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CMS National Coverage Policy:

This LCD supplements but does not replace, modify or supersede existing Medicare applicable National Coverage Determinations
(NCDs) or payment policy rules and regulations for biomarker overview services. Federal statute and subsequent Medicare
regulations regarding provision and payment for medical services are lengthy. They are not repeated in this LCD. Neither Medicare
payment policy rules nor this LCD replace, modify or supersede applicable state statutes regarding medical practice or other health
practice professions acts, definitions and/or scopes of practice. All providers who report services for Medicare payment must fully
understand and follow all existing laws, regulations and rules for Medicare payment for biomarker overview services and must
properly submit only valid claims for them. Please review and understand them and apply the medical necessity provisions in the
policy within the context of the manual rules. Relevant CMS manual instructions and policies regarding services may be found in
the following Internet-Only Manuals (IOMs) published on the CMS Web site.

IOM Citations:

o CMS IOM, Publication 100-02, Medicare Benefit Policy Manual, Chapter 15, Section 80.1, 80.1.1, 80.1.2, 80.1.3, Laboratory services
must meet applicable requirements of CLIA, and Section 280, Preventive and Screening Services.
e CMS IOM, Publication 100-08, Medicare Program Integrity Manual, Chapter 3
o Section 3.4.1.3, Diagnosis Code Requirements.
e Section 3.6.2.3, Limitation of Liability Determinations.

Social Security Act (Title XVIII) Standard References:

o Title XVIII of the Social Security Act, Section 1862(a)(1)(A) states that no Medicare payment shall be made for items or services which
are not reasonable and necessary for the diagnosis or treatment of illness or injury.

o Title XVIII of the Social Security Act, Section 1862(a)(7). This section excludes routine physical examinations.

o Title XVIII of the Social Security Act, Section 1833(e) states that no payment shall be made to any provider for any claim that lacks the
necessary information to process the claim.

Federal Register References:

e Title 42 Code of Federal Regulation (CFR), Section 410.32: Diagnostic x-ray tests, diagnostic laboratory tests, and other diagnostic tests:
Conditions
o Title 42 CFR, Section 411.15: Particular services excluded from coverage

Indications and Limitations of Coverage and/or Medical Necessity:

Notice: It is not appropriate to bill Medicare for services that are not covered (as described by this entire LCD) as if they are
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covered. When billing for non-covered services, use the appropriate modifier.

Compliance with the provisions in this policy may be monitored and addressed through post payment data analysis and subsequent
medical review audits.

History/Background and/or General Information

The emergence of personalized laboratory medicine has been characterized by a multitude of testing options which may more
precisely pinpoint management needs of individual patients. As a result, the growing compendium of biomarkers requires a more
careful evaluation by both clinicians and laboratorians as to what testing configurations can more optimally realize the promises of
personalized medicine. There are a plethora of burgeoning tools, including both gene-based (genomic) and protein-based
(proteomic) assay formats, in tandem with more conventional (longstanding) flow cytometric, cytogenetic, etc. biomarkers.
Classified somewhat differently, there are highly-diverse approaches ranging from single mutation biomarkers to multiple
biomarker platforms, the latter of which often depend upon sophisticated biomathematical interpretative algorithms. This policy
will provide guidance on the broad range of (recently coded) biomarkers, and how such a wide array of testing platforms can be
best accommodated by this local Medicare Administrative Contractor.

Medicare coverage for screening of those individuals with a family history of certain disease is covered only for a limited number
of services as listed in the Section 280 — Preventative and Screening Services of the IOM 100-02, Medicare Benefit Policy Manual,
Chapter 15.

Tests performed without relationship to treatment or diagnosis of a patient with no findings or history for a specific illness,
symptom, complaint or injury unless set exclusion are so noted in Title 42 CFR, Section 411.15(a)(1).

Local Medicare coverage of such biomarkers must be predicated upon three fundamental principles:

First, there must be an underlying performance of acceptable, high-quality analytical validity for all such laboratory testing. As a
result, the laboratory shall have available upon request:

o Analytical and clinical validation reports for Clinical Laboratory Improvement Amendments (CLIA), including the test description,
intended use, and indications for testing.

o [f applicable, all formal, written minutes and correspondences (including any Q & A and supporting documentation) with the New York
State Department of Health (NYSDOH) or the US Food and Drug Administration.

* Most recent inspection results (including recommendations) or scheduled inspection(s) from CLIA, College of American Pathologists
(CAP), or NYSDOH, as applicable.

Second, there must be an appreciation of evidence-in-transition where new biomarkers should be brought on-line in harmonization
with their proven clinical validity/utility (CVU). Although analytical validity is an equally important metric, it remains more
outside of a payer's purview to conduct such detailed evaluations. Therefore, in the absence of a standard CVU referee process
(e.g., although FDA labeling of biomarkers can be a helpful adjunct, it may not always be relevant), the key imperative is for
medical necessity to be reflected by the clear articulation of a particular biomarker niche.

Third, there must be a recognized decision impact of such biomarkers by the clinical community. In other words, there must be
acceptance/uptake of specific testing into patient management. It should be taken into account that to reach the medical necessity
threshold, such acceptance should be based on the strongest evidence available, ideally from along the spectrum of high-quality
masked, randomized controlled clinical trials, and much less preferably from lower levels of evidence, which are predicated upon
expert opinion only without primary study data.

Per above, it is relevant to categorize biomarkers into functional clusters which, in turn, can enable longitudinal coverage guidance
that is most relevant to the Medicare program mission:

The commercial availability does not ensure that a molecular diagnostic test is indicated for clinical application. Molecular
diagnostic testing is a rapidly evolving science in which the significance of detecting specific mutations has yet to be
clarified in many circumstances. Analytical and clinical validity as well as clinical utility are the responsibility of the
provider, and all testing must meet standards of care.

Covered Indications

1.GERMLINE (HEREDITARY) MUTATIONS

Medicare considers genetic testing medically necessary to establish a molecular diagnosis of an inheritable disease when all of the



following criteria are met:

¢ The beneficiary must display clinical features of an associated disease, but noting that coverage of molecular testing for carrier status or

family studies is considered screening and is statutorily excluded from coverage; and
e The result of the test will directly impact the treatment being delivered to the beneficiary; and

¢ A definitive diagnosis remains uncertain after history, physical examination, pedigree analysis, genetic counseling, and completion of

conventional diagnostic studies.

The following table delineates the coverage status for various germline mutations, based upon the above bulleted principles. No

procedure-to-diagnosis based limitations will be implemented for the germline mutations contained in the table, with the
expectation that such sound principles of genetic counseling* and testing have been implemented.

Germline Mutation Coverage or Non-Coverage g}:fe
]d)i\l/)llli: égﬁ:r:f;;;?is(,e{ gselifl:)(il;:éle/Becker muscular dystrophy) deletion analysis, and Non-Covered 31161
lertic dysfunction/dilation; genomic sequence panel lNon—Covered l81410
|Aortic dysfunction/dilation; duplication/deletion analysis panel [Non-Covered (81411
lAspa gene lNon—Covered l81200
|APC adenomatous polyposis coli full gene sequence |Covered (81201
|APC known familial variants |Covered (81202
|APC duplication/deletion |Covered [81203
|Ashkenazi Jewish disorders [Non-Covered (81412
[Bckdhb gene [Non-Covered [81205
[Blm gene [Non-Covered (81209
|Car ion chnnlpath inc 10 gns [Non-Covered [81413
lCar ion chnnlpath inc 2 gns lNon—Covered |8 1414
|Cftr gene com variants [Non-Covered (81220
|Cftr gene known fam variants [Non-Covered (81221
|Cftr gene dup/delet variants [Non-Covered (81222
letr gene full sequence lNon—Covered |81223
|Cftr gene intron poly t [Non-Covered (81224
letogen micrarray copy nmbr; for copy number or cgh microarray analysis lNon—Covered |81228
letogen micrarray copy nmbr; for copy number and SNP variants lNon—Covered |8 1229
Exome sequence analysis i(l);—i‘(]?eos\;ered (including for blood 81415
Exome sequence analysis; each comparator exome i(l);t_i\(/::s‘;ered (including for blood 81416
Exome re-evaluation E?QES:S;ered (including for blood 81417
[Fancc gene |Covered (81242
lFetal chrmoml aneuploidy lNon—Covered |8 1420
[Fmr1 gene detection [Non-Covered [81243
lFmrl gene characterization lNon—Covered |8 1244
|Gépc gene |Covered 81250
lea gene lCovered |81251
|GJB2 (gap junction protein, common variants) |Covered (81252
IGJB2 known familial variants lCovered 181253
|GJB6 gap junction protein gene analysis, common variants |Covered (81254
Genome sequence analysis i(l);—i‘(]?eos\;ered (including for blood 81425
Genome sequence analysis; each comparator genome i(l);t_i\(/::s‘;ered (including for blood 81426




Genome re-evaluation EEES;‘;emd (including for blood 81427
[Hearing loss sequence analysis [Non-Covered (81430
]Hearing dup/del analysis lNon—Covered ]8 1431
[Hereditary Retinal Panel [Non-Covered (81434
lHexa gene (Tay Sachs) ]Covered ]81255
[Hfe gene |Covered [81256
]Hbal/hba2 gene ]Covered ]81257
[Hbal/hba2 gene fam vrnt |Covered 81258
]Hbal/hba2 full gene sequence ]Covered ]81259
[Hbal/hba2 gene dup/del vrnts |Covered (81269
]Ikbkap gene lNon—Covered ]81260
[Hrdtry cardmypy gene panel [Non-Covered (81439
[Mcolnlgene |Covered (81290
[MIh 1 gene; promoter methylation analysis |Covered (81288
lMsh2 gene full seq ]Covered ]81295
[Msh2 gene known variants |Covered (81296
lMsh2 gene dup/delete variants ]Covered ]81297
[Mshé gene full seq |Covered (81298
]Msh6 gene known variants ]Covered ]81299
[Mshé gene dup/delete variants |Covered (81300
]Mitochondrial gene lNon—Covered ]81440
[Whole Mitochondrial genome; genomic sequence [Non-Covered 81460
lWhole Mitochondrial genome; large deletion analysis lNon—Covered ]81465
[Mecp2 gene full seq (Rhetts) [Non-Covered (81302
]Mecp2 gene known variant (Rhetts) lNon—Covered ]8 1303
[Mecp2 gene dup/delete variants (Rhetts) [Non-Covered (81304
[Mthfr gene [Non-Covered (81291
[Noonan Spectrum Disorders [Non-Covered (81442
lesZ gene full seq analysis ]Covered ]813 17
[Pms2 known familial variants |Covered [81318
lesZ gene dup/delete variants ]Covered ]813 19
[PMP22 gene analysis, duplication/deletion |Covered (81324
]PMP22 full sequence analysis ]Covered ]81325
[PMP22 known familial variants |Covered [81326
lec dna hea 35 ag 11 bld grp ]Covered lOOOlU
[Smpd1 gene common variants [Non-Covered 81330
]snrpn/ube3a gene lNon—Covered ]8 1331
[Serpinal gene |Covered (81332
lX-linked intellectual dblt; genomic sequence lNon—Covered ]81470
[X-linked intellectual dblt; duplication/deletion gene analysis [Non-Covered (81471

