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PANCRAGEN™ MOLECULAR DIAGNOSTIC TEST FOR EVALUATION 
OF PANCREATIC CYSTS 

Policy # 603  
Implementation Date:  11/29/16 
Review Dates:    12/21/17, 12/4/18, 12/16/19 
Revision Dates:  1/24/17 

Description 
Pancreatic cysts may be detected in over 2% of patients who undergo abdominal imaging for unrelated 
reasons, and this frequency increases with age. 

Most pancreatic cystic neoplasms (PCNs) are detected incidentally when abdominal imaging is performed 
for other indications. PCNs account for more than 50% of pancreatic cysts, even in patients with a history 
of pancreatitis. The first step in evaluating a cyst is to obtain magnetic resonance imaging (MRI) with 
magnetic resonance cholangiopancreatography (MRCP). Cross-sectional imaging is obtained to 
determine if there are features present that can identify the specific cyst type and to determine if there are 
any findings that increase the risk of malignancy (large cyst > 3 cm, a solid component within the cyst, 
main pancreatic duct dilation). Endoscopic ultrasound with fine-needle aspiration (EUS-FNA) provides 
high-quality imaging of the pancreas and the opportunity to sample pancreatic lesions, which increases 
diagnostic accuracy. The addition of intraductal EUS may also increase diagnostic accuracy but is not 
part of the routine evaluation of pancreatic cysts. 

Once a cyst has been aspirated, it undergoes analysis of any fluid obtained. This includes cytology, CEA 
level, and amylase along with genetic testing for KRAS, GNAS, and sometimes other markers. In some 
instances, these markers are indeterminate and a decision to either monitor the cyst with periodic imaging 
based on established guidelines, or surgical intervention, must be undertaken with less certainty as to the 
true necessity of this invasive intervention. 

PancraGEN™ (Interpace Diagnostics LLC, Parsippany, NJ), formerly Pathfinder TG (RedPath 
Diagnostics) is a laboratory test that integrates cytological, fluid chemistry (CEA, amylase), imaging, and 
DNA analysis into 4 diagnostic categories that works to help stratify the risk of malignancy, particularly in 
cysts with indeterminate features. On a DNA level, PancraGEN measures the quantity, quality, and level 
of DNA damage (specifically, the presence and clonality of loss of heterozygosity mutations (LOH) next to 
tumor suppressor genes and oncogene point mutations) that is causally responsible for pancreatic 
cancer. PancraGEN measures 15 genetic markers which are distributed across 10 chromosomal regions 
including KRAS and GNAS.  

Cyst fluid chemistry (i.e., CEA, amylase), imaging, levels of atypia, and cellularity are abstracted from the 
patients’ records provided by the managing physician. Parameters of these initial tests are used along 
with the results of DNA analysis to compute a malignancy risk estimate in an attempt to help guide 
surgery. 

Commercial Plan Policy 

SelectHealth does NOT cover PancraGEN molecular diagnostic test for evaluation 
of pancreatic cysts as it is considered unproven.    

Disclaimer: 
1. Policies are subject to change without notice. 
2. Policies outline coverage determinations for SelectHealth Commercial, SelectHealth Advantage 

(Medicare/CMS), and SelectHealth Community Care (Medicaid/CHIP) plans. Refer to the 
“Policy” section for more information. 
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SelectHealth Advantage (Medicare/CMS) (Preauthorization Required) 

Coverage is determined by the Centers for Medicare and Medicaid Services 
(CMS); if a coverage determination has not been adopted by CMS, and InterQual criteria 
are not available, the SelectHealth Commercial policy applies. For the most up-to-date 
Medicare policies and coverage, please visit their search website http://www.cms.gov/medicare-
coverage-database/overview-and-quick-search.aspx?from2=search1.asp& or the manual 
website 

SelectHealth Community Care (Medicaid/CHIP) (Preauthorization Required) 
 
Coverage is determined by the State of Utah Medicaid program; if Utah State 

Medicaid has no published coverage position and InterQual criteria are not available, the 
SelectHealth Commercial criteria will apply. For the most up-to-date Medicaid policies and 
coverage, please visit their website http://health.utah.gov/medicaid/manuals/directory.php or the 
Utah Medicaid code Look-Up tool 

Summary of Medical Information 
Two systematic reviews and 14 primary studies were identified that met inclusion criteria for this review. 
Data on > 1,500 samples have been reported in the literature since 2006. The majority of the literature on 
PancraGEN or Pathfinder (as this test was previously known) was related to the clinical validity of the test, 
namely, the test’s ability to accurately profile tissue samples versus cytology, cyst fluid, or other standard 
means of cyst assessment. All the studies that noted sensitivity and specificity showed that the test has 
higher of the latter than the former with specificities ranging from 75% to 100%. Of the 14 primary studies, 
only 1 paper (Das et al.) discussed the health economics of the test and identified the noteworthy number 
needed to treat of 56. Similarly, only 2 papers (Kowalski and Loren et al.) discussed the potential clinical 
utility of the study showing that use of the test may improve patient surveillance. 

