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Invasive hydatidiform mole coexistent 
with normal fetus. Case report

Mola invasiva coexistente con feto vivo 
normal. Reporte de caso
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ABSTRACT
We report the case of a pregnant woman referred to our hospital for suspected partial 
hydatidiform mole. Ultrasound images showed a normal fetus attached to a small 
placenta adjacent to a honeycomb-like tumor mass. Amniocentesis revealed a normal 
karyotype. Due to β-hCG values greater than 800 000 IU and a mass growth of 11% 
by magnetic resonance imaging, an ultrasound-guided percutaneous tumor biopsy was 
performed; it ruled out the possibility of choriocarcinoma. The patient had symptoms of 
hyperthyroidism that required treatment; when the β-HCG levels exceeded one million 
IU, a course of chemotherapy was prescribed. At 29 weeks, the patient started labor; a 
cesarean hysterectomy was performed, obtaining a live newborn with Apgar 5 and 7. 
The pathology report informed the placental mass as an invasive mole. According to 
our literature search, this is the first case report where an invasive mole coexisted with a 
healthy fetus. We highlight the importance of using all diagnostic and management tools 
necessary to achieve fetal viability, without increasing the maternal risk of complications.
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RESUMEN
Comunicamos el caso de una gestante referida por sospecha de mola parcial. Las 
imágenes ultrasonográficas mostraban un feto normal unido a placenta pequeña, 
adyacente a una masa tumoral en ‘panal de abejas’. Se realizó amniocentesis, con 
resultado de cariotipo normal. Debido a valores de hCG-β superiores a 800 000 UI y 
crecimiento de la masa de 11% a la resonancia magnética, se realizó biopsia tumoral 
percutánea guiada por ecografía, la cual alejó la posibilidad de coriocarcinoma. La 
paciente hizo síntomas de hipertiroidismo que requirieron tratamiento y, al superar la 
hCG-β el millón de unidades, se decidió dar un curso de quimioterapia. A las 29 semanas 
inició trabajo de parto; se realizó cesárea-histerectomía, obteniéndose recién nacido 
vivo, con Apgar 5 y 7. Al examen anatomopatológico, la masa placentaria resultó mola 
invasiva. De acuerdo con nuestra búsqueda, se comunica el primer caso en la literatura 
de coexistencia de mola invasiva con feto sano, y resaltamos la importancia de usar las 
herramientas diagnósticas y de manejo necesarias para lograr la viabilidad del producto 
de la concepción, sin incrementar el riesgo materno.
Palabras clave. Embarazo, Mola hidatiforme invasiva, Feto.

CASE REPORT

Introduction

The World Health Organization classifies gestational trophoblastic dis-
ease (GTD) as a disorder of placental development (complete, partial 
and invasive hydatidiform mole) and trophoblastic tumors (choriocarci-
noma, trophoblastic tumor of the placental site and epithelioid tropho-
blastic tumor), among others(1). 

The coexistence of a complete mole and a healthy twin is a rare event, 
with a prevalence of 1 in 20 000 to 100 000(2); the probability of obtain-
ing a healthy newborn varies from 7 to 40%(3,4). This low rate is due to 
maternal fetal complications such as spontaneous abortion, preterm 
delivery, intrauterine fetal death, bleeding, preeclampsia, persistent 
trophoblastic disease and thyrotoxicosis(5). We report the case of a pa-
tient referred to our hospital and the management strategy used to 
achieve neonatal viability. 
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Case report 

A 38-year-old patient, 20 3/7 weeks pregnant, 
was admitted to our hospital referred from the 
city of Huaral, Lima, Peru, due to hydatidiform 
mole. She had suffered from pelvic pain for the 
last two months, without bleeding nor amniotic 
fluid leakage. Gravida 3 para 2, both eutocic de-
liveries, the patient had no contributing history. 

Ultrasound examination revealed a 490 g fetus 
(35th percentile) with an anterior placenta, adja-
cent to a honeycomb tumor covering the inferior 
uterine region, including the internal os; no flow 
was captured in the Doppler velocimetry (Figure 1). 

At 21 weeks, amniocentesis was performed to 
study the fetal karyotype; microarray analysis 
was not included because it was not available in 
our institution. The MRI showed a neoformative 
mass at the inferior placental border, with a dif-
fuse microcystic pattern, measuring 20 x 12 cm 
along the anteroposterior, crown-rump axis, and 
compatible with hydatidiform mole (Figure 2). 

The patient was evaluated by endocrinology be-
cause of a TSH value of 0.01 and a free T4 value 
of 21.2, compatible with hyperthyroidism, which 
was attributed to the described tumor. Expectant 
management was prescribed. However, one week 
later, thyroxine levels increased (TSH=0.005 and 
T4L=25.2) and symptoms of hyperthyroidism ap-
peared, so the patient was prescribed thiamazole 
5 mg daily. 