Note: The following two germline hereditary mutation tests will be considered medically necessary when performed for evaluation
of venous thromboembolism. Please see ICD-10 Code group 3.

o Factor II (F2 gene)
e Factor V (F5 gene)

* While not required for payment, NCCN Guidelines recommend referral to a cancer genetics professional with expertise and
experience in cancer genetics prior to genetic testing and after genetic testing. Examples of cancer genetics professionals with



expertise and experience in cancer genetics include: an American Board of Medical Genetics or American Board of Genetic
Counseling certified or board eligible Clinical Geneticist, Medical Geneticist or Genetic Counselor not employed by a commercial
genetic testing laboratory (excludes individuals employed by or contracted with a laboratory that is part of an Integrated Health
System which routinely delivers health care services beyond just the laboratory test itself as these individuals are also considered
independent); medical oncologist, obstetrician-gynecologist or other physician trained in medical cancer genetics, a genetic nurse
credentialed as either a Genetic Clinical Nurse or an Advanced Practice Nurse in Genetics by either the Genetic Nursing
Credentialing Commission (GNCC) or the American Nurses Credentialing Center (ANCC) who is not employed by a commercial
genetic testing laboratory (excludes individuals employed by or contracted with a laboratory that is part of an Integrated Health
System which routinely delivers health care services beyond just the laboratory test itself as these individuals are also considered
independent).

2. PHARMACOGENOMICS

The cytochrome P450 (CYP450) gene superfamily is composed of many isoenzymes that are involved in the metabolism of many
medications. Although this superfamily has more than 50 enzymes, six of them metabolize 90% of clinically used drugs. Each
cytochrome P450 gene is named with CYP indicating it is part of the cytochrome P450 family. CYP2C19 metabolizes at least 10%
of all commonly prescribed drugs, whereas CYP2D6 enzymes metabolize approximately 20-25%, and CYP2C9 metabolizes
approximately 10%.

Human CYP genes are highly polymorphic. As a result, polymorphisms are classified into four groups based on the level of CYP
enzyme activity and include poor (abolished activity), intermediate (reduced activity), extensive (normal activity) and ultra-rapid
metabolizers (enhanced activity). Genetic variability or polymorphism in these enzymes may influence a patient’s response to
commonly prescribed drug classes. The most pharmacologically and clinically relevant CYP polymorphisms are found in
CYP2D6, CYP2C9, and CYP2C19. The genotypic rates vary by ethnicity.

A. CYP2C19 Genotyping
Background on CYP2C19 Testing

Genetic alterations or polymorphisms are common in these isoenzymes, with more than 30 polymorphisms identified in
CYP2C19. These polymorphisms can lead to differences in individual drug response secondary to variation in metabolism.

The frequency of the various CYP2C19 metabolizer phenotypes has been estimated as follows:

e 2-15% - poor metabolizers

o 18-45% - intermediate metabolizers
® 35-50% - extensive metabolizers

® 5-30% - ultra-rapid metabolizers

Pharmacogenetic testing has been proposed to predict individual response to a variety of CYP2C19-metabolized drugs including
clopidogrel, proton pump inhibitors, and tricyclic antidepressants, among others. In certain scenarios, an individual patient may
benefit from genetic testing in determining dosage and likely response to specific medications.

Clopidogrel bisulfate (Plavix) is a widely prescribed medication to/for:

¢ Prevent blood clots in patients with acute coronary syndrome (ACS),
o Other cardiovascular (CV) disease-related events,
¢ Undergoing percutaneous coronary intervention.

Clopidogrel response varies significantly due to genetic and acquired factors including obesity, smoking and non-compliance.
Patients with poor response to clopidogrel may experience recurrent CV event or thrombotic events while taking clopidogrel. They
are at greater risk for major adverse CV events such as heart attack, stroke and death. These individuals are typically poor to
intermediate metabolizers of clopidogrel due to the presence of the associated CYP2C19 polymorphisms. These individuals should
be given an alternate treatment strategy (Plavix PI). As such, the clinical utility of CYP2C19 genotyping has been supported with
net benefits on improving health outcomes for individuals with ACS who are undergoing percutaneous coronary interventions
(PCI). There is insufficient evidence of clinical utility of CYP2C19 genotyping for individuals considering clopidogrel therapy for
other indications.

With regards to CYP2C19 testing for antidepressant treatment, recent evidence has suggested genetic testing prior to initiating
certain tricyclic antidepressants, namely amitriptyline, due to the effects of the genotype on drug efficacy and safety. Use of this
information to determine dosing has been proposed to improve clinical outcomes and reduce the failure rate of initial treatment.
However, the Clinical Pharmaco-genetics Implementation Consortium did not have enough evidence to make a strong



recommendation for dose modification based on genotype, and a moderate recommendation was given based on data outside of
randomized trials. Additionally, even with genotype information, a suggestion is given to start patients on low dose, gradually
increasing to avoid adverse side effects. Consequently, genotyping is not needed with this approach.

Proton pump inhibitors are used to treat several gastric acid-related conditions including duodenal ulcer, gastric ulcer and
gastroesophageal reflux disease. Proton pump inhibitors can also be used to treat Helicobactor pylori. Several proton pump
inhibitors are metabolized by CYP2C19. However, there is insufficient data to warrant CYP2C19 genotyping to determine health
outcomes or adverse drug reactions in treatment with proton pump inhibitors.

With regards to Serotonin reuptake inhibitors, there is insufficient evidence to support CYP2C19 genotyping to determine medical
management for the treatment of obsessive compulsive disorder at this time.

This policy limits CYP2C19 (CPT code 81225) genetic testing to patients with ACS undergoing PCI who are initiating or
reinitiating Clopidogrel (Plavix) therapy.

Genetic testing for the CYP2C19 gene is considered investigational at this time for all other indications including, but not limited
to the following medications:

e Amitriptyline

¢ Clopidogrel for indications other than above

¢ Proton pump inhibitors

e Selective serotonin reuptake inhibitors
o Warfarin

B.CYP2D6 Genotyping
Background on CYP2D6 Testing

Genetic alterations or polymorphisms are common in these isoenzymes, with more than 100 polymorphisms identified in
CYP2D6. These polymorphisms can lead to differences in individual drug response secondary to variation in metabolism.

Genetic variation, as well as drug-drug interactions, can influence the classification of CYP2D6 metabolism into one of the above
phenotypes. In addition, chronic dosing of a CYP2D6 drug can inhibit its own metabolism over time as the concentration of the
drug approaches a steady state.

Pharmacogenetic testing has been proposed to predict individual response to a variety of CYP2D6-metabolized drugs including
tamoxifen, antidepressants, opioid analgesics, and tetrabenazine for chorea, among others. In certain scenarios, an individual
patient may benefit from this genetic testing in determining dosage and likely response to specific medications.

Tamoxifen

Available evidence fails to support direct evidence of clinical utility for testing of CYP2D6 in treatment with tamoxifen.
Tamoxifen metabolism and the causes for resistance are complex rather than the result of a single polymorphism.

Antidepressants

In regards to CYP2DG6 testing for antidepressant treatment, there was insufficient evidence in the past to support testing to
determine treatment. More recently, evidence has supported the use of genetic testing prior to initiating certain tricyclic
antidepressants due to the effects of genotype on drug efficacy and safety. Use of this information to determine dosing can
improve clinical outcomes and reduce the failure rate of initial treatment. However, there is insufficient evidence for CYP2D6
genotyping for individuals considering antipsychotic medications or other antidepressants with CYP2D6 as a metabolizing
enzyme.

Codeine

In addition, the role of CYP2D6 genotyping has been evaluated for use in opioid analgesic drug therapy, specifically codeine
analgesia. The efficacy and toxicity, including severe or life-threatening toxicity after normal doses of codeine has been
linked to an individual’s CYP2D6 genotype. However, genotyping would indicate avoidance of codeine due to risk of adverse
events in only 1-2% of the populations, and there is considerable variation in the degree of severity of adverse events, with
most not classified as serious. Furthermore, codeine is widely used without genotyping. At this time, there is insufficient
evidence to support clinical utility of genotyping for management of codeine therapy.

Tetrabenazine
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The dosing of tetrabenazine is based, in part, on CYP2D6 genotyping. However, a recent study suggests that the necessity to
genotype may need to be reconsidered. The manufacturer package insert indicates that poor metabolizers of CYP2D6 should
not exceed a maximum dose of 50 mg/day.

Drugs for Alzheimer’s Disease

o Galantamine is an antidementia drug used in the treatment of Alzheimer’s disease. Studies have been performed that reveal the
CYP2D6 genotype significantly influences galantamine concentrations in blood. Still other studies have revealed that urinary
assays for CYP2D6 phenotype are technically feasible. At this time, the association between phenotype and drug responsiveness
remains unknown. It has been suggested that confirmation studies in larger populations are necessary to establish evidence
regarding individuals most likely to benefit from galatamine, including information on treatment efficacy and tolerability.

* Donepezil (Aricept) is a drug used to treat Alzheimer’s disease. Some studies have reported an influence of the CYP2D6 on the
response to treatment with this drug. Other studies suggest that therapy based on CYP2D6 genotype is unlikely to be beneficial for
treating Alzheimer’s disease patients in routine clinical practice. Additional studies are needed to determine the efficacy and utility
of CYP2D6 genotyping in those patients who are treated with donepezil.

