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ABSTRACT

Context: Squamous cell carcinoma of the pancreas is a rare entity.
The incidence has been estimated at approximately 1% of all
pancreatic malignancies. The histogenesis is uncertain, but it has
been proposed to originate from areas of squamous metaplasia of
pancreatic ductal epithelium. Aims: We report a case of 68 years
old patient with a liver metastatic squamous cell carcinoma of the
pancreas. Histological diagnosis was established by CT guided biopsy
of the liver. Two types of chemotherapy have been performed with an
association of Gemcitabine and cisplatinum. An objective response
was obtained and the patient’s health improved. Conclusion: Pure
squamous cell carcinoma of the pancreas is a very rare malignancy.
In most cases, it is not possible to make a preoperative histological
diagnosis and curative resection is unlikely because of dissemination
at the time of initial diagnosis or laparotomy.
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INTRODUCTION

Squamous cell carcinoma of the pancreas is an extremely rare
subtype of pancreatic cancer of ductal origin, with an incidence of

123 Normally, the pancreas

0.5 to 2% of all pancreatic malignancies
is entirely devoid of squamous cells and hence the pathogenesis
431 This carcinoma is poorly

understood with respect to causation, risk factors, biologic behavior,

of this carcinoma remains uncertain'

and response to chemotherapeutic agents™. Its prognosis remains
poor, as for other pancreatic carcinoma™®. We present a case of
Squamous cell carcinoma of the pancreas with liver metastasis
treated with chemotherapy. A literature survey of this rare form is
also provided.

CASE REPORT

A 68-year-old man presented to us with a colicky pain localized to the
right upper abdomen. Epigastric and upper abdominal pain had been
present intermittently for three months prior to the admission. This
pain was accompanied by a history of dyspepsia and progressively
increasing jaundice with clay-colored stools. There was no history of
fever or pruritus. On physical examination, there was evidence for
icterus without any palpable neck lymphadenopathy. The gallbladder
was not palpable and no evidence was found for ascites or peripheral
edema. Initial laboratory investigation revealed abnormal liver
tests; bilirubin 60 pmol/L (reference: range: 0-17 pmol/L) alcalin
phosphatase 2,563 TU/L (reference: range: 40-120 IU/L), and GGT
552 IU/L (reference: range: 0-150 IU/L). A chest X-ray examination
showed no abnormality. Abdominal ultrasonography demonstrated
multiple hypoechogen liver nodules suggestive of secondary lesion.
The pancreas could not be evaluated. Abdominal and chest computed
tomography scan confirmed the presence of hypodense liver nodules
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and a tumor of the tail of the pancreas hypodense and necrotic
measuring 55x45 mm. A per-cutaneous biopsy of the liver metastasis
showed metastatic well-differentiated SCC, no glandular components
were seen (Figure 1). Results of a search for other possible primary
SCC with a spiral CT scan of the thorax, neck, and nasopharynx
were negative. Endoscopy of the upper gastrointestinal tract
revealed no primary esophageal cancer. The diagnosis of pancreatic
carcinoma with liver metastasis was strongly postulated. The patient
had chemotherapy with gemcitabine and cisplatinum for 7 weeks.
Under the effect of this treatment, the pain quickly disappeared.
Morphological assessment showed an objective decrease in the size
of liver metastases and the pancreatic tumor. The general condition
of the patient remains stable and he is still alive 28 months after
diagnosis.

Figure 1 Histological section demonstrating a well-differentiated
squamous-cell carcinoma of the pancreas without adenomatous features
(HE, x200).

DISCUSSION

The pancreas can be involved by a variety of neoplastic processes.
Ductal carcinoma is the most common pancreatic cancer, and this
classification is further subdivided into adenocarcinoma and SCC™.
The classic adenocarcinoma constitutes about 75% to 81% of all
pancreatic cancers. SCC of the pancreas is very rare malignancy.
According to the World Health Organization (WHO) classification,
it represents a special form of adenosquamous carcinoma®”. It has
various reported incidence rates, in seven larges series, an average
of 0.5% to 2% was reported”*”". This discrepancy in the reported
incidence rates can be explained in part by the fact that some of the
cases represent adenosquamous carcinoma rather than pure SCC of
the pancreas™.

Because of its rarity, SCC in the pancreas is presumed to be
metastatic from another primary site, until proven otherwise.
Appropriate radiographic and endoscopic evaluations are needed
to rule out this possibility. However, it should be noted that the
metastases to the pancreas are rare™>'".

We undertook a MEDLINE database search to identify cases of
pure squamous cell carcinoma of the pancreas reported in the English
literature and their management and outcomes using the following
key words: carcinoma, squamous cell, pancreas, exocrine, pancreatic
neoplasms. We have identified (Table 1) a total of 40 cases of pure
squamous cell carcinoma of the pancreas, diagnosed based on
histology findings, have been reported in the English literature®,

No specific known risk factors exit for the development of primary

SCC of the pancreas other than risk factors associated with the
more common ductal adenocarcinoma. Multiple theories have been
postulated to explain the development of pancreatic specimen cell
carcinoma. These include™*'"'>"): (1) A primitive cell capable of
differentiating into either Squamous or glandular carcinoma undergoes
malignant change; (2) A pre-existing adenocarcinoma undergoes
squamous changes; (3) An aberrant squamous cell undergoes a
malignant change; (4) A malignant transformation of squamous
metaplasia, secondary to chronic inflammation.

