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Bilateral ovarian metastases of gallbladder carcinoma — A case report

Obostrane ovarijalne metastaze karcinoma zucne kese

Sasa Ljustina*®, Svetlana Milenkovi¢', RuZica Maksimovi¢*S, Sasa Kadija*§,
Radmila Spari¢**

Clinical Center of Serbia, *Clinic for Gynecology and Obstetrics, "Pathology
Department, *Center for Radiology and Magnetic Resonance Imaging, Belgrade, Serbia;
University of Belgrade, §Faculty of Medicine, Belgrade, Serbia

Abstract

Introduction. Gallbladder carcinoma is a rare malignancy
with a poor prognosis because it is diagnosed late. There are
only a few cases of ovarian metastasis from gallbladder car-
cinoma described in the literature. We presented a rare case
of ovarian metastasis of gallbladder carcinoma and highlight
the importance of differentiation between primary and me-
tastatic ovarian tumors. Case report. A 55-year old women
had cholecystectomy for suspected cholecystitis. However,
histological findings showed invasive adenocarcinoma of
her gallbladder. The patient refused further proposed treat-
ment. Three months later, the same patient presented with
abdominal pain and discomfort. Imaging diagnostic meth-
ods (magnetic resonance scan) showed no local tumour
mass at the site of cholecystectomy, but large, bilateral, mul-
tilocular ovarian tumor of mixed consistency. During sur-
gery, ovarian tumours and infiltration of omentum was
found. A total abdominal hysterectomy with bilateral salpin-
go-oophorectomy and omentectomy was performed. Histo-
logical findings indicated adenocarcinoma but could not dis-
tinguish between a primary ovarian carcinoma and gallblad-
der metastatic tumor. An immunohistochemical examina-
tion clarified that the findings corresponded to metastatic
ovarian adenocarcinoma from the gastrointestinal tract, i.c.,
adenocarcinoma originating from the gallbladder. Unfortu-
nately, the patient did not successfully recover and died
three months later. Conclusion. The presence of ovarian
masses of unknown origin and a diagnostic dilemma be-
tween primary and metastatic tumor require careful clinical,
radiological, intraoperative, and histological examination for
the purpose of establishing a definitive diagnosis and pro-
viding optimal treatment.
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Apstrakt

Uvod. Karcinom zucne kese je redak malignitet koji zbog
kasnog dijagnostikovanja ima losu prognozu. U literaturi je
opisano samo nekoliko slucajeva ovarijalnih metastaza kar-
cinoma zucne kese. Prikazan je redak slucaj bolesnice sa
ovarijalnim metastazama karcinoma Zzucne kese sa akcentom
na znacaju diferencijalne dijagnoze izmedu primarnih i me-
tastatskih tumora jajnika. Prikaz bolesnika. Bolesnici sta-
rosti 55 godina zbog sumnje na zapaljenje Zuc¢ne kese
uradena je holecistektomija. Medutim, histoloskom anal-
izom utvrdeno je da se radilo o karcinomu zuéne kese.
Bolesnica je odbila predlozeno dalje lecenje. Posle tri me-
seca javila se u ambulantu zbog bolova u trbuhu. ImidZing
dijagnostikom (magnetna rezonanca) isklju¢eno je prisustvo
lokalnih tumorskih masa na mestu holecistektomije, ali su
vizualizovani veliki obostrani tumori jajnika mesovite
konzistencije. Intraoperativno, nadeni su tumori jajnika i in-
filtracija omentuma. Uradena je totalna histerektomija sa
obostranom adneksektomijom i totalna suprakolicna
omentektomija. Histologijom je utvtdeno da se radilo o
adenokarcinomu, ali je ostalo nejasno da li se radilo o pri-
marnom adenokarcinomu jajnika ili metastazama karcinoma
zucne kese. Tek imunohistohemijskom analizom utvrdeno
je da se radilo o metastatskom karcinomu jajnika porekla
gastrointestinalnog trakta, najverovatnije zu¢ne kese. Naza-
lost, bolesnica nije uspela da se oporavi i preminula je nakon
tri meseca. Zaklju€ak. Prisustvo ovarijalnih tumora nepoz-
natog porekla i dijagnosticka dilema izmedu primarnog i
metastatskih tumora zahtevaju pazljivo klinicko, radiolosko,
intraoperatvno i histolosko ispitivanje, sa ciljem postavljanja
definitivne dijagnoze i pruzanja optimalnog lecenja bolesni-
ka.
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Introduction