Covered Indications for CYP2D6

Genetic testing of the CYP2D6 gene is considered medically necessary to guide medical treatment or dosing for individuals for
whom initial therapy is planned with:

e Amitriptyline or nortriptyline for treatment of depressive disorders
o Tetrabenazine doses greater than 50 mg/day, or re-initiation of therapy with doses greater than 50 mg/day

Indications considered not reasonable and necessary for CYP2D6

There is insufficient evidence to demonstrate that genetic testing for the CYP2D6 gene improves clinical outcomes for the
following medications. Consequently, genetic testing for the CYP2D6 gene is considered investigational for the following:

o Antidepressants other than those listed above
¢ Antipsychotics

¢ Codeine

¢ Donepezil

¢ Galantamine

e Tamoxifen

3. SOMATIC MUTATIONS, ONCOLOGY:
e Please Refer to LCD L35396, Biomarkers for Oncology.

CYP2C9 Genotyping

e This policy does not address coverage with evidence development (CED) under section 1862(a)(1)(E). For CED coverage
information related to CYP2C9 and VKORCI for warfarin responsiveness please refer to the NCD for Pharmacogenomic
Testing for Warfarin Response (90.1).

Biomarkers not addressed in this LCD or any other Novitas LCD will be considered not reasonable and necessary unless
specifically covered by national policy. For frequency limitations please refer to the Utilization Guidelines section below.

Notice: This LCD imposes frequency limitations as well as diagnosis limitations that support diagnosis to procedure code
automated denials. However, services performed for any given diagnosis must meet all of the indications and limitations stated in
this policy, the general requirements for medical necessity as stated in CMS payment policy manuals, any and all existing CMS
national coverage determinations, and all Medicare payment rules.

As published in CMS IOM 100-08, Chapter 13, Section 13.5.1, in order to be covered under Medicare, a service shall be
reasonable and necessary. When appropriate, contractors shall describe the circumstances under which the proposed LCD for the
service is considered reasonable and necessary under Section 1862 (a)(1)(A). Contractors shall consider a service to be reasonable
and necessary if the contractor determines that the service is:

o Safe and effective.
» Not experimental or investigational (exception: routine costs of qualifying clinical trial services with dates of service on or after
September 19, 2000 that meet the requirements of the Clinical Trials NCD are considered reasonable and necessary).
¢ Appropriate, including the duration and frequency that is considered appropriate for the service, in terms of whether it is:
o Furnished in accordance with accepted standards of medical practice for the diagnosis or treatment of the patient's condition
or to improve the function of a malformed body member.
o Furnished in a setting appropriate to the patient's medical needs and condition.
o Ordered and furnished by qualified personnel.



o One that meets, but does not exceed, the patient's medical needs.
o At least as beneficial as an existing and available medically appropriate alternative.

The redetermination process may be utilized for consideration of services performed outside of the reasonable and necessary
requirements in this LCD.

Coding Information
Bill Type Codes:

Contractors may specify Bill Types to help providers identify those Bill Types typically used to report this service. Absence of a
Bill Type does not guarantee that the policy does not apply to that Bill Type. Complete absence of all Bill Types indicates that
coverage is not influenced by Bill Type and the policy should be assumed to apply equally to all claims.

12 Hospital Inpatient (Medicare Part B only)

13 Hospital Outpatient

14 Hospital - Laboratory Services Provided to Non-patients

18 Hospital - Swing Beds

21 Skilled Nursing - Inpatient (Including Medicare Part A)

22 Skilled Nursing - Inpatient (Medicare Part B only)

23 Skilled Nursing - Outpatient

71 Clinic - Rural Health

72 Clinic - Hospital Based or Independent Renal Dialysis Center
73 Clinic - Freestanding

75 Clinic - Comprehensive Outpatient Rehabilitation Facility (CORF)
77 Clinic - Federally Qualified Health Center (FQHC)

83 Ambulatory Surgery Center

85 Critical Access Hospital

Revenue Codes:

Contractors may specify Revenue Codes to help providers identify those Revenue Codes typically used to report this service. In
most instances Revenue Codes are purely advisory; unless specified in the policy services reported under other Revenue Codes are
equally subject to this coverage determination. Complete absence of all Revenue Codes indicates that coverage is not influenced
by Revenue Code and the policy should be assumed to apply equally to all Revenue Codes.

0314 Laboratory Pathology - Biopsy

0319 Laboratory Pathology - Other Laboratory Pathology
0312 Laboratory Pathology - Histology

0310 Laboratory Pathology - General Classification
0311 Laboratory Pathology - Cytology

0309 Laboratory - Other Laboratory

0300 Laboratory - General Classification

0307 Laboratory - Urology

0306 Laboratory - Bacteriology & Microbiology
0304 Laboratory - Non-Routine Dialysis

0305 Laboratory - Hematology

0303 Laboratory - Renal Patient (Home)

0302 Laboratory - Immunology

0301 Laboratory - Chemistry

CPT/HCPCS Codes:

Note: Providers are reminded to refer to the long descriptors of the CPT codes in their CPT book.

Please note: At this time, only the CPT codes listed in ICD-10 code group paragraphs 1 through 5 are subject to
diagnosis-to-procedure code limitations. Please refer to the list of CPT/HCPCS codes at the beginning of each ICD-10 code
group paragraph for appropriate diagnosis-to-procedure code limitations.

RED BLOOD CELL ANTIGEN TYPING, DNA, HUMAN ERYTHROCYTE ANTIGEN GENE ANALYSIS OF 35 ANTIGENS
FROM 11 BLOOD GROUPS, UTILIZING WHOLE BLOOD, COMMON RBC ALLELES REPORTED

APC (ADENOMATOUS POLYPOSIS COLI) (EG, FAMILIAL ADENOMATOSIS POLYPOSIS [FAP], ATTENUATED FAP)
GENE ANALYSIS; FULL GENE SEQUENCE

APC (ADENOMATOUS POLYPOSIS COLI) (EG, FAMILIAL ADENOMATOSIS POLYPOSIS [FAP], ATTENUATED FAP)
GENE ANALYSIS; KNOWN FAMILIAL VARIANTS

APC (ADENOMATOUS POLYPOSIS COLI) (EG, FAMILIAL ADENOMATOSIS POLYPOSIS [FAP], ATTENUATED FAP)
GENE ANALYSIS; DUPLICATION/DELETION VARIANTS

CYP2C19 (CYTOCHROME P450, FAMILY 2, SUBFAMILY C, POLYPEPTIDE 19) (EG, DRUG METABOLISM), GENE
ANALYSIS, COMMON VARIANTS (EG, *2, *3, *4, *§, *17)

0001U

81201

81202

81203

81225
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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, *41, *] XN, *2XN, *4XN)

21240 F2 (PROTHROMBIN, COAGULATION FACTOR 1) (EG, HEREDITARY HYPERCOAGULABILITY) GENE ANALYSIS,
20210G>A VARIANT

81241 F5 (COAGULATION FACTOR V) (EG, HEREDITARY HYPERCOAGULABILITY) GENE ANALYSIS, LEIDEN VARIANT

¢ 124> FANCC (FANCONI ANEMIA, COMPLEMENTATION GROUP C) (EG, FANCONI ANEMIA, TYPE C) GENE ANALYSIS,
COMMON VARIANT (EG, IVS4+4A>T)

G6PC (GLUCOSE-6-PHOSPHATASE, CATALYTIC SUBUNIT) (EG, GLYCOGEN STORAGE DISEASE, TYPE 1A, VON

GIERKE DISEASE) GENE ANALYSIS, COMMON VARIANTS (EG, R83C, Q347X)

GBA (GLUCOSIDASE, BETA, ACID) (EG, GAUCHER DISEASE) GENE ANALYSIS, COMMON VARIANTS (EG, N370S,

84GG, L444P, IVS2+1G>A)

GIB2 (GAP JUNCTION PROTEIN, BETA 2, 26KDA, CONNEXIN 26) (EG, NONSYNDROMIC HEARING LOSS) GENE

ANALYSIS; FULL GENE SEQUENCE

GIB2 (GAP JUNCTION PROTEIN, BETA 2, 26KDA, CONNEXIN 26) (EG, NONSYNDROMIC HEARING LOSS) GENE

ANALYSIS; KNOWN FAMILIAL VARIANTS

GIB6 (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)])

HEXA (HEXOSAMINIDASE A [ALPHA POLYPEPTIDE]) (EG, TAY-SACHS DISEASE) GENE ANALYSIS, COMMON

VARIANTS (EG, 1278INSTATC, 1421+1G>C, G269S)

HFE (HEMOCHROMATOSIS) (EG, HEREDITARY HEMOCHROMATOSIS) GENE ANALYSIS, COMMON VARIANTS (EG,

C282Y, H63D)

HBA1/HBA2 (ALPHA GLOBIN 1 AND ALPHA GLOBIN 2) (EG, ALPHA THALASSEMIA, HB BART HYDROPS FETALIS

81257 SYNDROME, HBH DISEASE), GENE ANALYSIS; COMMON DELETIONS OR VARIANT (EG, SOUTHEAST ASIAN, THAI,

FILIPINO, MEDITERRANEAN, ALPHA3.7, ALPHA4.2, ALPHA20.5, CONSTANT SPRING)

HBA1/HBA2 (ALPHA GLOBIN 1 AND ALPHA GLOBIN 2) (EG, ALPHA THALASSEMIA, HB BART HYDROPS FETALIS

SYNDROME, HBH DISEASE), GENE ANALYSIS; KNOWN FAMILIAL VARIANT

HBA1/HBA2 (ALPHA GLOBIN 1 AND ALPHA GLOBIN 2) (EG, ALPHA THALASSEMIA, HB BART HYDROPS FETALIS

SYNDROME, HBH DISEASE), GENE ANALYSIS; FULL GENE SEQUENCE

COMPARATIVE ANALYSIS USING SHORT TANDEM REPEAT (STR) MARKERS; PATIENT AND COMPARATIVE

SPECIMEN (EG, PRE-TRANSPLANT RECIPIENT AND DONOR GERMLINE TESTING, POST-TRANSPLANT

NON-HEMATOPOIETIC RECIPIENT GERMLINE [EG, BUCCAL SWAB OR OTHER GERMLINE TISSUE SAMPLE] AND

DONOR TESTING, TWIN ZYGOSITY TESTING, OR MATERNAL CELL CONTAMINATION OF FETAL CELLS)