In general, the literature shows some measure of clinical validity but fails to prove the clinical utility of the 
test (e.g., altering treatment plans, improving morbidity and mortality, improving progression-free survival, 
etc.). Given that the test has an average specificity of 88%, the lack of clinical utility data, limited follow-up 
periods in the literature, and evidence of improved outcomes resulting from use of PancraGEN, the 
current body of evidence is not sufficient to draw meaningful conclusions regarding the clinical usefulness 
of the test. 

Billing/Coding Information 
CPT CODES 
81479   Unlisted molecular pathology procedure 
84999  Unlisted chemistry procedure 

HCPCS CODES 
No specific codes identified   

Key References  
1. Interpace Diagnostics LLC. Value Dossier - PancraGEN. 2016  [cited 2016 January 28]. 
2. de Jong, K., et al., High prevalence of pancreatic cysts detected by screening magnetic resonance imaging examinations. Clin 

Gastroenterol Hepatol, 2010. 8(9): pp. 806–811. 
3. Laffan, T.A., et al., Prevalence of unsuspected pancreatic cysts on MDCT. AJR Am J Roentgenol, 2008. 191(3): p. 802-7. 
4. Khalid, A. Pancreatic cystic neoplasms: Clinical manifestations, diagnosis, and management. 2016 June 16, 2016 [cited 2016 

October 5]; Available from: https://www.uptodate.com/contents/pancreatic-cystic-neoplasms-clinical-manifestations-diagnosis-
and-management?source=search_result&search=pancreatic%20cyst&selectedTitle=2~88. 

5. Scheiman, J.M., J.H. Hwang, and P. Moayyedi, American gastroenterological association technical review on the diagnosis 
and management of asymptomatic neoplastic pancreatic cysts. Gastroenterology, 2015. 148(4): pp. 824–848 e22. 

6. Tanaka, M., et al., International consensus guidelines 2012 for the management of IPMN and MCN of the pancreas. 
Pancreatology, 2012. 12(3): pp. 183–97. 

7. Thosani, N., et al., Role of EUS-FNA-based cytology in the diagnosis of mucinous pancreatic cystic lesions: a systematic 
review and meta-analysis. Dig Dis Sci, 2010. 55(10): pp. 2756–66. 

8. Barresi, L., et al., Pancreatic cystic lesions: How endoscopic ultrasound morphology and endoscopic ultrasound fine needle 
aspiration help unlock the diagnostic puzzle. World J Gastrointest Endosc, 2012. 4(6): pp. 247–259. 

PancraGEN™ Molecular Diagnostic Test for Evaluation of Pancreatic Cists, continued



Pathology Policies, Continued

© 2020 SelectHealth. All rights reserved. 1196662 01/21

 

3 
 

9. Brugge, W.R., et al., Diagnosis of pancreatic cystic neoplasms: a report of the cooperative pancreatic cyst study. 
Gastroenterology, 2004. 126(5): pp. 1330–6. 

10. de Jong, K., et al., Endoscopic ultrasound-guided fine-needle aspiration of pancreatic cystic lesions provides inadequate 
material for cytology and laboratory analysis: initial results from a prospective study. Endoscopy, 2011. 43(7): pp. 585–590. 

11. Frossard, J.L., et al., Performance of endosonography-guided fine needle aspiration and biopsy in the diagnosis of pancreatic 
cystic lesions. Am J Gastroenterol, 2003. 98(7): pp. 1516–1524. 

12. Al-Haddad, M.A., et al., Integrated molecular pathology accurately determines the malignant potential of pancreatic cysts. 
Endoscopy, 2015. 47(2): pp. 136-142. 

13. LLC, I.D. Getting Started. 2016  [cited 2016 October 7]; Available from: 
http://www.interpacediagnostics.com/pancragen/getting-started/. 

14. ECRI. PancraGEN (Interpace Diagnostics, LLC) for Assessing Cysts to Determine Risk for Pancreatic Cancer. 2016  [cited 
2016 March]. 

15. Al-Haddad, M., et al., Performance characteristics of molecular (DNA) analysis for the diagnosis of mucinous pancreatic cysts. 
Gastrointest Endosc, 2014. 79(1): pp. 79–87. 

16. Das, A., et al., Managing incidental pancreatic cystic neoplasms with integrated molecular pathology is a cost-effective 
strategy. Endosc Int Open, 2015. 3(5): p. E479-86. 

