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SUBJECT: Healthcare Common Procedure Coding System (HCPCS) Codes Subject to and Excluded
from Clinical Laboratory Improvement Amendments (CLIA) Edits

I. SUMMARY OF CHANGES: The purpose of this Change Request (CR) is to inform contractors about
the new HCPCS codes for 2026 that are subject to and excluded from CLIA edits. This Recurring Update
Notification (RUN) applies to Chapter 16, section 70.9.

EFFECTIVE DATE: April 1, 2026
*Unless otherwise specified, the effective date is the date of service.
IMPLEMENTATION DATE: April 6,2026

Disclaimer for manual changes only: The revision date and transmittal number apply only to red
italicized material. Any other material was previously published and remains unchanged. However, if this
revision contains a table of contents, you will receive the new/revised information only, and not the entire
table of contents.

II. CHANGES IN MANUAL INSTRUCTIONS: (N/A if manual is not updated)
R=REVISED, N=NEW, D=DELETED-Only One Per Row.

R/N/D CHAPTER / SECTION / SUBSECTION / TITLE
N/A N/A

ITI. FUNDING:

For Medicare Administrative Contractors (MACs):

The Medicare Administrative Contractor is hereby advised that this constitutes technical direction as defined
in your contract. CMS does not construe this as a change to the MAC Statement of Work. The contractor is
not obligated to incur costs in excess of the amounts allotted in your contract unless and until specifically
authorized by the Contracting Officer. If the contractor considers anything provided, as described above, to
be outside the current scope of work, the contractor shall withhold performance on the part(s) in question
and immediately notify the Contracting Officer, in writing or by e-mail, and request formal directions
regarding continued performance requirements.

IV. ATTACHMENTS:

Recurring Update Notification



Attachment - Recurring Update Notification

| Pub. 100-04 | Transmittal: 13619 | Date: February 20,2026 | Change Request: 14372 |

SUBJECT: Healthcare Common Procedure Coding System (HCPCS) Codes Subject to and Excluded
from Clinical Laboratory Improvement Amendments (CLIA) Edits

EFFECTIVE DATE: April 1, 2026
*Unless otherwise specified, the effective date is the date of service.
IMPLEMENTATION DATE: April 6, 2026

I. SUMMARY OF CHANGES: The purpose of this Change Request (CR) is to inform contractors
about the new HCPCS codes for 2026 that are subject to and excluded from CLIA edits. This Recurring
Update Notification (RUN) applies to Chapter 16, section 70.9.

II. GENERAL INFORMATION

A. Background: The Clinical Laboratory Improvement Amendments (CLIA) regulations require a
facility to be appropriately certified for each test performed. To ensure that Medicare & Medicaid only pay
for laboratory tests performed in certified facilities, each claim for a HCPCS code that is considered a CLIA
laboratory test is currently edited at the CLIA certificate level.

The HCPCS codes that are considered a laboratory test under CLIA change each year. Contractors need to
be informed about the new HCPCS codes that are both subject to CLIA edits and excluded from CLIA edits.

The following HCPCS codes were discontinued on July 1, 2025:

e 0240U Infectious disease (viral respiratory tract infection), pathogen-specific RNA, 3 targets (severe
acute respiratory syndrome coronavirus 2 [SARS-CoV-2], influenza A, influenza B), upper
respiratory specimen, each pathogen reported as detected or not detected;

e 0241U Infectious disease (viral respiratory tract infection), pathogen-specific RNA, 4 targets (severe
acute respiratory syndrome coronavirus 2 [SARS-CoV-2], influenza A, influenza B, respiratory
syncytial virus [RSV]), upper respiratory specimen, each pathogen reported as detected or not
detected;

e 0369U Infectious agent detection by nucleic acid (DNA and RNA), gastrointestinal pathogens, 31
bacterial, viral, and parasitic organisms and identification of 21 associated antibiotic-resistance
genes, multiplex amplified probe technique;

e 0370U Infectious agent detection by nucleic acid (DNA and RNA), surgical wound pathogens, 34
microorganisms and identification of 21 associated antibiotic-resistance genes, multiplex amplified
probe technique, wound swab;

e 0373U Infectious agent detection by nucleic acid (DNA and RNA), respiratory tract infection, 17
bacteria, 8 fungus, 13 virus, and 16 antibiotic-resistance genes, multiplex amplified probe technique,
upper or lower respiratory specimen,;

e 0374U Infectious agent detection by nucleic acid (DNA or RNA), genitourinary pathogens,
identification of 21 bacterial and fungal organisms and identification of 21 associated antibiotic-
resistance genes, multiplex amplified probe technique, urine