COMPARATIVE ANALYSIS USING SHORT TANDEM REPEAT (STR) MARKERS; EACH ADDITIONAL SPECIMEN (EG,

ADDITIONAL CORD BLOOD DONOR, ADDITIONAL FETAL SAMPLES FROM DIFFERENT CULTURES, OR ADDITIONAL

ZYGOSITY IN MULTIPLE BIRTH PREGNANCIES) (LIST SEPARATELY IN ADDITION TO CODE FOR PRIMARY

PROCEDURE)

CHIMERISM (ENGRAFTMENT) ANALYSIS, POST TRANSPLANTATION SPECIMEN (EG, HEMATOPOIETIC STEM CELL),

INCLUDES COMPARISON TO PREVIOUSLY PERFORMED BASELINE ANALYSES; WITHOUT CELL SELECTION

CHIMERISM (ENGRAFTMENT) ANALYSIS, POST TRANSPLANTATION SPECIMEN (EG, HEMATOPOIETIC STEM CELL),

81268 INCLUDES COMPARISON TO PREVIOUSLY PERFORMED BASELINE ANALYSES; WITH CELL SELECTION (EG, CD3,

CD33), EACH CELL TYPE

HBA1/HBA2 (ALPHA GLOBIN 1 AND ALPHA GLOBIN 2) (EG, ALPHA THALASSEMIA, HB BART HYDROPS FETALIS

SYNDROME, HBH DISEASE), GENE ANALYSIS; DUPLICATION/DELETION VARIANTS

MLHI (MUTL HOMOLOG 1, COLON CANCER, NONPOLYPOSIS TYPE 2) (EG, HEREDITARY NON-POLYPOSIS

COLORECTAL CANCER, LYNCH SYNDROME) GENE ANALYSIS; PROMOTER METHYLATION ANALYSIS

MCOLNI (MUCOLIPIN 1) (EG, MUCOLIPIDOSIS, TYPE IV) GENE ANALYSIS, COMMON VARIANTS (EG, IVS3-2A>G,

DEL6.4KB)

MSH2 (MUTS HOMOLOG 2, COLON CANCER, NONPOLYPOSIS TYPE 1) (EG, HEREDITARY NON-POLYPOSIS

COLORECTAL CANCER, LYNCH SYNDROME) GENE ANALYSIS; FULL SEQUENCE ANALYSIS

MSH2 (MUTS HOMOLOG 2, COLON CANCER, NONPOLYPOSIS TYPE 1) (EG, HEREDITARY NON-POLYPOSIS

COLORECTAL CANCER, LYNCH SYNDROME) GENE ANALYSIS; KNOWN FAMILIAL VARIANTS

MSH2 (MUTS HOMOLOG 2, COLON CANCER, NONPOLYPOSIS TYPE 1) (EG, HEREDITARY NON-POLYPOSIS

COLORECTAL CANCER, LYNCH SYNDROME) GENE ANALYSIS; DUPLICATION/DELETION VARIANTS

MSH6 (MUTS HOMOLOG 6 [E. COLI]) (EG, HEREDITARY NON-POLYPOSIS COLORECTAL CANCER, LYNCH

SYNDROME) GENE ANALYSIS; FULL SEQUENCE ANALYSIS

MSH6 (MUTS HOMOLOG 6 [E. COLI]) (EG, HEREDITARY NON-POLYPOSIS COLORECTAL CANCER, LYNCH

SYNDROME) GENE ANALYSIS; KNOWN FAMILIAL VARIANTS

MSH6 (MUTS HOMOLOG 6 [E. COLI]) (EG, HEREDITARY NON-POLYPOSIS COLORECTAL CANCER, LYNCH

SYNDROME) GENE ANALYSIS; DUPLICATION/DELETION VARIANTS

PMS2 (POSTMEIOTIC SEGREGATION INCREASED 2 [S. CEREVISIAE]) (EG, HEREDITARY NON-POLYPOSIS

COLORECTAL CANCER, LYNCH SYNDROME) GENE ANALYSIS; FULL SEQUENCE ANALYSIS

PMS2 (POSTMEIOTIC SEGREGATION INCREASED 2 [S. CEREVISIAE]) (EG, HEREDITARY NON-POLYPOSIS

COLORECTAL CANCER, LYNCH SYNDROME) GENE ANALYSIS; KNOWN FAMILIAL VARIANTS

PMS2 (POSTMEIOTIC SEGREGATION INCREASED 2 [S. CEREVISIAE]) (EG, HEREDITARY NON-POLYPOSIS

COLORECTAL CANCER, LYNCH SYNDROME) GENE ANALYSIS; DUPLICATION/DELETION VARIANTS

PMP22 (PERIPHERAL MYELIN PROTEIN 22) (EG, CHARCOT-MARIE-TOOTH, HEREDITARY NEUROPATHY WITH

LIABILITY TO PRESSURE PALSIES) GENE ANALYSIS; DUPLICATION/DELETION ANALYSIS

PMP22 (PERIPHERAL MYELIN PROTEIN 22) (EG, CHARCOT-MARIE-TOOTH, HEREDITARY NEUROPATHY WITH

LIABILITY TO PRESSURE PALSIES) GENE ANALYSIS; FULL SEQUENCE ANALYSIS

PMP22 (PERIPHERAL MYELIN PROTEIN 22) (EG, CHARCOT-MARIE-TOOTH, HEREDITARY NEUROPATHY WITH

LIABILITY TO PRESSURE PALSIES) GENE ANALYSIS; KNOWN FAMILIAL VARIANT
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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)

HLA CLASS I AND II TYPING, LOW RESOLUTION (EG, ANTIGEN EQUIVALENTS): HLA-A, -B, -C, -DRB1/3/4/5, AND

-DQBI

¢1371 HLA CLASS I AND II TYPING, LOW RESOLUTION (EG, ANTIGEN EQUIVALENTS); HLA-A, -B, AND -DRBI (EG,
VERIFICATION TYPING)

81372 HLA CLASS I TYPING, LOW RESOLUTION (EG, ANTIGEN EQUIVALENTS); COMPLETE (IE, HLA-A, -B, AND -C)

81373 HLA CLASS I TYPING, LOW RESOLUTION (EG, ANTIGEN EQUIVALENTS); ONE LOCUS (EG, HLA-A, -B, OR -C), EACH

81374 E”,;é P?LASS I TYPING, LOW RESOLUTION (EG, ANTIGEN EQUIVALENTS); ONE ANTIGEN EQUIVALENT (EG, B*27),

81375 HLA CLASS I TYPING, LOW RESOLUTION (EG, ANTIGEN EQUIVALENTS); HLA-DRB1/3/4/5 AND -DQB1

¢137¢ HLA CLASS Il TYPING, LOW RESOLUTION (EG, ANTIGEN EQUIVALENTS); ONE LOCUS (EG, HLA-DRBI, -DRB3/4/5,
-DQBI, -DQAL, -DPB1, OR -DPA1), EACH

81377 HLA CLASS I TYPING, LOW RESOLUTION (EG, ANTIGEN EQUIVALENTS); ONE ANTIGEN EQUIVALENT, EACH

81378 HLA CLASS I AND II TYPING, HIGH RESOLUTION (IE, ALLELES OR ALLELE GROUPS), HLA-A, -B, -C, AND -DRBI

81379 HLA CLASS I TYPING, HIGH RESOLUTION (IE, ALLELES OR ALLELE GROUPS); COMPLETE (IE, HLA-A, -B, AND -C)

21380 EH/{é I_?LASS I TYPING, HIGH RESOLUTION (IE, ALLELES OR ALLELE GROUPS); ONE LOCUS (EG, HLA-A, -B, OR -C),

HLA CLASS I TYPING, HIGH RESOLUTION (IE, ALLELES OR ALLELE GROUPS); ONE ALLELE OR ALLELE GROUP (EG,

B*57:01P), EACH

HLA CLASS I TYPING, HIGH RESOLUTION (IE, ALLELES OR ALLELE GROUPS); ONE LOCUS (EG, HLA-DRBI,

-DRB3/4/5, -DQBI, -DQAL, -DPB1, OR -DPA1), EACH

HLA CLASS I TYPING, HIGH RESOLUTION (IE, ALLELES OR ALLELE GROUPS); ONE ALLELE OR ALLELE GROUP

(EG, HLA-DQB1#06:02P), EACH

AUTOIMMUNE (RHEUMATOID ARTHRITIS), ANALYSIS OF 12 BIOMARKERS USING IMMUNOASSAYS, UTILIZING

SERUM, PROGNOSTIC ALGORITHM REPORTED AS A DISEASE ACTIVITY SCORE

CARDIOLOGY (HEART TRANSPLANT), MRNA, GENE EXPRESSION PROFILING BY REAL-TIME QUANTITATIVE PCR

81595 OF 20 GENES (11 CONTENT AND 9 HOUSEKEEPING), UTILIZING SUBFRACTION OF PERIPHERAL BLOOD,

ALGORITHM REPORTED AS A REJECTION RISK SCORE

81332

81370

81381

81382

81383

81490

Coverage for these codes is addressed in the NCD for Pharmacogenomic Testing for Warfarin Response (90.1). Please
refer to the NCD for details.

CYP2C9 (CYTOCHROME P450, FAMILY 2, SUBFAMILY C, POLYPEPTIDE 9) (EG, DRUG METABOLISM), GENE
ANALYSIS, COMMON VARIANTS (EG, *2, *3, *5, *6)

VKORC1 (VITAMIN K EPOXIDE REDUCTASE COMPLEX, SUBUNIT 1) (EG, WARFARIN METABOLISM), GENE
ANALYSIS, COMMON VARIANT(S) (EG, -1639G>A, C.173+1000C>T)

81227

81355

The following CPT codes are non-covered.

