
PPV, and 89% (82-94) NPV. Detection of neuroendocrine tumors 
by FNA-EUS yielded 66% (47-87) sensitivity, 100% (97-100) 
specificity, 94% (71-99) PPV, and 97% (94-99) NPV. Detection of 
IPMN by FNA-EUS yielded 59% (43-74) sensitivity, 100% (98-100) 
specificity, 100% (87-100) PPV, and 89% (93-99) NPV.
CONCLUSIONS: Our findings are largely consistent with the 
current literature, confirming there is discernible potential for 
inappropriate treatment of patients based purely on EUS-FNA 
evaluation. Both accuracy and clarity of positive tests with EUS-
FNA worsened for mucinous pancreatic lesions compared to solid 
pancreatic lesions. Limitations of this study are the appraisal at 
a single institution and the necessity to evaluate only cases that 
ultimately had surgical resection of the pancreatic lesion.

© 2015 ACT. All rights reserved.
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INTRODUCTION
Pancreatic ductal adenocarcinoma (PDAC) has the 4th highest 
cancer mortality rate for both men and women in the United States. 
The average 5 year survival rate for PDAC patients with localized 
disease that were able to undergo a resection is approximately 
24%[1]. Prognosis is poorer for the 80-85% of patients who are 
unable to undergo resection due to disseminated disease or 
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ABSTRACT
BACKGROUND: The purpose of this study was to assess the 
clinical impact of diagnostic accuracy for EUS-FNA in evaluating 
pancreatic lesions, particularly Pancreatic Ductal Adenocarcinoma( 
PDAC), neuroendocrine tumors, and IPMN at our institution using 
surgical pathological review as the gold standard. 
METHODS: We conducted a retrospective chart review using the 
Clinical Cancer Research Database at Huntsman Cancer Institute. 
We included all cases in which pancreatic lesions were evaluated 
by EUS-FNA and a subsequent surgical resection was performed. 
Sensitivity, specificity, positive predicative value (PPV), and negative 
predictive value (NPV) were determined for PDAC, neuroendocrine 
tumors, and IPMN by comparing pathological diagnosis at EUS-FNA 
to diagnoses following surgery. 
RESULTS: Detection of PDAC by FNA-EUS yielded 87.9% (80.1-
93.4 95% CI) sensitivity, 80% (72-86) specificity, 78% (70-85) 
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comorbidities that make them poor operative candidates, with a 5 
year survival rate of 2-9%, depending on if they present with locally 
advanced or metastatic disease[2]. Patients that are unable to undergo 
a resection are typically treated with palliative chemotherapy. As 
diagnosis directs disease management, accurate differentiation of 
PDAC, neuroendocrine tumors, chronic pancreatitis, and benign 
neoplasms is critical when evaluating patients with suspected 
pancreatic disease in order to avoid over or under treatment. The 
lack of anatomical accessibility of the pancreas forces clinicians 
to rely heavily on cross sectional imaging and endoscopic 
biopsy techniques in diagnosis of pancreatic lesions. Endoscopic 
ultrasound guided fine needle aspiration (EUS-FNA) is the standard 
preoperative method for the diagnosis of pancreatic lesions. 
Previous studies evaluating EUS-FNA for diagnosing pancreatic 
lesions have reported sensitivities of 80-93%, specificities of 80-
100%, and diagnostic accuracies of 85% to greater than 90%[4,5]. 
The incidence of false positive diagnosis of PDAC has been 
reported to occur at a rate of approximately 1% when EUS-FNA 
is utilized[6-7]. Previous studies have only separately evaluated the 
efficiency of EUS-FNA for diagnosing neuroendocrine tumors[9-11], 
cystic neoplasms, such as intraductal papillary mucinous neoplasms 
(IPMN)[12-15], or PDAC[16-18]. 
    The objective of this study was to assess the diagnostic accuracy 
of EUS-FNA for evaluating solid pancreatic lesions, particularly 
PDAC, neuroendocrine tumors, and IPMN at our institution, using 
surgical pathological review as the gold standard. In this context, we 
also determined the number of patients who received unnecessary 
neoadjuvant treatment due to a misdiagnosis by EUS-FNA.