The following HCPCS codes were discontinued on October 1, 2025:



e 0450U Oncology (multiple myeloma), liquid chromatography with tandem mass spectrometry
(Iems/ms), monoclonal paraprotein sequencing analysis, serum, results reported as baseline presence
or absence of detectable clonotypic peptides;

e 0451U Oncology (multiple myeloma), lcms/ms, peptide ion quantification, serum, results compared
with baseline to determine monoclonal paraprotein abundance

The following HCPCS codes were discontinued on January 1, 2026:

e 0033U Htr2a (5-hydroxytryptamine receptor 2a), htr2c (5-hydroxytryptamine receptor 2c) (eg,
citalopram metabolism) gene analysis, common variants (ie, htr2a rs7997012 [c.614-2211t>c], htr2c
rs3813929 [c.-759¢>t] and rs1414334 [¢.551-3008c>g])

e 0131U Hereditary breast cancer-related disorders (eg, hereditary breast cancer, hereditary ovarian
cancer, hereditary endometrial cancer), targeted mrna sequence analysis panel (13 genes) (list
separately in addition to code for primary procedure)

e 0132U Hereditary ovarian cancer-related disorders (eg, hereditary breast cancer, hereditary ovarian
cancer, hereditary endometrial cancer), targeted mrna sequence analysis panel (17 genes) (list
separately in addition to code for primary procedure)

e 0135U Hereditary gynecological cancer (eg, hereditary breast and ovarian cancer, hereditary
endometrial cancer, hereditary colorectal cancer), targeted mrna sequence analysis panel (12 genes)
(list separately in addition to code for primary procedure)

e 0361U Neurofilament light chain, digital immunoassay, plasma, quantitative

e 0508U Transplantation medicine, quantification of donor-derived cell-free dna using 40
singlenucleotide polymorphisms (snps), plasma, and urine, initial evaluation reported as percentage
of donor-derived cellfree dna with risk for active rejection

e 0509U Transplantation medicine, quantification of donor-derived cell-free dna using up to 12 single-
nucleotide polymorphisms (snps) previously identified, plasma, reported as percentage of donor-
derived cell-free dna with risk for active rejection

e 0544U Nephrology (transplant monitoring), 48 variants by digital pcr, using cell-free dna from
plasma, donor-derived cell-free dna, percentage reported as risk for rejection

e 0550U Oncology (prostate), enzymelinked immunosorbent assays (elisa) for total prostatespecific
antigen (psa) and free psa, serum, combined with age, previous negative prostate biopsy status,
digital rectal examination findings, prostate volume, and image and data reporting of the prostate,
algorithm reported as a risk score for the presence of high-grade prostate cancer

e 0551U Tau, phosphorylated, ptau217, by single-molecule array (ultrasensitive digital protein
detection), using plasma

The HCPCS codes that follow are all subject to CLIA edits. These lists do not include new HCPCS codes
for waived tests or provider-performed microscopy procedures. All of these HCPCS codes require a facility
to have either a CLIA certificate of registration (certificate type code 9), a CLIA certificate of compliance
(certificate type code 1), or a CLIA certificate of accreditation (certificate type code 3). A facility without a
valid, current, CLIA certificate, with a current CLIA certificate of waiver (certificate type code 2) or with a
current CLIA certificate for provider-performed microscopy procedures (certificate type code 4) must not be
permitted to be paid for these tests, unless a facility with a current CLIA certificate of waiver (certificate
type code 2) or CLIA certificate for provider-performed microscopy procedures (certificate type code 4)
bills the appropriate HCPCS service code with a QW modifier.