81161 DMD (DYSTROPHIN) (EG, DUCHENNE/BECKER MUSCULAR DYSTROPHY) DELETION ANALYSIS, AND DUPLICATION

ANALYSIS, IF PERFORMED
81200 ASPA (ASPARTOACYLASE) (EG, CANAVAN DISEASE) GENE ANALYSIS, COMMON VARIANTS (EG, E285A, Y231X)
81205 BCKDHB (BRANCHED-CHAIN KETO ACID DEHYDROGENASE E1, BETA POLYPEPTIDE) (EG, MAPLE SYRUP URINE
DISEASE) GENE ANALYSIS, COMMON VARIANTS (EG, R183P, G278S, E422X)

BLM (BLOOM SYNDROME, RECQ HELICASE-LIKE) (EG, BLOOM SYNDROME) GENE ANALYSIS, 2281 DEL6INS7
VARIANT

CFTR (CYSTIC FIBROSIS TRANSMEMBRANE CONDUCTANCE REGULATOR) (EG, CYSTIC FIBROSIS) GENE ANALYSIS;
COMMON VARIANTS (EG, ACMG/ACOG GUIDELINES)

CFTR (CYSTIC FIBROSIS TRANSMEMBRANE CONDUCTANCE REGULATOR) (EG, CYSTIC FIBROSIS) GENE ANALYSIS;
KNOWN FAMILIAL VARIANTS

CFTR (CYSTIC FIBROSIS TRANSMEMBRANE CONDUCTANCE REGULATOR) (EG, CYSTIC FIBROSIS) GENE ANALYSIS;
DUPLICATION/DELETION VARIANTS

CFTR (CYSTIC FIBROSIS TRANSMEMBRANE CONDUCTANCE REGULATOR) (EG, CYSTIC FIBROSIS) GENE ANALYSIS;
FULL GENE SEQUENCE

CFTR (CYSTIC FIBROSIS TRANSMEMBRANE CONDUCTANCE REGULATOR) (EG, CYSTIC FIBROSIS) GENE ANALYSIS;
INTRON 8 POLY-T ANALYSIS (EG, MALE INFERTILITY)

CYTOGENOMIC CONSTITUTIONAL (GENOME-WIDE) MICROARRAY ANALYSIS; INTERROGATION OF GENOMIC
81228 REGIONS FOR COPY NUMBER VARIANTS (EG, BACTERIAL ARTIFICIAL CHROMOSOME [BAC] OR OLIGO-BASED

COMPARATIVE GENOMIC HYBRIDIZATION [CGH] MICROARRAY ANALYSIS)

CYTOGENOMIC CONSTITUTIONAL (GENOME-WIDE) MICROARRAY ANALYSIS; INTERROGATION OF GENOMIC
81229 REGIONS FOR COPY NUMBER AND SINGLE NUCLEOTIDE POLYMORPHISM (SNP) VARIANTS FOR CHROMOSOMAL
ABNORMALITIES
FMR1 (FRAGILE X MENTAL RETARDATION 1) (EG, FRAGILE X MENTAL RETARDATION) GENE ANALYSIS;
EVALUATION TO DETECT ABNORMAL (EG, EXPANDED) ALLELES

81209

81220

81221

81222

81223

81224

81243
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FMRI (FRAGILE X MENTAL RETARDATION 1) (EG, FRAGILE X MENTAL RETARDATION) GENE ANALYSIS;
CHARACTERIZATION OF ALLELES (EG, EXPANDED SIZE AND METHYLATION STATUS)

IKBKAP (INHIBITOR OF KAPPA LIGHT POLYPEPTIDE GENE ENHANCER IN B-CELLS, KINASE

81260 COMPLEX-ASSOCIATED PROTEIN) (EG, FAMILIAL DYSAUTONOMIA) GENE ANALYSIS, COMMON VARIANTS (EG,
2507+6T>C, R696P)

9129 MTHFR (5,10-METHYLENETETRAHYDROFOLATE REDUCTASE) (EG, HEREDITARY HYPERCOAGULABILITY) GENE

ANALYSIS, COMMON VARIANTS (EG, 677T, 1298C)

81302 MECP2 (METHYL CPG BINDING PROTEIN 2) (EG, RETT SYNDROME) GENE ANALYSIS; FULL SEQUENCE ANALYSIS
81303 MECP2 (METHYL CPG BINDING PROTEIN 2) (EG, RETT SYNDROME) GENE ANALYSIS; KNOWN FAMILIAL VARIANT

MECP2 (METHYL CPG BINDING PROTEIN 2) (EG, RETT SYNDROME) GENE ANALYSIS; DUPLICATION/DELETION
81304/ ARTANTS
SMPD1(SPHINGOMYELIN PHOSPHODIESTERASE 1, ACID LYSOSOMAL) (EG, NIEMANN-PICK DISEASE, TYPE A) GENE
ANALYSIS, COMMON VARIANTS (EG, R496L, L302P, FSP330)

SNRPN/UBE3A (SMALL NUCLEAR RIBONUCLEOPROTEIN POLYPEPTIDE N AND UBIQUITIN PROTEIN LIGASE E3A)
(EG, PRADER-WILLI SYNDROME AND/OR ANGELMAN SYNDROME), METHYLATION ANALYSIS

AORTIC DYSFUNCTION OR DILATION (EG, MARFAN SYNDROME, LOEYS DIETZ SYNDROME, EHLER DANLOS
SYNDROME TYPE IV, ARTERIAL TORTUOSITY SYNDROME); GENOMIC SEQUENCE ANALYSIS PANEL, MUST
INCLUDE SEQUENCING OF AT LEAST 9 GENES, INCLUDING FBN1, TGFBR1, TGFBR2, COL3A1, MYHI11, ACTA2,
SLC2A10, SMAD3, AND MYLK

AORTIC DYSFUNCTION OR DILATION (EG, MARFAN SYNDROME, LOEYS DIETZ SYNDROME, EHLER DANLOS

81411 SYNDROME TYPE IV, ARTERIAL TORTUOSITY SYNDROME); DUPLICATION/DELETION ANALYSIS PANEL, MUST
INCLUDE ANALYSES FOR TGFBR1, TGFBR2, MYH11, AND COL3A1

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 SMPDI

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, KCNQI, RYR2, AND SCN5A

CARDIAC ION CHANNELOPATHIES (EG, BRUGADA SYNDROME, LONG QT SYNDROME, SHORT QT SYNDROME,
81414 CATECHOLAMINERGIC POLYMORPHIC VENTRICULAR TACHYCARDIA); DUPLICATION/DELETION GENE ANALYSIS

PANEL, MUST INCLUDE ANALYSIS OF AT LEAST 2 GENES, INCLUDING KCNH2 AND KCNQI
81415 EXOME (EG, UNEXPLAINED CONSTITUTIONAL OR HERITABLE DISORDER OR SYNDROME); SEQUENCE ANALYSIS

EXOME (EG, UNEXPLAINED CONSTITUTIONAL OR HERITABLE DISORDER OR SYNDROME); SEQUENCE ANALYSIS,
81416 EACH COMPARATOR EXOME (EG, PARENTS, SIBLINGS) (LIST SEPARATELY IN ADDITION TO CODE FOR PRIMARY
PROCEDURE)

EXOME (EG, UNEXPLAINED CONSTITUTIONAL OR HERITABLE DISORDER OR SYNDROME); RE-EVALUATION OF
PREVIOUSLY OBTAINED EXOME SEQUENCE (EG, UPDATED KNOWLEDGE OR UNRELATED CONDITION/SYNDROME)
FETAL CHROMOSOMAL ANEUPLOIDY (EG, TRISOMY 21, MONOSOMY X) GENOMIC SEQUENCE ANALYSIS PANEL,
81420 CIRCULATING CELL-FREE FETAL DNA IN MATERNAL BLOOD, MUST INCLUDE ANALYSIS OF CHROMOSOMES 13,

18, AND 21
81425 GENOME (EG, UNEXPLAINED CONSTITUTIONAL OR HERITABLE DISORDER OR SYNDROME); SEQUENCE ANALYSIS

GENOME (EG, UNEXPLAINED CONSTITUTIONAL OR HERITABLE DISORDER OR SYNDROME); SEQUENCE ANALYSIS,
81426 EACH COMPARATOR GENOME (EG, PARENTS, SIBLINGS) (LIST SEPARATELY IN ADDITION TO CODE FOR PRIMARY

PROCEDURE)

GENOME (EG, UNEXPLAINED CONSTITUTIONAL OR HERITABLE DISORDER OR SYNDROME); RE-EVALUATION OF
81427 PREVIOUSLY OBTAINED GENOME SEQUENCE (EG, UPDATED KNOWLEDGE OR UNRELATED
CONDITION/SYNDROME)

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, MYOI5A, PCDH15, OTOF, SLC26A4, TMC1, TMPRSS3, USHIC, USHIG, USH2A, AND
WFSI

HEARING LOSS (EG, NONSYNDROMIC HEARING LOSS, USHER SYNDROME, PENDRED SYNDROME);

81431 DUPLICATION/DELETION ANALYSIS PANEL, MUST INCLUDE COPY NUMBER ANALYSES FOR STRC AND DFNBI
DELETIONS IN GJB2 AND GJB6 GENES

HEREDITARY RETINAL DISORDERS (EG, RETINITIS PIGMENTOSA, LEBER CONGENITAL AMAUROSIS, CONE-ROD
DYSTROPHY), GENOMIC SEQUENCE ANALYSIS PANEL, MUST INCLUDE SEQUENCING OF AT LEAST 15 GENES,
INCLUDING ABCA4, CNGAI, CRB1, EYS, PDEGA, PDE6B, PRPF31, PRPH2, RDH12, RHO, RP1, RP2, RPE65, RPGR, AND
USH2A

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)

NUCLEAR ENCODED MITOCHONDRIAL GENES (EG, NEUROLOGIC OR MYOPATHIC PHENOTYPES), GENOMIC
SEQUENCE PANEL, MUST INCLUDE ANALYSIS OF AT LEAST 100 GENES, INCLUDING BCSIL, C100RF2, COQ2,
COX10, DGUOK, MPV17, OPA1, PDSS2, POLG, POLG2, RRM2B, SCO1, SCO2, SLC25A4, SUCLA2, SUCLGI, TAZ, TK2,
AND TYMP

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, MAP2K 1, MAP2K2, NRAS,
PTPN11, RAF1, RIT1, SHOC2, AND SOS1
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WHOLE MITOCHONDRIAL GENOME (EG, LEIGH SYNDROME, MITOCHONDRIAL ENCEPHALOMYOPATHY, LACTIC
ACIDOSIS, AND STROKE-LIKE EPISODES [MELAS], MYOCLONIC EPILEPSY WITH RAGGED-RED FIBERS [MERFF],

81460 NEUROPATHY, ATAXIA, AND RETINITIS PIGMENTOSA [NARP], LEBER HEREDITARY OPTIC NEUROPATHY [LHON]),
GENOMIC SEQUENCE, MUST INCLUDE SEQUENCE ANALYSIS OF ENTIRE MITOCHONDRIAL GENOME WITH
HETEROPLASMY DETECTION
WHOLE MITOCHONDRIAL GENOME LARGE DELETION ANALYSIS PANEL (EG, KEARNS-SAYRE SYNDROME,

81465 CHRONIC PROGRESSIVE EXTERNAL OPHTHALMOPLEGIA), INCLUDING HETEROPLASMY DETECTION, IF
PERFORMED
X-LINKED INTELLECTUAL DISABILITY (XLID) (EG, SYNDROMIC AND NON-SYNDROMIC XLID); GENOMIC

81470 SEQUENCE ANALYSIS PANEL, MUST INCLUDE SEQUENCING OF AT LEAST 60 GENES, INCLUDING ARX, ATRX,
CDKLS5, FGD1, FMR1, HUWE1, ILIRAPL, KDM5C, LICAM, MECP2, MED12, MID1, OCRL, RPS6KA3, AND SLC16A2
X-LINKED INTELLECTUAL DISABILITY (XLID) (EG, SYNDROMIC AND NON-SYNDROMIC XLID);

81471 DUPLICATION/DELETION GENE ANALYSIS, MUST INCLUDE ANALYSIS OF AT LEAST 60 GENES, INCLUDING ARX,
ATRX, CDKLS, FGD1, FMR1, HUWEI, ILIRAPL, KDM5C, L1CAM, MECP2, MED12, MID1, OCRL, RPS6KA3, AND SLC16A2

ICD-10 Codes that Support Medical Necessity:

It is the provider’s responsibility to select codes carried out to the highest level of specificity and selected from the
ICD-10-CM code book appropriate to the year in which the service is rendered for the claim(s) submitted.

