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Non-Discrimination Statement and Multi-Language Interpreter Services information are located at 
the end of this document. 
 
Coverage for services, procedures, medical devices and drugs are dependent upon benefit 
eligibility as outlined in the member's specific benefit plan. This Evidence-Based Criteria must be 
read in its entirety to determine coverage eligibility, if any. 
 
This Evidence-Based Criteria provides information related to coverage determinations only and 
does not imply that a service or treatment is clinically appropriate or inappropriate. The provider 
and the member are responsible for all decisions regarding the appropriateness of care. Providers 
should provide BCBSAZ complete medical rationale when requesting any exceptions to these 
guidelines. 
 
The section identified as “Description” defines or describes a service, procedure, medical device 
or drug and is in no way intended as a statement of medical necessity and/or coverage. 
 
The section identified as “Criteria” defines criteria to determine whether a service, procedure, 
medical device or drug is considered medically necessary or experimental or investigational. 
 
State or federal mandates, e.g., FEP program, may dictate that any drug, device or biological 
product approved by the U.S. Food and Drug Administration (FDA) may not be considered 
experimental or investigational and thus the drug, device or biological product may be assessed 
only on the basis of medical necessity. 
 
Evidence-Based Criteria are subject to change as new information becomes available. 
 
For purposes of this Evidence-Based Criteria, the terms "experimental" and "investigational" are 
considered to be interchangeable. 
 
BLUE CROSS®, BLUE SHIELD® and the Cross and Shield Symbols are registered service marks 
of the Blue Cross and Blue Shield Association, an association of independent Blue Cross and 
Blue Shield Plans. All other trademarks and service marks contained in this guideline are the 
property of their respective owners, which are not affiliated with BCBSAZ. 
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Description: 
 
Several adjunctive technologies and tests are available for screening, surveillance, and risk stratification 
of Barrett esophagus (BE). The wide-area transepithelial sampling with three-dimensional analysis 
(WATS3D) is performed during the endoscopic examination of the esophagus, using a computer-assisted 
brush biopsy procedure as an adjunct to standard four-quadrant forceps biopsy. TissueCypher is a tissue 
systems pathology test that analyzes biopsy samples to predict the risk of progression to high-grade 
dysplasia or esophageal adenocarcinoma in patients with BE. EsoCheck is a non-endoscopic cell 
collection device used in conjunction with EsoGuard, a DNA methylation test, to detect BE and 
esophageal dysplasia. These technologies and tests are intended to complement standard procedures in 
the screening, surveillance, and risk stratification of individuals with BE or at risk of developing BE. 
Esopredict is a DNA methylation assay that assesses the risk of progression to high-grade dysplasia or 
esophageal adenocarcinoma in individuals with BE. 
 
On May 31, 2019, the FDA approved Lucid Diagnostics Inc.'s EsoCheck Cell Collection Device 
(K222366) for use in collecting and retrieving surface cells of the esophagus in adults and adolescents 
aged 22 years and older (product code: EOX). An update to the PMA (K230339) was posted on February 
7, 2023 which provided a revised indication for the use in the collection and retrieval of surface cells of 
the esophagus in the general population of adults and adolescents, 12 years of age and older. 
 
Clinical laboratories may develop and validate tests in-house and market them as a laboratory service; 
laboratory-developed tests must meet the general regulatory standards of the Clinical Laboratory 
Improvement Amendments (CLIA). The EsoGuard (Lucid Diagnostics), TissueCypher (Castle 
BioSciences), and WATS3D (CDx Diagnostics), formerly known as EndoCDx, and Esopredict (Previse 
which is now part of Castle BioSciences) are available under the auspices of the CLIA. Laboratories that 
offer laboratory-developed tests must be licensed by the CLIA for high-complexity testing. To date, the 
U.S. Food and Drug Administration has chosen not to require any regulatory review of this test. 
 