The HCPCS code listed below were added on April 1, 2025, and are subject to CLIA edits.

e 0531U Infectious disease (acid-fast bacteria and invasive fungi), DNA (673 organisms), next-
generation sequencing, plasma;

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



0533U Drug metabolism (adverse drug reactions and drug response), genotyping of 16 genes (ie,
ABCG2, CYP2B6, CYP2C9, CYP2C19, CYP2C, CYP2D6, CYP3AS, CYP4F2, DPYD, G6PD,
GGCX, NUDTI15, SLCOI1BI1, TPMT, UGT1A1, VKORC1), reported as metabolizer status and
transporter function;

0534U Oncology (prostate), microRNA, single-nucleotide polymorphisms (SNPs) analysis by RT-
PCR of 32 variants, using buccal swab, algorithm reported as a risk score;

0535U Perfluoroalkyl substances (PFAS) (eg, perfluorooctanoic acid, perfluorooctane sulfonic acid),
by liquid chromatography with tandem mass spectrometry (LC-MS/MS), plasma or serum,
quantitative;

0536U Red blood cell antigen (fetal RhD), PCR analysis of exon 4 of RHD gene and housekeeping
control gene GAPDH from whole blood in pregnant individuals at 10+ weeks gestation known to be
RhD negative, reported as fetal RhD status;

0538U Oncology (solid tumor), next- generation targeted sequencing analysis, formalin-fixed
paraffin- embedded (FFPE) tumor tissue, DNA analysis of 600 genes, interrogation for single-
nucleotide variants, insertions/deletions, gene rearrangements, and copy number alterations,
microsatellite instability, tumor mutation burden, reported as actionable variant;

0539U Oncology (solid tumor), cell- free circulating tumor DNA (ctDNA), 152 genes, next-
generation sequencing, interrogation for single- nucleotide variants, insertions/deletions, gene
rearrangements, copy number alterations, and microsatellite instability, using whole-blood samples,
mutations with clinical actionability reported as actionable variant;

0540U Transplantation medicine, quantification of donor- derived cell-free DNA using next-
generation sequencing analysis of plasma, reported as percentage of donor- derived cell free DNA to
determine probability of rejection;

0541U Cardiovascular disease (HDL reverse cholesterol transport), cholesterol efflux capacity, LC-
MS/MS, quantitative measurement of 5 distinct HDL-bound apolipoproteins (apolipoproteins Al,
C1, C2, C3, and C4), serum, algorithm reported as prediction of coronary artery disease (pCAD)
score;

0542U Nephrology (renal transplant), urine, nuclear magnetic resonance (NMR) spectroscopy
measurement of 84 urinary metabolites, combined with patient data, quantification of BK virus
(human polyomavirus 1) using real-time PCR and serum creatinine, algorithm reported as a
probability score for allograft injury status;

0543U Oncology (solid tumor), next- generation sequencing of DNA from formalin-fixed paraffin-
embedded (FFPE) tissue of 517 genes, interrogation for single- nucleotide variants, multi- nucleotide
variants, insertions and deletions from DNA, fusions in 24 genes and splice variants in 1 gene from
RNA, and tumor mutation burden;

0544U Nephrology (transplant monitoring), 48 variants by digital PCR, using cell-free DNA from
plasma, donor-derived cell-free DNA, percentage reported as risk for rejection;

0545U Acetylcholine receptor (AChR), antibody identification by immunofluorescence, using live
cells, reported as positive or negative;

0546U Low-density lipoprotein receptor-related protein 4 (LRP4), antibody identification by
immunofluorescence, using live cells, reported as positive or negative;

0547U Neurofilament light chain (NfL), chemiluminescent enzyme immunoassay, plasma,
quantitative;

0548U Glial fibrillary acidic protein (GFAP), chemiluminescent enzyme immunoassay, using
plasma;

0549U Oncology (urothelial), DNA, quantitative methylated real- time PCR of TRNA-Cys, SIM2,
and NKX1-1, using urine, diagnostic algorithm reported as a probability index for bladder cancer
and/or upper tract urothelial carcinoma (UTUC);

0550U Oncology (prostate), enzyme- linked immunosorbent assays (ELISA) for total prostate-
specific antigen (PSA) and free PSA, serum, combined with age, previous negative prostate biopsy
status, digital rectal examination findings, prostate volume, and image and data reporting of the
prostate, algorithm reported as a risk score for the presence of high-grade prostate cancer;

