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CLINICAL 

BENEFIT  

☐ MINIMIZE SAFETY RISK OR CONCERN. 

☒ MINIMIZE HARMFUL OR INEFFECTIVE INTERVENTIONS. 

☐ ASSURE APPROPRIATE LEVEL OF CARE. 

☐ ASSURE APPROPRIATE DURATION OF SERVICE FOR INTERVENTIONS. 

☐ ASSURE THAT RECOMMENDED MEDICAL PREREQUISITES HAVE BEEN MET. 

☐ ASSURE APPROPRIATE SITE OF TREATMENT OR SERVICE. 

Effective Date: RETIRED 7/1/2026 

 

I. POLICY             

Molecular testing using the PathFinderTG system is considered investigational for all 
indications including the evaluation of pancreatic cyst fluid, and solid pancreaticobiliary lesions. 
There is insufficient evidence to support a general conclusion concerning the health outcomes 
or benefits associated with this procedure.  
 

II. PRODUCT VARIATIONS        TOP 

This policy is only applicable to certain programs and products administered by Capital Blue 
Cross and subject to benefit variations as discussed in Section VI.  Please see additional 
information below. 
 
FEP PPO - Refer to FEP Medical Policy Manual. The FEP Medical Policy manual can be found 
at: https://www.fepblue.org/benefit-plans/medical-policies-and-utilization-management-
guidelines/medical-policies. 
 

III. DESCRIPTION/BACKGROUND       TOP 

Tests that integrate microscopic analysis with molecular tissue analysis are generally called 
topographic genotyping. Interpace Diagnostics offers 2 such tests that use the PathFinderTG® 

platform (PancraGEN®). These molecular tests are intended to be used adjunctively when a 
definitive pathologic diagnosis cannot be made, because of the inadequate specimen or 
equivocal histologic or cytologic findings, to inform appropriate surveillance or surgical 
strategies. 
 
Mucinous Neoplasms of the Pancreas 

True pancreatic cysts are fluid-filled, cell-lined structures, which are most commonly mucinous 
cysts (intraductal papillary mucinous neoplasm [IPMN], and mucinous cystic neoplasm), which 
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RATIONALE DEFINITIONS  DISCLAIMER 
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are associated with future development of pancreatic cancers.  Incidence of IPMNs is generally 
equal between men and women, while mucinous cystic neoplasms occur almost exclusively in 
women (accounting for about 95% of cases). Pancreatic cancer arising from IPMNs, and 
mucinous cystic neoplasms account for about 4% of pancreatic malignancies. Although 
mucinous neoplasms associated with cysts may cause symptoms (e.g., pain, pancreatitis), an 
important reason that such cysts are followed is the risk of malignancy, which is estimated to 
range from 0.01% at the time of diagnosis to 15% in resected lesions. 
 
Management 

Given the rare occurrence but the poor prognosis of pancreatic cancer, there is a need to 
balance potential early detection of malignancies while avoiding unnecessary surgical resection 
of cysts. Several guidelines address the management of pancreatic cysts, but high-quality 
evidence to support these guidelines is not generally available. Although recommendations 
vary, first-line evaluation usually includes an examination of cyst cytopathologic or radiographic 
findings and cyst fluid carcinoembryonic antigen. In 2012, an international consensus panel 
published statements on the management of IPMN and mucinous cystic neoplasm of the 
pancreas.  These statements are referred to as the Fukuoka Consensus Guidelines and were 
based on a symposium held in Japan in 2010, which updated a 2006 publication (Sendai 
Consensus Guidelines) by this same group. The panel recommended surgical resections for all 
surgically fit patients with main duct IPMN or mucinous cystic neoplasm. For branch duct IPMN, 
surgically fit patients with cytology suspicious or positive for malignancy are recommended for 
surgical resection, but patients without "high-risk stigmata" or "worrisome features" may be 
observed with surveillance. "High-risk stigmata" are obstructive jaundice in proximal lesions 
(head of the pancreas); the presence of an enhancing solid component within the cyst; or 10 
mm or greater dilation of the main pancreatic duct. "Worrisome features" are pancreatitis; 
lymphadenopathy; cyst size 3 cm or greater; thickened or enhancing cyst walls on imaging; 5 to 
10 mm dilation of the main pancreatic duct; or abrupt change in pancreatic duct caliber with 
distal atrophy of the pancreas. 
 
The American Gastroenterological Association (2015) published guidelines on the evaluation 
and management of pancreatic cysts; it recommended patients undergo further evaluation with 
endoscopic ultrasound-guided fine-needle aspiration only if the cyst has 2 or more worrisome 
features (size >=3 cm, a solid component, a dilated main pancreatic duct). The guidelines also 
recommended that patients with these “concerning features” confirmed on fine-needle aspiration 
undergo surgery. 
 
Solid pancreaticobiliary lesions 

Solid pancreaticobiliary lesions refer to lesions found on the pancreas, gallbladder, or biliary 
ducts. A solid lesion may be detected as an incidental finding on computed tomography scans 
performed for another reason, though this occurs rarely. The differential diagnosis of a solid 
pancreatic mass includes primary exocrine pancreatic cancer, pancreatic neuroendocrine 
tumor, lymphoma, metastatic cancer, chronic pancreatitis, or autoimmune pancreatitis. 
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Management 

Currently, if a transabdominal ultrasound confirms the presence of a lesion, an abdominal 
computed tomography scan is performed to confirm the presence of the mass and determine 
disease extent. If the computed tomography provides enough information to recommend a 
resection and if the patient is able to undergo the procedure, no further testing is necessary. If 
the diagnosis remains unclear, additional procedures may be recommended. Symptomatic 
patients undergo cytology testing. If results from cytology testing are inconclusive, fluorescent in 
situ hybridization molecular testing of solid pancreaticobiliary lesions is recommended. 
PancraGEN topographic genotyping is being investigated as either an alternative to or as an 
adjunct to fluorescent in situ hybridization in the diagnostic confirmation process. 
 
