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ABSTRACT

Gastric metastases of ovarian adenocarcinoma are rare. Secondary localizations of ovarian cancer are known in the
literature and are often reported. Immunohistochemical analysis remains essential for making a differential
diagnosis with a gastric primary, despite the inconsistent reactivities of the main immunohistochemical markers.
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I. INTRODUCTION

Metastatic localization of ovarian adenocarcinoma is
exceptional, with only a few isolated cases reported in
the literature.' On the other hand, ovarian metastases
of gastric origin are the best known (Krukenberg tumor).
Autopsy studies have revealed frequencies of 0.7 to 1.8%
of these metastases of ovarian origin.**

A study carried out at the Institut Gustave Roussy (IGR)
on 12,000 patients investigated by upper digestive
endoscopy found only 17 cases of gastric metastases, i.e.
a frequency of 0.83%.!

I1. PATIENT AND MEDICAL OBSERVATION

This is a 47-year-old woman who underwent surgery in
2017 for symptomatic lithiasis cholecystitis discovered
on ultrasound; she underwent retrograde
cholecystectomy with careful electrocoagulation. In
addition, exploration revealed incidental nodules in the
right subdiaphragmatic region, under the round ligament
and others in the mesenteric region, which were
biopsied.

Histological analysis of the cholecystectomy specimen
revealed acute cholecystitis on a chronic background
with no sign of malignancy, and histological analysis of
the nodules revealed poorly differentiated carcinomatous

proliferation. Immunohistochemistry was consistent with
a poorly differentiated adenocarcinoma of primary
ovarian serous origin.

A thoraco-abdominal CT scan showed ovarian tumoral
masses with early carcinosis and no other secondary
localizations, notably hepatic or pulmonary.

The patient underwent neoadjuvant chemotherapy,
followed by hysterectomy with ommentectomy, lymph
node dissection and appendectomy. Histological analysis
was consistent with bilateral high-grade ovarian serous
cystadenocarcinoma with peritoneal metastases classified
as stage ypT3bNO (TNM classification 8th edition and
FIGO 2009). She subsequently underwent adjuvant
Paclitaxel-Carboplatin chemotherapy.

The patient remained under good clinical and
radiological control until July 2020, when she presented
with pelvic pain associated with vomiting plus an altered
general condition. She was admitted to hospital and a
thoraco-abdomino-pelvic CT scan was performed,
showing two peritoneal masses, interpancreatico-gastric
and left iliac, in favour of carcinosis masses. She
underwent a first line of Gemcitabine-Carboplatin
chemotherapy. Given the persistence of vomiting for a
month and the onset of epigastralgia, an
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oesogastroduodenal fibroscopy was performed and
concluded to be a fundic gastric ulcer with an aspect of
malignancy. Antral and subcardial biopsies were taken:

- Intestinal biopsies: chronic gastritis, absence of
intestinal metaplasia or signs of dysplasia.

- Biopsy of subcardial ulcerating lesions: subcardial
localization of poorly differentiated, infiltrating
carcinomatous proliferation with an
immunohistochemical profile compatible with ovarian
origin (CK7+ CK20- CDX2-).

However, the 1st line of chemotherapy was not tolerated
by the patient, with recurrent neutropenia. Given the
poor tolerance of chemotherapy and deteriorating general
condition, it was decided at a multidisciplinary
consultation meeting to institute exclusive palliative care
for the patient.

I1l. DISCUSSION AND REVIEW OF THE
LITERATURE

The cancers most frequently responsible for gastric
metastases are melanoma, breast, lung and oesophageal
cancers.*™ In practice, ovarian metastases of gastric
cancer are the best known (Krukenberg tumor). A
Japanese autopsy study of 60 women with secondary
ovarian lesions found gastric origin in 38% of cases,
preceding the appearance of primary colonic, bronchial
and biliary-pancreatic cancers.”! Clinical symptoms are
often aspecific, including abdominal pain, anorexia,
vomiting, digestive haemorrhage and anaemia. In our
case, pelvic pain, vomiting and altered general condition
were the main clinical manifestations.

The most common endoscopic finding was a single,
nodular, ulcerated volcano-like lesion of variable gastric
location. More rarely, metastases may be single or
multiple submucosal nodules or liniceal lesions.["%
Gastric metastases of mali%;nant melanoma may be
pigmented in 40% of cases.!’

The diagnosis of gastric metastasis and its ovarian origin
is debatable, as it is a rare entity and there are no
paraclinical elements to provide diagnostic certainty.
Classically, the CK7 positive - CK20 negative pairing
points to an ovarian origin. In reality, cytokeratin 7 and
20 reactivity varies widely according to tumour location.
Interpretation is generally straightforward to differentiate
an ovarian adenocarcinoma from a colonic origin: CK7
positive - CK20 negative phenotype for the ovary and
inverse for the colon in 80 to 90% of cases.**"!
Lagendijk et al. included two markers in their study to
arrive at the same conclusions: CK7+, CA 125+/CK20-,
ACE- for the ovary, the reverse being observed for the
colon.®™  The immunohistochemistry of gastric
adenocarcinoma is much more complex, and the variable
reactivity of gastric epithelium for CK7 is well
known."™! But positive reactivity for CK20 is also
inconstant. In the study by Park et al. the CK7+/CK20-
phenotype was found in 46% of 289 cases of gastric
carcinoma metastasizing to the ovary.!*”

Tumors of the upper digestive tract, including the biliary
tract and pancreas, are also immunohistochemically
difficult to interpret. Duval et al™® and Cathro et al*!
find in a large number of patients the same phenotype as
that of CK7+/CK20- ovarian carcinomas. Conversely,
Tot found a CK7+/CK20+ phenotype in 79% of patients
with biliary or pancreatic adenocarcinoma.

CA 125 is not specific to ovarian cancer. Its serum level
is elevated in 80% of non-mucinous ovarian carcinomas
(only 50% for stages 1 and 2). The marker has no value
for initial diagnosis, but is of interest for assessing
response to treatment and monitoring tumour
recurrence.'®???1 Several studies have shown that high
serum CA125 levels are possible in tumors of the upper
digestive tract, particularly the stomach and pancreas.
Serum measurement of tumour markers could provide
diagnostic guidance in 66% of cases of adenocarcinoma
metastases of undetermined origin:. CA 125
positive/ACE and CA19-9 negative for the ovary,
positivity of all 3 markers for the upper digestive tract.[*!
Nakata et al. have shown that elevation of serum CA 125
in gastric adenocarcinoma is a good predictor of
peritoneal invasiveness.?* In our case, the serum marker
CA 125 at metastatic recurrence was not elevated (CA
125 at 4 IU/L).

According to the FIGO 7th Edition classification of
ovarian cancer, our patient was initially classified as
Stage IIIC, and therapeutic recommendations suggest
performing chemotherapy first before possible surgery
for peritoneal metastases.

There is a lack of data in the literature to assess the
resectability of metachronous ovarian cancer metastases.
However, it seems that early detection of recurrence of
neoplastic disease is correlated with a better therapeutic
response and improved survival. Regular serum
measurement of CA 125, supplemented by abdomino-
pelvic CT if the marker level rises, is an essential part of
follow-up.[##4

IV. CONCLUSION

The most frequent secondary tumours of the ovary are of
digestive origin. Gastric metastases of a primary ovarian
cancer are exceptional and pose diagnostic difficulties
with a gastric primary, as the positive reactivity of
certain  immunohistochemical —markers such as
cytokeratins 7 and 20 in the gastric epithelium is not
constant.
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