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Abstract

Epithelioid trophoblastic tumors (ETTs) are extremely rare gestational trophoblastic neoplasia and a subtype of the placental site
trophoblastic tumors (PSTTs). To our knowledge, there have been only 110 patients diagnosed with the ETT. ETT is generally seen
in the reproductive period, following term pregnancy. Generally, as in PSTT, -HCG levels are normal or slightly elevated. The most
common complaint is abnormal vaginal bleeding. At the time of diagnosis, findings of metastasis can be seen in 50% of the cases.
Transvaginal ultrasonography (TV-USG) and computed tomography (CT) are used for imaging in the literature. Surgical treatment
and follow-up are sufficient in the early stages. We present a case of a 37-year-old ETT patient who suffered from irregular vaginal

bleeding.
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Introduction

Epithelioid trophoblastic tumors (ETTs) are extremely
rare gestational trophoblastic neoplasia and a subtype of
the placental site trophoblastic tumors (PSTTs). ETTs,
first described by Shih et al in 1998, are rare gestational
trophoblastic neoplasms that develop from the middle
trophoblastic cells of the chorion laeve.! There are 110
cases reported as of 2019.2 ETTs are similar to PSTT in
terms of clinical behavior, pathological, and prognostic
features. They are generally seen in the reproductive
period and following a term pregnancy, and less frequently
following abortion and molar pregnancy. It is reported
that the average time from the last pregnancy to diagnosis
is 76 months (2-300 months).>> The most common
presentation at the time of diagnosis is irregular vaginal
bleeding. This is followed by nonspecific complaints
such as amenorrhea, abdominal pain, and abdominal
bloating. B-HCG ranges widely from normal to slightly
high.* Because of the nonspecific initial complaints and
slow tumor progression, diagnosis is delayed in ET'Ts, and
findings related to metastasis or metastasis are observed
in nearly 50% of the cases at the time of diagnosis.**

We present a case of a 37-year-old ETT patient who
referred to our clinic due to irregular vaginal bleeding.

Case Report

A 37-year old female who referred to Dokuz Eylul
University Hospital with abnormal bleeding had two
children. The last delivery was 5 years ago via the vaginal
route. She had no history of abortion or dilation and
curettage (D&C). The irregular vaginal bleeding started

3-4 years after birth and became more severe in the last
months. On systemic examination of the patient, she
was conscious, oriented, and cooperative. Vital signs and
systemic examination findings were normal, except for
mild pallor of the skin.

The uterus was 7-weeks pregnant size and mild vaginal
bleeding was observed on gynecological examination.
No other remarkable finding was found on gynecological
examination. On transvaginal ultrasonography (TV-
USG), the uterus measured 82 x 67 x 43 mm. The
endometrium was 10 mm and irregular. A heterogeneous
mass was found in the corpus-isthmus region of the uterus
with a diameter of 62 x 54 mm, containing hyperechogenic
areas. Central blood flow was detected by Doppler USG.

The laboratory findings included mild anemia (Hb
10.5 g/dL, Htc 31.5). p-HCG value was measured at 17.94
mIU/mL. Thyroid function tests and coagulation tests
were found to be normal. ETT was considered a result
of the endometrial histopathological examination of the
patient who underwent D&C.

Computed tomography (CT) was used to scan the body
for distant metastasis. No sign of distant metastasis was
detected. The uterus was in the shape of an hourglass, and
a marked enlargement at the level of the isthmus towards
the cervix was observed intraoperatively (Figure 1). There
was no sign of extrauterine spread in the pelvis. Bilateral
ovaries, fallopian tubes, other pelvic organs, and upper
abdominal organs were observed with normal appearance
and structure. Following the intake of peritoneal
irrigation fluid, hysterectomy and bilateral salpingectomy
were performed while protecting the ovaries. When the
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Figure 1. Intraoperative Image of the Tumor at the Level of the
Isthmus-Corpus Region.

uterus was opened in the operation room, a necrotic,
solid tumoral area with bleeding, a distinct demarcation
line with the surrounding myometrium at the level of the
corpus-isthmus region, was observed (Figure 2).

B-HCG levels decreased to the normal range after the
3rd day of the surgery and the patient was discharged in
good conditions. The final pathology result was reported
compatible with ETT (Figure 3). The patient came in for
control in the postoperative 3rd month. No pathology was
detected on the 3rd-month positron emission tomography
- CT (PET-CT) of the patient.

