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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:  
 
In Barrett esophagus (BE), the normal squamous epithelium is replaced by specialized columnar-type 
epithelium, known as intestinal metaplasia. Intestinal metaplasia is a precursor to adenocarcinoma and 
may be treated with mucosal ablation techniques such as radiofrequency ablation (RFA) or cryoablation. 
 
Management of Barrett Esophagus 
The management of Barrett Esophagus (BE) includes the treatment of gastroesophageal reflux disease 
and surveillance endoscopy to detect progression to high-grade dysplasia (HGD) or adenocarcinoma. 
The finding of HGD or early-stage adenocarcinoma warrants mucosal ablation or resection (either 
endoscopic mucosal resection [EMR] or esophagectomy).  
 
Radiofrequency ablation for Barrett esophagus with high-grade dysplasia (HGD) may be used in 
combination with endoscopic mucosal resection (EMR) of nodular or visible lesions. The diagnosis of 
HGD should be confirmed by 2 pathologists before initiating radiofrequency ablation. The American 
Society for Gastrointestinal Endoscopy and the American Gastroenterological Association both 
recommend that a reading of HGD should be confirmed by an experienced gastrointestinal pathologist. 
Two cohort studies found that reevaluation of HGD after an initial evaluation resulted in 40% to 53% of 
individuals receiving a lower-grade evaluation on repeat endoscopy, highlighting the need for confirmation 
by an expert center. Additionally for HGD, it is important to rule out adenocarcinoma; referral to an expert 
center that can conduct high-definition white-light endoscopy and other diagnostic techniques has been 
found to increase the rate of adenocarcinoma detection and proper referral for EMR. 
 
There is considerable interobserver variability in the diagnosis of low-grade dysplasia (LGD), and the 
potential exists for overdiagnosis of LGD by nonexpert pathologists (overdiagnosis is due primarily to the 
difficulty in distinguishing inflammatory changes from LGD). There is evidence in the literature that expert 
gastrointestinal pathologists will downgrade a substantial portion of biopsies that are initially read as LGD 
by nonexperts. As a result, it is ideal that 2 experts in gastrointestinal pathology agree on the diagnosis to 
confirm LGD; this may result in greater than 75% of initial diagnoses of LGD being downgraded to 
nondysplasia. A review by a single expert gastrointestinal pathologist will also result in a large number of 
LGD diagnoses being downgraded, although probably not as many as achieved using 2 expert 
pathologists.  
 
Radiofrequency ablation (RFA):  
A minimally invasive procedure in which a bi-polar electrode balloon is placed in the esophagus and 
inflated using precisely controlled radiofrequency energy to ablate the dysplastic tissue. 
 
Cryoablation:  
A minimally invasive procedure that uses a low-pressure spray to apply liquid nitrogen through an upper 
endoscope to ablate dysplastic tissue in the esophagus. 
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Criteria:  
 
 Radiofrequency ablation for the treatment of Barrett esophagus with high-grade dysplasia is 

considered medically necessary. 
 
 Radiofrequency ablation for the treatment of Barrett esophagus with low-grade dysplasia, when the 

initial diagnosis of low-grade dysplasia is confirmed by 2 pathologists is considered medically 
necessary.  

 
 Radiofrequency ablation for the treatment of Barrett esophagus when the above criteria are not met, 

including but not limited to Barrett esophagus in the absence of 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. 

 Cryoablation for the treatment of Barrett esophagus, with or without 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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Resources:  
 
Literature reviewed 01/02/24. We do not include marketing materials, poster boards and non-
published literature in our review. 
 
Resources prior to 01/17/23 may be requested from the BCBSAZ Medical Policy and Technology 
Research Department.. 
 
1. Agarwal S, Alshelleh M, Scott J, et al. Comparative outcomes of radiofrequency ablation and 

cryoballoon ablation in dysplastic Barrett's esophagus: a propensity score-matched cohort study. 
Gastrointest Endosc. Mar 2022;95(3):422-431 e2. doi:10.1016/j.gie.2021.09.037 

 
2. Bhat S, Coleman HG, Yousef F, et al. Risk of malignant progression in Barrett's esophagus 

patients: results from a large population-based study. J Natl Cancer Inst. Jul 6 
2011;103(13):1049-57. doi:10.1093/jnci/djr203 