 
Criteria:  
 
 EsoCheck for the screening and surveillance of Barrett esophagus and esophageal dysplasia is 

considered experimental or investigational when any ONE or more of the following criteria are met:  
 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or  
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives, or 
5. Insufficient evidence to support improvement outside the investigational setting 
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 Esoguard for the screening and surveillance of Barrett esophagus and esophageal dysplasia is 

considered experimental or investigational when any ONE or more of the following criteria are met:  
 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or  
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives, or 
5. Insufficient evidence to support improvement outside the investigational setting 

 
 Esopredict for assessing the risk progression to high-grade dysplasia or esophageal adenocarcinoma 

in individuals with Barrett esophagus is considered experimental or investigational when any ONE 
or more of the following criteria are met:  
 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or  
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives, or 
5. Insufficient evidence to support improvement outside the investigational setting   

 
 TissueCypher for assessing the risk of progression to high-grade dysplasia or esophageal 

adenocarcinoma in individuals with Barrett esophagus is considered experimental or 
investigational when any ONE or more of the following criteria are met:  
 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or 
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives, or 
5. Insufficient evidence to support improvement outside the investigational setting 
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 Wide-area transepithelial sampling with three-dimensional computer-assisted analysis (WATS3D) is 

considered experimental or investigational when any ONE or more of the following criteria are met:  
 
1. Lack of final approval from the appropriate governmental regulatory bodies (e.g., Food and Drug 

Administration); or 
2. Insufficient scientific evidence to permit conclusions concerning the effect on health outcomes; or 
3. Insufficient evidence to support improvement of the net health outcome; or  
4. Insufficient evidence to support improvement of the net health outcome as much as, or more 

than, established alternatives, or 
5. Insufficient evidence to support improvement outside the investigational setting 

 
These indications include, but are not limited to: 
 
▪ The screening and surveillance of Barrett esophagus  
▪ The screening and surveillance of esophageal dysplasia. 

 
 
Resources: 
 
Literature reviewed 01/20/26. We do not include marketing materials, poster boards and non-
published literature in our review 
 
Resources prior to 01/20/26 may be requested from the BCBSAZ Medical Policy and Technology 
Research Department. 
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Mar 2011; 56(3): 761-6. PMID 20978843 

 
2. Bennett C, Moayyedi P, Corley DA, et al. BOB CAT: A Large-Scale Review and Delphi 
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Grade Dysplasia. Am J Gastroenterol. May 2015; 110(5): 662-82; quiz 683. PMID 25869390 

3. Castle Biosciences. TissueCypher. How It Works. 2025; 
https://castlebiosciences.com/tests/prognostic/tissuecypher/how-it-works. Accessed October 20, 
2025. 

4. CDx Diagnostics. WATS3D. 2024; https://www.cdxdiagnostics.com/wats3d. Accessed October 
20, 2025. 

5. Codipilly DC, Krishna Chandar A, Wang KK, et al. Wide-area transepithelial sampling for 
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Non-Discrimination Statement: 
 
Blue Cross Blue Shield of Arizona (BCBSAZ) complies with applicable Federal civil rights laws 
and does not discriminate on the basis of race, color, national origin, age, disability or sex. 
BCBSAZ provides appropriate free aids and services, such as qualified interpreters and written 
information in other formats, to people with disabilities to communicate effectively with us. 
BCBSAZ also provides free language services to people whose primary language is not English, 
such as qualified interpreters and information written in other languages. If you need these 
services, call (602) 864-4884 for Spanish and (877) 475-4799 for all other languages and other aids 
and services. 
 
If you believe that BCBSAZ has failed to provide these services or discriminated in another way 
on the basis of race, color, national origin, age, disability or sex, you can file a grievance with: 
BCBSAZ’s Civil Rights Coordinator, Attn: Civil Rights Coordinator, Blue Cross Blue Shield of 
Arizona, P.O. Box 13466, Phoenix, AZ 85002-3466, (602) 864-2288, TTY/TDD (602) 864-4823, 
crc@azblue.com. You can file a grievance in person or by mail or email. If you need help filing a 
grievance BCBSAZ’s Civil Rights Coordinator is available to help you. You can also file a civil 
rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights 
electronically through the Office for Civil Rights Complaint Portal, available at 
https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at: U.S. Department of Health 
and Human Services, 200 Independence Avenue SW., Room 509F, HHH Building, Washington, DC 
20201, 1–800–368–1019, 800–537–7697 (TDD). Complaint forms are available at 
http://www.hhs.gov/ocr/office/file/index.html 
 
Multi-Language Interpreter Services: 
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