Medicare is establishing the following limited coverage for CPT code 81225-CYP2C19.

125.10 Atherosclerotic heart disease of native coronary artery without angina pectoris

|125.1 10 |Atherosclerotic heart disease of native coronary artery with unstable angina pectoris

125.111 Atherosclerotic heart disease of native coronary artery with angina pectoris with documented spasm

|125 118 |Ather0sclerotic heart disease of native coronary artery with other forms of angina pectoris

125.5 Ischemic cardiomyopathy

|125.6 |Silent myocardial ischemia

125.720 Atherosclerosis of autologous artery coronary artery bypass graft(s) with unstable angina pectoris

(125.721 | Atherosclerosis of autologous artery coronary artery bypass graft(s) with angina pectoris with documented
spasm

125.728 Atherosclerosis of autologous artery coronary artery bypass graft(s) with other forms of angina pectoris

|125 760 |Atherosclerosis of bypass graft of coronary artery of transplanted heart with unstable angina

125.761 Atherosclerosis of bypass graft of coronary artery of transplanted heart with angina pectoris with documented
spasm

|125 768 |Ather0sclerosis of bypass graft of coronary artery of transplanted heart with other forms of angina pectoris

125.790 Atherosclerosis of other coronary artery bypass graft(s) with unstable angina pectoris

|125 791 |Atherosclerosis of other coronary artery bypass graft(s) with angina pectoris with documented spasm

125.798 Atherosclerosis of other coronary artery bypass graft(s) with other forms of angina pectoris

|125.8 10 |Ather0sclerosis of coronary artery bypass graft(s) without angina pectoris

125.812 Atherosclerosis of bypass graft of coronary artery of transplanted heart without angina pectoris

|125 .83 |Cor0nary atherosclerosis due to lipid rich plaque

125.84 Coronary atherosclerosis due to calcified coronary lesion

|125 .89 |Other forms of chronic ischemic heart disease

125.9 Chronic ischemic heart disease, unspecified

|I63.013 |Cerebral infarction due to thrombosis of bilateral vertebral arteries

163.033 Cerebral infarction due to thrombosis of bilateral carotid arteries

|I()3.1 13 |Cerebral infarction due to embolism of bilateral vertebral arteries

163.133 Cerebral infarction due to embolism of bilateral carotid arteries

|I63.213 |Cerebral infarction due to unspecified occlusion or stenosis of bilateral vertebral arteries

163.233 Cerebral infarction due to unspecified occlusion or stenosis of bilateral carotid arteries

|I63.3 13 |Cerebral infarction due to thrombosis of bilateral middle cerebral arteries

163.323 Cerebral infarction due to thrombosis of bilateral anterior cerebral arteries

|I()3.333 |Cerebral infarction due to thrombosis of bilateral posterior cerebral arteries

163.343 Cerebral infarction due to thrombosis of bilateral cerebellar arteries
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163.413 Cerebral infarction due to embolism of bilateral middle cerebral arteries

163.423 Cerebral infarction due to embolism of bilateral anterior cerebral arteries

163.433 Cerebral infarction due to embolism of bilateral posterior cerebral arteries

163.443 Cerebral infarction due to embolism of bilateral cerebellar arteries

163.511 Cerebral infarction due to unspecified occlusion or stenosis of right middle cerebral artery
163.512 Cerebral infarction due to unspecified occlusion or stenosis of left middle cerebral artery

163.513 Cerebral infarction due to unspecified occlusion or stenosis of bilateral middle cerebral arteries
163.519 Cerebral infarction due to unspecified occlusion or stenosis of unspecified middle cerebral artery
163.523 Cerebral infarction due to unspecified occlusion or stenosis of bilateral anterior cerebral arteries
163.533 Cerebral infarction due to unspecified occlusion or stenosis of bilateral posterior cerebral arteries
163.543 Cerebral infarction due to unspecified occlusion or stenosis of bilateral cerebellar arteries

163.59 Cerebral infarction due to unspecified occlusion or stenosis of other cerebral artery

166.01 Occlusion and stenosis of right middle cerebral artery

166.02 Occlusion and stenosis of left middle cerebral artery

166.03 Occlusion and stenosis of bilateral middle cerebral arteries

166.8 Occlusion and stenosis of other cerebral arteries

779.02 Long term (current) use of antithrombotics/antiplatelets

Medicare is establishing the following coverage for CPT code 81226- CYP2D6.

F31.30 Bipolar disorder, current episode depressed, mild or moderate severity, unspecified
F31.31 Bipolar disorder, current episode depressed, mild

F31.32 Bipolar disorder, current episode depressed, moderate

F31.4 Bipolar disorder, current episode depressed, severe, without psychotic features
F31.5 Bipolar disorder, current episode depressed, severe, with psychotic features
F31.60 Bipolar disorder, current episode mixed, unspecified

F31.61 Bipolar disorder, current episode mixed, mild

F31.62 Bipolar disorder, current episode mixed, moderate

F31.63 Bipolar disorder, current episode mixed, severe, without psychotic features
F31.64 Bipolar disorder, current episode mixed, severe, with psychotic features
F31.75 Bipolar disorder, in partial remission, most recent episode depressed
F31.76 Bipolar disorder, in full remission, most recent episode depressed

F31.77 Bipolar disorder, in partial remission, most recent episode mixed

F31.78 Bipolar disorder, in full remission, most recent episode mixed

F32.89 Other specified depressive episodes

F32.9 Major depressive disorder, single episode, unspecified

F33.0 Major depressive disorder, recurrent, mild

F33.1 Major depressive disorder, recurrent, moderate

F33.2 Major depressive disorder, recurrent severe without psychotic features
F33.3 Major depressive disorder, recurrent, severe with psychotic symptoms
F33.40 Major depressive disorder, recurrent, in remission, unspecified

F33.41 Major depressive disorder, recurrent, in partial remission

F33.42 Major depressive disorder, recurrent, in full remission

F33.9 Major depressive disorder, recurrent, unspecified

G10 Huntington's disease

Medicare is establishing the following limited coverage for CPT codes 81240 and 81241:

|182.91

|Chronic embolism and thrombosis of unspecified vein

Medicare is establishing the following limited coverage for CPT code 81490:

|M05.011

|Fe1ty's syndrome, right shoulder
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MO05.012 Felty's syndrome, left shoulder

MO05.021 Felty's syndrome, right elbow

MO05.022 Felty's syndrome, left elbow

MO05.031 Felty's syndrome, right wrist

M05.032 Felty's syndrome, left wrist

MO05.041 Felty's syndrome, right hand

MO05.042 Felty's syndrome, left hand

MO05.051 Felty's syndrome, right hip

MO05.052 Felty's syndrome, left hip

MO05.061 Felty's syndrome, right knee

M05.062 Felty's syndrome, left knee

M05.071 Felty's syndrome, right ankle and foot

MO05.072 Felty's syndrome, left ankle and foot

MO05.09 Felty's syndrome, multiple sites

MO5.111 Rheumatoid lung disease with rheumatoid arthritis of right shoulder
MO05.112 Rheumatoid lung disease with rheumatoid arthritis of left shoulder
MO05.121 Rheumatoid lung disease with rheumatoid arthritis of right elbow
MO05.122 Rheumatoid lung disease with rheumatoid arthritis of left elbow
MO05.131 Rheumatoid lung disease with rheumatoid arthritis of right wrist
M05.132 Rheumatoid lung disease with rheumatoid arthritis of left wrist
MO05.141 Rheumatoid lung disease with rheumatoid arthritis of right hand
MO05.142 Rheumatoid lung disease with rheumatoid arthritis of left hand
MO05.151 Rheumatoid lung disease with rheumatoid arthritis of right hip
MO05.152 Rheumatoid lung disease with rheumatoid arthritis of left hip
MO05.161 Rheumatoid lung disease with rheumatoid arthritis of right knee
MO05.162 Rheumatoid lung disease with rheumatoid arthritis of left knee
MO05.171 Rheumatoid lung disease with rheumatoid arthritis of right ankle and foot
MO05.172 Rheumatoid lung disease with rheumatoid arthritis of left ankle and foot
MO05.19 Rheumatoid lung disease with rheumatoid arthritis of multiple sites
MO05.211 Rheumatoid vasculitis with rheumatoid arthritis of right shoulder
MO05.212 Rheumatoid vasculitis with rheumatoid arthritis of left shoulder
MO05.221 Rheumatoid vasculitis with rheumatoid arthritis of right elbow
MO05.222 Rheumatoid vasculitis with rheumatoid arthritis of left elbow
MO05.231 Rheumatoid vasculitis with rheumatoid arthritis of right wrist
MO05.232 Rheumatoid vasculitis with rheumatoid arthritis of left wrist
MO05.241 Rheumatoid vasculitis with rheumatoid arthritis of right hand
MO05.242 Rheumatoid vasculitis with rheumatoid arthritis of left hand
M05.251 Rheumatoid vasculitis with rheumatoid arthritis of right hip
MO05.252 Rheumatoid vasculitis with rheumatoid arthritis of left hip