0551U Tau, phosphorylated, pTau217, by single-molecule array (ultrasensitive digital protein
detection), using plasma



The HCPCS codes listed below were added on July 1, 2025, and are subject to CLIA edits.

e 0552U Reproductive medicine (preimplantation genetic assessment), analysis for known genetic
disorders from trophectoderm biopsy, linkage analysis of disease-causing locus, and when possible,
targeted mutation analysis for known familial variant, reported as low-risk or high-risk for familial
genetic disorder

e 0553U Reproductive medicine (preimplantation genetic assessment), analysis of 24 chromosomes
using DNA genomic sequence analysis from embryonic trophectoderm for structural rearrangements,
aneuploidy, and a mitochondrial DNA score, results reported as normal/balanced
(euploidy/balanced), unbalanced structural rearrangement, monosomy, trisomy, segmental
aneuploidy, or mosaic, per embryo tested

e 0554U Reproductive medicine (preimplantation genetic assessment), analysis of 24 chromosomes
using DNA genomic sequence analysis from trophectoderm biopsy for aneuploidy, ploidy, a
mitochondrial DNA score, and embryo quality control, results reported as normal (euploidy),
monosomy, trisomy, segmental aneuploidy, triploid, haploid, or mosaic, with quality control results
reported as contamination detected or inconsistent cohort when applicable, per embryo tested

e 0555U Reproductive medicine (preimplantation genetic assessment), analysis of 24 chromosomes
using DNA genomic sequence analysis from embryonic trophectoderm for structural rearrangements,
aneuploidy, ploidy, a mitochondrial DNA score, and embryo quality control, results reported as
normal/balanced (euploidy/balanced), unbalanced structural rearrangement, monosomy, trisomy,
segmental aneuploidy, triploid, haploid, or mosaic, with quality control results reported as
contamination detected or inconsistent cohort when applicable, per embryo tested

e 0556U Infectious disease (bacterial or viral respiratory tract infection), pathogen-specific DNA and
RNA by real-time PCR, 12 targets, nasopharyngeal or oropharyngeal swab, including multiplex
reverse transcription for RNA targets, each analyte reported as detected or not detected

e 0557U Infectious disease (bacterial vaginosis and vaginitis), real-time amplification of DNA markers
for Atopobium vaginae, Gardnerella vaginalis, Megasphaera types 1 and 2, bacterial vaginosis
associated bacteria-2 and -3 (BVAB-2, BVAB-3), Mobiluncus species, Trichomonas vaginalis,
Neisseria gonorrhoeae, Candida species (C. albicans, C. tropicalis, C. parapsilosis, C. glabrata, C.
krusei), Herpes simplex viruses 1 and 2, vaginal fluid, reported as detected or not detected for each
organism

e 0558U Oncology (colorectal), quantitative enzyme-linked immunosorbent assay (ELISA) for
secreted colorectal cancer protein marker (BF7 antigen), using serum, result reported as indicative of
response/no response to therapy or disease progression/regression

e 0559U Oncology (breast), quantitative enzyme-linked immunosorbent assay (ELISA) for secreted
breast cancer protein marker (BF9 antigen), serum, result reported as indicative of response/no
response to therapy or disease progression/regression

e 0560U Oncology (minimal residual disease [MRD]), genomic sequence analysis, cell-free DNA,
whole blood and tumor tissue, baseline assessment for design and construction of a personalized
variant panel to evaluate current MRD and for comparison to subsequent MRD assessments

e 0561U Oncology (minimal residual disease [MRD]), genomic sequence analysis, cell-free DNA,
whole blood, subsequent assessment with comparison to initial assessment to evaluate for MRD

e 0562U Oncology (solid tumor), targeted genomic sequence analysis, 33 genes, detection of single-
nucleotide variants (SNVs), insertions and deletions, copy-number amplifications, and translocations
in human genomic circulating cell-free DNA, plasma, reported as presence of actionable variants

e 0563U Infectious disease (bacterial and/or viral respiratory tract infection), pathogen-specific nucleic
acid (DNA or RNA), 11 viral targets and 4 bacterial targets, qualitative RT-PCR, upper respiratory
specimen, each pathogen reported as positive or negative

