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Introduction 

Gallbladder cancer is rare. About 3,000 deaths from
extra-hepatic biliary tract neoplasms were recorded in
Italy in 2002, representing 1.3% of all cancer deaths in
men and 2.7% in women [1]. In Western countries, the
incidence is higher in women (about 1.5/100,000/year)
and in people aged over 65 years [2]. Because symptoms
are not very specific and can be confounded with biliary
lithiasis, gallbladder cancer is often identified inciden-
tally during laparoscopic resection for gallstones or it is
diagnosed at a very advanced stage, when pain and/or
jaundice appear. Prognosis is largely influenced by the
stage at diagnosis, being very poor for Stage IV tumors
(median survival: 3-6 months) and favorable for in situ
tumors (about 80% of patients are alive at 5 years).
Although the definition of Stages II and III have been
amended in the sixth edition (2002) of the TNM-AJCC
Cancer Staging system with respect to the fifth edition
(1997), in general we can say that long-term outcome
depends on the depth of invasion of the gallbladder wall,
and that prognosis is worsened by the presence of lymph-
node metastases, and by venous, lymphatic or perineural
invasion [3]. Neither adjuvant chemotherapy nor adjuvant
radiotherapy has significant advantages in terms of sur-
vival. 

Ovarian metastases from biliary carcinoma are rare [4-
6]. Most are synchronous diseases, i.e., a pelvic mass that
leads to the diagnosis of primary gallbladder cancer. The
case we describe is intriguing because the ovarian mass
became evident 32 months after resection of the gallblad-
der tumor and it was difficult to distinguish from a
primary ovarian malignancy.

Case Report

A 55-year-old woman was admitted to the Department of
Medical Oncology of the University of Naples Federico II
(Italy) in July 2008 after a total body computed tomography
(CT)-scan revealed ascites, two liver nodules, multiple subcuta-
neous nodules within the abdominal wall, multiple abdominal
enlarged lymph nodes and a huge pelvic mass involving both
ovaries (Figure 1A, B). Serum levels of tumor markers were
elevated (CEA = 42 ng/ml; CA 19.9 = 10,000 U/ml; CA 125 =
281 U/ml).

The pathological anamnesis revealed that the patient had
received an incidental diagnosis of the gall bladder adenocarci-
noma in November 2005 during a laparoscopic resection of the
gallbladder for biliary lithiasis. A second operation, performed
in December 2005 to verify R0 resection, revealed no residual
neoplasm on the liver bed (IV and V hepatic segment), but a
lymph node behind the principal biliary duct proved to be
metastatic (final stage was pT2,N1; TNM Stage IIB, AJCC
Cancer Staging Manual, sixth edition, 2002). The patient
received adjuvant chemotherapy (5-fluorouracil plus lederfolin)
from February to June 2006.

Between April and June 2008, the patient experienced recur-
rent episodes of venous thrombosis in the left jugular vein, the
parva saphena of the left leg and in the left brachial vein, and
was, thus, on therapy with warfarin sodium.

In August 2008, abdominal laparoscopy was carried out for
staging and histological definition of the neoplasm: a large mass
originating from the right ovary occupied all the pelvis, up to
the umbilical region; about 150 cc of bloody ascites were aspi-
rated; there were no macroscopic tumor deposits on the parietal
peritoneum, abdominal wall, liver, stomach, or colorectal
surface and no enlarged lymph nodes were observed. The ante-
rior peritoneum wall and the right ovary were biopsied, and the
histological analysis indicated a “mucinous, borderline, G2 ade-
nocarcinoma of the ovary wall"; the peritoneum was free from
neoplasia. At immunohistochemistry, sections were cytokeratin-
7 positive, cytokeratin-20 negative and weakly CEA-positive.
Cytology of the ascites revealed no tumor cells. The same
pathologist re-analyzed the paraffin-embedded tissues obtained
during surgery in 2005 and confirmed the diagnosis of adeno-
carcinoma infiltrating the gallbladder wall (Figure 2A) and one
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regional lymph node; at immunohistochemistry, neoplastic cells
were CK7+, CK20- and focally CEA+.

Because the bilateral ovarian mass was judged operable at
laparoscopy, in September 2008, the patient underwent radical
hysterectomy, resection of the bilateral ovarian masses, omen-
tectomy and regional lymphadenectomy. Exploration of the
abdominal cavity and the liver surface did not reveal any macro-
scopic neoplastic deposit; no residual disease after surgery was
present (macroscopically R0). Histological diagnosis was bilat-
eral ovarian mucinous adenocarcinoma infiltrating the capsules
of both ovaries, the Douglas cavum, and three lymph nodes near
the left iliac artery; a cluster of signet-ring cells was present on
the right ovary (Figure 2B). The bilateral tumor, the neoplastic
cells on the surface of the ovaries, the focal signet-ring cell area
and the previous gallbladder adenocarcinoma suggested a diag-
nosis of metastasis from the biliary-tract tumor.