Gallbladder carcinoma is a rare malignancy with a poor
prognosis due to the fact that it is almost always diagnosed at
a late stage of the disease " *. There are no differences in the
clinical presentations of benign biliary disease and gallblad-
der carcinoma, which is why gallbladder carcinoma must al-
ways be kept in mind *. The tumour spreads most commonly
by direct extension and may involve adjacent organs (liver, bile
duct, duodenum, colon), while vascular invasion can cause dis-
tant metastasis into the liver, lungs, and other organs.

Approximately 5% to 15% of malignant ovarian tumors
are metastases from other sites (genital or non-genital tract
tumours) °. Making an accurate distinction between primary
and metastatic ovarian tumors is of a great importance since
mistakes in interpretation can lead to inadequate treatment
and suboptimal outcomes. The origin of ovarian metastasis is
usually the gastrointestinal tract with the best known metastasis
being the Krukenberg tumor arising in 73% from gastric can-
cer *. Moreover, some researchers showed that the most com-
mon non-genital malignant tumors presenting with ovarian me-
tastasis are colon cancer, followed by appendix and breast °. On
the other hand, there are only a few cases of ovarian metastasis
from gallbladder carcinoma described in literature *°.

Case report

A 55-year-old woman underwent a classic cholecys-
tectomy for suspected cholecystitis. As the histologic exami-

nation of the gallbladder showed invasive adenocarcinoma,
the Clinic Cancer Board indicated an exploratory laparotomy
for radical resection, but the patient refused the proposed re-
operation and any further treatment. Three months later, the
same patient presented to a gynaecological outpatient clinic
with lower abdominal pain and discomfort. A mass arising
from her pelvis and extending to the umbilical level of the
abdomen was palpated on a bimanual examination and pre-
sented as solid. The patient’s blood count and liver function
tests were within normal limits. A serum level of Ca-125 was
80.6 U/mL (reference range 0-21 U/mL). Pelvic ultrasono-
graphy showed large, bilateral, multiseptated ovarian tumors
with solid components and the presence of a large amount of
ascites in the abdomen. A magnetic resonance (MR) scan of
her pelvis and abdomen was performed (Figure 1).

A chest radiograph revealed left-sided pleural effusion.
After a preoperative evaluation, an exploratory laparotomy
was performed. Intraoperative findings revealed about five
litres of ascites and bilateral adnexal tumors. The left adnexal
tumor was 20 x 15 c¢m in diameter, and the right one was
15 x 10 cm. Both tumors were of semisolid consistency and
smooth greyish surface, and identification of the ovarian or
tubal tissues was impossible. Tumor infiltration of the blad-
der wall and omentum was identified as well as massive ad-
hesions. A total abdominal hysterectomy with bilateral sal-
pingo-oophorectomy and resection of the visualized tumor
masses and omentectomy were performed.

The postoperative course was uneventful, and the patient
was discharged from hospital on the eighth postoperative day.

Fig. 1 — Magnetic resonance imaging findings: A) The local tumor mass was not seen at the site of the cholecystectomy.
The T2w FS image reveals ascites as well as the presence of a big, encapsulated, well-defined, cystic mass in the
pancreatic tail; B) Bilateral ovarian tumor masses, multilocular and with thick septa, of inhomogeneous signal

intensity are seen in a coronal T2w image. Both tumor masses are well delineated without infiltration of adjacent
structures; C) An axial T1w FS image showed the presence of small areas of haemorrhage in the tumor mass
(indicated by an arrow); D) No enlarged parailiac lymph nodes are noted on the axial T2w image.
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Fig. 2 —-A) Small gland adenocarcinoma in a prominent desmoplastic stroma
(hematoxylin and eosin, X5); B) The tumor cells are diffusely and strongly
positive for B-catenin (x10); C) CK7 (x10), and D) CDX-2 (x10).

