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Solitary splenic metastasis of endometrial carcinoma
ten years after hysterectomy.
Case report and review of the literature
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Summary

Solitary carcinomatous metastases to the spleen are rare. The reports of such cases in the literature usually concern late stages of the
disease, with generalized carcinomatosis and metastatic foci in several other organs.

Primary tumors that most often metastasize to the spleen are carcinomata of the breast, lung and ovaries, as well as malignant
melanomata. Less often, carcinomata of the stomach, large bowel and kidneys are reported to implicate the organ with metastatic
disease. The presence of solitary splenic metastasis of endometrial origin however, is extremely rare.

We present a case of a 53-year-old female patient who ten years after hysterectomy due to the presence of endometrial carcinoma
developed a metastatic focus to the spleen. This focus was diagnosed on the grounds of histology and immunohistochemistry, after

splenic excision, to be of endometrial origin.

Together with this case presentation, several aspects of the disease and its differential diagnosis are discussed, in correlation with the

current literature.
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Introduction

Endometrioid carcinoma is the most common infiltra-
tive carcinoma of the female genital tract. The risk of its
development is estimated to be 3% in all women during
their lifetime, most of the cases however concern post-
menopausal age [1].

Carcinoma metastasizes by order of frequency to the
regional lymph nodes, the ovaries, the liver, lungs and
pleural cavity, bones, brain, intestinal tract and adrenals [1,
2]. The potential of splenic metastasis is — based on a study
of 111 autopsies of women with a history — reported to be
3.6% and usually concerns advanced stages of the disease
with generalized carcinomatous spread [2].

The presence of such metastatic foci in the spleen is
indicative of carcinomas with high metastatic potential,
which express endothelial adhesion molecules and
usually colonize the organ through the blood circulation
[8]. About 60% of all gynecological cancers are reported
to be of such a potential. On the other hand, malignancies
that affect the spleen with solitary metastatic foci are of
adenocarcinomata type originating predominantly from
the ovaries. Diffuse metastases to the spleen however
usually originate from the breast and lungs [12].

Splenectomy remains the treatment of choice in cases
of splenic metastatic disease, nevertheless complemen-
tary chemotherapy and Roentgen radiation therapy seem
to restrict the chances of recurrence [5, 6, 12].
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The most accurate way to reach a diagnosis, especially
in cases of solitary splenic metastasis, is the histological
examination of core biopsy aspirates, usually are per-
formed under ultrasound or CT guidance [7, 12].

Case Report

We present a case of a 53-year-old female patient, who ten
years after hysterectomy and complementary hormonal
chemotherapy performed due to the development of endometrial
carcinoma, presented with symptoms of anemia. Clinical exami-
nation revealed splenomegaly and the CT-scan showed a solitary
mass at the spleen measuring 5 cm in diameter with central
fusion. Such foci were not spotted in other organs, and no lym-
padenopathy was noted. The histological examination of the bone
marrow biopsy that followed showed neither hematologic malig-
nancy nor metastatic disease. The red cell line was found to be
shifted to the left.

The patient underwent splenectomy and the histological exam-
ination of the surgical specimen revealed the presence of adeno-
carcinoma (Figure 1). The tumor cells were distributed in a con-
fluent glandular pattern with rare, cribriform and papillary
formations in desmoplastic stroma, showing foci of squamous
cell metaplasia (Figure 2). These morphological features were
strongly indicative of endometrial carcinoma, which nevertheless
should be differentially diagnosed in a spectrum of neoplasias.

The immunohistochemical investigation performed substanti-
ated the endometriol origin of the solitary carcinomatous focus
(Figures 3-6).

After surgery the patient was treated with hormonal
chemotherapy and she is now in good clinical condition,
showing no signs of relapse.



234 C. Hadjileontis, 1. Amplianitis, C. Valsamides, G. Harisis, H. Nepka, A. Kafanas

.7
a3

DITE e

: .‘%‘.g:_»é;“f' TS
5 ,”&; % ‘8 )/
BotE G o

GART € B A7

e
L

4t

g

o

i

%
2

(H&E x 100).

Figure 2. — Malignant cells are distributed in a confluent glandular pattern with rare, cribriform and papillary formations, showing

foci of squamous cell metaplasia (H&E x 400).

Figure 3. — Positivity of most of the neoplastic cells to the immunohistochemical stain of vimentine (x 400).
Figure 4. — Positive reaction of thé neoplastic cells to the immunohistochemical stain of cytokeratin 7 (x 400).
Figure 5. — Cytoplasmic expression of the immunohistochemical stain CA 19-9 by most of the tumor cells (x 400).
Figure 6. — Positive immunohistochemical reaction of the tumor cells to CEA (x 400).

