RELATOS DE CASOS

Cistoadenocarcinoma biliar

Biliary cystadenocarcinoma

o NTRODUCTION

Biliary cystadenocarcinoma is an
uncommon cystic tumor occurring in
less than 5% of all hepatics tumors (1).
Up till 1998, there have only been 113
cases reported in the literature (2). This
tumor can arise in the liver or in the
extrahepatic biliary system, which is
less frequent (3). Cystadenocarcino-
mas are generally multiloculated (1).
A palpable mass or hepatomegaly is the
usual clinical finding (1). Cystadeno-
carcinomas normally contain hemor-
rhagic or chocolate-colored fluid (4, 5).
It is postulated that biliary cystadeno-
carcinomas arise from a preexisting
biliary cystadenoma (4). This is a re-
port of a patient with biliary cystade-
nocarcinoma who was previously trea-
ted 1 year before this diagnosis for a
biliary cystadenoma.

Unitermos: Biliary Cystadenocar-
cinoma, Cystic Liver Disease, Biliary
Cystadenoma.

@ASE REPORT

C.V.M., a 45-year-old white man
presented with syncope, abdominal
pain in epigastric region, pallor, dia-
phoresis and a large epigastric pal-
pable mass. The computed tomogra-
phic (CT) images revealed a low-
density cystic lesion in the liver, with
internal septation in segments I, II, 111
and 1V and parts of segments V and
VIII (Figure 1). The patient was ane-
mic at presentation. He was treated by
partial cyst resection and eletrocoagu-
lation of the capsule in contact with the
liver parenchyma because of the pro-
ximity of the medial hepatic artery.
The liquid in the interior of the cyst
was noted to be cloudy brownish. At
operation, a liver cyst was also seen.
The biopsy revealed hepatic adeno-
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ma. The cytopathologic examination
was negative for malignant cells as
well as the culture tests. Other tests
that were performed included: gluco-
se, 16; proteins, 4.34; lactate dehydro-
genase (DHL), 24.700; pH, 6.76; cho-
lesterol, 71; carcino embryonic antigen
(CEA), 17.865; CA 19-9, 329. The pa-
tient had an unremarkable postopera-
tive course.

One year after his initial surgery,
the patient began complaining of ab-
dominal pain. A fixed, non-pulsating
mass was detected in the right hypo-
chondrium during abdominal examina-
tion. The laboratory tests were as fo-
llows: AST, 11 mU/mL; ALT, 26 mU/
mL; alkaline phosphatase, 261 muU/
mL; total protein, 7.3 g/dL; albumin,
3.6 g/dL; total bilirubin, 0.4 mg/dL.
Abdominal computed tomographic
imaging revealed a cystic lesion mea-
suring 4.4 cm arising in previous re-
section edge until the dermis (Figure
2), enlargement of right abdominal
wall and retus abdominal muscle and
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a nodular image in subcutaneous tis-
sue measuring 3.0 cm (figure B).

On August 2002, he underwent a
segmentectomy (V and V111 segments),
resection of regenerated hepatic tissue,
hepatic linfadenectomy, abdominal
wall and diaphragm resections. Mi-
croscopic examination showed a well
differentiated biliary cystadenocarci-
noma with adequate surgical margins

Figure 1 — cystic low-density lesion with internal septation.
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Figure 2 — cystic lesion measuring 4.4 cm arising in previous resection edge until the
dermis.

(Figure 3). Postoperatory laboratory
tests were as follows: AST, 24 mU/mL;
ALT, 76 mU/mL; alkaline phosphata-
se, 93 mU/mL,; total protein, 5.3 g/dL;
albumin, 3.3 g/dL; total bilirubin 0.55
mg/dL; gama GT, 57; DHL, 276; pro-
torombine time, 58%; CEA, 1; CA 19-
9, < 1. He was discharged 2 weeks la-
ter and after one month, he had reco-
vered completely enough to returne to
work. One year later he remains symp-
toms free.

