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Pancreatic Fine Needle Aspiration: To Do or not To Do?
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Introduction

The aspiration of a pancreatic mass can
provide tissue for the diagnosis of a
malignancy. Traditionally, computed
tomography (CT) and trans-abdominal
ultrasonography (US) have been used to guide
the aspiration of a pancreatic mass. Recently,
endoscopic ultrasound (EUS) has been
introduced as an alternative to CT/US
guidance because of superior imaging of the
pancreas achieved by EUS.

The most common technique for tissue
acquisition from a pancreatic mass is fine
needle aspiration (FNA). The use of a small
gauge needle for aspiration cytology of the
pancreas has increased the safety and ease of
FNA compared to the traditional core tissue
biopsy using large gauge needles. The tissue
obtained during FNA is evaluated with
cytological techniques whereas core tissue
specimens are processed for histology.

The request for a tissue diagnosis of a
pancreatic lesion may originate from a
number of specialists caring for the patient.
The primary care physician may request a
tissue diagnosis in order to aid the patient and
family in decision-making. The oncologist
often requires a tissue diagnosis in order to
provide chemotherapy. The surgeon may need
a diagnosis for surgical planning. Lastly, the
patient may request a biopsy in order to
increase the certainty of a diagnosis. In this
presentation, we will review the various
techniques for obtaining tissue from a
pancreatic lesion and evaluate the advantages
and disadvantages.

The most common indication for a pancreatic
‘biopsy’ is the need for the documentation of
a malignancy in a patient with a malignant-
appearing pancreatic mass. In patients who
are not operative candidates, a large
pancreatic mass can be accessed with either
cross-sectional imaging, US, or EUS. A tissue
diagnosis is particularly important in patients
who will be treated with chemotherapy. The
cytological analysis of aspirated cytological
material can readily differentiate between
adenocarcinoma, islet cell malignancies,
metastasis to the pancreas, and inflammatory
lesions [1]. The result of a pancreatic ‘biopsy’
in operative candidates is important factor in
the planning of surgery [2]. For example, the
surgical approach to islet cell tumors is often
quite different than adenocarcinomas.

A more compelling indication for a pancreatic
mass ‘biopsy’ is the finding of an atypical
pancreatic mass on imaging. The differential
diagnosis of an atypical pancreatic mass is
often quite wide and includes
adenocarcinoma, islet cell tumor, pancreatic
metastasis, focal chronic pancreatitis, and
cystadenomas. The surgical approach as well
as the overall management of the patient will
often be altered depending on the results of
the pancreatic ‘biopsy’. For example, the
management of a serous cystadenoma is quite
different than an islet cell tumor.

Techniques of Pancreatic Biopsies and
FNA

Surgical biopsies of the pancreas are usually
performed during a laparotomy and are
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guided by the surgeon’s hands. The technique
for intra-operative biopsy of the pancreas is
very similar to non-operative techniques. A
small gauge needle is placed into the
pancreatic mass and the needle is moved to
and fro within the mass, while suction is
applied to the syringe. The complication rates
and results of operative FNA are probably
superior to large needle biopsy or wedge
resections of pancreatic masses [3, 4]. False
positive results are very rare, but false
negative results occur at rates similar to other
techniques. In a series of 37 patients, the
sensitivity, specificity, positive and negative
predictive values, and diagnostic accuracy for
intraoperative  FNA cytologic results were
96%, 100%, 100%, 91%, and 97%,
respectively [5]. The rate of complications is
very low.

Intra-operative FNA of a pancreatic mass is
used to determine if a lesion is malignant and
to determine the type of malignancy. With
rapid processing of cytologic material in the
operating room, a tissue diagnosis may be
provided to the surgeon in a timely manner
and aid in the decision making. The
disadvantage of this strategy is the time-
consuming nature of the process and the
prolongation of the operative time. The use of
preoperative FNA avoids these issues.
CT/US-guided biopsies of the pancreas are
usually performed as aspiration biopsies,
using large or small gauge needles. The
technique involves the use of a percutaneous
approach with guidance from US or CT. The
needle is passed through the abdominal
structures intervening between the abdominal
wall and the pancreatic mass. Core needle
biopsies of the pancreas use a high-speed
biopsy gun with 14, 16, or 18 gauge cutting-
type needles [6]. In a recent series, a core
biopsy of the pancreas resulted in a correct
diagnosis in 51 of 63 biopsies, yielding a
sensitivity for malignancy of 78.1%, a
specificity of 100%, a positive predictive
value of 100%, and an overall accuracy of
81.0%. One 57-year old patient developed an
acute pancreatitis related to a biopsy (1.6%).
The technique is easiest and most sensitive for
detecting malignancies when the lesion is

large and located in the body and tail of the
pancreas [7]. CT-guidance 1is the most
common technique, but US-guided pancreatic
FNA have also been reported and is highly
accurate [8]. In one series, CT-guided
biopsies had an accuracy of 86%, and US-
guided biopsies had an accuracy of 95%, but
the study was not designed as a prospective,
comparison trial [7]. Combining the
techniques of CT and US guidance for
pancreatic biopsies may increase the overall
accuracy of the aspiration [7].

