coverage
are provided by the Department of Medical Assistance Services of Virginia (DMAS). Medical Policies may be superseded
by state Medicaid Plan guidelines. Medical policies are not a substitute for clinical judgment or for any prior authorization
requirements of the health plan. These policies are not an explanation of benefits.

Medical policies can be highly technical and complex and are provided here for informational purposes. These medical
policies are intended for use by health care professionals. The medical policies do not constitute medical advice or
medical care. Treating health care professionals are solely responsible for diagnosis, treatment and medical advice.
Sentara Health Plan members should discuss the information in the medical policies with their treating health care
professionals. Medical technology is constantly evolving and these medical policies are subject to change without notice,
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although Sentara Health Plan will notify providers as required in advance of changes that could have a negative impact on
benefits.

The Early and Periodic Screening, Diagnostic and Treatment (EPSDT) covers services, products, or procedures for
children, if those items are determined to be medically necessary to “correct or ameliorate” (make better) a defect,
physical or mental iliness, or condition (health problem) identified through routine medical screening or examination,
regardless of whether coverage for the same service or support is an optional or limited service under the state plan.
Children enrolled in the FAMIS Program are not eligible for all EPSDT treatment services. All requests for authorization
for the services described by this medical policy will be reviewed per EPSDT guidelines. ThesesServicessmay be
authorized under individual consideration for Medicaid members under the age of 21-years.if the services are judged to by
medically necessary to correct or ameliorate the member’s condition. Department of Medical Assistance Services
(DMAS), Supplement B - EPSDT (Early and Periodic Screening, Diagnosis and Treatment) Manual.
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