At 23 weeks, an ultrasound-guided core nee-
dle biopsy of the mass was obtained in the op-
erating room, without complications. The MRI 

showed no metastasis in brain, thorax, abdo-
men nor pelvis. 

At 24 weeks, the immunohistochemical analysis 
of the biopsy showed placental alkaline phos-
phatase (PLAP) expression in clusters in a mono-
layer membrane, β-hCG expression in the mem-
brane and cytoplasm, and 20% ki-67 expression; 
the tumor was negative for melan A. The sample 
was too small for a hematoxylin and eosin stain, 
and the immunohistochemical profile did not 
confirm choriocarcinoma. 

At 25 weeks, the karyotype result was 46, XY, 
normal. An MRI revealed an 11% growth in com-
parison with the previous control. The patient 
was started on actinomycin D because the tumor 
was catalogued as a high-risk trophoblastic neo-
plasm, according to the FIGO risk scoring system 
(12 points). Vincristine and cyclofosfamide were 
added at week 27, and the patient only took them 
for one week; they were suspended due to mod-
erate abdominal and digestive pain. The β-hCG 
level during this time was 1 034 120 mUI/ml. 

At 29 weeks, the fetus weighed 1 013 g (p=3.7%), 
and the middle cerebral artery pulsatility index 
was under the 5th percentile, compatible with 
stage 1 intrauterine growth restriction. The 
hCG-β value was 160 106 mUI/ml. Due to pre-
mature rupture of membranes, the patient was 
programmed for a C-section and hysterectomy, 
obtaining a male newborn weighing 961 g, Apgar 
5 and 7. 

Figure 2. MRI showing a healthy fetus with an adjacent molar 
mass.

Figure 1. Ultrasound showing a healthy fetus, a normal pla-
centa in the upper anterior side and an adjacent tumor with a 
“snowstorm” appearance
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The patient had a favorable progress. Thyroid 
hormones normalized, so thiamazole was sus-
pended. At day 14, the patient was discharged 
with a hCG-β value of 627, for outpatient fol-
low-up. At the time of this report, the patient 
remains asymptomatic, and has tested negative 
for hCG-β in every monthly control. On the other 
hand, the newborn spent 52 days in the inten-
sive care unit and was afterwards discharged for 
outpatient follow-up, where he continues at the 
time of this communication, in the services of 
ophthalmology and physical therapy. 

According to the pathology report, the uterus 
measured 26 cm and contained a normal 17 cm 
placenta with umbilical cord and chorioamniot-
ic membranes with a faint green tint. Towards 
the right side, a 23 cm tumor was found filling 
the uterine cavity and occluding the internal 
os (Figure 3), composed of 0.4 to 2 cm vesicles 
containing mucus, similar to a bunch of grapes, 
with hemorrhagic and necrotic areas (Figure 4). 
The microscopic examination identified avascu-
lar, edematous chorionic villi with mucoid stro-
ma, karyorrhexis, cistern formation, concentric 
trophoblastic hyperplasia and foci of fibrinoid 

necrosis and polymorphonuclear neutrophils. 
At the implantation site, there was high prolif-
eration and mild atypia of the syncytiotropho-
blast (Figure 5). Slides with a relatively thinner 
myometrium revealed villi invading up to 2 mm, 
concordant with invasive mole (Figure 6). 

Discussion

According to our literature search, this is the first 
reported case of an invasive mole coexisting 
with a normal, living fetus, with good neonatal 
outcome. 

These cases are a clinical dilemma regarding 
management. For example, due to fear of ma-
ternal complications or trophoblastic neoplasia, 
logic would mandate immediate intervention. 

Figure 6. Hydropic chorionic villi invading the myometrium

Figure 5. Hydropic chorionic villi with concentric trophoblas-
tic hyperplasia

Figure 4. Grape-like vesicles

Figure 3. Uterus with a normal, dark placenta and umbilical 
cord; the adjacent tumor occludes the cervical os.
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Nevertheless, because spontaneous regression 
is possible(5), as well as a stationary behavior or 
a favorable response to chemotherapy, one can 
opt for expectant management, not without risk, 
especially in a highly desired pregnancy. 

Although the exact cause remains unknown, an 
association between gestational trophoblastic 
disease and assisted reproductive treatment has 
been observed. It has been hypothesized that, if 
ovulation is induced in more than one egg, there 
could be a higher risk of obtaining an empty one, 
which would be susceptible to degenerate into a 
molar pregnancy(6). 