Histological findings were, on the basis of morphology,
unable to determine whether the patient was a case of pri-
mary ovarian carcinoma or gallbladder metastatic tumor. The
histologic specimen was routinely processed and embedded
in paraffin, and sections were stained with hematoxylin-eosin
for light microscopic examination (Figure 2A). The well-dif-
ferentiated adenocarcinoma was formed of small tubular and
rare microcystic glands surrounded by desmoplastic, or more
often, oedematous stroma. The glands and microcysts had at-
tenuated lining cells. Haemorrhage and necrosis were spread
in the tumor, and residual ovarian structures were not pre-
sented. A review of the histological findings indicated ade-
nocarcinoma, which had the same morphological char-
acteristics as the gallbladder adenocarcinoma of the patient,
and concluded that a definitive diagnosis required immuno-
histochemical examinations of specimens of both the gall-
bladder and the ovaries.

Immunohistochemistry was performed on paraffin sec-
tions with a broad spectrum of immunohistochemical stains
(Figures 2B, 2C, 2D). The tumor cells showed diffuse strong
labelling for CK7, CDX-2, and B-catenin, but only focal CK-
20. Expression of ER, PR, WT-1, and Ca-125 was absent.
Based on light microscopy appearance along with the immu-
nohistochemistry staining, the final diagnosis of ovarian me-
tastasis of primary gallbladder adenocarcinoma was made.

The definitive decision made by the Clinic Cancer
Board after the surgical treatment was that specific oncologi-
cal treatment was not indicated considering the disease se-
verity and the overall condition of the patient, but that symp-
tomatic and supportive therapy was indicated.

Unfortunately, the patient died three months after the
gynaecological surgery due to an advanced stage of malig-
nancy. The patient’s family refused to give consent for the
autopsy.

Discussion

The clinical presentation of gallbladder carcinoma
mimics benign conditions, which is why gallbladder car-
cinoma is often diagnosed at an advanced stage and there-
fore has a poor prognosis. The patient we are reporting on
was also misdiagnosed due to confusing symptomatology.
Overall mean survival is a mere six months, while the
five-year survival rate is only 5% '°. The most common
metastatic lesions are in the liver, pancreas, and common
biliary duct '".

Most metastatic ovarian tumors originate from the gas-
trointestinal tract, breast, and gynaecologic organs. Unlike
colon or appendix carcinoma, or primary tumors of the upper
gastrointestinal tract, which usually produce metastatic trans-
formations of the ovary, ovarian biliary metastases are rare '.
In general, patients with metastatic ovarian cancer are
younger than patients with primary epithelial ovarian tumors,
which proved to be true for our patient as well. The reported
median age is between 35.7 and 55 years *.

It is very important to distinguish metastatic ovarian
tumours from primary ovarian cancer; otherwise, the patient
may get insufficient treatment since imaging findings cannot
make accurate distinctions. Available literature data suggest
that bilaterality and semisolid, semicystic consistency point
to metastatic ovarian tumors °. In 66% of cases, metastatic
ovarian cancers are bilateral tumours that symmetrically en-
large the ovaries, retaining the overall ovarian outline *, fea-
tures which were present in our case as well.

Misinterpretation of metastatic ovarian tumors as pri-
mary ovarian neoplasms occurs more often when ovarian
lesions are the first manifestation of the disease. In the
presented case, the data on the previous surgery, histo-
logical diagnosis of the gallbladder adenocarcinoma, and
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current local findings of the bilateral adnexal masses and
their macroscopic appearance could have led to a reason-
able conclusion of metastatic ovarian tumor. Nonetheless,
the fact that there were neither local metastases nor re-
cidivism of the primary carcinoma was misleading. More-
over, the presentation of unusually advanced ovarian vas-
cular deposits, rather than local metastases of the gall-
bladder carcinoma, makes this case distinctive. Finally,
only an immunohistochemical analysis was able to clarify
any doubts and disregard the possibility of primary ovar-
ian adenocarcinoma.

Conclusion

The presence of ovarian masses of unknown origin and
the diagnostic dilemma between primary and metastatic tu-
mors require careful clinical, radiological, intraoperative, and
histological examination for the purpose of establishing a de-
finitive diagnosis. Whenever adnexal masses are detected, it
is necessary to conduct an evaluation of the patient’s gastro-
intestinal tract.
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