Material and Methods

The surgical specimen was fixed in 10% formalin buffer for
24 hours and histological sections were taken and embedded in
paraffin wax. Sections, 3 um thick, were then taken from the
paraffin blocks and stained with hematoxylin and eosin (H&E),
while for the immunohistochemical investigation the avidin-
biotin-peroxidase technique [4] was performed. The antibodies
used and their sources are listed in Table 1.

Results

The tumor cell immunoreactivity comprehensively listed
in Table 2 was compatible with the morphological findings
that indicated the endometrial origin of the tumor.

Vimentine (Figure 3) was uniformly expressed in all
neoplastic cells, while most of these cells expressed cyto-
plasmic positivity for cytokeratin 7 (Figure 4) and CA
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Table 1.— Antibodies applied for immunohistochemical
investigation and their sources.

Antibody Source Antibody Source
Vim DAKO Cytokeratin 18 DAKO
CEA DAKO Cytokeratin 19 DAKO
Cytokeratin 7 DAKO  Cytokeratin AE III DAKO
Cytokeratin 8 DAKO CA19-9 Novocastra

Table 2. — Immunophenotype of tumor cells.

Antibody Immunoreactivity Antibody Immunoreactivity
Vim. + Cytokeratin 18 +
CEA + Cytokeratin 19 +
Cytokeratin 7 + Cytokeratin AE 111 -
Cytokeratin 8 + CA19-9 +

19-9 antigen (Figure 5). Carcinoembryonic antigen
(Figure 6) and cytokeratin 19 exhibited both cytoplasmic
and membranic distribution.

Discussion

Endometrial carcinoma and their rare incidence of
splenic solitary metastatic foci may easily be misdiag-
nosed since they appear with no significant signs or
symptoms until the late stages of the disease and may not
express any tumor markers in the peripheral blood [12].

Such metastatic foci in the spleen, especially in women
with no previous history, are usually found incidentally
during CT-scan investigations. This finding should
however be differentially diagnosed in a large spectrum
of diseases that expands to lymphomas, hemangiomas,
hamartomas and furthermore splenic abscesses, infarcts
and parasitic cysts [5, 8, 12].

Furthermore metastatic carcinoma in the spleen may
originate from the breast, lung, stomach, large bowel,
kidneys and ovaries, or may concern malignant
melanomata. In these cases the only way to reach a diag-
nosis is by cytological/histological examination of
bioptic material from the lesion under radiological guid-
ance [1, 2, 5, 7].

The histologic examination on the other hand may
present its own restrictions. These may concern insuffi-
cient sampling in cases of FNAB and core biopsy, or
defective fixation in cases of surgical specimens. As far
as the spleen is concerned, it is important to cut the spec-
imen into 1.5 to 2 cm thick slides before fixing it in the
formalin buffer and keep them there no longer than 24
hours. This enables a proper fixation of the whole matrix
of the organ before autolysis occurs, while on the other
hand its maintenance in 4% formalin buffer for 24 hours
permits the sufficient expression of several cellular anti-
gens for immunohistochemical evaluation [3].

The immunohistochemical profile of endometrial car-
cinoma is rather diverse, concerning the expression of
both epithelial markers such as keratins of low molecular
weight and CEA, as well as mesenchymal markers such
as vimentine. In most cases estrogen and progesterone
are also detected, while some tumor cells also contain
GFAP. Several other markers are also reported to be
expressed by the malignant cells, none of them however
is indicative of their origin. CA 125 and CA 19-9, on the

other hand, are two relatively novel antibodies, regarded
to express specialty in the detection of endometrial carci-
nomas [11]. CA 19-9 was expressed by most of the tumor
cells in the present case, affirming the endometrioid
origin of the metastatic foci.

Despite the fact that metastatic carcinomatous foci to
the spleen usually occur as a result of generalized colo-
nization of the neoplasm, in the present case the metasta-
tic disease was confined to the spleen, without any other
clinical or laboratory evidence of relapse. This fact
related to the history of the patient could be interpreted
as a gradual development of a carcinomatous clone that
colonized to the spleen during the active phase of the
disease before hysterectomy and resisted the postopera-
tive chemotherapy [9, 10]. Its gradual proliferation was
furthermore a result of the patient’s negligence to present
for follow-up evaluation and manifested with symptoms
of anemia ten years later.

Conclusively, all women with a history of endometrial
adenocarcinoma should undergo frequent and full clinical-
laboratory re-evaluations in order to avoid the high recur-
rence incidence in the course of the disease [9-10, 12]. Fur-
thermore metastatic foci of endometrial carcinomata
should always be included in the spectrum of differential
diagnoses of solitary splenic nodules, whenever all the
other common primary malignancies have been excluded.
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