Diagnosing gestational trophoblastic disease is 
hard per se; combined with a concurring preg-
nancy, it is even more challenging because we 
must differentiate it, mainly, from partial hy-
datidiform mole and from placental mesenchy-
mal dysplasia (PMD)(5). Precise diagnosis is im-
portant, given that prognosis, fetal viability and 
treatment vary. 

Ruling out a partial molar pregnancy is cru-
cial because, in these cases, fetuses are al-
most always triploid and termination of the 
pregnancy is indicated. Karyotype analysis by 
amniocentesis is required (7) because almost 
92% of triploid fetuses present structural ab-
normalities (6). In our case, the karyotype was 
normal and the fetus had no malformations. 

Placental mesenchymal dysplasia (PMD) is a rare 
placental vascular anomaly characterized by pla-
centomegaly and vesicles. It affects 0.02% of all 
pregnancies and is associated to Beckwith-Wie-
demann syndrome. Distinguishing this disease 
from a molar pregnancy by ultrasound alone is 
hard. The most important factor in the differ-
ential diagnosis is the location of the abnormal 
mass: while a mole lies outside the gestational 
sac, PMD is located inside. MRI can help in these 
cases(2,8). 

While there have been reports of ultrasound 
diagnosis in the first trimester, it is more fre-
quently diagnosed in the second trimester, in 
68 to 92% of the cases(6). The snowstorm sign, 
which appears outside the gestational sac in the 
second trimester, is highly suggestive. In some 
series, only 43 to 68% of patients were correctly 
diagnosed by ultrasound(4). 

Fowler(9) reported the following values for ultra-
sound diagnosis before evacuation, in patients 
with confirmed hydatidiform mole in the United 
States: sensitivity 44%, specificity 74%, positive 
predictive value 88% and negative predictive value 
23%. The detection rate was better for complete 
moles (58 to 95%) than partial moles (17 to 29%). 

No studies have investigated the diagnostic pre-
cision of MRI. However, this exam can determine 
if the trophoblastic disease is separated from 
the gestational sac, which leads to a more pre-
cise diagnosis of GTD coexisting with a healthy 
fetus, thus ruling out a partial mole with higher 
precision than ultrasound(4). 

Hyperthyroidism is the most frequently asso-
ciated non-gynecologic disease in these cases. 
This disease’s higher frequency is linked to the 
increase in hCG-β values because this hormone’s 
alpha unit is the same as that of TSH, so it also 
stimulates TSH receptors and the consequent 
liberation of thyroxine. 

Lin(10) obtained a frequency of hyperthyroidism 
of 14% when only considering the cases that pre-
sented both clinical signs and laboratory find-
ings of thyroid hormonal imbalance. 

In the case we report, symptoms and hormonal 
alterations correlated with hCG-β values. 

Regarding management and prognosis, in 2017, 
there were less than 250 cases of complete mole 
with twin pregnancy documented in the litera-
ture, and in less than 60 cases, the pregnancy re-
sulted in life births(6). This is explained by a fear 
of a higher risk of persistent disease or progres-
sion to neoplasia. However, Lin(10) showed that, 
although the rate of progression to persistent 
disease was higher in these cases (42%) than in 
individual moles (18%), it did not reach statistical 
significance (p=0.0625). Furthermore, Sebine(11), 
in a long series of 77 cases, found no significant 
difference between the percentage of patients 
with a mole and a living fetus who chose to end 
the pregnancy, and those who did not.

So terminating the pregnancy because of fear 
to develop a gestational trophoblastic neopla-
sia (GTN) is not justified; it has been proved that 
there is no association between the elective in-
terruption of the pregnancy and the rate of GTN. 
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Similarly, the gestational age at evacuation has 
no influence in the progression to GTN in single 
pregnancies(11). 

On the other hand, while there is great variabili-
ty in the percentage of live newborns, up to 60% 
with expectant management(10), parents who de-
cide to continue with the pregnancy must accept 
the risk of possible maternal complications as-
sociated to the hydatidiform mole. In the same 
way, its management requires admission to a 
high-level hospital with an intensive care unit, a 
variety of specialists, blood bank and experience 
with high risk pregnancies. 

To obtain a viable product, we had to use high 
technology, like karyotype analysis, ultrasound, 
MRI, tumor biopsy, immunohistochemistry and 
hormone assays, among others. 

In conclusion, we report the first case in the lit-
erature of an invasive mole with a normal fetus, 
with neonatal viability, using the technology 
available in our hospital. Molar pregnancy with a 
healthy fetus is a rare event and its management 
is still uncertain. It has not been demonstrated 
that expectant management increases the risk 
of progression to trophoblastic neoplasia, nor 
that early pregnancy termination decreases 
this risk. However, if it is decided to continue 
the pregnancy, this will require monitoring in 
high-level hospitals with availability of several 
specialties and sufficient technology to manage 
high risk pregnancies and their complications.
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