e 0564U Infectious disease (bacterial and/or viral respiratory tract infection), pathogen-specific nucleic
acid (DNA or RNA), 10 viral targets and 4 bacterial targets, qualitative RT-PCR, upper respiratory
specimen, each pathogen reported as positive or negative

e 0565U Oncology (hepatocellular carcinoma), next-generation sequencing methylation pattern assay
to detect 6626 epigenetic alterations, cell-free DNA, plasma, algorithm reported as cancer signal
detected or not detected



e 0566U Oncology (lung), gPCR-based analysis of 13 differentially methylated regions (CCDC181,
HOXA7, LRRC8A, MARCHF11, MIR129-2, NCOR2, PANTR1, PRKCB, SLC9A3, TBR1 2,
TRAPI1, VWC2, ZNF781), pleural fluid, algorithm reported as a qualitative result

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

e 0568U Neurology (dementia), beta amyloid (Ap40, ApB42, AB42/40 ratio), tau-protein
phosphorylated at residue (eg, pTau217), neurofilament light chain (NfL), and glial fibrillary acidic
protein (GFAP), by ultra-high sensitivity molecule array detection, plasma, algorithm reported as
positive, intermediate, or negative for Alzheimer pathology

e 0569U Oncology (solid tumor), next-generation sequencing analysis of tumor methylation markers
(>20000 differentially methylated regions) present in cell-free circulating tumor DNA (ctDNA),
whole blood, algorithm reported as presence or absence of ctDNA with tumor fraction, if appropriate

e 0570U Neurology (traumatic brain injury), analysis of glial fibrillary acidic protein (GFAP) and
ubiquitin carboxyl-terminal hydrolase L1 (UCH-L1), immunoassay, whole blood or plasma,
individual components reported with the overall result of elevated or non-elevated based on
threshold comparison

e 0571U Oncology (solid tumor), DNA (80 genes) and RNA (10 genes), by next-generation
sequencing, plasma, including single-nucleotide variants, insertions/deletions, copy-number
alterations, microsatellite instability, and fusions, reported as clinically actionable variants

e 0572U Oncology (prostate), high-throughput telomere length quantification by FISH, whole blood,
diagnostic algorithm reported as risk of prostate cancer

e 0573U Oncology (pancreas), 3 biomarkers (glucose, carcinoembryonic antigen, and gastricsin),
pancreatic cyst lesion fluid, algorithm reported as categorical mucinous or non-mucinous

e 0574U Mycobacterium tuberculosis, culture filtrate protein-10-kDa (CFP-10), serum or plasma,
liquid chromatography mass spectrometry (LC-MS)

The HCPCS codes listed below were added on October 1, 2025, and are subject to CLIA edits.

e 0575U Transplantation medicine (liver allograft rejection), miRNA gene expression profiling by RT-
PCR of 4 genes (miR-122, miR-885, miR-23a housekeeping, spike-in control), serum, algorithm
reported as risk of liver allograft rejection

e 0576U Transplantation medicine (liver allograft rejection), quantitative donor-derived cell-free DNA
(cfDNA) by whole genome nextgeneration sequencing, plasma and mRNA gene expression profiling
by multiplex real-time PCR of 56 genes, whole blood, combined algorithm reported as a rejection
risk score

e 0577U Oncology (ovarian), serum, analysis of 39 glycoproteins by liquid chromatography with
tandem mass spectrometry (LC-MS/MS) in multiple reaction monitoring mode, reported as
likelihood of malignancy

e 0578U Oncology (cutaneous melanoma), RNA, gene expression profiling by realtime qPCR of 10
genes (8 content and 2 housekeeping), utilizing formalin-fixed paraffin-embedded (FFPE) tissue,
algorithm reports a binary result, either low-risk or high-risk for sentinel lymph node metastasis and
recurrence

e 0579U Nephrology (diabetic chronic kidney disease), enzymelinked immunosorbent assay (ELISA)
of apolipoprotein A4 (APOA4), CDS5 antigen-like (CD5L) combined with estimated glomerular
filtration rate (GFR), age, plasma, algorithm reported as a risk score for kidney function decline

e 0580U Borrelia burgdorferi, antibody detection of 24 recombinant protein groups, by immunoassay,
IgG

e 0581U Transplantation medicine, antibody to non-human leukocyte antigens (nonHLA), blood
specimen, flow cytometry, single-antigen bead technology, 39 targets, individual positive antibodies
reported