 
3. Chadwick G, Groene O, Markar SR, Hoare J, Cromwell D, Hanna GB. Systematic review 

comparing radiofrequency ablation and complete endoscopic resection in treating dysplastic 
Barrett's esophagus: a critical assessment of histologic outcomes and adverse events. 
Gastrointest Endosc. May 2014;79(5):718-731.e3. doi:10.1016/j.gie.2013.11.030 

 
4. Curvers WL, ten Kate FJ, Krishnadath KK, et al. Low-grade dysplasia in Barrett's esophagus: 

overdiagnosed and underestimated. Am J Gastroenterol. Jul 2010;105(7):1523-30. 
doi:10.1038/ajg.2010.171 

 
5. Downs-Kelly E, Mendelin JE, Bennett AE, et al. Poor interobserver agreement in the distinction of 

high-grade dysplasia and adenocarcinoma in pretreatment Barrett's esophagus biopsies. Am J 
Gastroenterol. Sep 2008;103(9):2333-40; quiz 2341. doi:10.1111/j.1572-0241.2008.02020.x 

 
6. Duits LC, Phoa KN, Curvers WL, et al. Barrett's oesophagus patients with low-grade dysplasia 

can be accurately risk-stratified after histological review by an expert pathology panel. Gut. May 
2015;64(5):700-6. doi:10.1136/gutjnl-2014-307278 

 
7. Dumot JA, Vargo JJ, 2nd, Falk GW, Frey L, Lopez R, Rice TW. An open-label, prospective trial of 

cryospray ablation for Barrett's esophagus high-grade dysplasia and early esophageal cancer in 
high-risk patients. Gastrointest Endosc. Oct 2009;70(4):635-44. doi:10.1016/j.gie.2009.02.006 

 
8. Ell C, May A, Pech O, et al. Curative endoscopic resection of early esophageal adenocarcinomas 

(Barrett's cancer). Gastrointest Endosc. Jan 2007;65(1):3-10. doi:10.1016/j.gie.2006.04.033 
 
9. Eloubeidi MA, Wallace MB, Hoffman BJ, et al. Predictors of survival for esophageal cancer 

patients with and without celiac axis lymphadenopathy: impact of staging endosonography. Ann 
Thorac Surg. Jul 2001;72(1):212-9; discussion 219-20. doi:10.1016/s0003-4975(01)02616-9 
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10. Fasullo M, Shah T, Patel M, et al. Outcomes of Radiofrequency Ablation Compared to Liquid 
Nitrogen Spray Cryotherapy for the Eradication of Dysplasia in Barrett's Esophagus. Dig Dis Sci. 
Jun 2022;67(6):2320-2326. doi:10.1007/s10620-021-06991-7 

 
11. Fleischer DE, Overholt BF, Sharma VK, et al. Endoscopic ablation of Barrett's esophagus: a 

multicenter study with 2.5-year follow-up. Gastrointest Endosc. Nov 2008;68(5):867-76. 
doi:10.1016/j.gie.2008.03.008 

 
12. Fleischer DE, Overholt BF, Sharma VK, et al. Endoscopic radiofrequency ablation for Barrett's 

esophagus: 5-year outcomes from a prospective multicenter trial. Endoscopy. Oct 
2010;42(10):781-9. doi:10.1055/s-0030-1255779 

 
13. Ganz RA, Overholt BF, Sharma VK, et al. Circumferential ablation of Barrett's esophagus that 

contains high-grade dysplasia: a U.S. Multicenter Registry. Gastrointest Endosc. Jul 
2008;68(1):35-40. doi:10.1016/j.gie.2007.12.015 

 
14. Hamade N, Desai M, Thoguluva Chandrasekar V, et al. Efficacy of cryotherapy as first line 

therapy in patients with Barrett's neoplasia: a systematic review and pooled analysis. Dis 
Esophagus. Dec 30 2019;32(11)doi:10.1093/dote/doz040 

 
15. Hvid-Jensen F, Pedersen L, Drewes AM, Sørensen HT, Funch-Jensen P. Incidence of 

adenocarcinoma among patients with Barrett's esophagus. N Engl J Med. Oct 13 
2011;365(15):1375-83. doi:10.1056/NEJMoa1103042 

 
16. Kerkhof M, van Dekken H, Steyerberg EW, et al. Grading of dysplasia in Barrett's oesophagus: 

substantial interobserver variation between general and gastrointestinal pathologists. 
Histopathology. Jun 2007;50(7):920-7. doi:10.1111/j.1365-2559.2007.02706.x 

