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Précis: Choriocarcinoma can develop during a term pregnancy and can present with acute onset non-immune hydrops fetalis secondary
to fetomaternal hemorrhage.

Abstract

Background: Intraplacental choriocarcinoma (IC) is a rare version of Gestational Trophoblastic Neoplasia (GTN) that can present
during a term pregnancy.

Case: A 24-year-old multigravida presented at term with decreased fetal movement over several days and found to have non-
reassuring fetal heart tracing and new onset fetal hydrops on ultrasound. At birth, the neonate was encephalopathic and severely
anemic. Macroscopic and histologic evaluation of the placenta did not reveal any abnormalities. She was ultimately diagnosed with
choriocarcinoma on postoperative day 20 when she had a dilation and curettage for heavy vaginal bleeding.

Conclusion: Non-immune hydrops fetalis is a rare presentation of IC and likely caused by fetomaternal hemorrhage from tumor
invasion. IC should be suspected in new onset NIHF and suspected fetomaternal hemorrhage.

»  Teaching Points:
*  Choriocarcinoma can develop during a term pregnancy and can present with acute onset non-immune hydrops fetalis.
+  Fetomaternal Hemorrhage is a cause of non-immune hydrops and the likely mechanism by which choriocarcinoma causes hydrops.

» Intraplacental Choriocarcinoma can easily be missed on gross and even microscopic evaluation of the placenta. Clinicopathologic
correlation and communication with pathology is key to achieving a diagnosis.

Keywords:  Antenatal  complications;  Fetomaternal —and complete molar pregnancies, and malignant forms, such as
Hemorrhage; Intraplacental; Pregnancy invasive moles, choriocarcinoma, placental site and epithelioid

. trophoblastic tumors. Choriocarcinoma is a rare, aggressive form
Introduction of GTD with an incidence of 1 in 40,000 pregnancies in Europe

Gestational neoplastic disease (GTD) refers to a group of and North America [1]. While over 50% of choriocarcinoma
tumors marked by abnormal trophoblastic proliferation. These —occurs after a molar pregnancy, 25% of cases occur after a term
tumors can be divided into premalignant varieties such as partial ~Or preterm gestation [2]. Even rarer are cases of intraplacental
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choriocarcinoma (IC), which account for approximately 0.04%
cases of GTD [3]. The presentation of IC is variable [4]. While
some are clinically silent, [5-8] others are associated with antenatal
complications, such as fetal demise, or with metastatic maternal
or infantile disease [9]. Massive fetomaternal hemorrhage (FMH)
with associated fetal hydrops [10-12] and severe anemia at birth has
been reported [3,10,13-17]. We present a case of new onset fetal
hydrops secondary to FMH due to unrecognized choriocarcinoma.

Case

A healthy 24 year-old Gravida 2 Para 1001 presented at 37
weeks and 5 days gestation to the obstetric triage unit for non-
reassuring antenatal testing performed at her outpatient obstetric
office. She had no significant past medical history. The fetus had
urinary tract dilation of the left kidney at 20 weeks, seen on a routine
anatomy ultrasound; however it had resolved on repeat ultrasound
at 35 weeks gestation. Her blood type was O positive, and her
type and screen was without antibodies. The patient reported
decreased fetal movement for 2-3 days at her routine 37-week
prenatal visit. At that time, a non-stress test (NST) was performed
in the office and the fetal heart rate (FHR) notable for minimal
variability and late decelerations. The patient was directed to OB
triage at the local tertiary care hospital for further evaluation. In
triage, the fetal heart tracing was nonreactive, again with minimal
variability and occasional late decelerations. A biophysical profile
(BPP) was ordered and performed immediately. The BPP noted
a score of 2/10 (+2 points for fluid), however the ultrasound also
showed a new diagnosis of fetal hydrops based on findings of fetal
ascites, pleural effusions, and thickened skin measuring 14 mm.
Due to these findings, primary cesarean section was recommended
to expedite delivery. Cesarean section was uncomplicated.
Ovaries were visualized at the time of surgery and looked normal.
The placenta was sent to pathology for evaluation. Grossly, the
placenta was large but without signs of infarcts or abnormalities.
The pathologist reviewed representative sections, which showed
normal placenta.

The infant was resuscitated and intubated by the neonatal
intensive care team in the delivery room and transferred to the
Neonatal Intensive Care Unit. The infant weighed 3.3kg and had
APGARsof 1 and 5 at 1 minute and 5 minutes respectively. Cord gas
was pH 6.96, base excess -17 and the infant was encephalopathic
on exam, so passive cooling initiated. Poor perfusion and pallor
were noted immediately at birth. The neonate subsequently had
hypotension that improved with fluid resuscitation. Lactate was
18.4, but blood cultures were negative. Fetal hemoglobin was
2.1g/dL. The neonate was transfused 1 unit of packed red blood
cells and 1 unit of fresh frozen plasma. The plan was for further
blood transfusion and then partial exchange transfusion, however
the patient expressed desire to switch to compassionate care. The
infant died on the first day of life. The microarray was collected,
however, not sent per parental request and the patient also declined
fetal autopsy.

The patient was discharged from the hospital and returned
on postoperative day 4 with a fever of 38.4 C and concerns for
postpartum endometritis. She had significant fundal tenderness
with no other localizing symptoms and a white blood cell count
of 10.6. Transvaginal ultrasound showed a 10.3 mm endometrial
stripe, without concerns for retained products. She received IV

clindamycin and gentamicin until she was afebrile for 24 hours.
She was discharged home with Bactrim.

