144 4

¢ CASO CLINICO

An unusual cause of recurrent acute pancreatitis

Carolin Desire Nava, Carlos David Porén, José Celso Ardengh

Endoscopic Service of the 9 de Julho Hospital Sao Paulo, Brazil.

Acta Gastroenterol Latinoam 2017;47:144-147

Recibido: 12/12/2016 / Aceptado: 24/02/2017 / Publicado ON-line: 03/07/2017

Summary

Introduction. Acute pancreatitis is an inflammation of the
pancreas that can cause systemic inflammatory response syn-
drome and develop therefore according to the disease’s severity
a significant rate of morbidity and mortality. Cholelithiasis
and alcohol consumption are the most frequent causes. The
occurrence of recurrent episodes of acute pancreatitis caused
by pancreatic cancer is rare. The authors present a case of
recurrent acute pancreatitis caused by a rare pancreatic neo-
plasia. Case report. A 35-year-old female patient presented
abdominal pain of high intensity in the upper right qua-
drant with 15 days of evolution, also associated with nausea
and vomiting. After the onset of pain, jaundice and colure
appeared gradually, without clinical improvement, because
of this, the patient decides to come to our emergency service.
At admission, amilase was elevated five times the upper limit
of normal; gamma-glutamyltransferase, aspartate amino-
transferase and alanine aminotransferase (GGT, TGP and
TGO), were also high. Elevated bilirubin at the expense of
the direct fraction were observed too. He reporss that 6 years
previously, he presented two cases of extrahepatic cholestasis,
the first one being associated with acute pancreatitis. The
patients also refer another two episodes of acute pancreatitis.
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Una causa poco frecuente de
pancreatitis aguda recurrente

Resumen

Introduccién. La pancreatitis aguda es una inflamacion
del pdncreas que puede conllevar a un sindrome de respues-
ta inflamatoria sistémica y con esto desencadenar diversas
consecuencias de morbilidad y mortalidad segiin la severi-
dad de la misma. En la actualidad su incidencia es cada
vez mayor, representando una de las causas mds comunes de
hospitalizacidn por causa gastrointestinal. Litiasis vesicular
y el consumo de alcohol son las causas mds frecuentes. La
pancreatitis aguda recurrente, sigue siendo un desafio a nivel
clinico y terapéutico, especialmente por sus miltiples causas
y su presentacion debido a cdncer de pdncreas es extrema-
damente rara. Presentamos un caso de pancreatitis aguda
recurrente causada por una neoplasia de pdancreas. Caso cli-
nico. Paciente femenina de 35 afios con dolor abdominal
de moderada a fuerte intensidad en hipocondrio derecho sin
irradiacidn que cede con la administracidn de antiespasmd-
dico, concomitantemente nduseas y vémitos de 15 dias de
evolucidn, posteriormente se asocia al cuadro clinico icteri-
cia, coluria sin mejoria clinica, motivo por los cuales acude a
nuestro centro. Al ingreso presenta amilasa elevada 5 veces el
limite normal. y glutamil transpeptidasa, aspartato y alani-
no transferasa (GGT, TGPy TGO) estdn elevadas. Bilirru-
binas a predominio de la fraccion directa. Como antecedente
refiere 6 afios dos cuadyos de colestasis extra hepdtica, siendo
el primero de ellos asociado a pancreatitis aguda. Asi mismo
otros dos episodios mds de pancreatitis aguda.

Palabras claves. EUS estatificacion, neoplasias pancredti-
cas, carcinoma de células acinares, diagndstico, tratamiento.
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Case report

35-year-old female patient presented for two weeks
high-intensity abdominal pain predominantly located
in the right upper quadrant, it is associated with nau-
sea and vomiting. After the onset of pain, jaundice and
dark urine appeared. Amylase greater than 894 U/L,
lipase = 2653 U/L, AST = 1345 U/L, ALT = 1876 U/L,
and GGT = 678 U/L. Bilirubin was high with a greater
direct fraction. Transabdominal ultrasound (US) and
magnetic resonance imaging (MRI) were performed

Figure 1. MRI of the upper abdomen shows a solid-cy-
stic pancreatic lesion well circumscribed of 3 cm located
in the head of the pancreas with a dilation of the com-
mon bile duct and the hypodense image inside the main
pancreatic duct with the dilation.

Figure 2. The same findings were obser-
ved in t.be ERCP.

(Figure 1). Six years before she presented two episodes
of extrahepatic cholestasis, the first one was associated
with acute pancreatitis. The second episode was asso-
ciated with jaundice and was performed endoscopic
retrograde cholangiopancreatography (ERCP) that find
common bile duct stones and dilated bile duct showed
by US. Papillotomy and mechanical biliary clearance
were performed. She had undergone a cholecystec-
tomy one week after these symptoms. Two years after
she presented a new pain episode, associated with AST
and ALT elevation more than 20 times the normal
and serum amylase more than 3 times normal. The
treatment was conventional. The evolution was good
until this new episode of acute pancreatitis. The patient
was submitted to MRI (Figure 1) and a new ERCP (Fi-
gure 2). Because of this the patient was carried to EUS
with guided fine needle aspiration biopsy (EUS-FNA)
who found hyper vascular lesion in pancreatic isthmus.
The diagnosis of EUS microhistology was acinar cell
carcinoma (Figure 3). Patient undergoing to gastroduo-
denopancreatectomy. Tumor pathology report a 4.0 x
3.0 x 3.0 cm mass (Figure 4). Well-differentiated acinar
cells carcinoma unifocal, solid and cystic, with mito-
tic activity 2/10. No evidence of vascular, lymphatic
and perineural invasion. Some foci of necrosis present.
Chronic pancreatitis changes were found in the un-
derlying pancreatic parenchyma. Disease-free margins
were obtained. Immunohistology was positive for chy-
motrypsin and trypsin (Figures 5 and 6) Pathological
stage: pI2pNO (tumor larger than 2 cm, restricted to
the pancreas). After 8 years’ follow-up, the patient was
in good health condition.