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

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

0584U Neurology (prion disease), cerebrospinal fluid, detection of prion protein by quakinginduced
conformational conversion, qualitative

0585U Targeted genomic sequence analysis panel, solid organ neoplasm, circulating cell-free DNA
(cfDNA) analysis from plasma of 521 genes, interrogation for sequence variants, gene copy number
amplifications, gene rearrangements, and microsatellite instability, report shows identified mutations,
including variants with clinical actionability

0586U Oncology, mRNA, gene expression profiling of 216 genes (204 targeted and 12 housekeeping
genes), RNA expression analysis, formalinfixed paraffin-embedded (FFPE) tissue, quantitative,
reported as log2 ratio per gene

0587U Therapeutic drug monitoring, 60-150 drugs and metabolites, urine, saliva, quantitative liquid
chromatography with tandem mass spectrometry (LCMS/MS), specimen validity, and algorithmic
analyses for presence or absence of drug or metabolite, risk score predicted for adverse drug effects
0588U Infectious disease (bacterial or viral), 32 genes (29 informative and 3 housekeeping), immune
response mMRNA, gene expression profiling by splitwell multiplex reverse transcription loop-
mediated isothermal amplification (RTLAMP), whole blood, reported as continuous risk scores for
likelihood of bacterial and viral infection and likelihood of severe illness within the next 7 days
0589U Perfluoroalkyl substances (PFAS) (eg, perfluorooctanoic acid, perfluorooctane sulfonic acid),
24 PFAS compounds by high-performance liquid chromatography with tandem mass spectrometry
(LCMS/MS), plasma or serum, quantitative

0590U Infectious disease (bacterial and fungal), DNA of 44 organisms (34 bacteria, 10 fungi), urine,
next-generation sequencing, reported as positive or negative for each organism

0591U Oncology (prostate cancer), biochemical analysis of 3 proteins (total PSA, free PSA, and
HE4), plasma, serum, prognostic algorithm incorporating 3 proteins and digital rectal examination,
results reported as a probability score for clinically significant prostate cancer

0592U Oncology (hematolymphoid neoplasms), DNA, targeted genomic sequence of 417 genes,
interrogation for gene fusions, translocations, rearrangements, utilizing formalin-fixed
paraffinembedded (FFPE) tumor tissue, results report clinically significant variant(s)

0593U Infectious disease (genitourinary pathogens), DNA, 46 targets (28 pathogens, 18 resistance
genes), RT-PCR amplified probe technique, urine, each analyte reported as detected or not detected
0594U Infectious disease (sepsis), semiquantitative measurement of pancreatic stone protein
concentration, whole blood, reported as risk of sepsis

0595U Infectious disease (tropical fever pathogens), vectorborne and zoonotic pathogens, including
2 viruses (Chikungunya virus and Dengue virus serotypes 1, 2, 3, and 4), 1 bacterium (Leptospira
species), and 1 parasite with species differentiation (Plasmodium species, Plasmodium falciparum,
and Plasmodium vivax/ovale), real-time RTPCR, whole blood, each pathogen reported as detected or
not detected

0596U Neurology (Alzheimer disease), plasma, 3 distinct isoform-specific peptides (APOE2,
APOE3, and APOE4) by liquid chromatography with tandem mass spectrometry (LCMS/MS),
reported as an APOE prototype

0597U Oncology (breast), RNA expression profiling of 329 genes by targeted nextgeneration
sequencing and 20 proteins by multiplex immunofluorescence, formalin-fixed paraffinembedded
(FFPE) tissue, algorithmic analyses to determine tumor-recurrence risk score

0598U Gastroenterology (irritable bowel syndrome), IgG antibodies to 18 food items by microarray-
based immunoassay, whole blood or serum, report as elevated (positive) or normal (negative)
antibody levels

0599U Oncology (pancreatic cancer), multiplex immunoassay of ICAM1, TIMP1, CTSD, THBSI,
and CA 19-9, serum, diagnostic algorithm reported as positive or negative