Topographic genotyping 

Topographic genotyping, also called molecular anatomic pathology, integrates microscopic 
analysis (anatomic pathology) with molecular tissue analysis. Under microscopic examination of 
tissue and other specimens, areas of interest may be identified and microdissected to increase 
tumor cell yield for subsequent molecular analysis. Topographic genotyping may permit 
pathologic diagnosis when first-line analyses are inconclusive. 
 
RedPath Integrated Pathology (now Interpace Diagnostics) has patented a proprietary platform 
called PathFinderTG; it provides mutational analyses of patient specimens. The patented 
technology permits analysis of tissue specimens of any size, “including minute needle biopsy 
specimens,” and any age, “including those stored in paraffin for over 30 years.”  
 
Table 1. PathFinderTG Tests 
Test Description Specimen Types 
PathFinderTG Pancreas 
(now called PancraGEN) 

Uses loss of heterozygosity 
markers, oncogene variants, 
and DNA content 
abnormalities to stratify 
patients according to their 
risk of progression to cancer 

Pancreatobiliary fluid/ERCP 
brush, pancreatic masses, or 
pancreatic tissue 

PathFinderTG Barrett (now 
called BarreGEN) 

Measures the presence and 
extent of genomic instability 
and integrates those results 
with histology 

Esophageal tissue 

ERCP: endoscopic retrograde cholangiopancreatography. 
 
Regulatory Status 

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. Patented diagnostic tests (e.g., PancraGEN™) are 
available only through Interpace Diagnostics (formerly RedPath Integrated Pathology) under the 
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auspices of the Clinical Laboratory Improvement Amendments. Laboratories that offer 
laboratory-developed tests must be licensed by the Clinical Laboratory Improvement 
Amendments for high-complexity testing. To date, the U.S. Food and Drug Administration has 
chosen not to require any regulatory review of this test. 
 

IV. RATIONALE         TOP 

Summary of Evidence 
For individuals who have pancreatic cysts who do not have a definitive diagnosis after first-line 
evaluation and who receive standard diagnostic and management practices plus topographic 
genotyping (PancraGEN molecular testing), the evidence includes retrospective studies of 
clinical validity and clinical utility. Relevant outcomes are overall survival, disease-specific 
survival, test validity, change in disease status, morbid events, and quality of life. The best 
evidence regarding incremental clinical validity comes from the National Pancreatic Cyst 
Registry report that compared PancraGEN performance characteristics with current 
international consensus guidelines and provided preliminary but inconclusive evidence of a 
small incremental benefit for PancraGEN. The analyses from the registry study included only a 
small proportion of enrolled patients, relatively short follow-up time for observing malignant 
transformation, and limited data on cases where the PancraGEN results were discordant with 
international consensus guidelines. The evidence is insufficient to determine that the technology 
results in an improvement in the net health outcome 
 
For individuals who have solid pancreaticobiliary lesions who do not have a definitive diagnosis 
after first-line evaluation and who receive standard diagnostic and management practices plus 
topographic genotyping (PancraGEN molecular testing), the evidence includes 3 observational 
studies of clinical validity. Relevant outcomes are overall survival, disease-specific survival, test 
validity, change in disease status, morbid events, and quality of life. Two of the 3 studies had 
populations with biliary strictures and the other had a population of patients with solid 
pancreaticobiliary lesions. The studies reported higher sensitivities and specificities when 
PancraGEN testing was added to cytology results compared with cytology alone. However, the 
inclusion of patients in the analysis who may not have solid pancreaticobiliary lesions (those 
with biliary strictures not caused by solid pancreaticobiliary lesions) limits the interpretation of 
the results. While preliminary results showed a potential incremental benefit for PancraGEN, 
further research focusing on patients with solid pancreaticobiliary lesions is warranted. The 
evidence is insufficient to determine that the technology results in an improvement in the net 
health outcome. 
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V. DEFINITIONS         TOP 

 N/A 
 

VI. DISCLAIMER         TOP 

Capital Blue Cross’ medical policies are used to determine coverage for specific medical 
technologies, procedures, equipment, and services. These medical policies do not constitute 
medical advice and are subject to change as required by law or applicable clinical evidence 
from independent treatment guidelines. Treating providers are solely responsible for medical 
advice and treatment of members. These polices are not a guarantee of coverage or 
payment. Payment of claims is subject to a determination regarding the member’s benefit 
program and eligibility on the date of service, and a determination that the services are 
medically necessary and appropriate. Final processing of a claim is based upon the terms of 
contract that applies to the members’ benefit program, including benefit limitations and 
exclusions.  If a provider or a member has a question concerning this medical policy, please 
contact Capital Blue Cross’ Provider Services or Member Services.  
 

VII. CODING INFORMATION        TOP 
 

Note: This list of codes may not be all-inclusive, and codes are subject to change at any time. 
The identification of a code in this section does not denote coverage as coverage is determined 
by the terms of member benefit information. In addition, not all covered services are eligible for 
separate reimbursement. 

 
Investigational; therefore, not covered: 

Procedure Codes 

81479 84999 89240 0313U      
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          TOP 
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subsidiaries, Capital Advantage Insurance Company®, Capital Advantage Assurance Company® 

and Keystone Health Plan® Central.  Independent licensees of the Blue Cross BlueShield 
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Association.  Communications issued by Capital Blue Cross in its capacity as administrator of 
programs and provider relations for all companies. 
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