 
17. Klair JS, Zafar Y, Nagra N, et al. Outcomes of Radiofrequency Ablation versus Endoscopic 

Surveillance for Barrett's Esophagus with Low-Grade Dysplasia: A Systematic Review and Meta-
Analysis. Dig Dis. 2021;39(6):561-568. doi:10.1159/000514786 

 
18. NCCN Clinical Practice Guidelines in Oncology: Esophageal and Esophagogastric Junction 

Cancers. Version 4.2022. National Comprehensive Cancer Network. Accessed September 14, 
2023. https://www.nccn.org/professionals/physician_gls/PDF/esophageal.pdf 

 
19. Overholt BF, Lightdale CJ, Wang KK, et al. Photodynamic therapy with porfimer sodium for 

ablation of high-grade dysplasia in Barrett's esophagus: international, partially blinded, 
randomized phase III trial. Gastrointest Endosc. Oct 2005;62(4):488-98. 
doi:10.1016/j.gie.2005.06.047 
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20. Pandey G, Mulla M, Lewis WG, Foliaki A, Chan DSY. Systematic review and meta-analysis of the 
effectiveness of radiofrequency ablation in low grade dysplastic Barrett's esophagus. Endoscopy. 
Oct 2018;50(10):953-960. doi:10.1055/a-0588-5151 

 
21. Pech O, Ell C. Endoscopic therapy of Barrett's esophagus. Curr Opin Gastroenterol. Sep 

2009;25(5):405-11. doi:10.1097/MOG.0b013e32832d9b71 
 
22. Pentax Medical. Pentax Medical Introduces Next-Generation C2 Cryoballoon Ablation System for 

Treatment of Barrett's Esophagus. Accessed September 14, 2023. 
https://www.pentaxmedical.com/pentax/en/99/1/PENTAX-MEDICAL-INTRODUCES-NEXT-
GENERATION-C2-CRYOBALLOON-ABLATION-SYSTEM-FOR-TREATMENT-OF-BARRETTS-
ESOPHAGUS 

 
23. Phoa KN, Pouw RE, Bisschops R, et al. Multimodality endoscopic eradication for neoplastic 

Barrett oesophagus: results of an European multicentre study (EURO-II). Gut. Apr 
2016;65(4):555-62. doi:10.1136/gutjnl-2015-309298 

 
24. Phoa KN, van Vilsteren FG, Weusten BL, et al. Radiofrequency ablation vs endoscopic 

surveillance for patients with Barrett esophagus and low-grade dysplasia: a randomized clinical 
trial. Jama. Mar 26 2014;311(12):1209-17. doi:10.1001/jama.2014.2511 

 
25. Radiofrequency ablation of nondysplastic or low-grade dysplastic Barretts esophagus TEC 

Assessments. 2010;25:Tab 5. Located at: Blue Cross Blue Shield Association Technology 
Evaluation Center (TEC), Chicago, USA. 

 
26. Sengupta N, Ketwaroo GA, Bak DM, et al. Salvage cryotherapy after failed radiofrequency 

ablation for Barrett's esophagus-related dysplasia is safe and effective. Gastrointest Endosc. Sep 
2015;82(3):443-8. doi:10.1016/j.gie.2015.01.033 

 
27. Shaheen NJ, Falk GW, Iyer PG, et al. Diagnosis and Management of Barrett's Esophagus: An 

Updated ACG Guideline. Am J Gastroenterol. Apr 1 2022;117(4):559-587. 
doi:10.14309/ajg.0000000000001680 

 
28. Shaheen NJ, Greenwald BD, Peery AF, et al. Safety and efficacy of endoscopic spray 

cryotherapy for Barrett's esophagus with high-grade dysplasia. Gastrointest Endosc. Apr 
2010;71(4):680-5. doi:10.1016/j.gie.2010.01.018 

 
29. Shaheen NJ, Overholt BF, Sampliner RE, et al. Durability of radiofrequency ablation in Barrett's 

esophagus with dysplasia. Gastroenterology. Aug 2011;141(2):460-8. 
doi:10.1053/j.gastro.2011.04.061 

 
30. Shaheen NJ, Sharma P, Overholt BF, et al. Radiofrequency ablation in Barrett's esophagus with 
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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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