@ ISCUSSION

Biliary cystadenocarcinoma is a
rare malignant epithelial tumor of the
hepatic tissue. Takayasu et al (6,7) re-
ported an incidence of 0.41% among all
hepatic malignant epithelial tumors. This
tumor usually occurs in middle-aged
women, having a less favorable prog-
nosis in men (6). Approximately 85%
of these tumors are intrahepatic and
15% are extrahepatic, localized in the
biliary ducts or the gallbladder (8). A
palpable mass or hepatomegaly is the

usual clinical finding, followed by ab-
dominal pain or discomfort and eleva-
ted liver function tests (1,9). Non-spe-
cific clinical manifestations are varia-
ble and include upper abdominal mass,
local pain, jaundice, ascites and wei-
ght loss (2,4,10). The most common
symptom is obstructive jaundice when
the tumor is located in extrahepatic
region. Distant metastases are infre-
quent (3). Takayasu et al reported bone
metastases in 1 patient and Cheung et
al reported pulmonary metastases
(7,11). Mucobilia (9), fibropolycys-
tic disease (12), duodenal perforati-
on or invasion (6, 13), peritoneal car-
cinomatosis (14), nausea (5) and re-
current jaundice (5) are uncommon
manifestations of biliary cystadeno-
carcinoma.

Biliary cystadenocarcinoma has
been described to arise from a conge-
nital liver cyst, bile duct or biliary cys-
tadenoma (15,16). Other proposed
theory is that it develops from ectopic
remnants of primitive foregut seques-
tered within the liver or from rests of
embryonic gallbladder tissue. Because
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90% of the biliary cystadenocarcino-
ma are composed of benign epithelium,
it has been postulated that this tumor
could arise from a previously benign
cystadenoma (2).

These tumors can have a good
prognosis if ovarian stroma is present.
It occurs only in women. The subgroup
of biliary cystoadenocarcinomas tu-
mors that are associated with a pree-
xisting cystadenoma is thought to have
a particularly poor prognosis. This
subgroup occurs in both men and wo-
men, has a more aggressive phenotype
and a reported mortality of up to 50%
(8). Is not clear if changes of atypia or
dysplasia in the epithelium have the
worst prognosis (8). Some parts of the
tumor can display poor differentiation
presenting anaplastic or sarcomatous
transformation. It is possible that ana-
plastic alteration is associated with less
aggressive invasion of the tumor (17).
However compared with other prima-
ry malignancies of the liver, biliary
cystadenocarcinomas has generally
have more indolent disease, and are
associated with a more favorable prog-
nosis (2,18).

Histologically, biliary cystadeno-
carcinoma differs from biliary cysta-
denoma, because it presents with ce-
llular pleomorphism, anaplasia and in-
filtration of the underlying fibrostoma.
The malignant epithelium is typically
multi-layered with numerous papilla-
ry projections, which breaks or erodes
the basement membrane. Benign co-
lumnar epithelium is observed in 91%
of the cases (9). The walls of the bilia-
ry cystadenocarcinoma are generally
collagenous and hyalinized or relati-
vely acellular (1). It could be due to
this feature that a benign diagnosis was
iniatially made in our patient. Someti-
mes an unusual case of biliary cysta-
denocarcinoma with oncocytic diffe-
rentiation can occur (19). Biliary cys-
tadenocarcinoma can be categorized
as “noninvasive type” when the tu-
mor is confined to the cyst wall with-
out any invasion into the liver paren-
chyma or adjacents organs and “in-
vasive type” for tumors extending
through the diaphragm or surroun-
ding liver tissue (17).
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Figure 3 — a well differentiated biliary cystadenocarcinoma with no tumor in the
surgical limits.

Immunohistochemical studies in
cystadenocarcinoma show positive
reactions with carcinoembryonic anti-
gen (CEA), tissue polypeptide antigen,
carbohydrate 19-9, and Dupan-2 (17).
High levels of serum and cystic CEA
and CA 19-9 seem to help in the diag-
nosis of cystadenoma but not cystade-
nocarcinoma. Histological evaluation
is the only method to discriminate
malignant from benign cysts (20).