Discussion

ETT is a rare trophoblastic neoplasia. One hundred and
ten cases have been reported until 2019.2 ET'Ts are similar
to PSTTs in terms of clinical, pathological, and prognostic
features. Postmenopausal cases are rarely reported. It is
reported that they are generally seen in the reproductive
period, followed by term pregnancy, and less frequently
after molar hydatidiform and abortion.” -HCG levels are
generally normal or slightly elevated in ETT as in PSTT.
In our case, the serum B-hCG level was 17.49 mU/mL at
the time of diagnosis. It has been reported in the literature
that serum B-hCG levels in ETTs frequently vary between
12 and 148.460 mIU/mL and remain below 2500 mU/
mL.*¢

In a review conducted by Palmar et al on 52 cases, they
reported that the most common complaint at presentation
was abnormal vaginal bleeding and the mean age of
onset of the disease was 38.* In our case, the reason for
admission to our clinic was complaint of irregular vaginal
bleeding. The last pregnancy of the 37-year-old patient
had terminated approximately 60 months ago with a term
vaginal delivery.

ETTs are generally diagnosed late due to their slow
growth, nonspecific symptoms, and low B-HCG
production. The average diagnosis period after the last
pregnancy is reported at 76 months (2-300 months).>*
Metastasis findings can be seen in one-third to 50% of the
cases at the time of diagnosis.*® Our case was diagnosed
approximately 60 months after the last birth, earlier
than the average period reported in the literature. ETTs
typically manifest as a separate, hemorrhagic, solid, and

cystic lesion located in the fundus, lower uterine segment,
or endocervix. They can mimic degenerated myoma on
imaging.” Furthermore, ETTs with cervical extension
should be considered in the differential diagnosis of
cervical cancers.*®’

Some diagnostic features are specified on USG,
depending on the location and structural features of ET'Ts.
A well-circumscribed hypoechoic halo surrounding the
tumor on the grayscale has been shown in an ETT series
of 12 cases.!* It has been suggested that the hypoechogenic
halo that limits the tumor may arise from the interface
formed by the enlarged lymph and blood vessels between
the tumor and the surrounding tissue.*'° We identified

Figure 2. Macroscopic View of the Tumor.

Figure 3. Microscopic View of the Tumor (H&E stain,
magnification power: 20x).
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this hypoechoic halo that limits the tumor on the TV-USG
of our case. In addition, neovascularization and moderate
central blood flow were detected in the tumor tissue on
Doppler USG. It is reported that magnetic resonance
imaging (MRI) and PET CT are useful in addition to USG
and CT when determining the prevalence of ETT.¢*"

Due to the limited number of cases, information about
the prognosis of ETT is insufficient.> Although Davis
et al reported that the time elapsed since the previous
pregnancy longer than 48 months is associated with a poor
prognosis, Zhang et al did not confirm this finding.®'
Current data show that the most important prognostic
factor is the FIGO stage of the disease.>"

Our case was FIGO stage 1. Therefore, this patient
was treated with total abdominal hysterectomy plus
bilateral salpingectomy. The ovaries were protected due
to the young age of the patient. In the literature, adjuvant
chemotherapy is recommended following debulking
surgery in extensive disease; however, surgical treatment
and follow-up are sufficient in early stages.>'*

ETTs are rare tumors. According to the data from the
limited number of cases and limited series reported in
the literature, it is understood that their diagnosis and
treatment approach are similar to PSTTs.

In conclusion, evaluation and early diagnosis of
these cases require adopting a broad perspective and a
skeptical approach on clinical examination. Reporting the
cases diagnosed each year and increasing the number of
reported cases will enable us to have more information
and experience about the diagnostic, treatment and
prognostic features of the disease. Future advances in
the management of patients with these rare diseases will
enable us to better understand the biology of PSTT and
ETT.

Established Facts

e  Epithelioid trophoblastic tumor is an extremely rare
tumor worldwide with 110 known cases reported.

e Prognosis and treatment protocols are not definite
due to the small number of cases.

Novel Insights

Epithelioid trophoblastic tumors can be diagnosed by
suspicion and adopting a broad perspective. They are
best treated with a multidisciplinary team including
gynecologic oncologists and pathologists.
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