During periods of inflammation such as pancreatitis, squamous
metaplasia of the ductal columnar cells can be observed. Squamous
metaplasia of the pancreatic duct is found in 9%-64% of pancreas

14]

routinely examined at necropsy™*. Despite this frequency of squamous

cell metaplasia, its transformation to SCC is a rare event™'.

Observations of squamous carcinoma listed in the literature have
for most been documented by the anatomo-pathological exam of
an autopsy or surgical specimen. For many authors, the diagnostic
of squamous carcinoma can only be put after multiples cut and
colorations to eliminate all glandular components™"". However, it
does not appear to exist clear consensus on the histological analysis
method. Thus, the over estimate of the incidence rate of the squamous
carcinoma is possible. In our presentation, the absence of histological
analysis of the pancreas tumor does not permit to separate a mixed
pancreatic tumor of which only the squamous component is metastatic
in liver.

The clinical presentation of SCC is similar to that of
adenocarcinoma with patient presenting with upper abdominal and
back pain, anorexia, weight loss, nausea vomiting, and obstructive
jaundice!™'>'*'”. In some cases, hypercalcemia or tarry stool also
occurred as a main feature"*'®. One of the unusual presentations
is upper gastrointestinal bleeding and melena secondary to gastric
U] The anatomic head, tail, and body of the pancreas seem to
be affected equally by SCC®"**”. The mean tumor size as reported by
brown ef al in the review of 25 cases with detailed data was 7.8 cm®.,

invasion'

No specific laboratory investigation is helpful in the diagnostic or
monitoring of pancreatic squamous cell carcinoma™,

Approximately 95% of patients show evidence of disseminated
or locally metastatic diseases at the time of initial evaluation or
laparotomy, with the regional lymph nodes, liver, lung and bones
being most commonly targeted”**".

Tow radiographic features: enhancement of the tumor on contrast
CT and tumor blush patterns on angiography have been reported
to aid in the differentiation of pancreatic squamous cell carcinoma
and classical ductal adenocarcinoma. Both of these radiographic
phenomena are probably a result of the hypervascularity of squamous

[LIS2231 - Although this finding is unusual in typical

cell carcinoma
adenocarcinoma of the pancreas, hypervascularity can be seen with
cystadenoma, cystadenocarcinoma, islet cell tumors, angiosarcoma,
and hemangiomas.

Histology findings characteristic of SCC of pancreas frequently
reported in the literature include keratinization with eosinophilic
cytoplasm on hematoxylin and eosin staining, the formation of whorls
or “pearls” with intracellular bridges, and irregularly shaped nests and
cords of epithelial cells™.

Desmoplastic response secondary to ductal obstruction may be a
prominent feature!®'”). No criteria exist for the cytologic distinction
of metastatic from primary pancreatic squamous cell carcinoma®
and this situation again emphasizes the importance of searching for
another primary source by an extensive workup including exploration
of head, neck, lung, and esophagus.

Several options for treating pancreatic squamous cell carcinoma

© 2014 ACT. All rights reserved.
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are described in the literature. They include surgical resection,
chemotherapy, with curative resection being the best therapeutic
option in the appropriate setting. In most cases (more than 80%),
curative resection of the tumor is impossible because of dissemination
and/or metastasis at the time of initial evaluation or laparotomy.
Some investigators report a better response to chemotherapy based
on gemcitabine', and some patients seem to have a “benign”
course™. Although the few reports of the use of chemotherapeutic
agents including an objective response to gemcitabine in unresectable
tumors, the response to various chemotherapeutic agents as well as
radiotherapy is not encouraging and the prognosis of this malignancy
remains poor”>". The literature on SCC has reported a variety of
median survivals, with one study showing a median survival of
7months (range: 6-16 months) for patients who underwent curative
resection and three months (range: 0.25-9 months) for patient who did
not undergo curative resection”'”. One-year and 5-year survival rates
of 5% and 1% respectively, in most of reports render the prognosis of
this cancer even worse than that of the usual adenocarcinoma™"?".
Virtually all reported cases were locally advanced or metastatic on the
patient’s initial presentation.

CONCLUSION

Squamous cell carcinoma of the pancreas is a rare malignancy.
Outside of some morphological features, clinical presentation is the
same that adenocarcinoma. A curative or palliative surgical treatment
must be performed when the tumoral extension and the patient’s
general state permit it. Otherwise, the use of chemotherapy as the
gemcitabine may give an improvement of the survival or even an
objective response in an exceptional way.
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