MATERIALS AND METHODS
Patients
This study was approved by the Institutional Review Board at 
the University Of Utah School Of Medicine. We conducted a 
retrospective chart review using the Clinical Cancer Research 
Database at the University of Utah Huntsman Cancer Institute (HCI). 
We included all cases in which pancreatic lesions were evaluated 
by EUS-FNA and a subsequent surgical resection was performed, 
since pathological review at resection is the current “gold standard”. 
The comparison of EUS-FNA to surgical diagnosis is also common 
among other studies analyzing accuracy of EUS-FNA for diagnosing 
lesions of the pancreas[5, 7, 9, 12,13]. Patients who underwent EUS-FNA 
and who did not undergo surgical resection for any reason were 
excluded. All patients that met these criteria at HCI between March 
1999 and April 2014 were included. We evaluated the accuracy of 
EUS-FNA for diagnosing PDAC, neuroendocrine tumors, and IPMN 
using surgical pathology review as the gold standard. 

EUS-FNA Procedure
EUS FNA was performed in the s tandard manner. EUS-
FNA was performed with 19, 22, or 25 gauge needles per the 
endosonographer’s discretion. All cases included in this study were 
completed by two HCI endosonographes. One or more samples of 
suspicious pancreatic lesions and/or pancreatic adenopathy were 
evaluated. 

Pathological Review
All included cases had a rapid on-site evaluation conducted by 
a cytopathologist during the EUS-FNA procedure. In evaluating 
patient cases on-site, the cytopathologist used a rapid modified 
Romanowsky stain, Diff-Quik®, to assess for lesional cellularity and 
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overall specimen adequacy during the procedure. This information 
was used to communicate to the endosonographer as well as to 
triage biopsy material for any possible ancillary testing. The final 
cytologic diagnoses were rendered after the case material had been 
processed by the cytopathology laboratory. For most cases the 
processing included cover-slipping the on-site FNA slides, staining 
alcohol-fixed smears using the Papanicolaou method, and making 
slides from needle rinses (either cytospins, liquid-based, or cell block 
preparations). A subset of cases had ancillary testing performed, 
including immunohistochemical stains and flow cytometry prior to 
the final diagnosis.
    After resection, surgical specimens were delivered from the 
operating room to the pathology gross room. Here the specimens 
were oriented and inked in accord with the specimen type. Pertinent 
sections, to include the lesional area of interest and respective 
margins, were submitted for final histology either by a pathology 
resident or a certified pathology assistant. A final histologic diagnosis 
was rendered after review of the Hematoxylin and Eosin (H+E) 
stained slides for each case by a pathologist. In cases warranting 
further workup, immuhistochemical stains were performed and 
interpreted prior to issuing a final diagnosis. 
    A board certified cytopathologist categorized the differences 
between EUS-FNA and surgical pathology diagnoses as “good 
correlation”, “not unexpected discrepancy”, and “significant 
discrepancy” (discrepancy potentially impacting patient 
management). The cytopathologist retrospectively compared the 
reported diagnostic interpretations from the EUS-FNA cytology 
specimens to the reported subsequent surgical resection diagnoses for 
each patient. No slides were re-reviewed during this process.
    The sensitivity, specificity, positive predictive value (PPV), and 
negative predictive value (NPV) were calculated by comparing 
EUS-FNA results to final surgical diagnoses. The variables used 
to determine these values were: false positive = positive diagnosis 
by EUS-FNA and negative at resection, true positive = positive 
diagnosis for both, false negative = negative diagnosis at EUS-FNA 
and positive at resection, true negative = negative for both. For 
analysis of accuracy of EUS-FNA in detecting PDAC we considered 
atypical cells as a positive diagnosis, since their presence suggests 
aggressive intervention by the treating clinician. This is consistent 
with other studies evaluating the accuracy of EUS-FNA in 
diagnosing PDAC[5,7]. However, we also recalculated the descriptive 
variables considering atypical cells as a negative for PDA. For 
assessing accuracy of EUS-FNA to detect neuroendocrine tumors, we 
considered neuroendocrine tumor and suspicious for neuroendocrine 
tumor as a positive result, and atypical cells as a negative result, also 
as previously reported[9]. While assessing accuracy of diagnosis when 
EUS-FNA was utilized in detecting IPMN, we determined descriptive 
variables by considering all selected EUS-FNA’s considered by board 
certified cytopathologist and surgeon to likely be considered IPMN 
or mucinous cystic neoplasm in a clinical setting. 