17. Jabbar, K.S., et al., Proteomic mucin profiling for the identification of cystic precursors of pancreatic cancer. J Natl Cancer Inst, 
2014. 106(2): p. djt439. 

18. Khalid, A., et al., Endoscopic ultrasound fine needle aspirate DNA analysis to differentiate malignant and benign pancreatic 
masses. Am J Gastroenterol, 2006. 101(11): pp. 2493–2500. 

19. Khalid, A., et al., Pancreatic cyst fluid DNA analysis in evaluating pancreatic cysts: a report of the PANDA study. Gastrointest 
Endosc, 2009. 69(6): pp. 1095–1102. 

20. Kowalski, T., et al., Management of Patients With Pancreatic Cysts: Analysis of Possible False-Negative Cases of Malignancy. 
J Clin Gastroenterol, 2016. 50(8): pp. 649–657. 

21. Kung, J.S., et al., Fluid genetic analyses predict the biological behavior of pancreatic cysts: three-year experience. JOP, 2014. 
15(5): pp. 427–432. 

22. Lee, L.S., et al., Inflammatory protein profiling of pancreatic cyst fluid using EUS-FNA in tandem with cytokine microarray 
differentiates between branch duct IPMN and inflammatory cysts. J Immunol Methods, 2012. 382(1-2): pp. 142–149. 

23. Lee, L.S., et al., Utility of commercial DNA analysis in detecting malignancy within pancreatic cysts. JOP, 2014. 15(2): pp. 182–
188. 

24. Loren, D., et al., Influence of integrated molecular pathology test results on real-world management decisions for patients with 
pancreatic cysts: analysis of data from a national registry cohort. Diagn Pathol, 2016. 11: p. 5. 

25. Panarelli, N.C., et al., Commercial molecular panels are of limited utility in the classification of pancreatic cystic lesions. Am J 
Surg Pathol, 2012. 36(10): pp. 1434–1443. 

26. Shen, J., et al., Molecular analysis of pancreatic cyst fluid: a comparative analysis with current practice of diagnosis. Cancer, 
2009. 117(3): pp. 217–227. 

27. Toll, A.D., et al., The added value of molecular testing in small pancreatic cysts. JOP, 2010. 11(6): pp. 582–526. 
28. Hayes. PancraGEN (Interpace Diagnostics). 2016 November 22, 2016 [cited November 22. 
29. American Gastroenterological Association Institute. American Gastroenterological Association Institute guideline on the 

diagnosis and management of asymptomatic neoplastic pancreatic cysts. 2015 April 2015 [cited 2016 October 20]; Available 
from: https://www.guideline.gov/summaries/summary/49255/american-gastroenterological-association-institute-guideline-on-
the-diagnosis-and-management-of-asymptomatic-neoplastic-pancreatic-cysts?q=pancreatic+cyst 

Disclaimer 
This document is for informational purposes only and should not be relied on in the diagnosis and care of individual patients. Medical and 
Coding/Reimbursement policies do not constitute medical advice, plan preauthorization, certification, an explanation of benefits, or a contract. 
Members should consult with appropriate healthcare providers to obtain needed medical advice, care, and treatment. Benefits and eligibility are 
determined before medical guidelines and payment guidelines are applied. Benefits are determined by the member’s individual benefit plan that is in 
effect at the time services are rendered.  

The codes for treatments and procedures applicable to this policy are included for informational purposes. Inclusion or exclusion of a procedure, 
diagnosis or device code(s) does not constitute or imply member coverage or provider reimbursement policy. Please refer to the member's contract 
benefits in effect at the time of service to determine coverage or non-coverage of these services as it applies to an individual member. 

SelectHealth® makes no representations and accepts no liability with respect to the content of any external information cited or relied upon in this 
policy. SelectHealth updates its Coverage Policies regularly, and reserves the right to amend these policies without notice to healthcare providers or 
SelectHealth members. 

Members may contact Customer Service at the phone number listed on their member identification card to discuss their benefits more specifically. 
Providers with questions about this Coverage Policy may call SelectHealth Provider Relations at (801) 442-3692. 

No part of this publication may be reproduced, stored in a retrieval system or transmitted, in any form or by any means, electronic, mechanical, 
photocopying, or otherwise, without permission from SelectHealth. 

”Intermountain Healthcare” and its accompanying logo, the marks of “SelectHealth” and its accompanying marks are protected and registered 
trademarks of the provider of this Service and or Intermountain Health Care, Inc., IHC Health Services, Inc., and SelectHealth, Inc. 
Also, the content of this Service is proprietary and is protected by copyright. You may access the copyrighted content of this Service only for purposes 
set forth in these Conditions of Use.  
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