Case Report / Olgu Sunumu Duzce Med J, 2023;25(3):302-305
doi: 10.18678/dtfd.1339016 Diizce Tip Fak Derg, 2023;25(3):302-305

Simultaneous Intratumoral Hemorrhage in Multiple Brain Metastases of
Endometrioid Carcinoma: A Rare Presentation of A Rare Metastasis

Endometrioid Karsinomanin Coklu Beyin Metastazinda Eszamanli Tiiméri¢i Kanama: Nadir Bir
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Metastazin Nadir Bir Bulgusu

ABSTRACT

Metastasis of endometrioid carcinomas to the brain is rare, usually solitary, and has a poor
prognosis. Intratumoral bleeding is also a poor prognostic factor for metastatic brain tumors
but rarely occurs in gynecological cancers. A female patient who was under chemotherapy for
endometrioid carcinoma was admitted to the emergency department for recent deterioration
and seizures. She had confusion and left hemiparesis, along with an elevated systolic blood
pressure and platelet count of 45,000 /mL. An emergent computerized tomography and
subsequent magnetic resonance imaging revealed multiple hemorrhagic metastatic lesions in
both hemispheres and cerebellum. Brain metastasis of endometrioid carcinoma is rare and can
present with intratumoral hemorrhage, which is associated with a poor prognosis and is more
likely to occur in the setting of low platelet counts. This case highlights the importance of
monitoring brain metastasis in patients with endometrioid carcinoma and considering the
possibility of intratumoral hemorrhage.
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0z

Endometrioid karsinomanin beyin metastazi nadir, genellikle tekil ve kotii prognozludur.
Tiimor ici kanama da metastatik beyin tiimérleri i¢in kotii prognoz faktorii olmakla birlikte
jinekolojik kanserlerde nadiren gerceklesir. Endometrioid karsinoma nedeniyle kemoterapi
tedavisi devam etmekte olan bir kadin hasta, bilingte kotiilesme ve ndbet nedeniyle acil servise
getirildi. Konflizyon ve sol hemiparezi mevcut idi. Sistolik kan basinci yiiksek, trombosit
say1st ise 45.000 /mL idi. Acil bilgisayarli tomografi ve takiben gekilen manyetik rezonans
goriintiilemede her iki hemisferde ve serebellumda multipl hemorajik metastatik lezyon
saptandi. Endometrioid karsinomanin beyin metastazi nadirdir ve timor igine kanama ile
prezente olabilir -ki kotii prognozla iliskilidir ve daha ¢ok diisiik trombosit sayisi durumunda
ortaya ¢ikabilir. Bu vaka endometrioid karsinomali hastalarin beyin metastazi agisindan takip
edilmesinin ve boyle durumlarda timér i¢i kanama olasiliginin goz 6niine alinmasinin dnemini
vurgulamaktadir.

Anahtar kelimeler: Endometrioid karsinoma; beyin metastazlari; hemoraji; trombositopeni.

INTRODUCTION

Endometrioid carcinomas are the most common type of endometrial cancer, but they
may also arise from ovaries. Regardless of origin, they have similar, though not
identical, properties and behavior (1). They usually spread locally and distant
metastases are rare and mostly involve the lung, liver, and bone (2,3). The metastasis
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of endometrioid cancer to the brain is extremely rare and
has an incidence of 0.3-1.16% in endometrial type and
0.49-11.54% in ovarian type (4,5). These metastases are
associated with a poor prognosis and tend to occur as
solitary lesions (6-9).

Since these tumors are rare, our knowledge of these
metastases is limited (10,11). This case report aimed to
present an unusual case that admitted with simultaneous
hemorrhage in multiple metastatic lesions.

CASE REPORT

A 64-year-old female patient with right abdomen pain was
diagnosed with a right adnexial mass. A tru-cut biopsy
revealed a low-grade endometroid carcinoma, but its
origin organ could not be determined histopathologically.
Since concurrent metastatic thorax lesions were detected
neither a surgical treatment nor an endometrial sampling
was performed to determine its origin. She was put into a
chemotherapy regimen of 9 cycles. Apart from occasional
delays due to hematological disturbances, the treatment
continued as planned.

One and a half months after the 71" chemotherapy cycle,
which was six months after the initial diagnosis, she had
progressive deterioration for 3 days. After rapid
worsening accompanied by 2 episodes of generalized
tonic-clonic convulsions, she was admitted to the hospital
by her relatives. Her Glasgow Coma Scale score was
10/15 (E3M5V2) and she had left hemiparesis. An
emergent computed tomography (CT) scan revealed
multiple foci of hyperdense lesions suggestive of
metastatic hemorrhage (Figure 1). Magnetic resonance
imaging (MRI) revealed multiple contrast-enhancing
mass lesions in the left temporooccipital, right
temporoparietal, right frontal, and right frontoparietal
area, of which the right temporoparietal one was the
largest with 46 mm diameter. The lesions compressed the
right lateral and 3" ventricles and caused a midline shift of
12 mm towards the left (Figure 2). Her platelet (PLT)
count was 45000 /mL.