RESULTS
A total of the 251 patients satisfied the inclusion criterion. Ten 
patients were excluded who underwent EUS-FNA but no sample 
was attained due to anatomical barriers, 4 cases were non-diagnostic 
due to hypocellular smears, leaving 237 significant cases. Of the 237 
patients included, 134 were female with an average age of 59 +/- 15 
(mean +/- standard deviation) and 103 were male with an average 
age of 62 +/- 13.
    Of 237 cases with diagnostic EUS-FNA that subsequently 
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Pancreatic Adenocarcinoma Diagnosis by EUS-FNA
We first considered atypical cells as a positive test for PDAC. 
Of the 120 positive tests, 80% (94/120) were true positive and 
20% (26/120) were false positive. Of the 117 negative tests, 89% 
(104/117) true negative and 11% (13/117) were false negative. 
In terms of detection of PDAC by EUS-FNA, we determined the 

underwent surgical resection of the pancreatic lesion, 157 were 
pathologically ranked as “good correlation”, 48 were ranked 
“not unexpected disparity”, and 32 were ranked “significant 
discrepancy”. By categorizing only significant discrepancy ranking 
as a misdiagnosis by FNA, 13.5% (32/237) of pancreatic lesions are 
misdiagnosed by EUS- FNA. 

Figure 1: A. EUS-FNA sample correctly diagnosed as PDAC.  B. Surgical pathology sample confirming correct PDAC diagnosis.  C.  EUS-FNA sample 
correctly diagnosed as neuroendocrine tumor.  D. Surgical pathology sample confirming correct neuroendocrine tumor diagnosis.  E. EUS-FNA 
neuroendocrine tumor sample miscategorized as PDAC.  D. Surgical pathology sample showing final diagnosis of neuroendocrine tumor.   F. EUS-FNA 
PDAC sample miscategorized as neuroendocrine tumor.  C. Surgical pathology sample showing final diagnosis of PDAC.



1847 © 2015 ACT. All rights reserved.