Despite the reports of highly diagnostic
results of pancreatic FNA, other investigators
have reported much lower diagnostic rates of
CT-guided biopsies of pancreatic masses [9].
The accuracy of FNA of pancreatic lesions is
dependent upon the type of lesion. For
example the accuracy of FNA of cystic
neoplasms is quite low (62%) [10]. The
accuracy of FNA is dependent upon the
adequacy of the tissue aspiration. In some
series, inadequate tissue was obtained in 6-
20% [11, 12].

Although complication rates of pancreatic
FNA are very low, there are reports of
pancreatitis and seeding of the biopsy tract
[13]. In patients undergoing EUS-guided
pancreatic FNA, abdominal pain occurs in
3%, but pancreatitis is seen in only 1% [11].
In large series of US-guided pancreatic
biopsies of transplanted pancreatic tissue,
pancreatitis or pain were not seen, but
bleeding occurred in 2.6% [14].

EUS-Guided FNA of the pancreas has been
performed over the past 5-10 years [15]. The
technique involves the use of endoscopic

Figure 1. Linear echoendoscope with aspiration
cytology needle.
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Figure 2. EUS image of FNA of a small pancreatic
adenocarcinoma.

ultrasound, an endoscopic procedure in which
an echoendoscope is placed into the stomach
or duodenum (Figure 1). Using the guidance
of the high frequency ultrasound transducer
on the tip of the echoendoscope, a small
gauge needle is passed through the wall of the
gastrointestinal tract and into the pancreatic
mass (Figure 2). A number of different sizes
of needles are used, ranging from 25 to 19
gauge needles (Figure 3). A randomized trial
of the two types of needles from two different
manufacturers yielded similar results [16].
Peri-pancreatic lymph nodes can also be
targeted for FNA (Figure 4) [17]. The
accuracy of EUS-FNA for lymph nodes is
similar to EUS-FNA of pancreatic masses
[18]. It has been recommended that for
optimal results, a pancreatic mass should be
sampled with 7 aspirations and lymph nodes

N

Figure 3. Two stage Medi-globe FNA needle handle.
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Figure 4. EUS image of FNA of malignant peri-
pancreatic lymph node.

should be sampled with 5 aspirations. If an
on-site cytologist is present, the number of
aspirations can be reduced to whatever is
necessary in order to obtain diagnostic tissue.
Liver metastasis can also be aspirated by EUS
and the tissue used as the basis for the
diagnosis of the primary pancreatic lesion
[19].

The chief advantage of EUS-guided FNA is
the ability to target, small, intra-pancreatic
masses. Nearly 25% of EUS targets of FNA
in the pancreas cannot be seen with CT [20].
Similarly, EUS can also target low grade
malignancies such a neuroendocrine tumors
and metastatic lesions to the pancreas (Figure
5) [21]. These types of targets were not
previously accessible by CT guidance [21].
EUS can also target lesions suspected with the
findings of ERCP, such as a focal stricture
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Figure 5. EUS images of an intra-pancreatic
neuroendocrine tumor undergoing FNA.
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Figure 6. EUS image of a lcm mucinous cystadenoma
undergoing FNA.

[22]. FNA of cystic malignancies does not
yield the accuracy commonly associated with
the FNA of solid lesions (Figure 6). However,
FNA-cytology of intra-ductal papillary
mucinous tumors (IPMT) can yield diagnostic
material, particularly when solid lesions
associated with the cystic lesion are targeted
[23, 24]. The greatest impact on patient care
is the ability to avoid unnecessary surgery in
non-operative candidates [20]. This strategy
of providing endoscopic FNA has proven to
be cost effective [20]. In 60% of patients,
there was a change in patient management
based on the results of the EUS FNA [25].
Most commonly the results of EUS and FNA
result in a higher stage of malignancy [26].
With improved resolution offered by multi-
detector, phased-array CT of the pancreas, the
importance of EUS-guided FNA has
increased. EUS-FNA  was  particularly
accurate at identifying pancreatic malignancy
in those patients presenting with obstructive
jaundice [27]. However, falsely negative
pancreatic FNA can result in inappropriate
delays in surgical planning [28].