On postoperative day 20, the patient again presented to
the hospital, now with heavy vaginal bleeding. Transvaginal
ultrasound showed a 17 mm endometrial strip with increased
vascularity, concerning for retained products of conception. She
underwent an exam under anesthesia and dilation and evacuation
under ultrasound guidance. The pathology showed abnormal
proliferation of malignant-appearing syncytiotrophoblasts and
cytotrophoblasts with areas of hemorrhage and necrosis consistent
with choriocarcinoma. No normal villi were seen.

Upon receipt of these results, the patient had a chest x-ray
that was negative for disease and an hCG of 5388 IU/L. She was
referred to gynecologic oncology who suggested she get a CT
abdomen and pelvis as well as a head MRI to rule out metastasis.
If the metastatic workup was negative, she would be classified as
having low risk disease with a World Health Organization score of
3, secondary to development of choriocarcinoma following a term
pregnancy and her elevated hCG [18]. The tentative treatment
plan pending normal imaging was methotrexate and leucovorin
until her hCG is negative, followed by consolidation therapy for 3
cycles thereafter. The patient however decided to get treatment in
her home country, Italy, and did not follow up with our practice.

Discussion

Choriocarcinoma confined to the placenta is exceedingly
rare and thought to account for approximately 2.3% of gestational
choriocarcinoma cases.4 A systematic review of IC cases found
that 50% of women were asymptomatic and a diagnosis of IC was
made only after placental examination was performed secondary to
other reasons, largely fetal distress at birth or cases of intrauterine
fetal demise (IUFD) [4,10,13-16,19]. The true incidence of the
disease is, therefore, unknown and likely underreported because
histopathologic evaluation of placental tissue is not routinely
performed following most deliveries.

Of the cases presenting with fetal distress, however,
fetomaternal hemorrhage appears to be the most common, seen
in over a quarter of live births [4] reported one of the first cases
of FMH from choriocarcinoma [20]. While the mechanism is not
fully understood, it is believed that malignant trophoblastic tissue
invades the intervillous space and disrupts the placental barrier
between fetal and maternal circulation [9,16,20]. Of the case reports
describing FMH in relation to IC, similar patterns of presentation
were noted, including maternal complaints of decreased fetal
movements [10,11,13-16], new onset of fetal hydrops [10-12]
abnormalities on fetal heart tracing including sinusoidal wave
form or minimal variability with late decelerations [10,13-16]. At
birth, severe neonatal pallor, low Apgar score, and severe anemia
have been noted [11,13-16]. In our case, similar findings were
noted, with the mother complaining of decreased fetal movement
for several days, a fetal heart tracing with minimal variability and
late decelerations, as well as neonatal pallor with severe anemia
and a hemoglobin of 2.1 g/dL at birth. In this case, new onset
fetal hydrops was also seen on BPP. To the authors’ knowledge,
this is the fourth case report of fetal hydrops associated with
choriocarcinoma (search terms: choriocarcinoma, fetal hydrops,
gestational trophoblastic disease, pregnancy). While a Kleihauer-
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Betke test was not performed to assess for FMH, this is likely the
cause of fetal anemia and subsequent non-immune fetal hydrops
(NIFH) seen on presentation.

Conditions associated with FMH include abdominal
trauma, placental abruption, manual removal of the placenta, and
amniocentesis [21]. In over 80% of cases, however, the cause is
unknown [22]. Some of these unknown cases may be from IC and
it is imperative that it remain on the differential diagnosis as a
cause for severe FMH diagnosed in the setting of an otherwise
previously normal and uncomplicated pregnancy. In addition to
gross, macroscopic examination of the placenta, microscopic,
histopathologic examination of the placenta should also be
performed in such cases.

Macroscopic evaluation of placentas found to have
choriocarcinoma is for the most part unremarkable [5-7,9,11,16].
When lesions are present, they can be very small and easily missed,
with sizes as small as 3-4 mm reported [23] and often grossly
resemble an infarct [3,10]. In some cases, a diagnosis of IC was
only made after a second re-evaluation of the placenta [5,14]. In
one specific case, initial gross and histologic examination of the
placenta did not show IC, however, after the presence of severe
FMH was communicated to the pathologist, closer reinspection led
to a diagnosis of IC [14]. In our case, histopathologic evaluation
of the placenta was performed following delivery and found to be
negative. It was not until dilation and curettage was performed, 20
days after delivery, for suspected retained products of conception
in the setting of heavy vaginal bleeding, that the diagnosis of
choriocarcinoma was made. Our case supports the theory that
cases of choriocarcinoma following a term pregnancy likely start
within the placenta and are frequently not detected because it is
often a small focus, or because the placenta was not examined.

Conclusion

In summary, while IC is thought to be rare, it is likely
underdiagnosed as many patients are asymptomatic, placentas are
often macroscopically normal and not routinely sent for histologic
evaluation, and even when they are, small foci of disease can easily
be missed. In the setting of suspected FMH following an otherwise
unremarkable pregnancy course, choriocarcinoma, while rare,
should remain on the differential diagnosis. Additionally, relevant
clinical information should be communicated to the pathologist as
this can guide the evaluation of the placenta.
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