Beal HL et al . Accuracy of diagnosis using EUS-FNA

sensitivity to be 87.9% (95% CI: 80.1-93.4), specificity to be 80.0% 
(95% CI: 72.1-86.5), PPV to be 78.3% (95% CI: 69.9-85.3), and 
NPV to be 88.9% (95% CI: 81.8-93.9), when atypical cells were 
considered a positive test for PDAC (Table1). Of the 26 false 
positive diagnoses of PDAC, 19 (73%) were finally diagnosed 
as other malignancies and included 8 neuroendocrine tumors, 3 
microcytic adenoma, 2 bile duct cholangiocarcinoma, 2 ampullary 
adenocarcinoma, 1 adenosquamous carcinoma, 1 mixed acinar-
endocrine carcinoma, 1 solid and pseudo papillary tumor, and 1 
diffuse large B-cell lymphoma (Table 2; Figure 1). All 13 of the 
false negative diagnoses were diagnosed by EUS-FNA as a benign 
pancreatic lesion. 
    When considering only cases where EUS-FNA definitively 
diagnosed the patient as PDAC as positive, defining atypical as a 
negative test for PDAC, we determined the sensitivity to be 68.2% 
(95% CI: 58.5-76.9), specificity to be 90% (95% CI: 83.5-94.6), 
PPV to be 84.9% (95% CI: 75.5-91.7), and NPV to be 77.5% 
(95% CI: 70-83.9) (Table1). Of the 86 positive tests, 85% (73/86) 
were true positive and 15% (13/86) were false positive. Of the 
151 negative tests, 77% (117/151) true negative and 55% (34/151) 
were false negative. Of the 13 false positive diagnoses of PDAC, 
10 were finally diagnosed as other malignancies. Final diagnoses 
included 4 neuroendocrine tumors, 1 bile duct cholangiocarcinoma, 
1 ampullary adenocarcinoma, 1 adenosquamous carcinoma, and 1 
mixed acinar-endocrine carcinoma, 1 solid and pseudo papillary 
tumor, and 1 diffuse large B-cell lymphoma (Table 2). Of the 34 
false negative diagnoses, 21 were diagnosed by EUS-FNA as 22 
atypical cells.
    We found 38 cases that were treated with neoadjuvant 
chemotherapy after being diagnosed by EUS-FNA as PDAC or 
atypical, 35 were diagnosed as PDAC at surgical resection, 1 was 
finally diagnosed as bile duct cholangiocarcinoma, 1 was diagnosed 
as ampullary adenocarcinoma, and 1 was diagnosed as IPMN. Three 
of 38 patient treated with neoadjuvant chemotherapy for PDAC, were 
diagnosed at surgical resection as another pancreatic lesion. 

Pancreatic Neuroendocrine Tumor Diagnosis by EUS-FNA
In diagnosis of neuroendocrine tumors by EUS-FNA, sensitivity was 
65.6% (95% CI: 47.1-86.7), specificity 99.5% (95% CI: 97.4-99.9), 
PPV 94.1% (95% CI: 71.2-99.2), and NPV 96.8% (95% CI: 93.5-
98.7) (Table1). Of the 17 positive tests, (16/17) were true positive 
and (1/17) were false positive. Of the 220 negative tests, 97% 
(213/220) true negative and 3% (7/220) were false negative. The one 
false positive neuroendocrine tumor diagnosis was finally diagnosed 
as no neoplasm (Table 2). Of the 7 false negative diagnoses, 6 were 
diagnosed by EUS-FNA as other malignancies including 4 PDAC 
(Figure1), 1 atypical cells (suggestive of PDAC), 1 carcinoma (type 
cannot be determined).

IPMN Diagnosis by EUS-FNA
In terms of detection of IPMN and mucinous cystic neoplasms by 
EUS-FNA, sensitivity was 59% (95% CI: 43.25 % to 73.65 %), 
specificity 100% (95% CI: 98.1%-100%), PPV 100% (95% CI: 
86.65%-100%), and NPV 96.9% (95% CI: 93.4-98.8), based on 
pathologist evaluation of diagnosis that were suggestive of IPMN and 
mucinous cystic neoplasm (Table1). Of the 26 positive tests, 100% 
were true positive. Of the 211 negative tests, 91% (193/211) were 
true negative and 9% (18/211) were false negative. Of the 18 false 
negative tests, 15 were diagnosed by EUS-FNA as another benign 
lesions. There were no false positive diagnoses of IPMN.