The HCPCS codes listed below were added on January 1, 2026, and are subject to CLIA edits.

e 0600U Infectious disease (wound infection), identification of 65 organisms and 30 antibiotic
resistance genes, wound swab, real-time PCR, reported as positive or negative for each organism

e 0601U Infectious disease (periprosthetic joint infection), analysis of 11 biomarkers (alpha defensins
1-3, C-reactive protein, microbial antigens for Staphylococcus [SPA, SPB], Enterococcus, Candida,
and C. acnes, total nucleated cell count, percent neutrophils, RBC count, and absorbance at 280 nm)
using immunoassays, hematology, clinical chemistry, synovial fluid, and diagnostic algorithm
reported as a probability score

e 0602U Endocrinology (diabetes), insulin (INS) gene methylation using digital droplet PCR, insulin,
and C-peptide immunoassay, serum, Hemoglobin A1c immunoassay, whole blood,
algorithm reported as diabetes-risk score

e 0603U Drug assay, presumptive, 77 drugs or metabolites, urine, liquid chromatography with tandem
mass spectrometry (LC-MS/MS), results reported as positive or negative

e 0604U Allergy and immunology (chronic recurrent angioedema), 4 bradykinin peptides, liquid
chromatography and tandem mass spectrometry (LC-MS/ MS), whole blood, quantitative

e 0605U Allergy and immunology (hereditary alpha tryptasemia), DNA, analysis of TPSABI1 gene
copy number variation using digital PCR, whole blood, results reported with genotype-specific
interpretation of alpha-tryptase copy number and algorithmic classification as normal or abnormal

e 0606U Hematology (red cell membrane disorders), RBCs, osmotic gradient ektacytometry, whole
blood, quantitative

e 0607U Reproductive medicine (endometrial microbiome assessment), real-time PCR analysis for 31
bacterial DNA targets from endometrial biopsy, reported with quantified levels of bacterial presence
and targeted treatment recommendations

e 0608U Reproductive medicine (endometrial microbiome assessment), real-time PCR analysis for 10
bacterial DNA targets from endometrial biopsy, reported with quantified levels of bacterial presence
and targeted treatment recommendations (Do not report 0608U in conjunction with 0607U)

e 0609U Oncology (prostate), immunoassay for total prostate-specific antigen (PSA) and free PSA,
serum or plasma, combined with clinical features, algorithm reported as a probability score for
clinically significant prostate cancer

e 0610U Infectious disease (antimicrobial susceptibility), phenotypic antimicrobial susceptibility
testing of positive blood culture using microfluidic sensor technology to quantify bacterial growth
response to multiple antibiotic types, reporting categorical susceptibility (susceptible, susceptible
dose dependent, intermediate, resistant), minimum inhibitory concentration, and interpretive
comments

e 0611U Oncology (liver), analysis of over 1,000 methylated regions, cell-free DNA from plasma,
algorithm reported as a quantitative result (For additional PLA code with identical clinical descriptor,
see 0612U. See Appendix O or the most current listing on the AMA CPT website to determine
appropriate code assignment)

e 0612U Oncology (liver), analysis of over 1,000 methylated regions, cell-free DNA from plasma,
algorithm reported as a quantitative result (For additional PLA code with identical clinical descriptor,
see 0611U. See Appendix O or the most current listing on the AMA CPT website to determine
appropriate code assignment)

e 0613U Oncology (urothelial carcinoma), DNA methylation and mutation analysis of 6 biomarkers
(TWISTI1, OTX1, ONECUT2, FGFR3, HRAS, TERT promoter region), methylation-specific PCR
and targeted next-generation sequencing, urine, algorithm reported as a probability index for bladder
cancer and upper tract urothelial carcinoma

e 81354 Cytogenomic (genome-wide) analysis for constitutional chromosomal abnormalities;
interrogation of structural and copy-number variants, optical genome mapping (OGM)

e 81524 Oncology (central nervous system tumor), DNA methylation analysis of >10,000 methylation
sites using tumor tissue, with algorithms reporting family/class match probability and MGMT
promoter methylation status

