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ARTICLES ON MEDICARE COVERAGE, BILLING & PAYMENT

National Coverage Determination 210.3: Colorectal Cancer
Screening Tests — Non-Invasive Biomarker Testing

Related Change Request (CR) Information

Number: 14581 Release Date: August 27, 2026

Effective Date: June 8, 2026 Implementation Date: January 4, 2027

Transmittal Numbers: R13921CP & R13921NCD

Title: NCD 210.3 Screening for Colorectal Cancer-Non-Invasive Biomarker Tests

Affected Providers

e Laboratories
e Physicians
e Other providers billing Medicare Administrative Contractors (MACs) for services

Action Needed

Make sure your billing staff knows that CMS determined non-invasive biomarker screening tests are
appropriate for colorectal cancer (CRC) screening based on specific criteria, effective June 8, 2026.

CPT codes, descriptions, and other data only are copyright 2025 American Medical Association. All Rights Reserved.
Fee schedules, relative value units, conversion factors and/or related components are not assigned by the AMA, are not
part of CPT, and the AMA is not recommending their use. The AMA does not directly or indirectly practice medicine or
dispense medical services. The AMA assumes no liability for data contained or not contained herein.

CPT is a registered trademark of the American Medical Association.
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https://www.cms.gov/training-education/medicare-learning-networkr-mln/resources-training
https://www.cms.gov
https://www.cms.gov/files/document/r13921cp.pdf
https://www.cms.gov/files/document/r13921ncd.pdf
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Key Updates

Non-invasive biomarker CRC screening tests detect molecular markers from CRC and pre-malignant colorectal
epithelial neoplasia in blood, bodily secretions, or the intestinal lumen. The tests use amplification and
enrichment techniques to detect small marker amounts that may identify CRC or pre-malignant

colorectal neoplasia.

We cover non-invasive biomarker CRC screening tests once every 3 years based on meeting all
relevant criteria.

Before ordering the test and using the results for patient management:

e Confirm the patient is:
o Aged 45-85
o Asymptomatic
o Ataverage risk
e Explain how the test performs and why a follow-up colonoscopy is important if the test result is positive

The test must:

o Be FDA market-authorized and indicated for CRC screening

o Meet FDA-required post-approval study requirements in the Safety and Effectiveness Data to
continue coverage

e Be processed by a Clinical Laboratory Improvement Amendments-certified laboratory

e Demonstrate performance characteristics in detecting CRC compared to the recognized standard
(currently accepted as colonoscopy) that meet either of the test performance criteria in the table

Test Performance Guidelines

| Performance Characteristic | Test Performance Criteria 1 Test Performance Criteria 2

Sensitivity for CRC = 90% =2 79%

Specificity for CRC = 87% = 90%

MACs will accept and pay for the CRC screening test (ColoSense™) using CPT code 0421U as a covered
service. MACs waive patient coinsurance and deductible for 0421U. Use type of bills 13X, 14X, or 85X.

Note: MACs won'’t search for claims containing CPT code 0421U with dates of service on or after
June 8, 2026, but may adjust claims you bring to their attention.

CPT only copyright 2025 American Medical Association. All Rights Reserved.

Medicare
Learning) ) |

Page 2 of 3
“etlll@ﬂ'{




minmatters® MM14581

Background

Sections 1861(s)(2)(R) and 1861 (pp) of the Social Security Act and regulations at 42 CFR 410.37 authorize us
to cover CRC screening tests under Medicare Part B. They also authorize the HHS Secretary to add other
CRC tests and procedures (and modifications to CRC tests and procedures when appropriate) based on
consultation with appropriate organizations.

Refer to the Medicare National Coverage Determinations Manual, Chapter 1, Part 4, section 210.3 for more
information about CRC coverage policy. Refer to the Medicare Claims Processing Manual, Chapter 18,
section 60 for updated claims processing instructions.

More Information

We issued transmittals R13921CP and R13921NCD to your MAC as the official instructions for this change.
For more information, find your MAC’s website.

Document History

Date of Change Description

September 2, 2026 Initial article released.

View the Medicare Learning Network® Content Disclaimer and Department of Health & Human Services Disclosure. The
Medicare Learning Network®, MLN Connects®, and MLN Matters® are registered trademarks of the U.S. Department of
Health & Human Services (HHS).
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https://www.cms.gov/training-education/medicare-learning-networkr-mln/resources-training
https://www.cms.gov
https://www.ssa.gov/OP_Home/ssact/title18/1861.htm
https://www.ecfr.gov/current/title-42/chapter-IV/subchapter-B/part-410/subpart-B/section-410.37
https://www.cms.gov/files/document/r13921ncd.pdf#page=5
https://www.cms.gov/files/document/r13921cp.pdf#page=11
https://www.cms.gov/MAC-info
https://www.cms.gov/Outreach-and-Education/Medicare-Learning-Network-MLN/MLNProducts/MLN-Product-Disclaimer
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