DISCUSSION 
In this study, we evaluated the diagnostic accuracy of EUS-FNA for 
discriminating PDAC, neuroendocrine tumors, and IPMN in cases of 
periampullary disease, using surgical pathology as the gold standard. 
In terms of diagnosing PDAC, we found a specificity of 80% and a 
sensitivity of 87.9%, when atypical cells were considered a positive 
result. These values of sensitivity and specificity are well within the 
current literature reported values for the accuracy of diagnosing solid 
pancreatic lesions by utilizing EUS-FNA[4,5]. When we considered 
an EUS- FNA diagnosis of atypical cells as a positive test for PDAC, 
there were 13 false negative cases. All 13 false negative tests had a 
final diagnosis of benign lesions at surgical resection. In contrast, 
when we considered EUS-FNA diagnosis of atypical to be a negative 
test for PDAC there were 34 false negative cases. Of the 34 false 
negative tests 38% had a final diagnosis of benign lesions and 
62% had a diagnosis of another malignancy at the time of surgical 
resection. Additionally, when the presence of atypical cells were 
considered a negative test, specificity was includingcomparable to 
the literature (90%), but the sensitivity of diagnosing PDAC when 
utilizing EUS-FNA was significantly lower (68.2%) compared to 
commonly reported sensitivities of 80-85%[4-5,16-18].
    Another study reported very low incidence of false positive 
diagnosis (0-5%) when using EUS-FNA as a diagnostic tool for 
PDAC[12]. In our study we found that 22% (26/120) of the cases 
initially diagnosed as PDAC by EUS-FNA had a different final 
diagnosis by surgical pathology, when atypical were considered 
positive. Of these 26 cases a majority, 19, were in fact other 
malignancies. Although patients with atypical cells were typically 
diagnosed with a malignancy it is important to recognize different 
malignancies may warrant different treatment. Thus, misdiagnosis 

Disease
PDAC (atypical +) 
PDAC (atypical -)
Neuroendocrine 
Tumor
IPMN

Table 1 Accuracy and Incidence of EUS-FNA in detecting PDAC, 
neuroendocrine tumor, and IPMN.

Sensitivity
88%
68%
66%

59%

Specificity
80%
90%
100%

100%

PPV
78%
85%
94%

100%

NPV
89%
78%
97%

97%

%  of Cases
45%
45%
10%

19%

EUS-FNA Diagnosis
PDAC(atypical +)

 
 
 
 
 
 
 
PDAC(atypical -)
 
 
 
 
 
 
 
 
Neuroendocrine tumor
 
IPMN

Surgical Pathology Diagnosis
neuroendocrine tumor
microcytic adenoma
bile duct cholangiocarcinoma
ampullary adenocarcinoma
adenosquamous carcinoma
mixed acinar-endocrine carcinoma
solid and pseudo papillary tumor
diffuse large B-cell lymphoma
benign
 
neuroendocrine tumor
bile duct cholangiocarcinoma
ampullary adenocarcinoma
adenosquamous carcinoma
mixed acinar-endocrine carcinoma
solid and pseudo papillary tumor
diffuse large B-cell lymphoma
benign
 