The first-degree relatives of the patient were informed
about the poor prognosis regardless of surgical treatment
and offered decompressive craniectomy for palliative
purposes but they rejected it. In-depth history from
relatives revealed that she was having an argument prior to
deterioration and systolic blood pressure measured at the
emergency department was higher than her baseline
values. Conservative medical management was initiated in
the intensive care unit, but the patient eventually deceased.
Written informed consent for this study was obtained from
a first-degree relative of the patient since the patient was
not able to cooperate.

DISCUSSION

The most frequently seen gynecological malignancies are
endometrial and ovarian cancers (12). 70-80% of
endometrial carcinomas and 10% of ovarian carcinomas
are endometrioid carcinoma. They evolve from similar
precursor cells and though they are not identical (as a
result of different microenvironments), they have similar
clinicopathological features (1).

Though brain metastasis is rare in endometrial and even
rarer in ovarian endometrioid cancers, it is associated with
poor prognosis (8). This may be due to the fact that most
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Figure 1. Axial CT scan shows significant hemorrhage
and swelling in the frontal, temporal, and parietal lobes of
the right hemisphere, with the largest lesion measuring
4x4.5 cm located in the parietal lobe. Additionally, smaller
lesions with similar characteristics are observed in the left
hemisphere, specifically in the parietal and occipital lobes
as well as the left caudate nucleus. The edema causes
partial effacement of the right lateral ventricle and a
midline shift to the right by 12 mm.

Figure 2. MRI images of the metastatic lesions are seen in
(a) contrast-enhanced T1-weighted axial, and (b) coronal
sequences. The extent of edema and midline shift is best
visualized in (c) T2-weighted axial sequence.

patients with brain metastasis are already in the advanced
stages of the disease (10). Since this type of metastasis is
rare, there is currently no standard treatment algorithm for
brain metastasis, but treatment options include whole-brain
radiotherapy, surgical resection, stereotactic radiotherapy,
chemotherapy, and molecular targeting (9).

Since brain metastasis is rare, brain imaging is not
typically included in routine follow-up. This type of
metastasis is rarely diagnosed incidentally and patients
often present with neurological symptoms depending on
the location of the lesions (4,11). In our case, the patient
had no neurological symptoms until intratumoral
hemorrhage occurred.
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Overall and gross intratumoral hemorrhage incidence in
central nervous system tumors is 14.6% and 5.4%
respectively. And these hemorrhages generally present in
acute-on-chronic settings, rather than acute collapse (13).
In a recent study, the incidence of intratumoral hemorrhage
in metastatic brain tumors was 12.3% (14). Such
hemorrhage is associated with poor prognosis in
metastatic brain tumors and is more common in certain
types of cancer such as melanoma, choriocarcinoma,
thyroid carcinoma, hepatocellular carcinoma, and renal
cell carcinoma (15,16). Hemorrhagic brain metastasis of
endometrioid carcinoma, on the other hand, is rarely
reported in the literature (17,18).

The exact mechanism behind intratumoral hemorrhage is
not well understood, however, it is thought to be caused by
a combination of factors such as endothelial proliferation
with obliteration, vessel compression or distraction due to
rapid tumor growth, and the abnormal characteristics of
tumor vessels such as thin walls, poor development, and
dilation, which contribute to the fragile structure of these
vessels (13,19). Tumor invasion and necrosis can also lead to
bleeding (20). Anticoagulation therapy is a known risk factor
for intratumoral hemorrhage, while chronic hypertension
is not (13,21). Additionally, Kondziolka et al. (13)
reported thrombocytopenia (PLT <50000 /mL) in 4 out of
49 cases of macroscopic intratumoral hemorrhage.
Although spontaneous hemorrhage is not typically
expected unless the PLT count falls below 10000 /mL, the
brittle nature of tumor vessels may predispose them to
bleeding at a PLT count above 10000 /mL. In the case
discussed, the bleeding was not restricted to a single lesion
but occurred simultaneously in multiple lesions suggesting
a global cause. It is possible that a temporary hypertensive
period led to an increase in intracranial pressure, causing
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the rupture of fragile tumor vessels, and the bleeding was
aggravated by improper hemostasis due to low PLT count.
To the best of our knowledge, this case is among rare
examples of hemorrhagic brain metastasis of endometrioid
adenocarcinoma. Moreover, while previous cases had
solitary lesions, this case had multiple metastatic lesions
that bleed simultaneously.

CONCLUSION

Brain metastasis of endometrioid carcinoma is rare but
should not be overlooked. Routine brain imaging should
be considered to diagnose the disease at an early stage
before multiple metastases occur. It is also important to
note that the abnormal vasculature of metastatic brain
tumors can make them prone to bleeding in
thrombocytopenia, even at levels that would not typically
result in spontaneous bleeding in healthy individuals.
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