MO05.261 Rheumatoid vasculitis with rheumatoid arthritis of right knee
M05.262 Rheumatoid vasculitis with rheumatoid arthritis of left knee
M05.271 Rheumatoid vasculitis with rheumatoid arthritis of right ankle and foot
MO05.272 Rheumatoid vasculitis with rheumatoid arthritis of left ankle and foot
MO05.29 Rheumatoid vasculitis with rheumatoid arthritis of multiple sites
MO05.311 Rheumatoid heart disease with rheumatoid arthritis of right shoulder
MO05.312 Rheumatoid heart disease with rheumatoid arthritis of left shoulder
MO05.321 Rheumatoid heart disease with rheumatoid arthritis of right elbow
MO05.322 Rheumatoid heart disease with rheumatoid arthritis of left elbow
MO05.331 Rheumatoid heart disease with rheumatoid arthritis of right wrist
MO05.332 Rheumatoid heart disease with rheumatoid arthritis of left wrist
MO05.341 Rheumatoid heart disease with rheumatoid arthritis of right hand
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M05.342 Rheumatoid heart disease with rheumatoid arthritis of left hand

|M05.351 |Rheumat0id heart disease with rheumatoid arthritis of right hip

MO05.352 Rheumatoid heart disease with rheumatoid arthritis of left hip

|M05.361 |Rheumatoid heart disease with theumatoid arthritis of right knee

MO05.362 Rheumatoid heart disease with rheumatoid arthritis of left knee

|M05.371 |Rheumat0id heart disease with rheumatoid arthritis of right ankle and foot
M05.372 Rheumatoid heart disease with rheumatoid arthritis of left ankle and foot
|M05.39 |Rheumat0id heart disease with rheumatoid arthritis of multiple sites

MO05.411 Rheumatoid myopathy with rheumatoid arthritis of right shoulder

|M05.4 12 |Rheumatoid myopathy with theumatoid arthritis of left shoulder

MO05.421 Rheumatoid myopathy with rheumatoid arthritis of right elbow

|M05.422 |Rheumatoid myopathy with theumatoid arthritis of left elbow

MO05.431 Rheumatoid myopathy with rheumatoid arthritis of right wrist

|M05.432 |Rheumat0id myopathy with rheumatoid arthritis of left wrist

MO05.441 Rheumatoid myopathy with rheumatoid arthritis of right hand

|M05.442 |Rheumatoid myopathy with theumatoid arthritis of left hand

MO05.451 Rheumatoid myopathy with rheumatoid arthritis of right hip

|M05.452 |Rheumatoid myopathy with theumatoid arthritis of left hip

MO05.461 Rheumatoid myopathy with rheumatoid arthritis of right knee

|M05.462 |Rheumat0id myopathy with rheumatoid arthritis of left knee

MO05.471 Rheumatoid myopathy with rheumatoid arthritis of right ankle and foot
|M05.472 |Rheumatoid myopathy with theumatoid arthritis of left ankle and foot

MO05.49 Rheumatoid myopathy with rheumatoid arthritis of multiple sites

|M05.51 1 |Rheumatoid polyneuropathy with rheumatoid arthritis of right shoulder
MO05.512 Rheumatoid polyneuropathy with rheumatoid arthritis of left shoulder

|M05.521 |Rheumat0id polyneuropathy with rheumatoid arthritis of right elbow

MO05.522 Rheumatoid polyneuropathy with rheumatoid arthritis of left elbow

|M05.5 31 |Rheumatoid polyneuropathy with rheumatoid arthritis of right wrist

MO05.532 Rheumatoid polyneuropathy with rheumatoid arthritis of left wrist

|M05.541 |Rheumatoid polyneuropathy with rheumatoid arthritis of right hand

MO05.542 Rheumatoid polyneuropathy with rheumatoid arthritis of left hand

|M05.5 51 |Rheumat0id polyneuropathy with rheumatoid arthritis of right hip

MO05.552 Rheumatoid polyneuropathy with rheumatoid arthritis of left hip

|M05.5 61 |Rheumatoid polyneuropathy with rheumatoid arthritis of right knee

MO05.562 Rheumatoid polyneuropathy with rheumatoid arthritis of left knee

|M05.571 |Rheumatoid polyneuropathy with rheumatoid arthritis of right ankle and foot
MO05.572 Rheumatoid polyneuropathy with rheumatoid arthritis of left ankle and foot
|M05.5 9 |Rheumat0id polyneuropathy with rheumatoid arthritis of multiple sites

MO05.611 Rheumatoid arthritis of right shoulder with involvement of other organs and systems
|M05.6 12 |Rheumatoid arthritis of left shoulder with involvement of other organs and systems
MO05.621 Rheumatoid arthritis of right elbow with involvement of other organs and systems
|M05.622 |Rheumatoid arthritis of left elbow with involvement of other organs and systems
MO05.631 Rheumatoid arthritis of right wrist with involvement of other organs and systems
|M05.632 |Rheumat0id arthritis of left wrist with involvement of other organs and systems
MO05.641 Rheumatoid arthritis of right hand with involvement of other organs and systems
|M05.642 |Rheumatoid arthritis of left hand with involvement of other organs and systems
MO05.651 Rheumatoid arthritis of right hip with involvement of other organs and systems
|M05.652 |Rheumatoid arthritis of left hip with involvement of other organs and systems
MO05.661 Rheumatoid arthritis of right knee with involvement of other organs and systems
|M05.662 |Rheumat0id arthritis of left knee with involvement of other organs and systems

MO05.671

Rheumatoid arthritis of right ankle and foot with involvement of other organs and systems
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|M05.672 |Rheumatoid arthritis of left ankle and foot with involvement of other organs and systems

M05.69 Rheumatoid arthritis of multiple sites with involvement of other organs and systems

|M05.71 1 |Rheumatoid arthritis with rheumatoid factor of right shoulder without organ or systems involvement
MO05.712 Rheumatoid arthritis with rheumatoid factor of left shoulder without organ or systems involvement
|M05.721 |Rheumat0id arthritis with rheumatoid factor of right elbow without organ or systems involvement
MO05.722 Rheumatoid arthritis with rheumatoid factor of left elbow without organ or systems involvement
|M05.73 1 |Rheumatoid arthritis with rheumatoid factor of right wrist without organ or systems involvement
MO05.732 Rheumatoid arthritis with rheumatoid factor of left wrist without organ or systems involvement
|M05.741 |Rheumatoid arthritis with rheumatoid factor of right hand without organ or systems involvement
MO05.742 Rheumatoid arthritis with rheumatoid factor of left hand without organ or systems involvement
|M05.751 |Rheumat0id arthritis with rheumatoid factor of right hip without organ or systems involvement
MO05.752 Rheumatoid arthritis with rheumatoid factor of left hip without organ or systems involvement
|M05.761 |Rheumatoid arthritis with rheumatoid factor of right knee without organ or systems involvement
MO05.762 Rheumatoid arthritis with rheumatoid factor of left knee without organ or systems involvement
|M05.771 |Rheumatoid arthritis with rheumatoid factor of right ankle and foot without organ or systems involvement
MO05.772 Rheumatoid arthritis with rheumatoid factor of left ankle and foot without organ or systems involvement
|M05.79 |Rheumat0id arthritis with rheumatoid factor of multiple sites without organ or systems involvement
MO05.811 Other rheumatoid arthritis with rheumatoid factor of right shoulder

|M05.8 12 |Other rheumatoid arthritis with theumatoid factor of left shoulder

MO05.821 Other rheumatoid arthritis with rheumatoid factor of right elbow

|M05.822 |Other rheumatoid arthritis with rheumatoid factor of left elbow

MO05.831 Other rheumatoid arthritis with rheumatoid factor of right wrist

|M05.832 |Other rheumatoid arthritis with rheumatoid factor of left wrist

MO05.841 Other rheumatoid arthritis with rheumatoid factor of right hand

|M05.842 |Other rheumatoid arthritis with theumatoid factor of left hand

MO05.851 Other rheumatoid arthritis with rheumatoid factor of right hip

|M05.852 |Other rheumatoid arthritis with rheumatoid factor of left hip

MO05.861 Other rheumatoid arthritis with rheumatoid factor of right knee

|M05.862 |Other rheumatoid arthritis with rheumatoid factor of left knee

MO05.871 Other rheumatoid arthritis with rheumatoid factor of right ankle and foot

|M05.872 |Other rheumatoid arthritis with theumatoid factor of left ankle and foot

MO05.89 Other rheumatoid arthritis with rheumatoid factor of multiple sites

|M06.01 1 |Rheumatoid arthritis without rheumatoid factor, right shoulder

M06.012 Rheumatoid arthritis without rheumatoid factor, left shoulder

|MO6.021 |Rheumat0id arthritis without rheumatoid factor, right elbow

M06.022 Rheumatoid arthritis without rheumatoid factor, left elbow

|MO6.03 1 |Rheumatoid arthritis without rheumatoid factor, right wrist

M06.032 Rheumatoid arthritis without rheumatoid factor, left wrist

|M06.041 |Rheumatoid arthritis without rheumatoid factor, right hand

M06.042 Rheumatoid arthritis without rheumatoid factor, left hand

|MO6.051 |Rheumat0id arthritis without rheumatoid factor, right hip

M06.052 Rheumatoid arthritis without rheumatoid factor, left hip

|MO6.061 |Rheumatoid arthritis without rheumatoid factor, right knee

MO06.062 Rheumatoid arthritis without rheumatoid factor, left knee

|M06.071 |Rheumatoid arthritis without rheumatoid factor, right ankle and foot

M06.072 Rheumatoid arthritis without rheumatoid factor, left ankle and foot

|MO6.08 |Rheumat0id arthritis without rheumatoid factor, vertebrae

M06.09 Rheumatoid arthritis without rheumatoid factor, multiple sites

|MO6.1 |Adult-onset Still's disease

M06.211 Rheumatoid bursitis, right shoulder

|M06.212

|Rheumat0id bursitis, left shoulder
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MO06.221 Rheumatoid bursitis, right elbow