benign

false positive diagnoses

Table 2 False Positive Diagnoses of EUS-FNA.
Incidence
8
3
2
2
1
1
1
1
7
 
4
1
1
1
1
1
1
3 
 
1

0
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even between malignancies can interfere with quality of patient care. 
Considering misdiagnosis can lead to decreased quality of patient 
care and quality of life, we also examined the incidence of cases 
unnecessarily treated with neoadjuvant chemotherapy due to 
misdiagnosis by EUS-FNA. We found 38 cases had neoadjuvant 
treatment for PDAC. Of those, (3/38) were diagnosed as not having 
PDAC at the time of resection. These three cases were diagnosed 
as bile duct cholangiocarcinoma, ampullary adenocarcinoma, 
and IPMN. These cases may have received different treatment 
if a false positive misdiagnosis of PDAC by EUS-FNA had not 
occurred. Based on 2010 Medicare reimbursement for CPT codes, 
the technical component for the performance of EUS-FNA is $65. 
The pathology component of the EUS-FNA incurs additional CPT 
fees. With the incorporation of on-site evaluation fee for pathology 
of EUS-FNA costs $171, in cases where a cell block is made the 
cost increases to $271. Although pertinent to only a small subset 
of cases, if immunohistochemical stains and/or flow cytometry is 
performed the total cost for the pathology aspect of the procedure 
may exceed $400[19]. While the mean total cost of chemotherapy/
radiation therapy for patients with respectable PDAC was reported in 
2012 to be $13,600[20]. Based on this, it may be more cost effective 
to repeat EUS-FNA on all patients before considering neoadjuvant 
chemotherapy 
    For the detection of pancreatic neuroendocrine tumors by EUS-
FNA we found a lower sensitivity (65.6) and higher specificity 
(99.5%) than reported in other studies for diagnosis of solid 
pancreatic lesions[4.5]. This discrepancy is most likely due to atypical 
cells being clinically considered PDAC for treatment purposes. 
Some cases that were suggestive of malignancy in general were 
treated clinically as PDAC, because PDAC cases require more 
aggressive treatment and have a poorer prognosis. The majority of 
misdiagnosis for neuroendocrine tumors(6/8) were falsely identified 
by pathological reading of EUS-FNA samples as another malignancy, 
most commonly PDAC(4/8). There was only one incidence of a false 
positive diagnosis, which was diagnosed at surgical resection as “no 
neoplasm”. 
    Some studies have reported the accuracy of diagnosis utilizing 
EUS-FNA to be less accurate for cystic and other non-solid 
pancreatic lesions. In our evaluation, the ability of pathologists 
and cytologists using EUS-FNA samples to detect IPMN showed a 
sensitivity of 59%, which was lower than that for PDAC (80%), but 
is consistent with current literature for sensitivity of detecting cystic 
lesions from 47% to 87%[12,15]. We found our reported specificity 
(100%) is consistent with other studies that report specificity between 
87%-100%[12-15]. The majority of misdiagnoses that were finally 
diagnosed as IPMN were suggestive of other benign diagnoses 
(15/18). The misdiagnoses for IPMN were exclusively false negative 
diagnoses. Original diagnoses using EUS-FNA of PDAC, no 
malignant cells, cystic contents only were finally diagnosed as IPMN. 
The less straight forward relationship between cytological evaluation 
for IPMN and other cystic neoplasms is a possible cause for lower 
accuracy in regard to detection of specific disease type for non-solid 
pancreatic lesions compared to solid pancreatic lesions.
    The limitations for this investigation include completion at a single 
institution, reliance on chart review, and inclusion of only cases in 
which patients underwent subsequent surgical resection in order 
to obtain a pathological sample to be considered the gold standard 
of diagnosis. Many benign cases and unresectable PDAC cases do 
not go on to surgical resection, making their inclusion in the study 
impossible. Using only the cases that went on to surgical resection 
and received a surgical pathological review, which we deemed our 

gold standard, allowed evaluation of the accuracy of EUS-FNA, 
including the process of cytological and pathologic review of EUS-
FNA samples, in a way that seems to correlate with current literature, 
yet ability to evaluate global accuracy of EUS-FNA is limited. 
    This study confirms there is discernible potential for inappropriate 
treatment of patients based purely on EUS-FNA evaluation. The 
study adds to current literature by assessing accuracy of EUS-FNA 
for diagnosis of PDAC, neuroendocrine, and IPMN in a single study 
and including incidence of unnecessary treatment with neoadjuvant 
chemotherapy due to misdiagnosis using EUS-FNA. The ability to 
detect malignancy using EUS-FNA seems to be fairly high, while 
the ability to distinguish between different types of malignancies is 
less accurate. According to our data, diagnosis utilizing EUS-FNA is 
most accurate at detecting PDAC when atypical cells are considered 
positive. However, the shift towards PDAC as the diagnoses for 
more ambiguously evaluated EUS-FNA malignancies may be cause 
for the decrease in sensitivity of diagnosis utilizing EUS-FNA in 
detecting neuroendocrine disease. It is evident that diagnosis utilizing 
EUS-FNA is more accurate and the cytological evaluation is more 
straight-forward when evaluating solid pancreatic lesions compared 
to cystic lesions such as IPMN. Based on our data regarding 
incidence of unnecessary neoadjuvant treatment, a repeat EUS-FNA 
may be considered before initiating neoadjuvant chemotherapy for 
the treatment of PDAC. Improvements could be made to diagnosis 
by EUS-FNA by investigating better ways to distinguish between 
malignancy types, or addressing vagueness of cytological description 
when using EUS-FNA as a diagnostic tool. 
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