Biliary cystadenocarcinoma can
appear as an isolated unilocular cystic
mass or as a multilocular cystic mass
with multiple satellite tumors. The
most characteristic manifestation are
isolated multilocular cystic mass. On
computed tomography (CT), these le-
sions are low-density, intrahepatic le-
sions with internal septa and mural
nodules. These tumors contain muci-
nous, serous, bile-tinged or brownish
cloudy fluid without cells (21). Irregu-
lar, papillary growths and mural nodu-
les along the internal septa and wall
are seen in biliary cystadenocarcino-
ma (21). Calcification is uncommon
finding, however calcific foci in the
septa and wall are rarely detected on
CT and if the calcification is present,
it indicates a more likely diagnosis of
biliary cystadenocarcinoma (10, 22). In
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this case, the patient presented with
cystic lesion irregular walls, few sep-
tations, and no calcification seen on
initial CT scan at the first surgery and
cystic lesion with irregular walls. Drip
infusion cholangiographic-CT, a sim-
ple and noninvasive examination may
be the most useful for differentiating
biliary cystadenoma/cystadenocarci-
noma from other intrahepatic cystic
lesions (23). Magnetic resonance
imaging (MRI), because of increased
contrast and spatial resolution, may
be a more specific imaging modality
in the detection of biliary cystic neo-
plasms (24).

Using hepatic angiography, bilia-
ry cystadenocarcinomas are seen as
abnormal clusters of vessels within
the walls and on delayed images, ac-
cumulation of contrast material wi-
thin the wall of septa (21). Stretching
of the thin hepatic arteries and irre-
gular calibres of the peripheral arte-
ries in the arterial phase and stains
in the parenchymal phase are also
demonstrated (7). On sonograms they
appear as ovoid, cystic mass with mul-
tiple septa and papillary excrescences
or fluid-fluid levels (21). Ultrasono-
graphy can show internal septa more
accurately than CT (22).

In a study by Seo et al (25) using
cholangioscopic findings to detect bile
duct tumors, 2 patients (1.8%) were
diagnosed as biliary cystadenocarcino-
ma among 111 patients being investi-
gated for biliary masses. It was noted
that laparoscopically the malignant le-
sions had larger cystic spaces and mu-
cosal masses resembling “coral reef”
compared with the benign-tumors.

The differential diagnoses that need
to be considered in the investigation
of a biliary tumor are that of an abs-
cess, hydatid disease of the liver (8,
21), hematomas, echinococcal cyst,
undifferentiated embryonal sarcoma
and cystic metastasis (21).

With regards to establishing a diag-
nosis, fine needle aspiration biopsy is
often avoided due to its potential to dis-
seminate the tumor into the peritoneum
(9, 13, 7). According to lemoto et al
(2, 14), aspiration or drainage should
be performed carefully to avoid com-
plications as peritoneal pseudomyxo-
ma or carcinomatosis. Surgical excision
is the treatment of choice for both be-
nign and malignant lesions if there are
no contraindications (6, 8, 9, 13).

In cystadenocarcinoma, total resec-
tion is the preferred treatment. In case
of insufficient remaining liver tissue or
location of the tumor near importants
arteries, crioterapy, micro-wave coagu-
lation, or interstitial thermotherapy by
laser are possible options. Radiofre-
quency ablation (RFA) of hepatic ma-
lignancies is a safe and promising tech-
nique for unresectable tumors and can
be performed percutaneously, laparos-
copically or during an open surgical
procedure with low rates of morbidity,
mortality and local recurrence. RFA
can be combined safely with partial
hepatic resection of large lesions (26).

No further treatment is usually re-
quired if the tumor is confined to the li-
ver (2). At present there is no evidence
to suggest that postoperative chemothe-
rapy or radiotherapy are of benefit. In
patients with metastatic disease, chemo-
therapy and / or radiotherapy have been
used. Doxorubicin and 5-fluorouracil
containing regimens have been previous-
ly reported in the literature with varying
degrees of response (2).
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The prognosis for the patients who

have the tumor completed resected is
good (12). The overall 5-year survival
for patients with biliary cystadenocar-
cinoma who had been treated by sur-
gical resection is 65-71%. If a complete
surgical resection with negative histo-
logic margins is achieved, a 5-year sur-
vival rate of 100% and a recurrence
rate of 13% have been described (9).
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