MO06.222 Rheumatoid bursitis, left elbow

M06.231 Rheumatoid bursitis, right wrist

M06.232 Rheumatoid bursitis, left wrist

MO06.241 Rheumatoid bursitis, right hand

MO06.242 Rheumatoid bursitis, left hand

MO06.251 Rheumatoid bursitis, right hip

M06.252 Rheumatoid bursitis, left hip

MO06.261 Rheumatoid bursitis, right knee

M06.262 Rheumatoid bursitis, left knee

MO06.271 Rheumatoid bursitis, right ankle and foot
M06.272 Rheumatoid bursitis, left ankle and foot

M06.28 Rheumatoid bursitis, vertebrae

MO06.29 Rheumatoid bursitis, multiple sites

MO06.311 Rheumatoid nodule, right shoulder

M06.312 Rheumatoid nodule, left shoulder

MO06.321 Rheumatoid nodule, right elbow

M06.322 Rheumatoid nodule, left elbow

MO06.331 Rheumatoid nodule, right wrist

MO06.332 Rheumatoid nodule, left wrist

MO06.341 Rheumatoid nodule, right hand

M06.342 Rheumatoid nodule, left hand

M06.351 Rheumatoid nodule, right hip

M06.352 Rheumatoid nodule, left hip

M06.361 Rheumatoid nodule, right knee

MO06.362 Rheumatoid nodule, left knee

MO06.371 Rheumatoid nodule, right ankle and foot
M06.372 Rheumatoid nodule, left ankle and foot

MO06.38 Rheumatoid nodule, vertebrae

MO06.39 Rheumatoid nodule, multiple sites

MO06.811 Other specified theumatoid arthritis, right shoulder
MO06.812 Other specified rheumatoid arthritis, left shoulder
MO06.821 Other specified rheumatoid arthritis, right elbow
M06.822 Other specified theumatoid arthritis, left elbow
MO06.831 Other specified theumatoid arthritis, right wrist
MO06.832 Other specified rheumatoid arthritis, left wrist
MO06.841 Other specified rheumatoid arthritis, right hand
MO06.842 Other specified rheumatoid arthritis, left hand
MO06.851 Other specified rheumatoid arthritis, right hip
M06.852 Other specified rheumatoid arthritis, left hip
MO06.861 Other specified rheumatoid arthritis, right knee
M06.862 Other specified rheumatoid arthritis, left knee
MO06.871 Other specified rheumatoid arthritis, right ankle and foot
M06.872 Other specified rheumatoid arthritis, left ankle and foot
MO06.88 Other specified rheumatoid arthritis, vertebrae
M06.89 Other specified rheumatoid arthritis, multiple sites

Medicare is establishing the following coverage for CPT code 81595- CARDIOLOGY ALLOMAP:

748.21 Encounter for aftercare following heart transplant

794.1 Heart transplant status
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ICD-10 Codes that DO NOT Support Medical Necessity
XX000 - Not Applicable

General Information
Associated Information

Documentation Requirements

1. All documentation must be maintained in the patient’s medical record and made available to the contractor upon request.

2. Every page of the record must be legible and include appropriate patient identification information (e.g., complete name, dates of
service[s]). The documentation must include the legible signature of the physician or non-physician practitioner responsible for and
providing the care to the patient.

3. The submitted medical record must support the use of the selected ICD-10-CM code(s). The submitted CPT/HCPCS code must describe the
service performed.

4. The medical record documentation must support the medical necessity of the services as stated in this policy.

Utilization Guidelines

In accordance with CMS Ruling 95-1 (V), utilization of these services should be consistent with locally acceptable standards of
practice, whereby more than once per lifetime testing is not deemed medically necessary, except under special clinical scenarios
which will be handled through the redetermination process. The medical record must support the medical necessity of the increased
frequency.

CPT code 81490, Autoimmune (rheumatoid arthritis), is limited to two services per rolling year per beneficiary.

Sources of Information and Basis for Decision

Contractor is not responsible for the continued viability of websites listed.
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There were extensive in-person consultations with both CAC representatives and nationally-recognized

experts in order to assist with the above medical necessity language and procedure-to-diagnosis code
pairings.
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Revision History Information

Revision  Revision

History History Revision History Explanation

Date Number

10/01/2018 = R17  LCD revised and published on 10/25/2018 effective for dates of
service on and after 10/01/2018 to reflect the ICD-10-CM
Annual Code Updates and annual review. The following
ICD-10-CM code(s) have undergone a descriptor change:
163.333, 163.343. Per annual review, updated the references in
the "CMS National Coverage Policy" section and made standard
policy formatting revisions throughout the policy without a
change in coverage content.

At this time 21st Century Cures Act will apply to new and
revised LCDs that restrict coverage which requires comment and
notice. This revision is not a restriction to the coverage
determination; therefore, not all the fields included on the LCD
are applicable as noted in this policy.

03/08/2018  R16  LCD updated on 03/08/2018 for administrative purposes. No
changes have been made to the LCD content.

At this time 21st Century Cures Act will apply to new and
revised LCDs that restrict coverage which requires comment and
notice. This revision is not a restriction to the coverage
determination; therefore, not all the fields included on the LCD
are applicable as noted in this policy.

01/01/2018  R15  LCD revised and published on 01/25/2018 effective for dates of
service on and after 01/01/2018 to reflect the annual
CPT/HCPCS code updates. The following CPT code(s) have
been added to the Group 1 codes with no diagnosis limitations
applied and have also been added to the Germline Mutation
Table as covered: 81258, 81259, and 81269. For the following
CPT code(s) either the short description and/or the long
description has been changed. Depending on which description is
used in this LCD, there may not be any change in how the codes
display in the document: 81257 (Group 1 CPT code) and 81439
(Group 3 CPT code).

At this time 21st Century Cures Act will apply to new and
revised LCDs that restrict coverage which requires comment and
notice. This revision is not a restriction to the coverage
determination; therefore, not all the fields included on the LCD
are applicable as noted in this policy.




12/14/2017

10/01/2017

02/01/2017

01/01/2017

01/01/2017

12/01/2016

10/01/2016

01/01/2016

R14

R13

R12

R11

R10

R9

RS

R7

LCD revised and published on 12/14/2017 to add the statement
from L35396-Biomarkers for Oncology in order to provide
clarification regarding biomarkers considered reasonable and
necessary.

At this time 21st Century Cures Act will apply to new and
revised LCDs that restrict coverage which requires comment and
notice. This revision is not a restriction to the coverage
determination; therefore, not all the fields included on the LCD
are applicable as noted in this policy.

LCD revised and published on 10/05/2017 effective for dates of
service on and after 10/01/2017 to reflect the ICD-10 Annual
Code Updates. The following ICD-10 code(s) have undergone a
descriptor change - Group 1 Codes: 163.323, 163.333, 163.513,
163.523, 163.533. Effective for dates of service on and after
08/09/2017 the following ICD-10 code has been added to Group
5 codes: Z94.1. Group 1 Paragraph statement has been revised to
clarify that only CPT codes listed in ICD-10 code groups 1
through 5 are subject to diagnosis-to-procedure code limitations
at this time.

At this time 21st Century Cures Act will apply to new and
revised LCDs that restrict coverage which requires comment and
notice. This revision is not a restriction to the coverage
determination; therefore, not all the fields included on the LCD
are applicable as noted in this policy.

LCD revised and published on 05/11/2017 eftective for dates of service
on and after 02/01/2017 to add CPT/HCPCS code 0001U to Group 1
CPT codes and to the Germline Table as covered; there are no diagnosis
code limitations applied at this time.

LCD revised and published on 03/16/2017 to add sources submitted for a
reconsideration request to add a six-gene panel for Major Depressive
Disorder. No change has been made to the content of the policy.

LCD revised and published on 01/12/2017 effective for dates of service
on and after 01/01/2017 to reflect the annual CPT/HCPCS code updates.
The following CPT/HCPCS codes 81280, 81281, and 81282 have been
deleted and therefore removed from group 3 of the LCD. The following
CPT/HCPCS codes 81413, 81414, and 81439 have been added to group
3 of the LCD. The Germline Mutation Table has been modified to
reflect the changes.

LCD posted for notice on 10/13/2016 with a notice end date of
11/30/2016. LCD becomes effective for dates of service on and after
12/01/2016.

05/19/2016 DL35062 Draft LCD Posted for Comment.

LCD revised and published on 09/29/2016 effective for dates of service
on and after 10/01/2016 to reflect the ICD-10 Annual Code Updates.
The following ICD-10 code(s) have been added to Group 1: 163.013,
163.033,163.113, 163.133,163.213, 163.233, 163.313, 163.323, 163.333,
163.343,163.413,163.423, 163.433,163.443, 163.513, 163.523, 163.533,
and 163.543. The following ICD-10 code has been added to Group 2:
F32.89. The dual diagnosis requirement in Group 1 for CPT code 81225
has been removed effective for dates of service on and after 10/01/2015.

LCD revised and published on 01/28/2016 effective for dates of service
on and after 01/01/2016 to reflect the annual CPT/HCPCS code updates.
The following CPT/HCPCS code has been added to the Germline
Mutation table as covered and to Group 1 Codes: 87162. For the
following CPT/HCPCS code either the short description and/or the long
description was changed. Depending on which description is used in this
LCD, there may not be any change in how the code displays in the
document: 81355. The following CPT/HCPCS code has been deleted:
81412.
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10/01/2015

10/01/2015

10/01/2015

R6

RS
R4

R3

R2

R1

LCD revised and published 09/11/2015 to add many sources submitted
with reconsideration request to add Genecept Assay. No changes made
to the content of LCD.

LCD revised and published on 06/25/2015.

LCD revised and published on 08/14/2014 to clarify that effective
07/01/2014 an indefinite suspension of requests for new local coverage
appropriateness protocols was implemented.

LCD revised and published on 07/24/2014, effective for dates of service
on or after 10/01/2014 to remove the age restrictions from the following
biomarkers: Mlh 1 gene full seq, Mlh 1 gene known variants, Mlh 1
gene dup/delete variant, Microsatellite instability, PTEN gene analysis,
full sequence, PTEN gene known familial variants, PTEN gene
duplication/deletion.

LCD revised and published on 06/26/2014 to delete a reference to the
Coverage with Evidence (CED) process, which is not exactly the same
as the local coverage appropriateness protocol approach described in
this LCD effective for dates of service on or after 10/01/2014.

LCD revised to delete selected age-based limits in an effort to be more
compliant/consistent with December 2013 United States Preventive
Services Task Force (USPSTF) recommendations on BRCA1 and
BRCA2 gene mutation testing in response to a reconsideration request.
(LCD updated 05/15/2014)
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