o 87182 Susceptibility studies, antimicrobial agent; carbapenemase enzyme detection (e.g., KPC,
NDM, VIM), multiplex qualitative immunoassay, per isolate



o 87183 Susceptibility studies, antimicrobial agent; carbapenem resistance genes (e.g., blaKPC,
blaNDM, blaVIM, blaOXA-48, blaIMP), amplified probe technique, per isolate

e 87494 Infectious agent detection by nucleic acid (DNA or RNA), Chlamydia trachomatis and
Neisseria gonorrhoeae, multiplex amplified probe technique

o 87627 Infectious agent detection by nucleic acid (DNA or RNA); joint space pathogens and drug-
resistance genes, multiplex amplified probe technique (26 or more targets)

o 87812 Infectious agent antigen detection by immunoassay with direct optical (visual) observation;
SARS-CoV-2 and influenza A/B.

**¥E*NOTE*** This instruction is NOT intended to rescind/replace any previous instructions indicating that a
laboratory with a valid CLIA certificate of waiver or CLIA certificate for provider-performed microscopy
procedures be allowed to bill the above codes with a QW modifier.

This RUN applies to Chapter 16, Section 70.9.

B. Policy: The CLIA regulations require a facility to be appropriately certified for each test performed.

To ensure that Medicare and Medicaid only pay for laboratory tests in a facility with a valid, current CLIA
certificate, laboratory claims are currently edited at the CLIA certificate level.

III. BUSINESS REQUIREMENTS TABLE

"Shall” denotes a mandatory requirement, and "should"” denotes an optional requirement.

Number | Requirement Responsibility
A/BMAC | DME | Shared-System Maintainers | Other
A | B | HHH FISS | MCS | VMS | CWF
MAC
14372.1 | Contractors shall apply CLIA X X

edits to the HCPCS codes
mentioned above as subject to
CLIA edits.

14372.2 | Contractors shall deny payment X
for a claim submitted with the
HCPCS codes mentioned above
as subject to CLIA edits to a
provider without valid current
CLIA certificate, with a CLIA
certificate of waiver (certificate
type code 2) (when billed
without the ‘QW’ modifier), or
with a CLIA certificate for
provider-performed microscopy
procedures (certificate type
code 4) (when billed without
the ‘QW’ modifier).

14372.3 | Contractors shall return a claim X
as unprocessable if a CLIA
number is not submitted on
claims by providers for the
HCPCS mentioned above as
subject to CLIA edits.




Number | Requirement Responsibility
A/BMAC | DME | Shared-System Maintainers | Other

A | B | HHH FISS | MCS | VMS | CWF
MAC

14372.4 | Contractors shall not search X
their files to either retract
payment for claims already
paid or to retroactively pay
claims. However, contractors
shall adjust claims brought to
their attention.

IV.  PROVIDER EDUCATION

Medicare Learning Network® (MLN): CMS will develop and release national provider education content
and market it through the MLN Connects® newsletter shortly after we issue the CR. MAC:s shall link to
relevant information on your website and follow IOM Pub. No. 100-09 Chapter 6, Section 50.2.4.1 for
distributing the newsletter to providers. When you follow this manual section, you don't need to separately
track and report MLN content releases. You may supplement with your local educational content after we
release the newsletter.

Impacted Contractors:

V. SUPPORTING INFORMATION
Section A: Recommendations and supporting information associated with listed requirements:

"Should" denotes a recommendation.

X-Ref Recommendations or other supporting information:
Requirement
Number

N/A

Section B: All other recommendations and supporting information: N/A

VI. CONTACTS

Post-Implementation Contact(s): Contact your Contracting Officer's Representative (COR).
VIIL. FUNDING

Section A: For Medicare Administrative Contractors (MACs):

The Medicare Administrative Contractor is hereby advised that this constitutes technical direction as defined
in your contract. CMS does not construe this as a change to the MAC Statement of Work. The contractor is
not obligated to incur costs in excess of the amounts allotted in your contract unless and until specifically
authorized by the Contracting Officer. If the contractor considers anything provided, as described above, to
be outside the current scope of work, the contractor shall withhold performance on the part(s) in question
and immediately notify the Contracting Officer, in writing or by e-mail, and request formal directions
regarding continued performance requirements.
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