Paraffin-embedded tissues of the gallbladder, regional lymph
nodes (resected in 2005) and ovarian mass (resected in 2008)
were examined at the Department of Pathology at the Massa-
chusetts General Hospital, Boston, USA, and the results of the
consultation confirmed a metastatic mucinous ovarian adeno-
carcinoma form gallbladder tumor.

On October 2008, the patient become symptomatic with
abdominal pain, fever, dyspnea, cough, anorexia and fatigue.
She then underwent restaging, and a total-body CT scan showed
multiple enlarged lymph nodes in both the mediastinum and
abdominal cavity; one nodule (25 mm diameter) in the left
breast; two metastatic nodules (20 and 27 mm, respectively) at
the VI hepatic segment; a mass (16 x 14 mm) behind the gastric
antrum; multiple subcutaneous and infra-muscular nodules in
the abdominal wall (maximum diameter, 29 mm); and partial

thrombosis of the pulmonary arteries, the left vena brachio-
cephalica, the sub-renal tract of the inferior vena cava, the left
vena iliaca communis and the right vena femoralis. Esopha-
gogastroduodenoscopy did not show pathologic involvement of
the gastric mucosa. 

In November 2008, the patient started chemotherapy with
gemcitabine + oxaliplatin. After four cycles of chemotherapy,
performance status (ECOG scale) increased from 2 to 0; and a
CT-scan showed complete resolution of the thrombosis of the
pulmonary arteries and the inferior vena cava, disappearance of
the nodule in the left breast, and substantial reduction in the size
of all the mediastinic and abdominal lymph nodes and nodules
in the abdominal wall, and a minor response of liver metastases,
with no new lesions.

Discussion

In Western countries, about 10% of ovarian neoplasms
are metastatic tumors, mostly originating in the gastroin-
testinal tract (colon, appendix, stomach or pancreas). The
differential diagnosis of mucinous ovarian carcinoma
remains an intriguing challenge for the pathologist, espe-
cially when the ovarian mass is metachronous. Both
microscopy and immunohistochemistry are useful but not
determinant in distinguishing primary from metastatic
disease. Cytokeratine expression is routinely performed
because CK7 staining is present in virtually all primary
ovarian tumors, and CK20 is very frequently expressed in
colorectal and gastric tissue. However, CK7 positivity is

Figure 1. — Abdominal CT-scan showing the large bilateral
ovarian mass; frontal (1A) and sagittal (1B) image.
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also present in many gastrointestinal tumors, and about
75% of primary mucinous ovarian cancers have patchy
CK20 staining [7]. Pathological anamnesis and gross fea-
tures of the tumor mass may also aid diagnosis: bilateral-
ity, advanced stage and surface tumor deposits are char-
acteristics of metastatic disease, whereas unilateral, large
ovarian masses suggest a primary tumor. Benign or bor-
derline areas generally indicate a primary ovarian neo-
plasm, but these features are found in about 30% of intes-
tinal carcinomas [7].

The long-term outcome for patients radically resected
for a pT2N1 gallbladder cancer is unfavorable, median
survival being less than 20 months [8]. Several retrospec-
tive analyses suggest that postoperative radiotherapy can
prolong survival of patients with gallbladder cancer diag-
nosed at the regional stage [9], but no randomized clini-
cal trial has shown that adjuvant treatment is significantly
beneficial. The patient reported herein was treated with
adjuvant chemotherapy and had a progression-free inter-
val of 32 months, that is quite long considering the stage
at diagnosis.

Migrant superficial thrombophlebitis (historically
called “Trousseau Syndrome”) is a paraneoplastic phe-
nomenon mostly associated with pancreatic or lung
tumors. About 5-10% of cases with unprovoked venous
thromboembolism subsequently receive a diagnosis of a
previously undetected tumor [10]. Interestingly, in our
patient this syndrome preceded by a few months the diag-
nosis of the large ovarian mass subsequently identified as
metastases from a gallbladder tumor, whereas deep
venous thrombosis, requiring permanent anticoagulant
treatment, occurred during advanced disease. 

In conclusion, it is important to suspect metastatic
disease when assessing a mucinous ovarian mass, and in
case of multiple recurrent venous thrombophlebitis. 
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Figure 2. — Adenocarcinoma infiltrating the muscle wall of the gallbladder (hematoxylin and eosin x 110) [2A]; mucinous adeno-
carcinoma extensively infiltrating the ovarian parenchyma (hematoxylin and eosin x 206). Note the focal mucinous differentiation
at the inner left corner [2B].
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