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Abstract

Background Endometrial carcinosarcomas are rare and carry a very poor prognosis. They usually present with exten-
sive lymphatic spread. An acute presentation of a stroke may reveal the underlying diagnosis.

Case presentation A woman in her 50s with no reported medical history presented to the emergency department
as a code stroke. She was found during the evening by her sister leaving the bathroom disheveled. At that time, she
was found to be mute, not following commands, with left gaze deviation and right hemiparesis. Computed tomog-
raphy (CT) imaging showed an acute infarct in the left middle cerebral artery M2 branch or frontoparietal territory
consistent with acute stroke. Upon further review, the sister states that she has had significant vaginal bleeding

and never had menopause. On admission, she had significant anemia. CT of the abdomen and pelvis showed a large
right adnexal mass, endometrial thickening, diffuse lymphadenopathy, omental nodularity, and a pulmonary nodule
concerning for gynecologic malignancy with metastasis. Surgical pathology showed high grade endometrial carci-
nosarcoma. She was outside of the tPA window, and neurology determined her not to be a candidate for thrombec-
tomy. She was managed medically with antiplatelet agents, high dose atorvastatin, and blood transfusions.

Conclusions Endometrial carcinosarcoma can present with severe anemia and irregular menstrual bleeding. In
patients without routine gynecologic care, endometrial carcinosarcoma can go unnoticed and only be identi-

fied after workup for another condition such as acute stroke. Endometrial biopsy for diagnosis may be challeng-

ing in a patient with severe anemia. Alternatively, transvaginal ultrasonography with Doppler study and magnetic
resonance imaging may be used to support the diagnosis. Furthermore, endometrial carcinosarcoma can complicate
ischemic stroke management as it can present with bleeding and make it difficult to use anticoagulating agents.
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Background

Endometrial carcinosarcomas are rare and carry a very
poor prognosis. They usually present with extensive lym-
phatic spread. Treatment usually involves a combination
of surgery, chemotherapy, immunotherapy, or radiation.
Chemotherapy with carboplatin and paclitaxel is the pre-
ferred chemotherapy regimen (Crane 2022). Palliative
therapy may be necessary in cases of extensive metastatic
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spread. Malignancy does carry increased thromboembo-
lism risk, though an acute stroke being the initial presen-
tation of gynecologic malignancy is unique.

Case presentation

A woman in her 50s with no reported medical his-
tory (hasn’t seen a physician in years) presented to
the emergency department as a code stroke. She was
found during the evening by her sister leaving the
bathroom disheveled. At that time, she was found to be
mute, not following commands, with left gaze devia-
tion and right hemiparesis. She had no prior history of
stroke. In addition, her sister also states that she has
had significant vaginal bleeding for several years, with
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Fig. 1 Confluent transcortical hypoattenuation in the left frontal lobe
due to acute infarction in the distribution of the left middle cerebral
artery

episodes of lighter and heavier flow but never cessa-
tion of bleeding. She has not gone through menopause.

Investigations

CT imaging of the brain without contrast showed a mod-
erate-sized acute infarct in the left frontoparietal convex-
ity and left insula, within the left middle cerebral artery
(M2) vascular territory (Fig. 1) consistent with an acute
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Fig.2 5.9 centimeter (cm)x 5.4 cm Right adnexal mass
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Fig. 3 Endometrial thickening up to 4.2 cm and heterogeneity
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stroke. CT angiography of the neck showed no hemody-
namically significant carotid stenosis, 2.3 cm left poste-
rolateral neck bilobed subcutaneous cystic focus with
thin peripheral enhancement, destructive lytic lesion in
the posterior aspect of the left fourth rib, and numer-
ous enlarged cervical and mediastinal lymph nodes. CT
of the chest, abdomen and pelvis with contrast showed
a large 5.9%5.4 cm right adnexal mass (Fig. 2), endo-
metrial thickening (Fig. 3), diffuse pelvic and abdomi-
nal lymphadenopathy, omental nodularity and masses,
bilobed mass in mid-abdomen (Fig. 4), and a 6-mm right
middle lobe lung nodule (Fig. 5) concerning for gyneco-
logic malignancy with metastasis. Labs were significant
for elevated Cancer Antigen 125 (CA-125) to 402 U/
mL, Carcinoembryonic antigen (CEA) to 20.2 ng/mL,
and Hemoglobin 5.6 g/dL on admission. Surgical pathol-
ogy from an endometrial biopsy demonstrated Stage IVB
endometrial carcinosarcoma (Figs. 6 & 7). The carcino-
sarcoma appeared to be arising in a background of a low
grade endometrioid carcinoma (Fig. 8). An immunohis-
tochemical stain for p53 was aberrant (overexpressed) in
the high grade carcinosarcoma component (Fig. 9). An
immunohistochemical stain for HER2 showed the tumor
cells to be negative. The DNA MMR proteins MLH]I,
PMS2, MSH2, and MSHBS6 all showed retained expression.
A beta-catenin showed membranous staining.
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Fig. 4 Bilobed mass in mid-abdomen 5x2.2 cm

~ Patient History (i

Fig.5 6-millimeter (mm) right middle lobe lung nodule

Differential diagnosis

Given the above findings, and surgical pathology dem-
onstrating endometrial carcinosarcoma, the most likely
diagnosis was an acute stroke secondary to thromboem-
bolism from underlying gynecologic malignancy.