Figure 3. EUS imaging showed a hypoechoic mass
(tumor) inside the main pancreatic duct (yellow arrows).
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Figure 4. Product of the GDP (surgical specimen).
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Discussion

Acinar cell carcinoma (ACC) is an epithelial tumor
of pancreas, considered as a rare neoplasia and accoun-
ting 1-2% of exocrine pancreatic neoplasms, defined by
its resemblance to the acinar cells and exocrine pancrea-
tic enzyme production. The acinar differentiation is de-
fined as production of zymogen granules, most of them
are solid and malignant, only acinar cells cystadenoma
are benign, the rest are acinar cystoadenocarcinoma and
mixed variants with neuroendocrine and ductal carcino-
ma. To define as acinar must not exceed 25% of endo-
crine or ductal cells.! Is more common in the pancreatic
head, men ratio 3.6:1 compared with women, with a
peak incidence in the sixth decade,"? but approxima-
tely 6% ACCs occur in childhood, and 15% of pediatric
pancreatic neoplasms are ACCs.>?

This tumor does not have typical presentations, be-
cause is relative circumscribed, invasion of the biliary
system is less frequent than another carcinomas;® con-
ventionally the symptoms are related to mass effect.
These include weight loss, abdominal pain, vomiting
and general weakness. Ten and fifteen percent of pa-
tients have lipase hypersecretion syndrome, presenting
skin nodules related with subcutaneous fat necrosis and
polyarthralgia related with secondary cancellous bone
sclerotic lesions; the syndrome is associated with liver
metastases.! Although 13.8% ductal adenocarcinoma
patient presents as acute pancreatitis, this is exceptional
in ACC. Thomas et al, reported a case of a 70 years-old
male patient with acute pancreatitis initial presentation.*
Fabre et al, reported a case of intraductal ACC who pre-
sented with recurrent acute pancreatitis, but was associa-
ted with neuroendocrine microadenoma.’ This case is a
young patient with three episodes of acute pancreatitis
and two of cholestasis in 5-years. At diagnosis, the ave-
rage tumor size is 10 cm, usually are round, with well-
defined contour, a homogeneous contrast uptake, but
lower than the normal surrounding parenchyma. No
specific laboratory abnormalities, but some patients have
elevated serum lipase. EUS-FNA cytology is usually re-
quired for histological diagnosis often is obtained acinar
cell differentiation sample, cell cords and solid nests of
a neoplastic epithelium' that happened to our patient.
Grapes bunch pattern is not common. Some studies has
been trying to relate the utility of EUS elastography and
contrast-enhanced EUS for advantage in the differential
diagnosis of acinar cell carcinoma from pancreatic ductal
adenocarcinoma without success.® The diagnostic hall-
mark of ACC is the immunohistochemically demonstra-
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tion of acinar-specific products such as trypsin, lipase,
amylase, and carboxyl ester lipase (CEL).” Klimstra and
Sigel found differences between cytology and histologic
diagnosis in 14 of 29 cases.® Acinar carcinoma cytology
was misdiagnosed as a neuroendocrine tumor (NET)
or ductal adenocarcinoma in 13 cases.” ACC granular
chromatin without uniform distribution pattern differs
with salt and pepper NET pattern. Immunohistologica-
lly chymotrypsin and trypsin are positive in ACC, but
often negative in NET and solid pseudo papillary tu-
mors (SPT). Five percent of NET shows positive enzyme
markers. B-catenin is positive in nucleus and cell mem-
brane ACC, while NET only present in the membrane.
The strong expression of vimentin can help differentiate
pseudo papillary solid tumor and ACC.” Macroscopica-
lly are usually large, well circumscribed and multino-
dular. Grouped nests pyramidal cells are observed in a
small lumen at microscopic analysis, with pure solid or
acinar pattern.' The prognosis is better compared PDAC
but still is a highly aggressive neoplasm. The median
survival for localized and metastatic disease is 38 and
14 months, and the overall 5-years survival is less than
10%. Fifty percent of patients have metastases at diagno-
sis, and 50% develop additional metastases after surgical
resection. Metastasis is more common to regional lymph
nodes and liver. Factors associated with poor prognosis
are age over 60 years, male gender and tumor larger than
10 cm. The classification stage is the same in all exo-
crine pancreatic carcinoma cells. The only potentially
curative therapy is surgical excision with margins and
lymph nodes free of disease, and the absence of metas-
tasis." In the absence of data on prospective chemothera-
peutic treatment regimens currently DAC or colorectal
cancer are used. 5-FU is the agent used but described ge-
mcitabine, cisplatin, doxorubicin and irinotecan among
others. For locally advanced or metastatic disease, some
studies speak in favor to the combination of oxaliplatin-
based chemotherapy that appears to be most effective
than others available treatments.”” Some reports show
that in selected patients, repeated serum lipase measure-
ments were accurately predicted response to chemothe-
rapy and relapse after surgery."" In unresectably disease,
patients should be treated with 5-FU for neoadjuvant or
palliative treatment.* ACC of the pancreas is conside-
red rare neoplasia, despite its poor overall survival, has a
better prognosis than DAC." The diagnosis is often late
and symptoms are unspecific, few reported initial pre-
sentation cases with acute pancreatitis are known.'” The

pathological diagnosis is made with EUS-FNA since the

differential diagnosis is wide. Immunohistochemically
and enzymatic markers are necessary for an accurate
cytological diagnosis. Surgery is the only chance of cure.
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