Recently, a new EUS-guided ‘tru-cut’ needle
(Quik Core, Wilson-Cook Inc., Winston-
Salem, NC, USA) has been used for obtaining
tissue from benign and malignant lesions of
the pancreas (Figure 7). This device is
designed to provide tissue that can be
processed histologically [29]. Although the
device has been demonstrated to provide
diagnostic tissue for pancreatic malignancies,

the use of the device may be more important
for diagnosing benign parenchymal diseases
of the pancreas, such as autoimmune
pancreatitis [30].

A decision analysis model has been used to
compare the costs of three approaches to the
diagnostic  strategies of non-metastatic
pancreatic head adenocarcinoma: EUS FNA
versus CT-guided FNA versus surgery [31].
The endpoint was cost of management per
patient. EUS FNA was the least costly
strategy ($15,938) compared with CT FNA
(USS$ 16,378) and surgery (US$ 18,723).
Sensitivity analysis revealed that EUS FNA
remained the least costly option provided the
frequency of malignant adenopathy was
greater than 4%.

The complication rate of EUS-FNA is
considered to be very low, between 1-2%
[32]. The most common complication is
bleeding and most commonly, the bleeding is
self-limited and does not require transfusion.
Pancreatitis is also rare and usually mild.
Pancreatitis may occur more commonly after
FNA of a cystic lesion as compared to FNA
of a solid mass lesion (1.2%) [33]. Others
have demonstrated a higher complication rate,
but the complications were minor (bleeding
and pancreatitis) and occurred within the first
week after the procedure [11]. In the course of

Figure 7. ‘Tru-cut’ type of EUS needle designed to
provide a core of tissue.
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FNA, the endosonoscope can cause duodenal
perforation in patients with duodenal stenosis,
but this is a rare complication [34]. One of the
major advantages of EUS-guided FNA of
pancreatic lesions may be the decreased risk
of peritoneal contamination with malignancy.
In a recent series, 16.3% of patients
undergoing CT-guided FNA developed
peritoneal carcinomatosis, compared to 2.2%
patients undergoing EUS-FNA [35].

Training of specialists in EUS-FNA is one of
the most important issues in increasing the
availability of this technique at major centers.
Focused mentoring can significantly improve
the accuracy of EUS-FNA [36]. The
American  Society of  Gastrointestinal
Endoscopy (ASGE) has recommended
mentoring of 50 cases of pancreatic FNA in
order for endoscopists to achieve competence
[37]. The false positive rate of FNA cytology
is extremely low, approaching zero. However,
there are reports of falsely positive
interpretations of pancreatic cytology [38].
An on-site cytologist will improve the results
of FNA cytology [39]. In one series, only 2%
of EUS-FNA specimens were inadequate for
diagnosis [40].

There are no large, prospective trials
comparing the ability of CT and EUS in the
aspiration of pancreatic lesions. Qian and
Hecht suggested that US/CT-guided biopsies
may be more accurate and sensitive for
documenting malignancy than EUS, but noted
that EUS-guidance was used in more difficult
lesions [41]. In contrast, in a small series,
Jhala ef al. demonstrated that EUS-FNA was
superior to CT-FNA in obtaining adequate
cells from neuroendocrine tumors of the
pancreas for the diagnosis and performing
additional immunohistochemical stains [42].
Mallery et al. compared 149 FNA samples (in
128 patients) over a 5 year period of time
performed with surgical, CT, and EUS
guidance at Massachusetts General Hospital
[43]. There was no significant difference in
accuracy rates for EUS (76.4%), CT/US
(81.4%), and surgically guided (81.8%)
pancreatic biopsies. However, EUS was used
when masses were smaller as compared with
CT/US and surgery. In univariate analyses,

factors associated with greater accuracy
regardless of technique were as follows: 1)
older age, 2) larger size of the mass, and 3)
participation by a cytologist during the
procedure.

Conclusion

In summary, there are two major indications
for pancreatic FNA, the need for
documentation of malignancy prior to
chemotherapy and the evaluation of an
atypical pancreatic mass lesion. There are two
common methods for the obtaining a tissue
diagnosis, CT/US-guided FNA and EUS-
guided FNA. In patients with a large
unresectable pancreatic mass, either technique
may be used to obtain diagnostic tissue.
Small, intra-pancreatic masses often have a
wide differential diagnosis and should be
evaluated with EUS and FNA.
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