Treatment

She was outside of the tPA window, and neurology deter-
mined her not to be a candidate for thrombectomy based
on imaging. She was managed medically with antiplatelet

Fig. 6 Histopathology demonstrating Endometrial Carcmosarcoma
at 40x magnification
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agents, high dose atorvastatin, and four units of blood
transfusions for profound anemia.

Outcome and follow-up

She underwent palliative radiotherapy to reduce bleeding
and was able to be put on reduced dose low molecular
weight heparin. She was determined to be not a candi-
date for surgical therapy given metastatic disease. She
was planned to go to rehabilitation and then follow up
outpatient for systemic chemotherapy treatment.
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Fig. 7 Histopathology better |I|ustrat|ng the sarcomatous

component at 100x magnification
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Fig. 8 Histopathology demonstrating low-grade endometrial
carcinoma in the background

Discussion

Endometrial carcinosarcomas are rare aggressive tumors
comprising less than 5% of uterine malignancies (Soror
et al. 2021), and may be already metastatic on initial pres-
entation. In the United States, the incidence is less than
2 per 100,000 women (Soror et al. 2021). The median age
at diagnosis is 65 years old, and it is usually a disease of
older post-menopausal females (Soror et al. 2021). Afri-
can American women have a two-to-fourfold higher inci-
dence of high-risk uterine cancer compared to Caucasian
women (Abel et al. 2021).

Carcinosarcomas are comprised of both epithelial and
mesenchymal components, visible on histological exami-
nation. They typically arise within the endometrial cavity.
Risk factors for carcinosarcomas include obesity, pelvic
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radiation, use of exogenous estrogen, Tamoxifen use, and
nulliparity (Kord et al. 2020).

In a large study of 300 patients with carcinosarcomas,
the most common symptoms included post-menopausal
bleeding (82%), pelvic pain (13%) and vaginal discharge
(10%) (Callister et al. 2001). Carcinosarcomas are aggres-
sive tumors with a very poor prognosis.

Treatment should be patient specific. Surgery can
be very useful. Total hysterectomy with bilateral sal-
pingo-oophorectomy is usually mainstays of treatment.
Interestingly, in a meta-analysis of high-risk histologic
subtypes of endometrial cancer, minimally invasive sur-
gery (for example, laparoscopic approach) did not sig-
nificantly increase the risk for recurrence or mortality
compared to an open surgical approach, and may be used
(Kim et al. 2022). Lymphadenectomy is also very ben-
eficial in limiting malignant tumor spread, though more
recent literature supports the alternative approach of
sentinel lymph node mapping (Crane 2022).

Combination chemotherapy with carboplatin and
paclitaxel has demonstrated good effects in the litera-
ture and is considered the first-line regimen (Bogani et al.
2023). Though the literature is limited, there are some
studies supporting the additional use of radiotherapy
in high-risk endometrial cancer subtypes (Crane 2022;
Cunbha et al. 2018). Immunotherapy also remains a good
option, especially in individuals who don’t respond to
chemotherapy. In addition, the Federal Drug Adminis-
tration (FDA) approved the use of pembrolizumab and
lenvatinib after disease progression on chemotherapy
and immunotherapy in endometrial cancer subtypes with
microsatellite instability (Bogani et al. 2023).
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Fig. 9 Histopathology demonstrating p53 expression patterns in the low grade endometroid versus high grade carcinosarcoma component
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Post-operative imaging and surveillance of Cancer
Antigen 125 (CA-125) levels can be used to monitor
response to treatment. Additionally, molecular profiling
has offered insight into actionable targets for personal-
ized therapy and is guiding the future of oncologic ther-
apy (Crane 2022).

Stage seems to be the most important prognostic fac-
tor, regardless of treatment. In a series of 121 patients
with carcinosarcomas, five-year survival rates were 59%
for Stage 1/11, 22% for stage III, and 9% for Stage 4 disease
(Gonzalez Bosquet et al. 2010). Carcinosarcomas can
metastasize to the lungs (59%), peritoneum (44%), bones
(17%), liver (15%), and brain (8%) (Gonzalez Bosquet
et al. 2010). Palliative discussion is especially important
in cases of advanced disease.

Given the poor prognosis, care should be taken in
establishing the diagnosis early especially in more chal-
lenging presentations and creating an effective manage-
ment plan.

Conclusions

« Endometrial carcinosarcoma, though commonly
observed in post-menopausal females, can present
before menopause as irregular menstruation, with
episodes of heavier and lighter menstrual flow with-
out cessation.

« In patients without routine gynecologic care, endome-
trial carcinosarcoma can go unnoticed and only iden-
tified once diffuse metastatic disease is present (stage
IVB) and treatment is challenging, highlighting the
need for regular gynecologic follow-up.

« Endometrial carcinosarcoma may be identified initially
following an acute stroke and only uncovered after
extensive neurological workup.

+ For diagnosis, endometrial biopsy may be challenging
in a patient with severe anemia. Alternatively, transvag-
inal ultrasonography with Doppler study and magnetic
resonance imaging may be used to support the diagno-
sis.

« Endometrial carcinosarcoma can complicate ischemic
stroke management as it can present with profound
anemia and bleeding and make it difficult to use anti-
platelet or anticoagulant agents commonly used in
ischemic stroke management.
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cT Computed tomography

tPA Tissue plasminogen activator
CA-125 Cancer antigen 125
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